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The following synopsis of the over-all 
pathology report the this study is constructed 
from the detailed pathology reports and tables 
which occur in Volume III in the following 
order: (1) The Consulting Pathologist's 
Six Month Interim Report preceeded by tabula
tions of Gross findings; (2) The Corresponding 
Twelve Month Interim Report in the same order, 
and; (3) The Final Pathology Report (with 
Addendum). 
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PATHOLOGY REPORT 

Twenty-Four Month Chronic Toxicity/Carcinogenicity 
Study of HEXAHYOR0-1,3,5,-TRINITRO-l,3,5,-TRIAZINE (ROX) 

in the Fischer 344 Rat 

Necropsy Observations 

No compound-related gross pathologic lesions were observed in 
Fischer 344 rats from the experimental groups sacrificed after six 
months on the study, rats that died during this period or those 
sacrificed in extremis. 

Compound-related gross pathologic lesions were observed in male 
FiS:cher 344 rats from the experimental groups sacrificed after twelve 
months on the study, rats that died during this study period, or those 
sacrificed in extremis. Male rats at the 40.0 mg/kg/day dose level 
had red-brown fluid in the abdominal cavity, dark·brown kidneys with 
renal pelvis dilatation, distended urinary bladder that contained 
dark-red fluid, small testes, enlarged red-brown seminal vesicles, and 
enlarged prostate distended with red-brown fluid. Enlarged dark-red 
spleen observed at necropsy for the 40.0 mg/kg/day dose level in male 
and female rats was also considered to be compound-related. 

Compound-related gross pathologic lesions were observed in 
Fischer 344 rats from the experimental groups sacrificed at twenty-four 
months on the study, rats that died during this period, or those --- -
sacrificed in extremis. Male rats at the 40.0 mg/kg/day dose level had 
dark-brown, enlarged kidneys; enlarged, dark-red seminal vesicles; 
enlarged, dark-red prostate and distended urinary bladder. Compound
related lesions observed at necropsy in female rats at the 40.0 mg/kg/day 
dose level were white, opaque and small eyes. 

Microscopic Observations 

Treatment-related lesions observed microscopically in six month interim 
sacrificed males consisted of the following. There was a treatment-related 
increase of extramedullary hematopoiesis in the spleen of interim sacrificed 
(6/10) and spontaneous death and moribund sacrificed (2/5) males from the 
ROX 40.0 mg/kg/day group. Lesions of unilateral testicular degeneration 
were present among 3/10 interim sacrificed males in the ROX 40.0 mg/kg/day 
group. This change was accompanied by spermatic granulomas in the 
epididymis of two of these animals. There was also a significant increase 
of spermatic granulomas involving the coagulating gland (recorded under 
prostate) of interim sacrificed (6/10) and spontaneous death and moribund 
sacrificed (2/5) males of the ROX 40.0 mg/kg/day group when compared with 
the incidence among males of the ROX 0.0 mg/kg/day, ROX 0.3 mg/kg/day, 
and ROX 1.5 mg/kg/day groups. The no-effect level of ROX in males was 
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8.0 mg/kg/day. In six month interim sacrificed females there was a 
treatment-related increase of extramedullary hematopoiesis in the spleen 
of interim sacrificed females. The incidence in the RDX 40.0 mg/kg/day 
group was 5/10. The no-effect level of RDX in females was 8.0 mg/kg/day. 

Treatment-re 1 a ted 1 es ions observed mi croscopi ca 11 y in t1r:e 1 ve month 
interim sacrificed males consisted of the following. Sinusoidal congestion 
was present in the spleen of all (10/10) interim sacrificed males in the 
RDX 40.0 mg/kg/day group. Lesions of unilateral or bilateral testicular 
degeneration were present among interim sacrificed (4/10) and spontaneous 
death and moribund sacrificed (4/19) males in the RDX 40.0 mg/kg/day group. 
Urogenital tract lesions consisting of necrosis of the renal medullary 
papilla (15/19), luminal distention of the urinary bladder (18/19), and 
hemorrhagic cystitis (17/19) were confined to spontaneous death and 
moribund sacrificed males in the RDX 40.0 mg/kg/day group. There was 
also diffuse parathyroid hyperplasia in 13/19 of these males. These lesions 
were accompanied by widespread parenchymal mineralization of visceral organs. 
These latter changes were regarded as a sequela to the renal injury. The 
no-effect level of RDX in males was 8.0 mg/kg/day. In twelve month interim 
sacrificed females a treatment-related diffuse sinusoidal congestion was 
present in the spleen of interim sacrificed (9/10) and spontaneous death and 
moribund sacrificed (1/17) females in the RDX 40.0 mg/kg/day group. The 
no-effect of ROX in females was 8.0 mg/kg/day. 

Treatment-related lesions observed microscopically at twenty-four 
month terminal sacrifice follow. A dose-related increase of hemosiderin
like pigment was observed in the spleen of terminal sacrificed and 
spontaneous death and moribund sacrificed males in the RDX 1.5 mg/kg/day, 
ROX 8.0 mg/kg/day, and ROX 40.0 mg/kg/day groups. Treatment-related 
inflammatory-obstructive urogenital lesions, similar to those observed 
at the twelve month sacrifice period in ROX 40.0 mg/kg/day spontaneous 
death and moribund sacrifice animals were also present among a large 
number of spontaneous death and moribund sacrificed animals of the same 
dose level from the final study interval. Concurrent renal necrosis, 
bladder distention and cystitis occurred in one ROX 0.3 mg/kg/day spontaneous 
death and moribund sacrificed male. The changes in this male were of 
comparable severity to those observed among the ROX 40.0 mg/kg/day males 
from the same study interval. In addition, there were a few spontaneous 
death and moribund sacrificed males in the ROX 0.3 mg/kg/day, RDX 1.5 
mg/kg/day, and ROX 8.0 mg/kg/day groups with lesions of bladder distention 
and/or cystitis similar to those observed among the RDX 40.0 mg/kg/day 
group. Secondary lesions of parathyroid hyperplasia with uremic minerali
zation of visceral organs were observed in RDX 40.0 mg/kg/day spontaneous 
death and moribund sacrificed animals with treatment-related urogenital 
lesions. In vie\,, of the above observations. a no-effect level of RDX 
was not determined under the conditions of this study. In twenty-four month 
terminal sacrificed females there was a treatment-related increase in the 
incidence of lenticular cataracts involving one or both eyes in spontaneous 
death and moribund sacrificed females in the 40.0 mg/kg/day group. The 
no-effect level of ROX in females was 8.0 mg/kg/day. 
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Statistical Evaluation 

Six month interim sacrifice: Statistical evaluation of histopathologic 
lesions revealed statistir.ally significant {at p<0.05) lesions of extra
medul1ary hematopoiesis in male and female rats at the 40.0 mg/kg/day dose 
level, when compared to the control group. Also statistically significant 
{at p<0.05) was the lesion of spermatic granuloma of the prostate in male 
rats at the 40.0 mg/kg/day dose level. 

Twelve month interim sacrifice: Statistical evaluation of histopatho
logic lesions revealed statistically significant {at p<0.05} lesions of 
sinusoidal congestion of the spleen at the 40.0 mg/kg/day dose level in 
male and female rats. Statistically significant (at p<0.05} testicular 
germinal cell degeneration, kidney medullary papillary necrosis, luminal 
distention of the urinary bladder~ with hemorrhagic and/or suppurative 
cystitis at the 40.0 mg/kg/day dose level in male rats were also observed 
during this study period. 

Twentr-four month terminal sacrifice: Statistical evaluation of 
histopatho ogic lesions revealed statistically significant (at p<0.05) 
increased pigment in the spleen and suppurative inflammation of the prostate 
at the 1.5 mg/kg/day, 8.0 mg/kg/day and 40.0 mg/kg/day dose levels in male 
rats. Kidneys, medullary papillary necrosis, pyelitis, urinary bladder 
lumenal distentioD,cystitis in male rats at the 40.0 mg/kg/day dose level 
were statistically significant (at p<0.05) when compared to the control 
group. 

In female rats at the 40.0 mg/kg/day dose level lenticular cataracts 
were statistically significant (at p<0.05). 

All other lesions observed microscopically which were submitted for 
statistical analysis were not significantly different from the control 
group in male and female rats that either died, were sacrificed in extremis, 
or were sacrificed after six, twelve, and twenty-four months on the study. 

Vladislava S. Rffo, D.V.M., M.S. 
Head, Pathology 
Pathology Section 
Life Sciences Research 
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TWENTY-FOUR MONTH· CHRONIC TOXICITY/CARCINOGENICITY STUDY OF 
HEXAHYDRO-l,3,5-TRI'NITRO-l,3,5-TRIAZINE (ROX) IN THE FISCHER 344 RAT 

Synopsis of Treatment Related Changes by Sex and 
Sacrifice Interval 

(IS= interim sacrifice; TS= terminal sacrifice; 
SDMS = spontaneous death/moribund sacrifice) 

Males, 6 month interim sacrifice: There was a treatment related increase of 
extramedu\lary hematopoiesis in the spleen of IS (6/70) and SDMS (2/5) males 
from the ROX 40.0 mg/kg/day group. Lesions of unilateral testicular 
degeneration were present among 3/10 IS males in the ROX 40.0 mg/kg/day group. 
This change was accompanied by spermatic granulomas in the epididymis of two of 
these animals. There was also a significant increase of spermatic granulomas 
involving the coagulating gland (recorded under prostate) of IS (6/10) and SOMS 
(2/5) males of the ROX 40.0 mg/kg/day group when compared with the incidence 
among males of the RDX 0.0 mg/kg/day, ROX 0.3 mg/kg/day, and ROX 1.5 mg/kg/day 
groups. The no-effect level of ROX in males was 8.0 mg/kg/day. 

/ ·12 month interim sacrifice: Sinusoidal congestion was present in the spleen of 
all (10/10) IS males in the ROX 40.0 mg/kg/day group. lesions of unilateral or 
bilateral testicular degeneration were present among IS (4/10) and SOMS (4/19) 
males in the ROX 40.0 mg/kg/day group. Urogenital tract lesions consisting of 
necrosis of the renal medullary papilla (15/19), luminal distention of the 
urinary bladder (18/19), and hemorrhagic cystitis (17/19) were confined to SOMS 
males in the ROX 40.0 mg/kg/day group. There was also diffuse parathyroid 
hyperplasia in 13/19 of these males. This lesion was accompanied by 
widespread parenchymal mineralization of visceral organs. These latter changes 
were regarded as a sequela to the renal injury. The no-effect level of ROX in 
mal,es was 8.0 mg/kg/day. 

C < 

24 month terminal sacrifice: A dose related increase of hemosiderin-like 
pigment was observed in the spleen of TS and SDMS males in the ROX 1.5 
mg/kg/day, ROX 8.0 mg/kg/day, and ROX 40.0 mg/kg/day groups. Treatment related 
inflammatory-obstructive urogenital lesions, similar to those observed at the 
12 month sacrifice period in ROX 40.0 mg/kg/day SOMS animals were also present 
among a large number of SDMS animals of the same dose level from the final 
study interval. Concurrent renal necrosis, bladder distention and cystitis 
occurred in one ROX 0.3 mg/kg/day SOMS male. The changes in this male were of 
comparable severity to those observed among the ROX 40.0 mg/kg/day males from 
the same study interval. In addition, there were a few SOMS males in the ROX 
0.3 mg/kg/day, ROX 7.5 mg/kg/day, and RDX 8.0 mg/kg/day groups with lesions of 
bladder distention and/or cystitis similar to those observed among the ROX 40.0 
mg/kg/day group. Secondary lesions of parathyroid hyperplasia with uremic 
mineralization of visceral organs were observed in ROX 40.0 mg/kg/day SOMS 
animals with treatment related urogenital lesions. In view of the above 
observations, a no-effect level of ROX was not determined under the conditions 
of this study. 
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Females. 6 month interim sacrifice: 
extramedullary hematopoiesis in the 
ROX 40.0 mg/kg/day group was 5/10. 
8.0 mg/kg/day. 

There was a treatment related increase of 
spleen of IS females. The incidence in the 
The no-effect level of ROX in females was 

Females, 12 month interim sacrifice: A treatment related diffuse sinusoidal 
congestion was present in the spleen of IS (9/10) and SDMS (1/17) females in 
the ROX 40.0 mg/kg/day group. The no-effect of ROX in females was 8.0 
mg/kg/day. 

Females, 24 month terminal sacrifice: There was a treatment related increase 
1n the incidence of lenticular cataracts involving one or both eyes in SDMS 
females in the ROX 40.0 mg/kg/day group. The no-effect level of ROX in females 
was 8.0 mg/kg/day. 

D::movan E. Gordon, D.V.M., Ph.D. 
Consultant Histopathologist 
Diplanate, Arrerican College 
of Veterinary- Pathologists 
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Twenty-Four Month Chronic Toxicity/Carcinogenicity 
Study of HEXAHYDR0-1,3,5,-TRINITR0-1,3,5-TRIAZINE (ROX) 

in the Fischer 344 Rat 
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Six Month Interim Report 
Quality Assurance Statement 

Necropsy procedures were inspected on May 28, 1981 by Josephine M. 
Reed·. The final draft pathology report was audited January 19 to 21, 1982 
by Julie McPhilips and Josephine M. Reed. The study was found to meet Life 
Sciences Quality Assurance criteria. Specimens and raw data generated 
during the study will be retained in the IITRI Life Sciences Archives as 
specified in standard operating procedures. 

Jo phine M. Reed 
Supervisor, Quality Assurance 
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PATHOLOGICAL SYNOPSIS 

Necropsy Observ~tions 

No compound-related gross pathologic lesions were observed in 
Fischer 344 rats from the experimental groups sacrificed after six 
months on the study, rats that died during this period or those 
sacrificed in extremis. 

Microscopic Observations 

Treatment-related 1esions observed microscopically in six month 
sacrificed males consisted of the following. There was a treatment-related 
increase of extramedullary hematopoiesis in the spleen of interim sacrificed 
(6/10) and spontaneous death and moribund sacrificed (2/5) males from the 
ROX 40.0 mg/kg/day group. Lesions of unilateral testicular degeneration 
were present among 3/10 interim sacrificed males in the ROX 40.0 mg/kg/day 
group. This change was accompanied by spermatic granulomas in the 
epididymis of two of these animals. There was also a significant increase 
of spermatic granulomas involving the coagulating gland (recorded under 
prostate) of interim sacrificed (6/10) and spontaneous deaths and moribund 
sacrificed (2/5) males of the RDX 40.0 mg/kg/day group when compared with 
the incidence among males of the RDX 0.0 mg/kg/day, RDX 0.3 mg/kg/day, 
and RDX 1.5 mg/kg/day groups. The no-effect level of RDX in males was 
8.0 mg/kg/day. 

In six month interim sacrificed females there was a treatment-related 
increase of extramedullary hematopoiesis in the spleen of interim sacrificed 
females. The incidence in the RDX 40.0 mg/kg/day group was 5/10. The 
no-effect level of RDX in females was 8.0 mg/kg/day. 

Statistical Evaluation 

Statistical evaluation of histopathologic lesions revealed statistically 
significant (at p<0.05) lesions of extramedullary hematopoiesis in male 
and female rats at the 40.0 mg/kg/day dose level, when compared to the 
control group. Also statistically significant (at p<0.05) was the lesion 
of spermatic granuloma of the prostate in male rats at the 40.0 mg/kg/day 
dose level. 

All other lesions observed microscopically which were submitted for 
statistical analysis were not significantly different from the control group 
in male and female rats that either died during this study period, were 
sacrificed in e:::tre,r:is, or were sacrificed after six months on the study. 

Vladislava S. Rae, D.V.M., M.S. 
Head, Pathology 
Pathology Section 
life Sciences Research 
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!!TRI Project Number L6121, Study Number 6 
Sponsor Project Number DAMD17-79-C-9161 

Report of Histopathologic Findings 

In accordance with the amended experimental protocol, a histo
pathologic examination by light microscopy was conducted on hematoxylin
eosin (H&E) stained tissue sections from 100 (50 male and 50 female; 10 
each sex per group) Fischer 344 rats of the 6-month Interim Sacrifice 
of a 24-month chronic toxicity/carcinogenicity study of hexahydro-
1,3,5-trinitro-l,3,5-triazine (RDX). In addition, tissues from one 
test female (ROX O mg/kg/day) and five test males (ROX 40 mg/kg/day) 
that either died on study or were sacrificed in a moribund condition 
were also examined. Each group was fed either ROX as a dietary admixture 
or a control diet until death or sacrifice and then subjected to an 
extensive necropsy examination. The necropsy of animals, collection 
and fixation of tissues, and preparation of stained tissue sections 
were conducted by IIT Research Institute. 

The experimental design of the study, as it relates to the 
histopathologic evaluation, is outlined below: 

Treatment Number of Number of Dose Level 
Group Treatment Males Females mg/kg/day 

I 10 11* 0.0 
I I ROX 10 10 0.3 
11 I ROX 10 10 1.5 
IV ROX 10 10 8.0 
V ROX 15* 10 40.0 

*includes animals which died on study or 
were sacrificed moribund 

Tissues from animals of the various groups were examined according 
to Level I (extensive; all animals in the ROX O mg/kg/day and ROX 40 mg/ 
kg/day groups) or Level 11 (partial; all animals in the ROX 0.3 mg/kg/day, 
ROX 1.5 mg/kg/day, and ROX 8.0 mg/kg/day groups) designations as specified 
in the experimental protocol. 
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The 'Pathology Report' forms and appendicies which accompany 
this report constitute an accountability of tissues examined in accord
ance with the experimental protocol. The grading system and abbreviations 
used on the 'Pathology Reports' and in the tables are as follows: 

Grade l : minimal severity N : within normal limits 
Grade 2 : mild severity L : lesion present 
Grade 3 : moderate severity M : tissue not present 
Grade 4 : marked severity I : tissue section inadequate 

p : present - = tissue not applicable 

The incidences of microscopic lesions are summarized by group and 
sex in the Pathology Appendicies as follows: 

Pathology Appendix A: Incidence of Lesions Considered 
to be Treatment Related 

Pathology Appendix 8: Incidence Comparison Tables 

Pathology Appendix C: Histopathology Incidences Tables 

2 

Upon analysis of the data, the following histomorphologic alterations 
were considered to be treatment-related {summarized in Pathology Appendix A): 

Spleen 
There was a minimal to mild diffuse increase of extramedullary 

hematopoiesis within the red pulp of 6 of 10 interim sacrificed males, 
2 of 5 died/moribund sacrificed males and 5 of 10 interim sacrificed 
females of the RDX 40 mg/kg/day group. 

Testis/Epididymis 
Focal unilateral lesions of germinal cell degeneration, graded as 

moderate, were observed in 2 of 10 interim sacrificed males of the ROX 
40 mg/kg/day group. Diffuse unilateral lesions of marked severity were 
present in one interim sacrificed male of the same group. This latter 
lesion was accompanied by an absence of sperm within the ipsilateral 
epididymal duct. A granulomatous inflammatory response to dead sperm 
(sperrnatic granulorna) was also present in a few degenerate tubules of 
two of the interim sacrificed males with germinal cell degeneration of 
the testis noted above. 

Prostate 
There was stasis of nonviable sperm within the lumina of prostate 

gland acini at the level of the prostatic urethra which was accompanied by 
infiltrations of epithelioid cell macrophages {spermatic granulomas) in 
six interim sacrificed and two died/sacrificed moribund males of the ROX 40 mg/ 
kg/day group. These lesions were focal, minimal to mild in severity, 
and occurred in two of the ROX 40 mg/kg/day interim sacrificed males with 
lesions of testicular degeneration. After consultation with IITRI 
staff, it was decided not to examine prostatic tissue from the ROX 8.0 mg/ 
kg/day group at this time. A no-effect level for prostatic granulomas 
could not, therefore, be established. 
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Skin . 
IesTons of chronic dermatitis and associated changes {exudate crusts, 

acanthosis), involving the tail or other regions of the body, were present 
among 4 of 10 interim sacrificed and 1 of 5 died/moribund sacrificed males 
of the RDX 40 mg/kg/day group. These lesions were grossly visible. There 
were also grossly visible skin lesions described for two additional 
40 mg/kg/day males (80-7116, 80-7166) that were not processed for microscopic 
examination. In the absence of similar gross or histologic findings in the 
ROX O mg/kg/day {control) males, these lesions may be treatment-related, 
however, the significance of these changes must await the findings at the 
next sacrifice interval. 

With the exception of the above lesions, the remainder of the changes 
observed among control {ROX O mg/kg/day) and ROX receiving animals were 
ascribed tO naturally occurring inflammatory or degenerative processes. 
The majority of these lesions have been reported as spontaneous in 
this strain of rat by other investigators (1,2,3). No neoplastic changes 
were observed in control (ROX O mg/kg/day) or ROX receiving animals. 

With respect to gross pathologic observations recorded at necropsy. 
there were a few descriptions of discolored foci on the serosal surface 
of the jejunum and/or ileum of control (ROX O mg/kg/day) and ROX receiving 
animals. Upon histologic examination of these specimens, submucosal 
lymphoid nodules (Peyer's Patches) were found and they are regarded as 
normal structures in this species. 

Summary and Conclusions 

Treatment related lesions involving both sexes were confined to 
the spleen, testis, epididymis, and prostate of some interim sacrificed 
or died/moribund sacrificed rats at the ROX 40 mg/kg/day level. Based 
on the findings at this sacrifice interval, the maximum no-effect level 
of ROX appears to be 8 mg/kg/day. 

The cause of death among animals that died or were sacrificed 
in a moribund condition was not established except for one animal 
(80-7138; ROX 40 mg/kg/day male) that died of respiratory disease. 

,,&,L'~ 
6 .' ---

Donovan E. Gordon, D.V.M., Ph.D. 
Consultant Histopathologist 
Diplomate, American College 
of Veterinary Pathologists 
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Oronchopneumonia, suppurative, focal 

Hemorrhage, recent, focal 

Congestion and edema, postmortem 

Congestion, postmortem 

Alveolitis, subacute, focal . 

HISTOPATHOLOGY INCIDENCE TABLE 

0, "' ~ "' 0 N ~ "' N .,. 
0 - - N M .,. 

"' "' ~ ~ "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' 

N/ hl/ rv.: rv.: r!c'IN< NI. iv.IN/. v.: 

N N N N N N N N N N 

L L L L L L L L L L 

1 2 2 2 2 1 1 2 2 2 

2 1 

Code: I • ainiMal J • moderate P. present ff• within normal limits M • tissue not present - • tissue not applicable 
2 • mild 4 • marked L • lesion present I • tissue section inadequate 

"' u 
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"' -0 ·-u 
C -
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L06121 SN6 HISTOPATHOLOGY INCIDENCE TABLE 
Six Month Interim 
F344 Male Rats 
ROX 0.0 mg/kg/day 

0RGAII 
Lesion 

lllAlil 

Myocarditis, chronic, focal 

C 
OL ·- ~ ~.o 
~E 
~~ 
Uz 

~ 

Lymohoid infiltrates, interstitial, 

focal 

Mvocardial fibrosis, focal 

LIVER 

Mononuclear cel 1 infiltrates, oorta1 

and s i nu soi da l focal 

Mononuclear cell infiltrates, 
sinusoidal. focal 

Mononuclear ce 11 infiltrates, 

oortal, focal ·-
Microoranuloma 

_f.}'.to~lasmic alteration, vacuolation, 

focus 

----
K IUIIEY 

I · -Nephropathy, ~hron i c, unilateral 

"' "' 0 -m m 

"' "' ' ' 0 0 

"' "' 
L L 

1 1 

N N 

lj/N l/L 

~ m 0 N ~ - N "' 
.,. m 

m m m m m 

"' "' "' "' "' ' ' ' ' ' 0 0 0 0 g 
"' "' "' "' 
L N L N L 

2 1 

1 

N L L N N 

1 

1 

L,( L,{ ½'. ¾ 11 
1 

Code: 1 • 11inhal 
2 • 111ild 

J • moderate P • present N • wilh~n normal linits 
4 • marked L • lesion present 

"' N .,. 
"' ~ ~ m m m 

"' "' "' ' ' ' 0 0 0 

"' "' "' 
L L L 

1 1 

1 

N N N 

. 

I,{ 11 L.( 

H • tissue not present 
I• tissue section inadequate 

- • tissue not applicable 
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m 
N ... L0612l SN6 HISTOPATHOLOGY INCIDENCE TABLE 

Six Month Interim 
F344 Male Rats 
ROX D.0 mg/kg/day 

ORGAII 
Lesion 

KIDNEY (con't) 
tlephropathy, chronic, bilateral 

C 
OL ·- " ~ .a 
~E " ~ t;z 
« 

Microconcretions, unilateral, focal 

Microconcretions, bi lateral, focal 

ESOPHAGUS 
Keratinogeous debris in lumen 

DUODENUM 
Microgranuloma, submucosal 

JEJUNUM 
Microgranuloma, submucosal 

tlematode parasite(s) in lumen -
--

ILEUM 
Microgranuloma, submucosal -

---

m u, 
0 -"' "' u, u, 

' ' 0 0 

"' "' 

1 

N N 

N N 

N N 

N N 

,.__ 
"' 0 N ,.__ - N .., st "' "' "' "' "' "' u, u, u, u, u, 

' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 
. 
2 1 1 

N N N N N 

N N N N N 

N N N N L 

p 

N N N N N 

Code: l • •ini111al J. 111oderate P. present N • ~ithin normal limitg 
2 • 111ild 4 - • arked L • lasion present 

"' N st 
u, ,.__ ,.__ 

"' "' "' u, u, u, 

' ' ' 0 0 0 

"' "' "' 

1 1 1 

N N N 

N N N 

N N N 

N N N 

H • tissue not present - • tissue not applicable 
I• tissue section inadequate 
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u 
C .. 
'O ·-u 
C -
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L06121 SN6 
Six Month Interim 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAII 
Lesion 

CECUM 

Nematode parasite(s) in lumen 

COLOII 

Nematode parasite(s} in lumen 

RECTUM 

Nematode parasite(s) in lumen 

SKIN 

Exudative crusts 

IJlcerative dermatitis, focal 

Dermatitis, chronic, focal 

Acanthosis, focal 
Dermal necrosis ---
Abscess 

·-· 
1-IAi-lf.l~RY GLAND 

1-=-

" OL 
·- w ~D 
~e 
w " Uz 

:,/_ 

Code: I • 111inhal 
2 • 111i ld 

3., 111oderate 
4 • marked 

P • present 

I 

HISTOPATHOLOGY INCIDENCE TABLE 

"' D 
m 
'-" 
' D 

"' 
N 
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N 

N 

M 

H 
L 

'-" -~ m D N ~ - - N "' 
.,. m 

m m m m m m 
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' ' ' ' ' ' 0 D D D 0 D 

"' "' "' "' "' "' 
N N N N L N 
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N N N N L N 
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N N N N N N 

N N N N N N 

N N M N N N 

within normal limits 
hsion present 

"' N .,. 
'-" ~ ~ m m m 
'-" '-" '-" 
' ' ' D 0 0 

"' "' "' 
N N N 

N N N 

N M N 

N N N 

-

M M M 

H. tissue not present 
I ., tissue section inadequate 

- • tissue not applicable 
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N 
m L06121 SN6 

Six Month Interim 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAII 
Lesion 

STERNUM 

Marrcw: microgranuloma 

STOMACH 

Glandular, mucosal erosion, focal 

-
TRACHEA 

Inflamm~tion, chronic, focal 

Inflammation, subacute. focal 

TIIYROID 

PARATHYROID 

. 

--

-

C 
OL 
·- w ~.o 
~E w~ 
Uz 

~ 

Code: • minimal 
2 • llild 

J .. 111oderate 
4 • marked 

P • present 

HISTOPATHOLOGY INCIDENCE TABLE 

~ 
i 
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iv, 

% 
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L 

"' .... ~ 0 N .... - - N M <r ~ 
~ ~ m m m ~ 

"' "' "' "' "' "' ' ' ' ' ' ' 0 0 0 0 0 0 
ro ro ro ro ro ro 

N N N N N N 

N N N N N N 

N N N N N N 

% % % ru % 1% 

ID N7 ~ ]J;; I¼ 1%' "" 

within nor111al limits 
lesion present 

ro N <r 

"' .... .... 
~ m m 

"' "' "' ' ' ' 0 0 0 
ro ro ro 

N N N 

N N L 
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N N N 

'YN % ¾ 

rj,1 rj1(f N,1j 

H • tissue not present 
I • tissue section inadequate 

- • tissue not applicable 
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L06121 SN6 HIS TOPATH Ol OGY INCIDENCE TABLE 
Six Month Interim 
F344 Ma 1 e Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

BRAlN 

SPINAL CORD 

LIVER 

C 
0~ ·- " ~.o 
~E 

" a Uz 
u 
"" 

Mononuclear cell infiltrates, portal 

and sinusoidal, focal 
Mononuclear cell infiltrates, 

sinusoidal, focal 
Mononuclear cell infiltrates, 

portal, focal 
Microgranuloma 
Cytoplasmic alteration, vacuolation, 

focus 

KIDNEY 

Nephropathy, chronic, unilateral -Nephropathy, chronic, bilateral 

Microconcretions, unilateral, focal 

~ OJ 

"' "' "' "' "' "' ' ' 0 0 
OJ OJ 

N N 

N N 

N N 

I !ii_ ½"L 
l 

1 

0, - "' " ~ "' ~ OJ OJ 0, 

"' "' "' "' "' "' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 
OJ OJ OJ OJ 0) 

N N N N N 

N N N N N 

N N N N N 

191' JC 'l,,l YL IYL 

1 1 
.i \ ·1 1 

- ' 
Code: I • •inimal 3. • oderate P. present N • within nor~al limits 

2 • • ild 4 • 11arhd L • lesion present 

" ~ -0 N "' ~ ~ ~ 

"' "' "' ' ' ' 0 0 0 
OJ OJ OJ 

N N N 

N N N 

N L N 

1 

-

-
tyl N/N IYL 

1 
1 

ff• tissue not present - • tissue not applicable 
I • tissue section inadequate 
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L06121 SN6 HISTOPATHOLOGY INCIDENCE TABLE 
Six Month Interim 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

KIDNEY (can't) 
Microconcretions, bilateral, focal 

HEART 
M\1ocarditis, chronic, focal 

C 
0~ ~" ~.o 
~E " ~ Uz 
.:t 

Lvmnhoid infiltrates, interstitial, 
focal 

Mvocardial fibrosis, focal 

SPLEEN 
Increased extramedu 11 arv hematopoi es is 

OVARY 

TESTIS 
Germinal cell deaeneration, unilateral 

focal/multifocal/diffuse 
Snermatic nranuloma, unilateral, focal 

"' "' "' "' "' "' "' "' ' ' 0 0 

"' "' 

N L 
l 

N N 

1/_ -,t 

N/N N/N 

0, - M ., 
"' "' .... "' "' 0, 

"' "' "' "' "' "' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 

L N L L N 
l l l 

N N N N N 

-/.. -/.'. 1/- 7- 7-

% N/N N,,f; ~ ~ 

Code: I • MiniNal 3 • ~oderate P. present N • within normal limits 
2 • ~ild ~•marked L • lesion present 

., 
"' -0 N M .... .... .... 

"' "' "' ' ' ' 0 0 0 

"' "' "' 

N L L 
l 

1 

N N N 

/- 1/- :% 

% 1% -
~N 

H • tissue not present - • tissue not applicable 
I - tissue section inadequate 

" u 1;: 

" .,, 
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L06121 SN6 
Six Month Interim 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

BRAIN 

SPINAL CORD 

LIVER 

C 
CL ·- ., ~~ 
~E ., ~ 
Uz 
.)t 

Mononuclear cell infiltrates, portal 
and sinusoidal, focal 

Mononuclear cell infiltrates, 
sinusoidal, focal 

Mononuclear cell infiltrates, 
portal, focal 

Microgranuloma 
Cytoplasmic alteration, vacuolation, 

focus 

KIDNEY 
Nephropathy, chronic, unilateral 
Nephropathy, chronic, bilateral 

-
Microconcretions, unilateral, focal 

HISTOPAiHOLOGY INCIDENCE TABLE 

'el N st ,-IN M .,, ro M .,, - - "' ... ... .,, .,, 
" " ro ro ro 

0:, '"' 
ro ::l ::l ro ro .,, .,, .,, 

"' "' 
.,, .,, .,, 

' ' ' ' ' ' ' ' ' ' 0 al 0 0 0 0 0 0 0 0 
ro ro ro ro ro ro ro ro ro 

N N N N N N N N N N 

N N N N N N N N N N 

N N L N N N N N N N 

l 

I,.;' 1,1 1,1 I,( !,( I,( I!,( fyl ½. YL 
l 

l l l l l l l l l 
l 

Code: I • 111inifflal 3 • 11oderate P • present N • wi,thin norliial limits H • tissue not present - • tissue not applicable 
2. 11ild 4 • marked L .. tlsion present I• tissue section inadequate 
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"' w 
0 L0612l SN6 

Six Month Interim 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

KI ONEY I con' t) 
Microconcretions, bilateral, focal 

HEART 
Mvocarditis, chronic, focal 

C 
OL ·~ .. 
~~ 
~E .. ~ 
Uz: 
,:.! 

L·-"hoid infiltrates, interstitial, 
focal 

Mvocard1al fibrosis, focal 

SPLEEN 
Increased extramedull arv hematopoi esi s 

OVARY 

TESTIS 
Germinal cell deneneration, unilateral 

focal/multifocal/diffuse 
S~ermatic Qranuloma 2 uni.lateral- focal 

HISTOPATHOLOGY INCIDENCE TABLE 

00 N st .... N M "' 00 M "' 0 - - M .,. .,. 
"' "' .... .... 

00 00 00 00 "' 00 00 "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 
00 00 00 00 00 00 "' "' 00 "' 

N N L L N L L L L N 

l l l l l 

l 

N N N N N N N N N N 

7'.. -,::: -,::: .1/.. ~ ;;/_ -/_ -/_ 7'.'.. -;/_ 

¾ % [% ij:i % ~ 11½ 1% N,<i ltj/N 

Code: 1 • minimal 3 • moderate P. present N • within nor1al limits H • tissue not present - • tissue not applicable 
2. mild 4 • marked L • lesion present I• tissue section inadequate 
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L06121 SN6 HISTOPATHOLOGY INCIDENCE TABLE 
Six Month Interim 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Leston 

C 
OL 

-~ QJ 

~= 
wE 
u~ 
u"' 

""' 

"' 0 

"' <O 

' 0 
ro 

L<CTONC 'TJSCll<C MOT SPEC[FICALLY 
REQUIRED GY PROTOCOL) 

ESOPAGIIS 
Keratogenous debris in lumen 

ILEUM 
Microgranuloma, submucosal 

Code: I • 111ini • 11l 
2 • 11ild 

J • 111oderate 
I+ .. nrked 

P .. present. N 
L 

N ... - N M <O - - M ... ... ~ 
ro ro ro ro ro ro 

"' "' "' "' "' "' ' ' ' ' ' ' 0 0 0 0 0 0 

"' "' ro ro co "' 

within normal li .. its 
lesion 9rescnt 

"' M ~ 
~ --ro ro ro 

"' "' "' ' ' ' 0 0 0 
ro ro ro 

L 
p 

L 
l 

HJ tissue not present 
I • tissue section inadequate 

- • tissue not applicable 
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l0612l SN6 
Six Month Interim 
F344 Male Rats 
ROX 8,0 mg/kg/day 

ORGAN 
Les 1 on 

BRAIN 

SPINAL CORD 

LIVER 

" OL ·-., 
~D 
~E 
"~ Uz 

:;,J_ 

Mononuclear cell infiltrates, portal 

and sinusoidal, focal 
Mononuclear cell infiltrates, 

sinusoidal, focal 
Mononuclear cell infiltrates, 

portal. focal 

Microgranuloma 
Cytoplasmic alteration, vacuolation, 

focus 

KIDNEY 

Nephropathy, chronic, unilateral 

Nephropathy, chronic, bilateral 
Microconcretions, unilateral, focal 

HISTOPATHOLOGY INCIDENCE TABLE 

"' 0 M - .,. 
"' " "' "' " "' ro ro "' "' "' 0 - - N 

"' "' "' "' "' "' 0 0 0 0 

"' "' "' "' "' "' " " " " ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 
ro ro ro ro ro ro ro ro ro ro 

N N N N N N N N N N 

N N N N N N N N N N 

N l N N N N l N N N 

l 

l 

-
Vl Yi'. l.{ l,{ N( I.{ !,{ ~ Vl l,t 

l 
l 1 l l 1 l l l l 

Code: I• • ini • al 3 • 1110derate P • present ff• within nor~al li1its M • tissue not present - • tissue not applicable 
2 • • ild 4 • 111arked L • lesion present I • tissue section inadequate 
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L06121 SN6 
Six Month Interim 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

KIDNEY (can't) 
Microconcretions, __ bilateral, focal 

HEART 

M_yocardi tis ~~roni c ~ focal 

C 
OL ·- .. ~D 
~E .. ~ 
::; z 

""' 

lymphoid infiltrates, interstitial, 
focal 

Myocardial fibrosis! focal 

SPLEEN 

Increased extramedul 1 ary hemato_eoi esi s 

OVARY 

TESTIS 
Germinal cell degeneration, unilateral 

focal/multi focal/diffuse 

l -

HISTOPATHOLOGY INCIDENCE TABLE 

"' 0 M - ... "' ~ ~ "' ~ "' ro ro "' "' "' 0 - - N 

"' "' "' "' "' "' 0 0 0 0 

"' "' "' "' "' "' ~ ~ ~ ~ ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 
ro ro ro ro ro ro ro ro ro ro 

LILINILINILINIL L I N 

11 I Ill Ill ll 

l 

NINININININININININ 

I 1/'.'17-17-17-1 /"-1 /"-17'-l 7'- I 7'-17-

l¾IP@lfN~l%l¾v, 

Spermatic granuloma, unilateral, focal! I I I I I I I I I I I I I I I I I I I I 

Code: I • mininal J • moderate P • present N • within normal limits H • tissue not present - • tissue not applicable 
2 - nild 4 • marked L .. lesion present 1 • tissue section inadequate 
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"' w ... L06121 SN6 
Six Month Interim 
F344 Male Rats 
ROX 40.0 mg/kg/day 

ORGAII 
Les 1 on 

BRAIN 

SPINAL CORD 

EYE 

OPTIC NERVE 

ADRENAL 

Cortex, increased cytyplasmic 
vacuolation, unilateral 

Cortex, increased cytoplasmic 

vacuolation, bilateral 

SPLEEN 
·-

" OL 
·- w ~.o 
~E 
w " ~z 
« 

Increased extramedull ary hematopoi esi s 

-
PANCREAS 

------
Acinar cell atrophy, focal 

Codi!: I • 111inhal 
2 • Mild 

3 .. moderate 
4 • marked 

P • prssent 

HISTOPATHOLOGY INCIDENCE TABLE 

"' "' 0 "' N 0 .. - - N N M ~ "' - - - - - - -~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' 0 0 0 0 0 0 0 

"' "' ro "' ro "' "' 
N N N N N N N 

N N N N N N N 

N/ N, ¾ .. 
rj{, % ... 1% % 

% .¾ % l!Af lfVr t¼ l~N 

~ tJi NAi N,t, N,,,, tj/N 'YN 

N L L N L L N 

2 1 2 1 

N N N N N N L 

1 

ff. within normal limits 
L • lesion present 

• • • • • 
"' - M 0 N "' M "' "' ~ ~ - - M .. .. - - - - - - - -~ ~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' ' g g g 0 0 0 0 0 
ro ro ro ro "' 

N N N N N N N N 

N N N N N N N N 

tj/N N/N ¾ N/N I½ ~ ~ tyN 

% ¾ N2 N< N, I~ " l?I '.>'M ,, 

N/N NA NA ~ ~ ~ IS!i 'YN 

L L N N L L N N 

l l l l 

N N N N N N N N 

M • tissue not present 
I• tissue section inadequate 

- • tissue. not applicabh 
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* - died/sacrificed moribund 
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L0612l SN6 
Six Month Interim 
F344 Male Rats 
ROX 40.0 mg/kg/day 

C 
OL 

ORGAII ·- w ~D 
~E Lesion w ~ 
Uz 
u .., 

ME SENTER IC LYMPH NOOE 

Reticulum cell hyperplasia, focal 
Reactive hyperplasia 

OVARY 

u1 mus 
Cervicitis, suppurative 

l[STIS 

Germinal cel 1 degeneration, uni lateral 

focal/multi focal/diffuse 
Gr.rminal eel I degeneration, bilateral . 

focal/multifocal -
Spermatic granuloma, unilateral, focal 

Spermatic granuloma, bilateral 

--
PROSTATE 

Spermatic granuloma, focal 

Cod,: I • !Ninimal 
2 • mild 

J • moderate 
f+ • marked 

P • present 

7 
HISTOPATHOLOGY INCIDENCE TABLE 

"' a, 0 0:, N 0 .,. - - N N M ~ "' - - - - - - -~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' g 0 0 0 0 0 0 
0:, 0:, 0:, 0:, 0:, 0:, 

N N N N'N N N 

7- 7- 7- /- /- 1/- %'. 

- - - - - - -

% I;!( l"'N l"'L % ~N % 

3 3 

p 

L L N N N L N 

2 2 l 

N. within normal limits 
L • lesiOn present 
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' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 
0:, 0:, 0:, 0:, 0:, 0:, a) a) 
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H • tissue not present 
I• tissue section inadequate 

- • tissue not applicable 
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L06121 SN6 
Six Month Interim 
F344 Male Rats 
ROX 40 mg/kg/day 

ORGAII 
Lesion 

PROSTATE (con't) 

C 
OL -- " ~ .0 
~e 
" ~ Uz 
~ 

Inflammation, interstitial, subacute 

EP IDIDYMIS 
Absence of sperm in ducts, unilateral 

UR JrlARY BLADDER 
Muscularis, hemorrhage 

1-!uscularis, inflammation, subacute 

LUIIG 
L~nphoid infiltrates, peribronchial/ 

peribronchiolar, focal 

Brunchopneumonia, suppurative, focal -
Hemorrhage, recent, focal 

Congestion and edema, postmortem 

Congestion, postmortem 
Alveolitis, subacute, focal 

Code: I • 111inhal 
2 • ~ild 

3 • 111oderate 
4 • marked 

P • present 

HISTOPATHOLOGY INCIDENCE TABLE 
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N. within normal li111its 
L • lesion present 
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L06121 SN6 
Six Month Interim 
F344 Male Rats 
RDX 40.0 mg/kg/day 

ORGAN 
Leston 

IIEART 

Myocarditis, chronic, focal 

C 
CL ·- " ~ .0 
~E " ~ Uz 
u « 

Lymphoid infiltrates, interstitial, 

focal 
Mvocardial fibrosis, focal 

LIVER 
Mononuclear cell infiltrates, aorta l 

and sinusoidal. focal 

Mononuclear cell infiltrates, 
sinusoidal. focal 

Mononuclear cel 1 infiltrates, 

oortal, focal 

Microoranuloma 
_fx~asmic alteration, vacuolation, 

focus 

-
KIDIIEY 

, ·-llephropathy, chronic, unilateral 

Code: I • •iniul 
2 • 1d ld 

J 

' 
111oderate 
marked 

p a present 

, 
HISTOPAThOlOGY INCIDENCE TABLE 
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l 

M • tissue not present 
I• tissue section inadequate 
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• tissue not applicable 
*~died/sacrificed moribund "' "' 
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L06121 SN6 HISTOPATHOLOGY INCIDENCE TABLE 

-

Six Month Interim 
F344 Male Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

KIDNEY (con't) 
Nephropathy, chronic, bilateral 

" OL ·- " ~_,, 
~E " ~ t! z 
« 

Microconcretions, unilateral, focal 

Microconcretions, bilateral, focal 

ESOPHAGUS 

Keratinogeous debris in lumen 

DUODENUM 

Microgranuloma, submucosal 

JEJUNUM 

Microgranuloma, submucosal 
flematode parasite(s) in lumen 

--
ILEUM 
Mi crogranu l oma, submucosa l 

--

·-

"' --,--. 
' 0 

"' 

l 

N 

N 

N 

N 

"' 0 "' N 0 - N N M ~ - - - - -,--. ,--. ,--. ,--. ,--. 
' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 

l l l l 

N N N N N 

N N N N N 

N N N N N 

N N N N N 

Code: I a • ini • al 
2 • • i Id 

3. • oderate P • present N • within normal limits 
4 • marked L • lesion present 

• • • • • .,. 
"' - M 0 N "' M "' "' "' ,--. ,--. - - M ... .,. - - - - - - - - -,--. ,--. ,--. ,--. ,--. ,--. ,--. ,--. ,--. 

' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 g 0 0 
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l l l 2 

2 

N N N N N N N N N 

N N N N N N N N I 
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H • tissue not present 
I• tissue section inadequate 

tissue not applicabl, 
• • died/sacrificed moribund 
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w ,., 



"' w 

"' 

L06121 SN6 
Six Month Interim 
F344 Male Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

CECUM 

Nematode parasite ( s) in 1 umen 

COLON 

Nematode parasite(s) in lumen 

RECTUM 

Nematode parasite(s) in lumen 

SKIN 
Exudative crusts 
Ulcerative dermatitis, focal 

" OL ·- .. ~.a 
~E .. ~ 
Uz 

~ 

~-

HISTOPATHOLOGY INCIDENCE TABLE 

- - N 

• I • I • I • I • 
N M ~ W ~ ~ ~ ~ ~ M ¢ ey "'I "'I· 0 001 NI 01 ~1"'1-1M10 N 00 M"' 
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p p 
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3 2 
Dermatitis, chronic. focal 

Acanthosis,focal '11~11
3

1111111111 l
2
111111 

Dermal necrosis I 14 

Abscess I I p_ 

MJU'~IARY GLAND INIMINININIMININININIMININIMINI I I I I I 

Code: • • ini • al J • • oderate P. present N. within nor• al li • its M • tissue not present - • tissue not a~plicable 
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u 
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2 • • ild 4 • aarked, L • lesion present I• tissue section inadequate *. died/sacrificed noribund "' ~ 
**~includes diagnoses made for gross lesions in tail 
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D L0612l SN6 

Six Month Interim 
F344 Male Rats 
ROX 40.0 mg/kg/day 

ORGAII 
Les 1 on 

STERNUM 
Marrcw: microgranuloma 

STOMACH 
Glandular, mucosal erosion, focal 

-
TRACHEA 

Inflammation, chronic, focal -
Inflammation, subacute, focal 

THYROID 

PARATHYRO!O -
-

LESIONS (TISSUES NOT SPECIFICALLY 
REQUIRED BY PROTOCOL) 
RENAL LYMPH NODE --

-- Reactive hJperplasia 

Plasmacytosis 

" 0L 
·- w ~D 
~E 
WJ 
Uz 

:J. 

' 

Code: I • •iniul 
2. 111ild 

J .. 11oderate 
It • rurked 

P • present 

HISTOPATHOLOGY INCIDENCE TABLE 
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I• tissue section inadequate 
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L06121 SN6 
Six Month Interim 
F344 Male Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

LESIONS (con't) 

PENILE URETHA 
Mucoid olua 

Code: 1inhal 
2 • mild 

in lumen 

-

J • 1110derate 
4 .. 111arked 

C 
OL ·- ., ~~ 
~E ., ~ 
Uz 

:J. 

' 

P • present 

T 

HISTOPATHOLOGY INCIDENCE TABLE 

' 
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N • within nor111al limits 
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tissue section inadequate 
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L06121 SN6 
Six Month Interim 
F344 Female Rats 
ROX 0.0 mg/kg/day 

ORGAII 
Les 1 on 

BRAIN 

SPIUAL CORD 

EYE 

OPTIC NERVE 

ADRENAL 

Cortex, increased cytyplasmic 

vacuolation, unilateral 
Cortex, increased cytoplasmic 

vacuolation, bilateral --
-

SPLEEN 

C 
Oc ·- .. ~.o 
~E 
'" ~ Uz 

" 

' 

Increased extramedul 1 ary hematopoi es is 

PAIICREAS 
-- -

Acinar cell atrophy, focal 

Code: I • 111inhal 
2 • 1ild 

J • 111oderate 
~ • marked 

P • present 

HISTOPATHOLOGY INCIOENCE TABLE 
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~ ~ ~ "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' 0 0 0 0 0 al 0 
co co co co co co 

N N N N N N N 

N N N N N N N 

%' ri,,: .. / / .; 

" 

V. I¾ IYN ¾ o/N ¾ ¾ 

lj:i N/N ¾ N-'N ¾ N-'N N/N 

N N N N N N N 

N N N N N N N 

N • within nor111al li1its 
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M • tissue not present 
I• tissue section inadequate 

'" u 
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- • tissue not applicable 
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L06 l 2 l SN6 
Six Month Interim 
F344 Female Rats 
ROX 0.0 mg/kg/day 

C 
DL 

ORGAN •- ID ~.o 
~E Lesion ID ~ 
Uz 
u 
<( 

MESENTERIC LYMPH NOOE 
Reticulum cell hyperplasia, focal 

Reactive hyperplasia 

OVARY 

UTERUS 
Cervicitis, suppurative 

TESTIS 
Germinal cell degeneration, unilateral 

focal/multifocal/diffuse 
Germinal cell degeneration, bilateral ·-

foe al /mu lt 1 focal 

Spermatic granuloma, unilateral, focal 
Spermatic granuloma, bilateral 

PROSTATE 
-· -

Spermatic granuloma, focal 

7 

HISTOPATHOLOGY INCIDENCE TABLE 
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Code: I • • inl • al J • • oderate P • present N ~ within nor•al limits H • tissue not present - • tissue not applicablt 
2 • • ild 4 • • arked L • lesion present I • tissue section inadequate * died/sacrificed moribund 
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"' ,, ,, L06121 SN6 
Six Month Interim 
F344 Female Rats 
ROX 0.0 mg/kg/day 

ORGAII 
Lesion 

PROSTATE (can't) 

C 
OL ·~ .. 
~D 
~E .. ~ 
Uz 

~ 

Inflammation, interstitial, subacute 

EP IOIOYM!S 

Absence of sperm in ducts, unilateral 

UR !NARY BLADDER 

Muscularis, hemorrhage 

Muscularis, inflammation, subacute 

LUtlG 

Lymphoid infiltrates, peribronchial/ 

peribronchiolar, focal 

Bronchopneumonia, suppurative, focal 
Hemorrhage, recent, focal 

Congestion and edema, postmortem 

Congestion, postmortem 

Alveolitis, subacute, focal 
.. -

Code: 1 - 1ini11al 
2 • mild 

3 • 110derate 
4 • aarked 

P • prasent 

HISTOPATHOLOGY INCIDENCE TABLE 
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I • tissue section inadequate 
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L06121 SN6 
Six Month Interim 
F344 Female Rats 
ROX 0.0 mg/kg/day 

7 

HIST0PATH0L0GY INCIDENCE TABLE 

C 
0 • 

• ,...L Lnr--.COM,-....-t.Or-,...--t.OCO 
ORGAr/ ,.,., ~ co co co N N M "'1' V LC') U') ..... 

Ill U"l Ln U"l t.O t.O t.0 t.0 t.0 I.O 1.0 t.O 
Lesion a, S t.0 t.0 t.0 i..o t.0 "° w t.0 w "° t.0 u;z I I I I I I t I I I I 

u 00000000000 
~ CO CO CO CO 00 CX'.I CO CO CO 00 CO 

~ 
u 
C 
~ .,, ·-u 
C -

HEART N L N L N L N N L L N 
-;--,i.--'-'-!--=+:.:...+-"-+e+"---f-"+-1--+--+-!--1---+-+--+-! 

Myocarditis, chronic, focal ··: 1 
-

lymohoid infiltrates, interstitial, ~ 

focal 1 ' 1 

Mvocardial fibrosis, focal , l 

LIVER N N N N N N N N N N N 

Mononuclear cell infiltrates, oortal 

and sinusoidal. focal 

Mononuclear cell infiltrates, 

sinusoidal. focal 

Mononuclear eel 1 infiltrates, 

norta l, foe a 1 , 

Mi croaranul oma 

.~tonlasmic alteration, vacuolation, 
focus 

-~_!_QIIEY !YL ½-1 1:!-f l,f '; , '~ ~N fj/N ~N N/L 

llephropathy, chronic, uni 1 atera 1 l 1 1 

Code: I 
1 

• iniul 
ei Id 

l • • nderate 
~ .. 111arked 

P • present N 
L 

within nor11al li111its 
lesion present 

H 

I 
tissue not present 
tissue section inadequate 
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L06121 SN6 
Six Month Interim 
F344 Female Rats 
IWX 0.0 mg'kg/day 

ORGAN 
lesion 

KIDNEY (can't) 
Nephropathy. chronic, bilateral 

C 
0 L ·- ., ~ .D 
~E ., ~ 
Uz 
u « 

-
Microconcretions. uni lateral, focal 

Microconcretions, bilateral, focal 

ESOPHAGUS 
Keratinogeous debris in lumen 

DUODENUM 
Microgranul oma, submucosal 

JEJUNUM 
Microg!"anuloma, submucosal 

. 
Nematode parasite(s) in lumen ' 

ILEUM 
Microgranuloma, submucosal 

·-

Code: 1 • • ini • al 
2 • • ild 

J • • oderate 
It• • arked 

P • present 

HISTOPATHOLOGY INCIDENCE TABLE 
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L06 l 2l SN6 
Six Month Interim 
F344 Female Rats 
ROX 0.0 mg/kg/day 

ORGAII 
Les 1 on 

CECUM 
Nematode parasite(s) in lumen 

COLON 
Nematode parasite(s) in lumen 

RECTUM 
Nematode parasite(s) in lumen 

SKBI 

Exudative crusts 
Ulcerative dermatitis, focal 

Dermatitis, chronic, focal 

Acanthosis, focal 
Dermal necrosis 

Abscess 

--
MAl·IMAl!Y GLAND -

C 
OL 
•- V ~.o 
~E 
v~ 
Uz 

.:;i 

' 

Code: I • • ini • al 
2 • 111! Id 

J • • oderate 
Ii • marked 

P • present 

-1 

HISTOPATHOLOGY INCIDENCE TABLE 
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L0612l SN6 
Six Month Interim 
F344 Female Rats 
ROX 0.0 mg/kg/day 

ORGAII 
Les f on 

STERNUM 
Marrcw: microgranuloma 

STOMACH 

Glandular, mucosal erosion1 focal 

TRACHEA 

Inflammation, chronic, focal 
Inflammation, subacute, focal 

TI\YROJO 

PARATHYRO!O 

C 
OL ·- " ~.Q 

~E " ~ Uz 
;;_ 

HISTOPATHOLOGV INCIDENCE TABLE 
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Code: P • present M • tissue not present - • tissue not applicable 
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N. within nor• al li • its 
L • lesion present I • tissue section inadequate * • died/sacrificed moribund 
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L06121 SN6 
Six Month Interim 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

BRAIN 

SPINAL CORD 

LIVER 

C 
0 ... ·- " ~.n 
~ E " ~ Uz 
u 
.,: 

Mononuclear cell infiltrates, portal 
and sinusoidal, focal 

Mononuclear cell infiltrates, 

sinusoidal, focal 
Mononuclear cell infiltrates, 

portal, focal 
Microgranuloma 
Cytoplasmic alteration, vacuolation, 

focus 

KIDNEY 
Nephropathy. chronic, unilateral, 
Nephropathy, chronic, bilateral 

Microconcretions, unilateral, focal 

-1 -

H!STOPATHOLOGY INCIDENCE TABLE 

M "' 0 "' "' "' N "' "' "' M "' "' "' "' "' "' "' "' 0 
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1 1 l l 

Code: I • •ini • al 3 • • oderate P. present ff• within nor • al li • its H • tissue not present - • tissue not applicable 
2., • ild I+• marked L. lesion present I• tissue section in<1dequate 
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0 L06121 SN6 

Six Month Interim 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

KIDNEY (con' t) 
Microconcretions, bilateral, focal 

HEART 
Mvocarditis, chronic, focal 

C 
0~ ·- " ~.o 
~E 

" " Uz 
u 
<( 

Lvmnhoid infiltrates, interstitial, 

focal 
Mvocardial fibrosis, focal 

SPLEEN 
· Increased extramedullarv hematopoiesis 

OVARY ' 

TESTIS 
Germinal ce 11 deqenerat ion, uni 1 atera 1 

focal/multifocal/diffuse 

SQermatic granuloma~ unilateral- focal 

HISTOPATHOLOGY INCIDENCE TABLE 

M ~ 0 st ~ "' N "' "' "' M st ~ "' "' "' "' "' a, 0 
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Code: 1 ., 111iniul J. 11oderate P • present N • within normal liiaits M • tissue not present - • tissue not applicable 
2 • mild 4 • 111arked L • lesion present I • tissue uction inadequate 
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L06121 SN6 
Six Month Interim 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAII 
Lesion 

BRAIN 

SPINAL CORD 

LIVER 

,: 
CL 
·- w ~D 
~E 
w ~ 
Uz 
u 

<( 

Mononuc 1 ear ce 11 infiltrates, port a 1 
and sinusoidal, focal 

Mononuclear cell infiltrates, 
sinusoidal, focal 

Mononuclear cell infiltrates, 
portal, focal 

Microgranuloma 

Cytoplasmic alteration, vacuolathm, 

focus 

KIDNEY 
Nephropathy, chronic, unilateral, 

Nephcopathy, chronic, bilateral 
Microconcretions, unilateral, focal 

7 

HISTOPATHOLOGY INCIDENCE TABLE 
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Code: I • •iniul 3 • 1oderate P • present N • within nor111al !hits M .. tissue not present - .. tissue not applicable 
2 • •ild 4 • marked l • lesion present A• tissue section inadequate 
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"' ~ N L06121 SN6 
Six Month Interim 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

KIDNEY (can't) 
Microconcretions, bilateral, focal 

HEART 
Mvocarditis, chronic, focal 

C 
0 ... ·- ., ~~ 
~E ., ~ 
Uz 
:t 

L11mnhoid infiltrates, interstitial, 
focal 

Mvocardial fibrosis, focal 

SPLEEN 
Increased extramedu 11 arv hematopoi es is 

OVARY ' 

TEST! S 
Germinal ce 11 deoenerat ion, uni 1 atera 1 

focal/multifocal/diffuse 
Spermatic granuloma, unilateral, focal 

HISTOPATHOLOGY INCIDENCE TABLE 

N 00 ~ "' "' - ~ <X> 0 ... 
"' "' - - - N N ... ~ ~ 
<X> ro "' m "' m m m m m 

"' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 
ro ro ro ro <X> <X> <X> <X> ro ro 

l l l l 

N N N N N N L L L N 

l l 
l 

N N N N N N N N N N 

.ll'r (l'N r:H tj/N ¾ tj/N ¾ 'YN N.,,: % 

;/ 1/_ ;/'. :;,'_ /- 7_ 17- 7_ /- 1/-

Code: I • 1ininal J • 1oderate P • present N • within normal linits H • tissue not present - • tissue not applicable 
2 • Mild ~ • Marked L • lesion present I • tissue section inadequate 

., 
u 
C ., 
~ ·-u 
C -

4/10 

2/10 

l /10 

... 
"' 
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L0612l SN6 
Six Month Interim 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

BRAIN 

SPINAL CORD 

LIVER 

. I . 

HISTOPATHOLOGY INCIDENCE TABLE 

C 

.~L. lOI.DOOOo::f"NI.DCOOI.D 
v,9,! -=:t-o::t"'<:f"LOI.Dt-,.,OOCQOO 
~ D O O O O O O D ~ ~ 

~ E ,..._ r--.. r--.. ,-... ,...__ r--.. r-- r--. ,..._ ,-... 
U::, I I I I I f I I I I 
uz O O O O O O O O O 0 
c( 00 CO CO 00 CO CO CO 00 CO CO 

NINININININININININ 

NINININININININININ 

LINILININININININIL 
Mononuclear cell infiltrates, portal 

and sinusoidal, focal 
Mononuclear cell infiltrates, 

sinusoidal, focal 
Mononuclear cell infiltrates, 

portal, focal l 
Microgranuloma 
Cytoplasmic alteration, vacuolation, 

focus 
I I I I I I I I->-+--+->--+---+--< 

KIDNEY %ll11YLl%IYL~l~i.,(j%[Y1,1 
Nephropathy, chronic, unilateral, l 
Nephropathy, chronic, bilateral 

I 
Microconcretions, unilateral, focal l l 

Code: I • • iniffial 3 • Moderate P • present N • within nor~al limits M • tissue not present - • tissue not applicable 
2 • Mild 4 • Marked L • lesion present I • tissue section inadequate 

~ 
u 
C 

" " ·-u 
C -
~~ 

~ 

l /10 

l/10 --
--
l /10 

--

l/10 

2/10 

... 
"' 



"' ~ ,, L0612l SN6 
Six Month Interim 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Les 1 on 

KIDNEY (can't) 

Microconcretions, bilateral, focal 

HEART 
Mvocarditis, chronic, focal 

C 
0 .. ·- ., ~~ 
~e ., " Uz 

.!;! 

Lvmnhoid infiltrates, interstitial, 

focal 
Mvocardial fibrosis, focal 

SPLEEN 
Increased extramedu 11 arv hematopoi es is 

OVARY ' 

TESTIS 
Germinal cell deneneration, unilateral 

focal/multifocal/diffuse 

SQermatic granuloma 1 unilateral, focal 

HISTOPATHOLOGY INCIDENCE TABLE 

.,, 
"' aJ 0 " N "' aJ 0 "' " " " 

.,, 
"' ~ aJ aJ 0 0 

0 0 0 0 0 0 0 0 - -~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 
00 aJ aJ aJ 00 00 aJ aJ 00 aJ 

1 1 l l 

N N N N L N N L L L 
1 

1 l 
l 

N N N N N N N N N N 

~ TI ¾ I~ N, N, I ry, 'YN '.YN 'Y ',, 

I/'- 'i- /- 11/- -,,:'. %'. 1/- '.% /4 1/-

Code: I • 1ini • al J. noderate P. present N • uithin normal limits H • tissue not present - • tissue not applicable 
2 • mild 4 - marked L • lesion present I• tissue section inadequate 

., 
u 
C ., 
-0 ·-u 
C ~ --

-
4/10 
--

l /l O 

2/10 

1/10 

--
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L06121 SN6 
Six Month Interim 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAII 
Les 1on 

BRAIN 

SPINAL CORO 

EYE 

-
OPTIC NERVE 

ADRENAL 
Cortex, increased cytyplasmic 

vacuolation, unilateral 

Cortex, increased cytoplasmic 

vacuolation, bilateral ·-
SPLEEN --

C 
0 L ·- ., ~D 
~E ., " Uz 
:}_ 

, 

Increased extramedul 1 ary hematopoi esi s 

-
PAliCREAS 
·-- -

Acinar cell atrophy, focal 

Code: l • •iniol 
2 • 11ild 

J • noderate P • presenl 
4 • 111arked 

·1 

HISTOPATHOLOGV INCIDENCE TABLE 

"' ~ ~ M D N D - "' "' "' "' "' - N N M s,- s,- s,-- - - N N N N N N N 
~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' ' ' ' D D D D D D D D D D 

"' "' "' "' "' "' "' "' "' "' 
N N N N N N N N N N 

. 
N N N N N N N N N N 

% % % ¾ ¾ fJi ¾ 
·c. 

iv,; ~ 'YN 

% ~ ¾ %1 N , N, 1% 
., 
1;r1 ,,- N 'YN 

% ''N ''N ¾ N, N, I¾ I~ -~ lvi 

N L L L N L N N N L 

l l l 1 l 

N N N N N II N N N N 

i \ 

N • within nornal li~its H • tissue not present - • tissue not applicable 
L • le5ion present I c tissue section inadequate 

., 
u 
C ., 
" ·-u 
C -
--
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0, 
u, 
0, L06121 SN6 

Six Month Interim 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAII 
Lesion 

ME SENTER IC LYMPH NODE 
Reticulum cell hyperplasia, focal 

Reactive hyperplasia 

OVARY 

UTERUS 
Cervicitis, suppurative 

TESTIS 

C 
OL ·- "' ~ .c 
~E 
"' ~ Uz 
u «: 

Germinal cell degeneration, unilateral 

focal/multifocal/diffuse 
Germihal cell degeneration, bilateral 

foe a 1 /mu 1 ti foe a 1 
Spermatic granuloma, unilateral, focal 

Spermatic granuloma, bilateral 

-
PROSTATE -
Spermatic granuloma, focal 

HISTOPATHOLOGY INCIDENCE TABLE 

"' ~ ~ M 0 N 0 - ~ 
0, 

"' "' 0, - N N M <I" <I" - - - N N N N N N N 
~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' ' ' ' g 0 0 0 0 0 0 g 0 0 

"' "' "' "' "' "' "' "' 

N N N N N N N N N N 

. 
lj/N I½ 1tu ~ 'YN 'YN 'YN 'YN ½ l'J-i 

N N N N N N N N N N 

/- I"'/_ ?'.. % 7- % % 7- 7.. 7.. 

- - - - - - - - - -

Code: I • 1inifflal J • 1oderate P • present N • within normal limits M • tissue not present - • tissue not applicable 
2 - 1ild ~. 1arked L • lesion present I • tissue section inadequate 

"' u 
C 

"' 'O ·-u 
C -

u, 
N 
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L06121 SN6 
Six Month Interim 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAII 
Lesion 

PROSTATE (con't) 

" OL ·- "' ~,, 
~E 
"' ~ Uz 
u 
<( 

Inflammation, interstitial, subacute 

EPIDIDYMIS 

Absence of sperm in ducts, unilateral 

URIIIARY BLADDER 

Muscularis, hemorrhage 

f.luscularis, inflammation, subacute 

LUIIG 

Lymphoid infiltrates, peribronchial/ 

peribronchiolar, focal , 
. 

Oronchopneumoni a I suppurati ve, foe al 

Hemorrhage, recent, focal 

Congestion and edema, postmortem 

Congestion, postmortem 
---

Alveolitis, subacute, focal -

Code: • minimal 3 • moderate P • present 
2 • mild 4 • marked 

·1 

HISTOPATHOLOGY INCIDENCE TABLE 

"' ~ ~ M 0 N 0 

"' "' "' - N N M - - - N N N N 
~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' 0 0 0 0 0 0 0 
00 00 00 00 00 00 00 

11/_ 1/.. /- /- /- / 17-

N N N N N N N 

L L L L L L L 

2 2 2 2 2 2 1 

' 
I ; ' 

i 

N • within normal limits 
L • lesion present 

- "' "' .,,. .,,. .,,. 
N N N 
~ ~ ~ 

' ' ' 0 0 0 
00 00 00 

11/-' 1/- /-

N N N 

L L L 

2 2 1 

H • tissue not present 
I • tissue section inadequate 

- • tissue not applicable 

"' u 

" "' .,, ·-u 

" -
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00 

L0612l SN6 
Six Month Interim 
F344 Female Rats 
ROX 40.0 mg/kg/day 

0RGAII 
Lesion 

HEART 

Myocarditis, chronic, focal 

C 
OL ·- ~ ~~ 
~E 
~ ~ 
Uz 
u 

"" 

Lymohoid infiltrates, interstitial, 

foe a 1 

Myocardial fibrosis, focal 

LIVER 

Mononuclear cell infiltrates, nortal 

and sinusoidal. focal 

Mononuc 1 ear ce 11 infiltrates, 

sinusoidal. focal 

Mononuclear eel 1 infiltrates, 

norta l, foe a 1 --
Microoranuloma -

·-~loelasmic alteration, vacuolation, 
focus 

--
KIIJIIEY 

I -rlcphropathy, ~hronic, unilateral 

Code: I .. minimal 
2.·11ild 

J. moderate P • present 
4 .. urked 

HISTOPATHOLOGY INCIDENCE TABLE 

~ ~ ~ M 0 N 0 

"' "' "' - N N M - - - N N N N 
~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' 0 0 0 0 0 0 0 

"' "' co "' "' "' "' 
N N N N L L N 

l 

l 

N N N N N N N 
. 

' 
PVN l,L ryN l,t !iii io/t. ¼_ 

l l l 

N ~ within normal limits 
L • lesion present 

- "' "' .,. .,. .,. 
N N N 
~ ~ ~ 

' ' ' 0 0 0 

"' "' co 

N N N 

N N N 

' 

tJi '-'[_ )'I( 

l l 

H • tissue not present - • tissue not applicable 
I • tissue section inadequate 

~ 
u 
C 
~ 

"O --u 
C -

l /10 

1 /10 
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' 
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L06121 SN6 
Six Month Interim 
F344 Female Rats 
RDX 40.0 mg/kg/day 

ORGAtl 
Lesion 

KIOIIEY (can't) 
tlephropathy, chronic, bilateral 

-

C 
0 L 
•- ID ~ .0 
~E 
ID~ 
Uz 
u « 

Mi croconcret i ans, unilateral, focal 

Microcancretions, bilateral, focal 

ESOPHAGUS 
Keratinogeous debris in lumen 

DUODENUM 
Microgranuloma, submucosal 

.JEJUIIUM 
Mi crogranu l oma, submucos a 1 

. 

flematode parasite(s) in lumen --

ILEUM -
Microgranuloma, submucosal 

-· -

1-= 
Code: I • 111ininal 

2 • 11d ld 
J • moderate P • present 
4 .. marked 

·1 

HISTOPATHOLOGY INCIDENCE TABLE 

"' 
,.._ ,.._ M 0 N 0 -"' "' "' - N N M <t - ~ - N N N N N ,.._ ,.._ ,.._ ,.._ ,.._ ,.._ ,.._ ,.._ 

' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' 

l l l 

N N N N N N N N 

N N N N N N N N 

N N N N N N N N 
• 

N N N N ,N N N N 

N. within nor1al li1its M 
L. lesion present I 

"' "' <t <t 
N N ,.._ ,.._ 
' ' 0 0 

00 00 

l 

N N 

N N 

N N 

N N 

tissue not present - • tissue not applicable 
tissue section inadequate 

ID 
u 
C 
ID 

" ·-u 
C -
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L06121 SN6 HISTOPATHOLOGY INCIDENCE TABLE 
Six Month Interim 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAII 
Lesion 

CECUM 
Nematode parasite(s) in lumen 

COLON 
riematode parasite(s) in lumen 

RECTUM 

Hematode parasite(s) in lumen 

SKIN 
Exudative crusts 

Ulcerative dermatitis, focal 
Uermatitis, chronic, focal .. 
Acanthosis, focal 

Dermal necrosis 

Abscess 

-----
J.:AMMARY GLAND 
·- -
-

. 

C 
OL ,.._ 
·- w "' ~.a OJ OJ 
~E - -w ~ ,.._ ,.._ 
Uz ' ' :J. 0 0 

OJ OJ 

L N 
p 

L N 
p 

N N 

N N 

N N 

,.._ 
"' 0 N 0 

m - N N "' - N N N N ,.._ ,.._ ,.._ ,.._ ,.._ 
' ' ' ' ' 0 0 0 0 0 

OJ OJ OJ OJ OJ 

N N N N N 

N N N N L 
p 

N N N N N 

N N N M N 

M N M M N 

Code: I • 11ini111al 
2 • 111ild 

3 • 11oderate P ~ present N • within nor1al li~its 
i. • iurked l • lesion present 

- OJ m ... ... ... 
N N N ,.._ ,.._ ,.._ 
' ' ' 0 0 0 

OJ OJ OJ 

N N N 

N N N 

N N N 

N N N 

-

N M N 

H • tissue not present - • tissue not applicable 
I • tissue section inadequate 

w 
u 
C 
w 
-0 ·-u 
C -
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L0612l SN6 
Six Month Interim 
F344 Female Rats 
ROX 40.0 mg/kg/day 

DRGAII 
le s 1 on 

STERIIUM 

Marr0w: microgranuloma 

STOMACH 

Glandular, mucosal erosion, focal 

TRACHEA 

lnflamm~tion, chronic, focal 

Inflammation, subacute, focal 

TIIYIIOID 

PARATHYROID .. 

-
--

" OL ·- " ~ .a 
~e " ~ Uz 
;j_ 

C.Hle: I • 111i11iul 
2 • 111i Id 

3 - •oder.1te 
ft • 11,1r~ed 

P • preHnt 

-i--

HISTOPATHOLOGY INCIDENCE TABLE 

"' ~ ~ M 0 N 0 
00 00 "' - N N M - - - N N N N 
~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' 0 0 0 0 0 0 0 
00 '° '° 00 00 00 00 

N N N N N N N 

N N N N N N N 

L N N L N N N 

1 l 

tv. % % ~ ~ % N,i 

.. " ¾ N,i ¾ ~ l'TI :>M o/M 

N • vithin nor • al li~its 
l • lesion present 

- 00 "' <t <t <t 
N N N 
~ ~ ~ 

' ' ' 0 0 0 
00 '° 00 

N N N 

N N N 

L N N 

1 

¾ ,% I¾ 

N,,i; I¾ I~ 

H • tissue not present 
I • tissue section inadequate 

tis~ue nol ap~licable 

" u 

" " "O ·-u 

" -

3/10 
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TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY/CARCINOGENICITY STUDY 

OF HEXAHYDR0-1,3,5-TRINITR0-1,3,5-TRIAZlNE IN THE MALE 
FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose /ma/ka/da" 

0.0 0.3 1.5 8.0 40.0 

Time Lesion ss ' SDMS ss • SDMS ss ' SDMS ss ' ' ' ' ' ' ' ' ' 
Spleen, extramedullary hematopoiesis 

' Present 0 ' 0 ' 0 6 mos ' -- ' -- --
Absent 10 ' 10 ' 10 ' -- ' -- --

' ' ' ' 
Present 0 ' 0 ' 0 0 12 mos ' -- ' --
Absent 10 ' 10 ' 10 3 ' -- ' --

' ' ' Present 0 ' 0 0 ' 0 0 0 24 mos ' ' Absent 38 ' 17 36 ' 19 25 27 ' ' ' ' 
Spleen, sinusoidal congestion 

Present 0 ' 6 mos ' -- . 
Absent 10 ' ' --

' 
Present 0 ' 12 mos ' --
Absent 10 ' ' --

' 
Present 0 ' 0 

24 mos ' Absent 38 ' 17 ' ' 
Time= time of sacrifice 
SS = scheduled sacrifice 

0 -- 0 --
10 -- 10 --

0 -- 0 0 
10 -- 10 3 

0 0 0 0 
36 19 25 27 

0 
10 

0 
10 

0 
29 : 

0 ' • 
10 ' ' ' 
0 ' ' 10 ' ' ' ' 
0 ' ' 29 ' ' ' 

SDMS ss ' ' ' 

. 
-- 6*: 

4 ' -- ' ' 
0 ' -- ' 10 ' -- ' ' 

0 0 ' ' 26 4 ' ' ' 

0 ' ... ' 10 ' --.. ' ' 
-- 10*: 

0 ' -- ' ' 
0 0 ' ' 26 4 ' ' ' 

SDMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* = significantly different from control group, p < 0.05 

SDMS 

2 
3 

0 
18 

0 
27 

0 
5 

0 
18 

0 
27 

59 
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Time 

6 mos 

12 mos 

24 mos 

6 mos 

12 mos 

24 mos 

Time 
ss 
SDMS 

* 

664 

TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY /CARCINOGENICITY STUDY 

OF HEXAHYDRO-l,3,5-TRIN!TR0-1,3,5-TRIAZINE IN THE MALE 
FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose (mnlknldav 

a.a 0.3 1.5 8.0 
Lesion ss ' SDMS ss ' SDMS ss ' SDMS ss ' SDMS ' ' ' ' ' ' ' ' 

Spleen, increased pigment . . 
Present 0 ' 0 0 : 0 ' -- -- -- --
Absent IO ' 10 10: 10 ' -- -- -- --

' ' . 
Present 0 ' D 0 ' 0 0 ' -- -- ' --
Absent 10 ' 10 10 ' 3 10 ' -- -- ' --

' ' . 
Present 0 ' 3 0 1 7*: 4 11* 4 ' Absent 38 ' 14 36 18 18 ' 23 18 ' 22 ' ' ' ' ' ' 

Testicular germinal cell degeneration, unilateral/bilateral 

Present 0 ' 0 ' 0 ' 0 ' -- ' -- ' -- --
Absent ID ' 10 ' IO ' IO ' -- ' -- ' -- --

' ' ' 
Present 0 ' 0 ' 0 ' I 0 ' -- ' -- ' --
Absent IO ' 10 ' 10 ' 2 10 ' -- ' -- ' --

' ' ' . . 
Present 0 ' 0 0 ' 0 0 ' 0 0 0 ' ' ' Absent 38 ' 16 36 ' 19 25 ' 27 29 26 ' ' ' ' ' ' 
= time of scheduled sacrifice 

= scheduled sacrifice 

40.0 
ss ' SDMS ' ' 

' 0 0 
10 5 

0 0 
10 18 

0 18* 
4 ' 9 ' ' 

3 ' 0 ' 7 ' 5 ' ' 
4*: 4 
6 ' 15 ' ' 

' 0 0 ' 4 ' 27 ' ' 

= spontaneous death or moribund sacrifice during interval fo 11 owing 
last scheduled sacrifice 

= significantly different from control group, p<0.05 

OU 



' 

TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY/CARCINOGENICITY STUDY. 

OF HEXAHYDRO-l,3,5-TRINITR0-1,3,5-TRIAZINE IN THE MALE 
FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose (mnlknldav 

a.a 0.3 1.5 a.a 40.0 
Time Lesion ss ' SDMS ss ' SDMS ss ' SDMS ss ' SDMS ss ' ' ' ' ' ' ' ' ' ' ' 

Prostate, spermatic granuloma 
' ' ' Present D ' 2 ' 2 1 ' 6*: 6 mos ' -- ' -- -- ' --

Absent 10 ' B ' B ' -- ' -- --
' ' ' ' 

Present 0 ' a ' 1 0 12 mos ' -- ' --
Absent 10 ' 10 ' 9 3 ' -- ' --

' ' 
Present 0 

; a a ' a a a 24 mos ' ' Absent 38 ' 16 36 ' 19 25 27 ' ' ' ' 
Prostate, suppurative inflammation 

' Present 0 0 ' 6 mos -·· ' Absent 10 10 --

Present a a 12 mos --
Absent 10 10 --

24 mos Present 0 2 1 
Absent 38 14 35 

Time= time of scheduled sacrifice 

SS = scheduled sacrifice 

0 ' -- --
-- 10 --
-- 0 0 
-- 10 3 

** 3 2 7** 
16 23 20 

9 ' 4 ' --
' 

1 ' 0 ' --
9 ' 10 ' --

' 
a ' 0 a ' 29 ' 26 4 ' ' 

0 ' 0 ' --
10 ' 10 ' ··-

' 
0 ' 0 ' --

10 ' 10 ' --
' 

4*: 8 D 
25 ' 18 4 ' ' 

SDMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* = significantly different from control group, p< 0.05 

** = significant (p < 0.05) at this interval only when both SS and 
SDMS were combined 

' ' ' ' ' ' ' ' ' 
' ' ' ' ' 

' ' 

SDMS 

2 
3 

0 
19 

a 
27 

0 
5 

0 
19 

19* 
8 

61 
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TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY /CARCINOGENICITY STUOY 

OF HEXAHYDRO-I,3,5-TRJNJTR0-1,3,5-TRIAZINE IN THE MALE 
FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Oose (mnlknldav 

0.0 0.3 1.5 8.0 40.0 

Time Lesion ss ' SDMS ss ' SDMS ss ' SDMS ss ' SOMS 
' ' ' ' ' ' ' ' 

Kidney~ medullary papilla necrosis, unilateral/bilateral 

Present 0 -- 0 ' -- 0 
6 mos ' Absent IO -- 10 ' -- 10 ' ' • • 

Present 0 -- 0 ' -- 0 
12 mos ' Absent 10 -- 10 ' -- 10 ' ' ' ' ' 

Present 0 0 0 ' 1 0 
24 mos ' Absent 38 17 36 ' 18 25 ' ' 

Kidney, pyelit1s 

Present 0 0 ' 6 mos -- ' Absent 10 IO ' -- ' ' 
Present 0 0 ' 12 mos -- ' Absent 10 JO ' -- ' ' ' 
Present 0 0 0 ' 24 mos ' Absent 38 17 36 ' ' ' 

Time= time of scheduled sacrifice 
SS = scheduled sacrifice 

-- 0 
-- JO 

-- 0 
-- 10 

1 0 
18 25 

' -- 0 ' --' -- 10 ' ' --
' ' 0 0 ' --' 3 10 ' --' ' ' 0 0 ' 0 ' 27 29 ' 26 : 

-- 0 --
-- JO --

0 0 --
3 10 --
0 0 I 

27 29 25 

ss 

0 
10 

0 
JO 

0 
4 

0 
10 

0 
10 

** 0 
4 

SDMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* = significantly different from control group, p < 0.05 

** = significant {p < 0.05) at this interval only when both SS and 
SDMS were combined 

' SDMS • 
' 

. 

' 0 ' ' 5 ' ' 
' 15* ' ' 4 ' ' 
' 18* ' ' 9 ' ' 

' ' 0 ' ' 5 ' ' ' ' 1 ' ' 18 ' ' ' ** ' 5 ' ' 22 ' ' 
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Time 

6 mos 

12 mos 

24 mos 

6 mos 

12 mos 

TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY/CARCINOGENICITY STUDY 

OF HEXAHYDRO-J,3,5-TRINITR0-1,3,5-TRIAZINE IN THE MALE 
FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose (mnlknldav 

0.0 0.3 1.5 8.0 
Lesion ss ' SDMS ss ' SDMS ss ' SDMS ss ' SDMS ' ' ' ' ' ' ' ' 

Kidney, plyelonephritis 
• ' Present 0 ' 0 ' 0 ' 0 ' ' -- ' -- ' -- ' --

Absent 10 ' JO ' JO ' JO ' ' -- ' -- ' -- ' --
' ' ' ' • • 

Present 0 ' 0 ' 0 ' 0 0 ' ' -- ' -- ' ' --
Absent JO ' 10 ' 10 ' 3 JO ' ' -- ' -- ' ' --

' ' ' ' . • 
Present 0 ' 0 0 ' 0 0 ' 2 1 ' 1 ' ' ' ' Absent 38 ' 17 36 ' 19 25 ' 25 28 ' 25 ' ' ' : ' ' ' 

Urinary bladder, luminal distention 

• Present 0 0 ' 0 ' 0 -- ' -- . 
' -- --

Absent JO 10 ' 10 :.' JO -- ' 
-- . ~ , ..• --

' • 
Present 0 0 ' 0 0 0 -- ' -- --
Absent JO JO ' 10 3 JO -- ' -- --

' • 

40.0 
ss ' SDMS ' ' 

' 0 0 
JO 5 

' 0 1 
JO 18 

' 0 1 
4 ' 26 

. ' 

' 0 ' 0 ' JO ' 5 ' ' ' 0 ' 18* ' JO ' 1 ' ' • 
Present 0 0 0 ' 2 0 1 0 3 1 *: 24* 

24 mos ' Absent 38 16 36 ' ' ' ' ' 
Time= time of scheduled sacrifice 
SS = scheduled sacrifice 

17 25 26 29 19 3 

SDMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* = significantly different from control group, p < 0.05 

' 4 ' ' 
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Time 

6 mos 

12 mos 

24 mos 

6 mos 

12 mos 

24 mos 

Time 
ss 
SDMS 

* 
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TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY/CARCJNOGENICITY STUDY 

OF HEXAHYDR0-1,3,5-TRlNJTR0-1,3,5-TRIAZINE IN THE MALE 
FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose [mnlka/dav 

0.0 0.3 1.5 8.0 

Lesion ss ' SDMS ss ' SDMS ss ' SDMS ss ' SDMS 
' ' ' ' ' ' ' ' . . Urinary bladder, cyst1t1s, hemorrhag1c/suppurat1ve/ 

hemorrhan; c - sunnurative 
• • ' Present 0 ' -- 0 -- 0 ' -- 0 --
' ' Absent JO ' -- IO -- JO ' -- JO 
' ' --
' ' • • • • 

Present 0 ' -- 0 -- 0 ' 0 0 --
' ' Absent 10 ' 10 10 ' 3 10 
' -- -- ' --
' ' . • 

Present 0 ' 0 0 2 0 ' 1 1 0 
' ' Absent 38 ' 16 36 17 25 ' 26 28 22 
' ' ' ' ' 

Present ' ' Absent ' ' ' • • 
Present ' ' Absent ' ' ' • • 
Present ' ' Absent ' ' ' 

= time of scheduled sacrifice 

= scheduled sacrifice 

ss 

0 
10 

0 
10 

0 
4 

= spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

= significantly different from control group, p < O. 05 

64 

40.0 

' SDMS ' ' 

• 
' 0 ' ' 5 ' ' • 
' 17* ' ' 2 ' ' • 
' 18* ' ' 9 ' ' 

' ' ' ' ' 
' ' ' ' ' 
' ' ' ' ' 



Time 

6 mos 

12 mos 

24 mos 

6 mos 

12 mos 

24 mos 

T/l.BLE 

TWENTY-FOUR MONTH CHRONIC TOXICITY/C/l.RCINOGEN!CITY STUDY 
OF HEX/l.HYDRD-l,3,5-TRIN!TR0-1,3,5-TRIAZINE IN THE FEMALE 

FISCHER 344 R/l.T 

Statistical Evaluation of Histopathologic Lesions 

Dose Cmo/ko/dav 
0.0 0.3 I.5 8.D 
' • ' ' Lesion ss ' SDMS ss ' SDMS ss ' SDMS ss ' SDMS 
' -, ! ' 

Lenticular cataracts 

' • Presen 0 ' -- 0 -- 0 -- 0 ' --
' ' /l.bsent IO ' -- 10 -- 10 -- 10 ' --
! ' ' 
' ' Presen 0 ' -- 0 -- 0 -- 0 ' --

10 ' 10 ' Absent ' -- -- 10 -- 10 ' --
' ' ' ' 4 ' Presen 14 ' 1 1 17 3 9 • 3 • ' Absent 29 ' 9 41 9 25 9 32 ' 8 
' ! ' ' 

Spleen, extramedullary hematopoiesis 

' ' Preseni 0 ' 0 0 ' -- 0 -- 0 --' /l.bsent 10 1 10 ' ' - -- 10 -- 10 --
-· --
' Preseni 0 0 ·o • 
' -- 0 0 0 --

Absent 10 I 10 ' -- 10 1 10 --' ' 
' Presen~ 0 0 0 ' 0 0 0 0 0 ' ' Absent 43 10 45 ' 10 42 ' 12 41 11 ! ! 

Time= time of scheduled sacrifice 
SS = scheduled sacrifice 

ss 

0 
10 

0 
10 

23* 
5 

5* 
5 

0 
10 

0 
28 

SDMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* = significantly different from control group, p<0,05 
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40.0 
' ' SDMS ! 

' ' --
' ' --
! 
' ' 0 
' ' 7 
' ' 
' ' 9* 
' ' 11 
' ' 

' ' --
' ' --
! 
' ' 0 
' ' 7 
' 
' ' 0 
' ' 20 
! 
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Time 

6 mos 

TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY/CARCINOGENICITY STUDY 
OF HEXAHYORO-J,3,5-TRINITR0-1,3,5-TRIAZINE IN THE FEMALE 

FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose /mn ko/dav 
0.0 0.3 1.5 8.0 
' ' ' ' Lesion ss ' SDMS ss ' SDMS ss ' SDMS ss ' SDMS 
! ., ! ! 

Spleen, sinusoidal congestion 

' ' 0 ' Pres en o ' 0 o -- 0 ' -- ' --
' ' ' Absent JO ' J JO -- JO ' -- JO ' --
' ' ' ' 

06 

40.0 
' ss ' SDMS 
! 

D --
JO --

' ' 0 0 ' 9* 1 Pres en 0 ' 0 0 -- 0 ' ' --12 mos ' ' Absent JO ' J JO 
' 
' Presen o ' 0 0 

24 mos ' Absent 43 ' JO 45 
' 

' ' Presen ' ' 6 mos ' ' Absent ' ' ' ! 
' ' Pres en ' ' 12 mos ' ' Absent • ' ' ' ' ' • • Presen • ' 24 mos • • Absent ' • 
' • ' 

Time= time of scheduled sacrifice 
SS = scheduled sacrifice 

' -- JO ' J JO ' -- J 
' ' 
' ' 0 0 0 ' 0 0 ' 0 
' ' 10 42 ' 12 41 ' 11 28 
! ' 

' 

SDMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* = significantly different from control group, p < 0.05 

6 

0 
20 

' 
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Twenty-Four Month Chronic Toxicity/Carcinogenicity 
Study of HEXAHYDRO-l,3,5,-TRINITR0-1,3,5,-TRIAZINE (ROX) 

in the Fischer 344 Rat 

!ITRI Project No. L6121 
Study Number 6 

Twelve Month Interim Report 
Quality Assurance Statement 

Necropsy procedures were inspected on January 24~ 1981 by Josephine 
M. Reed. The final draft pathology report was audited June 18 to 21, 1982 
by Julie McPhilips and Josephine M. Reed. The study was found to meet Life 
Sciences Quality Assurance criteria. Specimens and raw data generated 
during the study will be retained in the !ITRI Life Sciences Archives as 
specified in standard operating procedures. 

~~L Jos i ne M. Reed 
/ . :erv::Qua 1 ity Assurance 
y 
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PATHOLOGICAL SYNOPSIS 

Necropsy Observations 

Compound-related gross pathologic lesions were observered in male 
Fischer 344 rats from the experimental groups sacrificed after twelve 
months on the study, rats that died during this study period, or those 
sacrificed in extremis. Male rats at the 40.0 mg/kg/day dose level had 
red-brown fluid in the abdominal cavity, dark brown kidneys with renal 
pelvis dilatation, distended urinary bladders that contained dark red 
fluid, small testes, enlarged, red-brown seminal vesicles, enlarged 
prostate distended with red-brown fluid. 

Enlarged dark red spleen observed at necropsy for the 40.0 mg/kg/day 
dose level in male and female rats was also considered to be compound
related. 

Microscopic Observations 

Treatment-related lesions observed microscopically in twelve month 
interim sacrificed males consisted of the following. Sinusoidal congestion 
was present in the spleen of all (10/10) interim sacrificed males in the 
ROX 40.0 mg/kg/day group. Lesions of unilateral or bilateral testicular 
deqeneration were present among interim sacrificed (4/10) and spontaneous 
death and moribund sacrificed (4/19) males in the ROX 40.0 mg/kg/day group. 
Urogenital tract lesions consisting of necrosis of the renal medullary 
papilla (15/19), luminal distention of the urinary bladder (18/19), and 
hemorrhagic cystitis (17/19) were confined to spontaneous death and moribund 
sacrificed males in the ROX 40.0 mg/kg/day group. There was also diffuse 
parathyroids hyperplasia in 13/19 of these males. These lesions were 
accompanied by widespread parenchymal mineralization of visceral organs. 
These latter changes were regarded as a sequela to the renal injury. The 
no-effect level of ROX in males was 8.0 mg/kg/day. 

In twelve month interim sacrificed females a treatment-related diffuse 
sinusoidal congestion was present in the spleen of interim sacrificed (9/10) 
and spontaneous death and moribund sacrificed {1/17) females in the ROX 
40.0 mg/kg/day group. The no-effect of ROX in females was 8.0 mg/kg/day. 

Statistical Evaluation 

Statistical evaluation of histopathologic lesions revealed statistically 
significant (at p<0.05) lesions of sinusoidal congestion of the spleen at 
the 40.0 mg/kg/day dose level in male and female rats. Statistically 
significant (at p<0.05) testicular germinal cell degeneration, kidney 
medullary papillary necrosis, luminal distention of urinary bladder, with 
hemorrhagic and/or suppurative cystitis at the 40.0 mg/kg/day dose level 
in male rats were al so observed during this study period. 

Ill RESEARCH INSTITUTE 
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All other lesions obServed microscopically that were submitted for 
statistical analysis were not significantly different from the control 
group in male and female rats that either died during this study period, 
were sacrificed in extremis, or were sacrificed after twelve months on 
the study. 

Vladislav~ S. Rae, D.V.M., M.S. 
Head, Pathology 
Pathology Section 
Life Sciences Research 

IIT RESEARCH INSTITUTE 
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L06l21 SN 6 
Twelve Month Interim Sacrifice 

and Oea ths 6-12 Months 
Fischer 344 Rat 

ORGAN 
Lesion 

Number of Rats Examined 

No Gross Lesions 

: SKIN/Subcuti s 
' Yellow, diffuse 

' 
Black, focal 

I Mass 
' I 

i SKIN Around Eye 

' Crusted 
I 

MANDIBULAR SALIVARY GLAND 
Red 

I 
HEART 

: Firm 

Flaccid 

I 

.. 
~ 

'" >, 

~:§_ ~ ~ LLl 
w= ....J 

X ~-C) 0 0-, 
°' O E 

NECROPSY OBSERVATIONS 

0.0 0.3 1. 5 8.0 

10 10 13 10 

4 3 3 2 
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1 

' 

1 ---~ 1 

40.0 i 0.0 0.3 1.5 8.0 40.0 

29 11 10 11 10 17 
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L06121 SN 6 
Twelve Month Interim Sacrifice 
and Deaths 6-12 Months 

Fischer 344 Rat 

ORGAN 
Lesion 

I-
I THORAC,C CAVITY 

~ontained fluid, _red/brown 

l HYMUS 
' I Dark red 

rLUNG 

! Mottled red/red 

' Mottled 

' Mass 

TRACHEA 

Contained red material 

ABDOMINAL CAVITY 

Contained fluid, red/brown 

Contained clear fluid 

.. 
~ -<U >, 
>m 
<U -0 _,, 

O> 
<U ~ 

X ~----0 O O> °' o E 

; 
0.0 

I 

NECROPSY OBSERVATIONS 

0.3 I. 5 8.0 40.0 

2 
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' 
I 

I 2 2 3 

2 I 5 

' I 

I 
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I 
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I 
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I 
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L06121 SN 6 
Twelve Month Interim Sacrifice 
and Deaths 6-12 Months 

r; scher 344 Rat 

ORGAN 
Lesion 

LIVER 

.. 
~ -'" >, 
> "' 
'" -0 ...,_ 

O> '"~ 
X ~-0 0 O> 
oco E 

Light brown/tan/yellow/pale/gray, focal, 
multi focal . 

Red, focal/diffuse 
I 
; 

Dark brown focus/diffuse . Enlarged/swollen; focal/diffuse 

i ,Nodule(s) 

L Mass(es) 
I Gramil ar/pi tted 

ADREN~L GLANDS 
'En'l a-rged 

' Dark brown 
, Tan 
' t--

SPLEEN 
Dark purple/red/dark 
Black focal/diffuse 
Dark brown 

; 
0.0 

I 

I 

2 

NECROPSY OBSERVATIONS 

0.3 I. 5 8.0 40.0 

I 2 2 
2 

---
I 

I 
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I 

I 
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I 

I 
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I 2 

I I 

1 0.0 0,3 1.5 

I I 

•·--
I 

2 I 

I 

I 

I 

I 

8.0 

I 

I 

40. 

-· -· -· 

I 

2 

I 

5 

I 



"' "' .0 
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Twelve Month Interim Sacrifice 
and Deaths 6-12 Months 

Fischer 344 Rat 

ORGAN 
lesion 

' SPLEEN (continued) 

Firm area 

Soft . 
Enlarged 

, KIDNEYS 

Dark brown/brown 

Tan/gray 

Dark red 

Dark foci 

Granular/pitted 
; Mass 

' Spongy 

Qilated pelvis 

Pelvis contained red material 

-·--
, URINARY BLADDER 

.. 
~ 

" >, 5~; "' LLl "= _j 
X ~-00"' °' O E 

I Distended with fluid, red/brown/yellow ' ' , __ 
I Red 
~ 

D.D 

I 

2 

NECROPSY OBSERVATIONS 

0.3 I. 5 8.0 40.0 

I 

I 2 

I I 
-

3 3 3 2 
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I 
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I 
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L06121 SN 6 
Twelve Month Interim Sacrifice 
and Deaths 6-12 Months 

Fischer 344 Rat 

ORGAN 
Lesion 

URINARY BLADDER (continued) 

Adhesions 
Abscess . 

i ABDOMINAL FAT 

Mass/nodule/necrosis 

' Red area 
' 

DIAPHRAGM 

Rupture 

TESTES 

; Sma 11 

\ Nodule 

i Mass 

' Purple, focal 

Gray/white 

Red 
' Yel 1 ow material subcapsular ' i 

Soft 

.. 
~ -"' >, 
> "' 
"'"O ~----"" "'~ X ~---. 

0 0 0, 
<>'OE 
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0.0 

NECROPSY OBSERVATIONS 
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Twelve Month Interim Sacrifice 

3nd Deaths 6-12 Months 
i"~ scher 344 Rat 

ORGAN 
Lesion 

EPIO!DYMIS 

Small 

Red . 

' SEMINAL VESICLES 

I Small 

i Soft 

I Firm 
' Contained fluid, red/brown 

Black 

Red 

Yellow 

Enlarged 

PROSTATE 

' 
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I Enlarged 

f Contained fluid, red/dark brown 

' Yellow ' 

.. 
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~ 
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Twelve Month Interim Sacrifice 
and Deaths 6-12 Months 

Fischer 344 Rat 

ORGAN 
lesion 

PROSTATE (continued) 

Dark brown 

! Red . 
i Dark areas ,-..... 
' 

I OVARIES 
~ 

' Cyst(s) 

/ rark red 

i -i UTERUS 

Enlarged/swollen 
Mass 

; Dark red 

Dark gray 

STOMACH 
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and Deaths 6-12 Months 

rischer 344 Rat 

ORGAN 
lesion 

I STOMACH (continued) 
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' 
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Twelve Month Interim Sacrifice 

and Deaths 6-12 Months 
Fischer 3114 Rat 
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COLON 
Contained red material 
Firm area/nodule . 
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] Rupture 
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I Red discharge 
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Twelve Month Interim Sacrifice 
and Deaths 6-12 Months 

Fischer 344 Rat 
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Lesion 
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Red areas 
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' Contained red material 
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1 CERVICAL VERTEBRAE 

Mass 
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Twelve Month Interim Sacrifice 
and Deaths 6-12 Months 

Fischer 344 Rat 

ORGAN 
Lesion 

NOSE ~-
Red discharge 

HAROEREAN GLAND 

Enlarged 

I Dark red 

! 
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' Red discharge 

Irritated 
' ' 
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Twelve Month Interim Sacrifice 
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Fischer 344 Rat 
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l!TRI Project Number L06121, Study Number 6 
Sponsor Project Number OAMO 17-79-C-9161 

Report of Histopathologic Findings 

Methods 

In accordance with the amended experimental protocol, a histo
pathologic examination by light microscopy was conducted on hematoxylin
eosin (H&E) stained tissue sections from 100 {50 male and 50 female; 10 
each sex per group) Fischer 344 rats of the 12-month Interim Sacrifice 
of a 24-month chronic toxicity/carcinogenicity study of hexahydro-1,3,5-
trinitro-l,3,5-triazine {ROX). In addition, tissues from 31 (22 male 
and 9 female} rats which either died spontaneously or were sacrificed as 
moribund during the 6 to 12 month study period were also examined. The 
distribution of these latter rats by group and sex is indicated in the 
table below. Each group was fed either ROX as a dietary admixture or a 
control diet until death or sacrifice and then subjected to an extensive 
necropsy examination. The necropsy of animals, collection and fixation 
of tissues, and preparation of stained tissue sections were conducted 
by IIT Research Institute. 

The experimental design of the study, as it relates to the 
histopathologic evaluation, is outlined below: 

Treatment 
Group 

I 
II 
111 
IV 
V 

Treatment 

ROX 
ROX 
ROX 
ROX 

*interim sacrifice 

Number of Number of Dose Level Males Females mg/kg/day IS• SOMS-- IS SOMS - --
10 10 1 0.0 
10 10 0.3 
10 3 10 1 1 • 5 
10 10 8.0 
10 19 10 7 40.0 

**spontaneous death/moribund sacrifice 

Tissues from animals of the various experimental groups were 
examined according to Level I (extensive; all animals in the ROX 0.0 
;,1,/kg/day and RDX 40.0 mg/kg/day groups) or Level II (partial; all 
anisials in the ROX0.3 mg/kg/day, ROX 1.5 mg/kg/day, and ROX 8.0 
111g/kg/day groups) designations as specified in the experimental 
protocol. 

The 'Pathology Report' forms and appendicies which accompany 
this report constitute an accountability of all tissues examined in 
accordance with the experimental protocol. The grading system and 
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abbreviations used on the 'Pathology Reports' and in the tables are 
as follows: 

Grade 1 a minimal severity N a within normal limits 
Grade 2 a mild severity L a lesion present 
Grade 3 a moderate severity M a tissue not present 
Gra(ie 4 a marked severity I - tis sue section i nadequote 

p a present a not applicable 

The incidences of microscopic lesions are summarized by group and 
sex in the Pathology Appendicies as follows: 

Results 

Pathology Appendix A: Incidence of lesions Considered 
to be Treatment Related 

Pathology Appendix B: Lesion Incidence Comparison Table 

Pathology Appendix C: Histopathology Lesion Severity and 
Incidence Table 

' 

Primary, compound-related, toxicologically significant microscopic 
lesions confined to the spleen (both sexes) and t:1e urogenital syste;,1 {;,1ales only) wer 
present in ROX 40.0 mg/kg/day rats 1-1hich died spontaneously or were 
sacrificed moribund (SD1·1S) during study months 6 to 12 or Here sacrificed at 
the 12 ;;1onth interim (IS}. A number of secondary lesions v1ere present in 
RD;: 40.0 mg/kg/day males. In addition, sperriiati.: granulomas of the prostate, 
thougl1t to be compound-related at the 6 montt1 interim, were present in 
single males of the ROX 1.5 mg/kg/day and ROX 8.0 rng/kg/day groups. The 
significance of this lesion has been obscured by the findings at this 
interval. Following is a description of lesions observed. 

Spleen (primary lesion) 
Dlffuse sinusoidal congestion was present in 19 IS (10/10 males; 

9/10.females) and 1 SDMS (0/18 males; 1/7 feillales) animals in the 
ROX 40.0 mg/kg/day group. t•lith the exception of one IS male graded as 
moderate, this lesion ~-.ias mild in severity. A concurrent significant 
increase in absolute and/or relative spleen weight was not observed. 

Testis and Epididymis (primary lesioni 
Hi !d to severe, unTTate·rai···or Dilat(:r-al germinal cell degeneration 

was present in the testis of IS (4/101 ano SD:1S (4/19) ROX 40.0 mg/kg/day 
males. In two IS and three SDMS males this lesion was generally 
moderate in severity, focal, and unilateral. In the remaining two IS 
and one SDMS animal,. this germinal cell degeneration Has more extensive 
(diffuse) and/or bi lateral as well as being accompanied by either an 
absence or diminution of sperm with cellular debris in the ipsilateral 
ducts of the epididymis. Bi lateral dystrophic mineralization of 
degenerate seminiferous tubules was present in one IS male w:1ich had 
severe germinal cell degeneration. 



Kidney, Ureter, Uri nary 81 adder ( pri ma!)'~~; ons) 
In SDMS ROX 40.0 mg/kg/day males, uni lateral or bilateral necrosis 

of the renal papilla (15/19) associated with luminal distention of the 
urinary bladder (18/19) and hemorrhagic cystitis {17/19) was o~served. 
These changes were multifocal to diffuse in extent and minimal to 
severe in severity. Dilation of the renal pelvis was also noted among 
these animals, however, since the plane of section was slightly different 
for each kidney examined, it could not be fu 11 y evaluated and \'1as not 
graded separately. In addition, luminal dilatation of the ureters 
probably occurred as evidenced by the necropsy observation of 'dilated 
with fluid' for one SDMS male. 

Urogenital System and Peritoneum (secondary lesions) 
A large number of secondary lesions involving the urogenital 

system of SDi~S ROX 40.0 mg/kg/day males was also observed. These 
included uremic mineralization of the renal parenchyma (blood vessels, 
tubular basement membranes, and tubular epithelial cells) (16/19), 
uremic mineralization of the urinary bladder wall (4/19), subacute 
inflammation of the prostate {18/19), subacute inflammation (vesiculitis) 
of the seminal vesicle (17/19), suppurative pyelitis {l/19), and 
ascending pyelonephritis with bacterial emboli in renal blood vessels {l/19). 
!11icroabscesses \'/ere present at some of the sites of prostatitis {2/19) 
and vesiculitis (2/19). Unilateral or bilateral pericapsular renal 
lesions of peritonitis were also present (10/19). 

The above histomorphologic changes could be closely correlated 
with the necropsy observations of renal pelvic dilatation, enlargement 
and/or discoloration of the prostate/seminal vesicles/urinary bladder, 
and increased amounts of peritoneal fluid of abnormal coloration. 

Parathyroid (secondary lesion) 
Diffuse parathyroid hyperplasia was present in SOMS ROX 40.0 mg/kg/day 

males {13/19). Where syrmietry could be evaluated (both parathyroids present) 
this hyperplasia was always bilateral. With a single exception, it 
was also always mild in severity. This parathyroid hyp~rplasia was 
accompanied by renal papillary necrosis and parenchyrnal mineralization 
involving the kidney, urinary bladder, lung, heart, and stomach. In view 
of this association, the parathyroid hyperplasia was regarded as a secondary 
response associated with uremia rather than a primary (initial) lesion. 

, lung (secondary lesion) 
Uremic mineralization involving the alveolar septa and or blood 

vessel walls was present in the lung of SDMS ROX 40. 0 mg/kg/ day males I 8/19) . 
This mineralization was multifocal to diffuse in extent and minimal 
in severity. Similar mineralization was often present in the heart, 
stomach, and kidneys of these same animals. 

Sacterial emboli \1ere also present in the pulmonary blood vessels 
of one SDMS ROX 40.0 mg/kg/day male. These were regarded as a sequela 
to pyelonephritis following urinary tract obstruction. 

Heart (secondary lesion) 
Uremic anneralizatfon involving blood vessel walls and/or 

myocardial fibers was present in the heart of most SDMS ROX 40.0 mg/kg/day 
males (13/19). This mineralization Has focal and ranged from r,1inimal to 
mild severity. Similar mineral; zat ion was often present in the lung, stomach, 
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and kidneys of these same ani;11als. 

Stomach (secondary lesion) 
Uremic mineralization of blood vessel walls and/or glandular 

mucosa was present in the stomach of SD:-1s RDX 40.0 ;;,g/:<g/day males (10/18). 
This arineralization was focal and ranged from :ninimal to mild in severity. 
Similar mineralization was often present in the lung, sto:nach, and kidneys 
of these same anir,1als. 

Prostate (lesion of uncertain significance) 
There \-1ere single IS males ,n the RDX 1.5 mg/!<glday and RDX 8.0 :ng/kg/day 

groups with spermatic granulor.ias in the prostate glana. No sper,Tiatic 
granulornas were observed in the prostates of IS or SOi·tS ROX 40.0 1119/kg/day 
::-iales. These granulomas resembled those observed at the 6 month 
interval in the prostates of RDX 40.0 mg/kg/day males. The prostate was 
not examined for males of the R:JX 1.5 mg/kg/day and ROX 8.0 ;ng/!,g/day 
• ales at the 5 month interval, therefore, a complete determination of 
a dose-response relationship was precluded at that time. 

Hith the exception of the above described lesions, summarized in 
Pathology Appendix A, the microscopic changes observed among control 
(ROX 0.C mg/kg/day) and ROX receiving animals 1-1ere ascribed to naturally 
occurring inflam~atory, neoplastic, or degenerative precesses. The 
majority of these lesions have been previously reported as spor,taneous 
in this strain of rat (1,2,3). 

At necropsy, one or two animals in each experir:1ental group were 
described as having 'red matter in the meninges between hemispheres 
of the ~rain'. Upon microscopic examination, this 'matter' was 
identified as norn1al pineal gland. 

Cause of Death Summary 

The cause of moribund sacrifice of one RUX 1.5 mg/kg/day male 
(80-6835) was ascribed toprostatic inflammation. Renal medu11ary necrosis, 
uremia, and urinary tract obstruction with secondary inflammation were 
regarded as the cause of death or moribund sacrifice of 19 ROX 40.0 mg/kg/day 
males (80-7108, 80-7111, 80-7114, 80-7122, 80-7129, 80-7133, 80-7136, 
80-7133, 80-7147, 80-7148, 80-7151, 80-7152, 80-7155, 80-7159, 
80-7165, 80-7170, 80-7175, 80-7175, and 80-7181). The cause of death 
was not established for the one ROX 0.0 r,19/l{g/day fer.iale (80-6528) 
and s1x POX 40.0 mg/kg/day females (80-7195, 80-7196, 80-7218, 80-7237, 
8.:J-7247, and 80-7258). Neoplastic disease was responsible for t:le deatl1 
or :noribund sacrifice of two ROX 1.5 mg/kg/day males (80-6372 and 80-5822), 
one ROX 1.5 mg/kg/day female (80-6894) and one ROX 40.0 mg/kg/day female (80-7255) 
These neoplastic lesions consisted of a mixed renal tumor, an adrenal 
carcinoma. disseminated monocytic leukemia, and a glio:na, respectively. 

Discussion 
The urogenital lesions observed among SDMS ROX 40.0 r.1g/kg/day iilales 

are indicative of urinary stasis due to eit:1er partial or CO:ilplete 
blockage of the urethra by cellular debris or retention due to painful 
urination. If urethral obstruction occurred, it probably involved the 
distal penile seqment since o~structive lesions were not evident in the 
prostatic region. 1n addition, the pathogenesis of these lesions 



was not established. It was not clear whether the renal necrosis 
occurred first with subsequent urethral Jlockage and urinary bladder 
involvement, or whether urinary bladder changes occurred first followed 
~Y '.:llockage and retrograde involvement of the kidney, or whether the 
lddney and urir ary bladder were affected simultaneously. Neit'.1er was 
the sequence of involvement of the prostate and seminal vesicle clear. 
The inflammatory changes in these tissues probably resulted from 
retrograde involvement following urinary stasis. likewise, leakage of 
urine from the distended urinary bladder into the peritoneal cavity was the 
probable cause of the peritonitis. Kegardless of t1e sequence of 
ev'~;·1ts, the r·enal injury caused a series of subsequent metabolic and 
morphologic changes involving the parathyroid glands that is consistent 
with renal or secondary hyperparathyroidism. In t\1is syndrom, the 
kidney is unable to hydroxylate 25-hydroxycholecalciferol to 
1,25-dihydroxycholecalciferol {active form of vitamin D) resulting 
in lowered calcium absorption in the intestine. This, in turn, results 
in lowered serum calcium levels which stimulates the parathyroid gland, 
seen ~icroscopically as hyperplasia, to produce parathormone {PTH) for 
mobilization of calcium from the bone. In the end stages of renal 
disease, the kidney is unable to secrete phosphate ion, causing a hyper
phosphatemia ~,hich leads to further hypocalcemia and parathyroid stimulation 
since the serum ion concentrations of phosphate and calcium are inversely 
related. Since the excess calcium resorbed due to PTH secretion cannot remain 
in the blood, it is deposited in soft tissues throughout the body 
and is visualized microscopically as uremic mineralization in the heart, 
stomach, lung, and urinary bladder. The absence of similar changes in 
the urogenital tract of males examined at the 6 month interval may 
indicate that a latent period is required before ROX induced changes 
are manifested. 

Microscopic changes, similar to those ascribed to RDX, were also 
noted in a few ROX 1.5 mg/kg/day and ROX 8.0 mg/kg/day r:iales, however since 
·identical lesions occur in low frequency due to naturally occurring diseases, 
these could not be attributed to the ROX administered to these animals. 
These changes included prostatitis, vesiculitis, myocardial-renal 
mineralization, testicular degeneration/necrosis, and absence of sperm 
in epididymal ducts. In one SDMS ROX 1.5 mg/kg/day male, these changes 
were regarded as secondary to a mixed renal tumor. 

Summar.y and Conclusions 
Compound related lesions in 12 month interim sacrifice animals 

were confined to the spleen in RDX 40.0 mg/kg/day males and females. 
Compound related lesions in animals which died spontaneously or were 
sacrificed as moribund during the 6 to 12 month study interval were 
confined to males at the RDX 40.0 mg/kg/day level and involved 
the testis. kidney. urinary bladder, ureter, prostate, seminal vesicle, 
heart, lung, stomach, and parathyroid. 

There were single males at the ROX 1 .5 mg/kg/day and 
RDX 8. 0 mg/kg/ day 1 eve ls with spermat i c granul omas i nvo l vi ng the 
prostate. These were similar to the spermatic granulomas which had 
been ascribed to ROX treatment at the 6 month interim sacrifice. 
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Based on the present data, the maximum no-effect level 
for RDX after 12 months of dietary administration appears to be 
8.0 r;1g/kg/day. If sperr;iatic granulomas of the prostate are 
considered to be compound related, the ~aximum no-effect level 
drops to 0.3 mg/kg/day in males. 

Donovan E. Gordon, D.V.M., Ph.D. 
Consultant Histopathologist 
Diplomate, American College 
of Veterinary Pathologists 
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PATHOLOGY APPENDIX A 

INCIDENCZ OF LESIONS CONSIDERED 

TO BE TREATt1ENT RELATED 
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PATHOLOGY APPENDIX B 

LESION INCIDENCE COMPARISON TABLE 
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T',EL VE MONTH INTER IM 

MALE F344 RATS 

ORGAN 
Lesion 
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L06121 SN6 
TWELVE MONTH INTERIM 

MALE F344 RATS 

ORGAN 
Lesion 

TESTIS 

Interstitial cell tumor, benign, 

unilateral/bilateral 
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L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
TWELVE MONTH INTERIM 

MALE F344 RATS 
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Lesion 
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L06121 SN6 LESION INCIDENCE COl1PARISON TABLE 
Tl/EL VE MONTH INTER IM 

MALE F344 RATS 

ORGAN 
Lesion 
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Bacterial emboli. focal/multifocal 
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l06121 SN6 LESION INCIDENCE Cot1PARISON TABLE 
THELVE MONTH INTERIM 

MALE F344 RATS 

ORGAN 
Lesion 
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Mineralization, vessels, uremic 
Mineralization, myocardial, uremic 
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LIVER 
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L06121 SN6 LCSION INCIDENCC COI1PARISON TABLE 
TWELVE MONTH INTERIM 

MALE F344 RATS 

ORGAN 
Lesion 

KIDNEY 

Nephro• athv, chronic, unilateral/ 
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Inflammation. lvmohocvtic. unilateral/ 
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Mineralization uremic unilateral 

Mineralization uremic bilateral 
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HIELVE MONTH INTERIM 

MALE F344 RATS 

ORGAN 
lesion 
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Bacterial emboli, focal/multifocal, 
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L0612l SN6 LESION INCIDENCE COl1PARISON TABLE 
TIIELVE MONTH INTERIM 

MALE F344 RATS 

ORGAN 
Lesion 

CECUM (con't) 

Nematode parasite(s) in lumen 

COLON 

!~ematode narasite(s} in lumen 

RECTUM 

t1ucosal infla,nmation and ulceration, 

focal 

SKIN 
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Abscess, dermal 
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L06121 SN6 LESION INCillENCE C0!1PARISON TABLE 
TWELVE MONTH INTERIM 

MALE F344 RATS 
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Lesion 

STERNUM 

30NJ:" ,.- "" 
1ou.,nnv ~1 nn'"'r" 

Cvstitis :iemorrhanic 

Distention 1 u,-,;'i na l 

Mineralization ur 0 ;·,,; r 

Serosa. micrO½r2nuloma 

LESIONS (TISSUES NOT SPECIFICP,LL Y 

REQUIRED BY PP.OTOCOL FOR Al!Y GROUP! 

PINrnL/MENIHGES 

Hemorrhaae recent 

SOFT Tl SSUE 

Necrosis/lino8ranulo~a 
Inflammation 

PREPUTIAL GLAND 

Adenoma 

~ 
" ' 0, 
~ 

' 0, 

E • • 0 • 0 0 " 0 

" • " • ~ • ~ 0 -a ~ -- 0 --0 X " 0 

" - " - 0 -"' ~ 

~ X 
C 

~ 

~ 

(10) 

(70) -

(10) -

0/10 

0/10 

0/10 

1/10 -

{]l {]l 

n11 Oil 

11 l -
l /l -

0/1 -
- (II 

- 1 /1 

Code: IS= interim sacrifice SDMS. spontaneous death/moribund s,acrifice 

>, 
ro 

" ' 0, -~ 
' 0, 

E • 0 

M " • 
0 

~ 

" 0 

X 
0 

" -
"' ~ 

X 
C 
~ 

- -~-"-J: ~poJ.ir~ble -- ( 1 'lUmhv nf.. )~;.,_,.1_,_for-••l-ij~_I, ti<<•-'-" ,...~~-r•~-~J.'~~~t 0 d 

• 0 

" • 
~ 
-a 

0 

" -
~ -

-

-

-

-
-

{]l 

"' 
0/1 

-
-

>, 
ro 

" ' 0, 
~ 

' 0, 
E • 0 
~ " • ~ - --0 
X " 0 -
"' ~ 

X 
C 
~ 

-

-

-

-

-
-

f]l 

111 

0/1 

-
-

• 0 

" • 
~ --0 

" -
~ 

-

-

-

-

121 
MO 

-
-
-
-
-

>, 
ro 

" ' 0, 
~ 

' 0, 

E 
0 

"' 
X 
0 

"' 

• 0 

" • 
~ --0 

" 
~ 
X 
C 
~ 

>, 
ro 

" ' 0, 

= 
' 0, 
E 

• 0 
0 

" 0 • " ~ --0 X 

" 0 - "' ~ 

(10) 

( 10) 

I IOI 

0/10 

0/10 

0/10 
n1'n 

11 l 

l/1 

{7) 

0/0 

0/2 

-
-

• 
0 

" • 
~ 

0 

" 
~ 
X 
C 
~ 

(13) 

I 181 

119) 

17/19 

18/19 

4/19 
nt,o 

-
-

{11 

0/1 

1/1 

._::....... 

--
N 
~ 



__, 
~ 

w 

L06121 SN6 LCSION INCIDENCC COl1PARISON TABLE 
TWELVE MmlTH INTERIM 

MALE F344 RATS 

ORGAN 
Lesion 

LESIONS (TISSUES NOT SPECIFICALLY 
REQUIRED BY PROTOCOL FOR ANY 
GROUP\ lcon'tl 

BONE (PARAVERTEBRAL MASS) 
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L06121 SN6 
nlELVE !IONTH INTERIM 

FEliALE F344 RATS 

ORGAN 
Lesion 
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L0612l SN6 LCSION INCIDENCC C011PARISON TABLE 
TWELVE MDI/TH INTER IM 

FEI-\ALE F344 RATS 

ORGAN 
Lesion 

SPLEEN 

Congestion, sinusoidal, diffuse, agonal 
Congestion, sinusoidal, diffuse 

Monocyt i c 1 eukemi a 

PANCREAS 

Atrophy, acinar cell. focal/multifocal 
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Hvnernlasia reticular cell 
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L06121 SN6 LCSION INCIOENCC COl1PARISON TABLE 
Tl/EL VE MONTH INTER IM 

FEMALE F344 RATS 

ORGAN 
Lesion 
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L06121 SN6 LCSION INCIDENCC COMPARISON TABLE 
TWELVE MONTH INTERIM 

FEl-lALE F344 RATS 

ORGAN 
Lesion 

LIVER (can't) 

Necrosis. random. focal 

Cvton1asmic alteration basonhil i c focal 

Cvtonlasmic alteration. vacuolation 
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bilateral 
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L06121 SN6 
HIELVE MONTH INTERIM 

FEMALE F344 RATS 

ORGAN 
Lesion 
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L0612l 5N6 LESION INCIDENCE C0t1PARISON TABLE 
n/ELVE MONTH INTERIM 

FEMALE F344 RATS 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX !J.O mg/kg/day 

C 

ORGAN 
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Cvst p p 2/10 
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Chromonhobe adenoma p l/10 

Cvt.......,l;,ic:mir vacunl;,itinn bac:onhi 1-
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EVC ~!IN II¾ N~ ¾ ~~ N· -~ N . 
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OPTIC NERVE NN -~ NM NN NN NN Nl1 NN N N N.f 

ADRENAL NN NN L "N "N NN "N l'IH N L 1/N 
Cortical adenoma, unilateral/bilateral 

Code: I. 111iniul 3 .. 111oderate P .. prtsent N • within nor,na] li111its M • tissue not present ". spontaneous dnth 
2 • 11ild lo• severe L • lesion prBent I • tissue section inadequate ..., • 1:oribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTER IM 
F344 Male Rats 
RDX 0.D mg/kg/day 

" 
ORGAN .~ ~ 0 ~ ro - ~ 0 m m m -~ ., - N N M M " " m ~ ~ lesion ~D m m m m m m m m m m ., E 
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ADRENAL (con't) 

Cortex increased cvtoolasmic 
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Anniectasis cortex unilateral/ 
Oil ateral 

SPLEEN N N L N N N N N N N 

Conoestion, sinusoidal, diffuse, agonal l 

Conoestion, sinusoidal, diffuse 

Increased extramedullarv hematoooiesis 
Increased nioment 

PANCREAS N N N N N N N N N N 

Atronh" acinar cell focal/multi focal 

MESENTERIC LYMPH NODE N N N L L N N ~i N L 

H"nernlasia. reticular cell 2 l l 

Code: 1 • 1iniaal 
2 • mild 

3 .. noderate P • present N • within normal li11its H • tissue not present 

4 • severe L • lesion preHnt I ., tissue section inadequate 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 0.0 mg/kg/day 
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u~ "' "' "' "' "' "' "' "' "' "' uZ ' ' ' ' ' ' ' ' ' ' 
"" 0 0 0 0 0 0 0 0 0 0 
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TESTIS ~/ N, 
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Interstitial cell tumor, benign, 

unilateral/bilateral p 1110 
Hyperplasia, interstitial cell, focal/ 

multifocal, unilateral/bilateral 2 2 2 2 2 5/10 

Dystrophic mineralization, tubules, 
unilateral/bilateral 

Deoeneration, oerminal cell, focal/ 

multifocal/ diffuse unilateral 

DerJeneration. oerminal cell. focal/ 

multifocal/diffuse. bilateral 

Mesothelioma ca• sule unilateral/ 

bi 1 at era l 

Necrosis ischemic diffuse uni 1 atera 1 

PROSTATE N N N N N N N N N N 
Inflammation, subacute, focal/diffuse 

Microabscess(es) 
Spermatic granulomas, focal 

Code: I .. 11ini111al J • moderate P .. present N .. within normal liriiits M • tissue not present • - spontaneous death 
2. 111ild I+ .. severe L. lesion present I • tissue section inadequate .. • 11oribund sacrifiu 

JS• interi111 sacrifice SOMS • spontJneous death/moribund sacrifice 
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L06121 SN6 .HISTOPATHOLOGY LESION SEVERITY AllD INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

EPIDIDYMIS 

Absence of sperm.! unil atera1 / 
bilateral 

Diminution 9f_s_perm 1 unilateral/ 

bilateral 

cc .e L 
~ .. 
~ .0 
., E 
u " u z 

"' 

Cellular debris in ducts 2 unilateral/ 

bilateral 

Mesotheliomaz caQsule 1 unilateral/ 
bilateral 

Si::1errnat i c granu 1 or.ias 2 unil atera 1 / 

bilateral 

SEMINAL VESICLE 

Vesiculitis, subacu!e...! focal/diffuse 

Microabscess(es) 

LUNG/MAINSTEM BRONCHI 

Ltmehoid infiltrates, eeribronchial/ 

peribronchiolar~ focal 

0 w ro - ~ 0 ~ ~ ~ -- N N M M .,,. .,,. ~ w ~ 

~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

w w w w w w w w w w 
' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 
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Code: t ... iniul J. moderate P .. present N .. within normal limits M" tissue not present *" spontaneous death 
2 • t.ild 4 • severe L - lesion present I " tissue section inadequate .,. " moribund sacrifice 

IS• interi111 sacrifice SDMS • spontaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

LUNG/MAINSTEM BRONCHI (con't) 
Congestion, diffuse, agonal 

Mineralization, uremic 
Edema, focal 
Bacterial emboli, focal/multifocal 

ESOPHAGUS 

TRACHEA 

" -~ L.. 
~ " ~~ 
o, E 
u~ 
uZ 

"" 

Infla1mnation- chronic. focal/diffuse 

THYROID 

PARATHYROID 
H··-ernlasia unilateral'bilateral 

HEART 

Myocarditis, chronic, focal 
Fibrosis, myocardial, focal 
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l l l l 

1 

• u 
C • ~ 
u 
C 

~ 
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Coc!e: I• •iniul J - • oderah P • present N • 11ithi11 norul li111its M .. tissue not present •. spontaneous duth 
2 • •ild 4 • severe L • lesion present I - tissue section inadequate - • • oribund sacrifice 

JS .. iriterhr sacri ficr SDMS • spontaneous death/111oribund sacri Fite 
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L06121 SN6 
TWELVE MONTH INTERIM 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 

ROX 0.0 :,19/kg/day 

C 

ORGAN .~ L 
0 ~ .. 

~ .0 -Lesion .. . m 
u " '° uZ ' 0 .. "' 

HrnRT (con't) 

Mineralization, vessels, uremic 
Mineralization, myocardial, uremic 

Bacterial emboli, focal/multifocal 

LIVER L 

Bile duct nrol iferation, focal 1 

Mononuclear cell infiltrates, 
sinusoidal focal 1 

Mononuclear cell infiltrates 

DOrtal focal 

Necrosis random focal 

Cvtonlasmic alteration. basoohilic 
focal 

Cvtonlasmic alteration. vacuolation, 

focal 

H""'ernlasia. reoenerative. focal 

Code: 

2 
11ini11al 
11i ld 

3 

' 
moderate P ,. present N 

severe l 
IS - interim sacrifice 
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1 1 
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1 

within normal limits M • tissue not present 
lesion present 
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I ~ tissue section inadequate 

• spontaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTER!fl 
F344 Male Rats 
ROX 0.0 r,rg/kg/day . 
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w "' ~ N N M M .,,. .,,. ~ "' ~ w .0 
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KIDNEY 
L/ 
/L Yi. S{ ~t 1/L L .· 

/ L 
L . 
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'L 
L . 
... l 

Neohro•athv chronic. unilateral/ 

bilateral 2 2 2 2 2 2 2 2 2 2 10/1 

InflaHm1ation. lvmohocvtic. unilateral/ 

bilateral 1 1 1 1 1 1 1 1 1 1 10/ll 

l•1ine>r.:1li7ation. uremic unilateral 
Minor"l;-,-,.+;nn UrPmir bilateral 

. ,1 C",-+ ,,.,il.:itpr;il p 1/10 

Necrosis. medullarv nanilla 

unilateral 

Necrosis. medullarv oaoi11a 

bilateral 
lnfl ammat i on-oeritoni tis. oeri caosul ar 

unilateral 

I nfl arnmat i on-neritoni tis nericaosular 

bilateral 

Pvelitis sunnurative bilateral 

Pveloneohritis bilateral 

Code: I .. ainiul 3 • 1oderate P .. present N,. within normal limits ",. tissue not present • .. spontaneous death 
z. aild I+. severe L .. lesion present 1 ,. tissue section inadequate .... 1oribund sacrifice 

IS,. interi111 sacrifice SDMS ~ spont~neous death/moribund sacrifice 
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L06121 SN6 
TWELVE MONTH INTERIM 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 

RDX 0.0 mg/kg/day 

" ORGAN .~ I,.. 0 ~ ro - ~ 0 ~ ~ "' -~ ., - N N M M tj- tj- ~ ~ ~ 

lesion ~D 
~ ~ ~ ~ ~ ~ ~ ~ ~ ~ o, E ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

u " ' ' ' ' ' ' ' ' ' ' uZ 0 0 0 0 0 0 0 0 0 0 < ro ro ro ro ro ro ro ro ro ro 

KIDNEY I con' t I 
Bacterial emboli, focal/multifocal, 

unilateral/bilateral 

Mixed tumor, malinnant, unilateral, 

with prostatic invasion 

STOMACH N N N N N N N N N N 

Mineralization, uremic, focal 

DUODENUM N N N N N N N N N N 

JEJUNUM N N N N N N N N N N 

ILEUM N N N N N N N N N L 
H"nernlasia. lvnmhoid. Pever's Patch 2 

CECUM N N N ;, N N N N L N 

I nfl ammat ion acute 

Code: 1 • •i11iru.l 
2 .. 11ild 

3" moderate P • present N - within normal limits M" tissue not present 
4 " severe L • lesion present l • tissue section inadequate 

IS • interim sacrifice SDMS • spont:rneous death/moribund sacrifice 
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L0612l SN6 ·ttISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 0.0 ~g/kg/day 
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ORGAN -~ ,_ 0 "' "' - ~ 0 m m "' -~ "' N N M M " " m "' ~ lesion ~ .0 ITT ITT ITT ITT ITT ITT ITT ITT ITT ITT 

"' " "' "' "' "' "' "' "' "' "' "' u ~ 
' ' ' ' ' ' ' ' ' ' u"' 0 0 0 0 0 0 0 0 0 0 

cC ro ro "' ro "' "' "' ro "' "' 
CECUM (con't) 

Nematode parasite( s) in 1 umen p 

COLON L N N N N N N L L N 

Nematode narasite(s) in lu;nen p p p 

RECTUM N N N N N N N N N N 

1•1ucosal inflammation and ulceration 
focal 

SKIN N N N " " " " " " " 
Ulceration e"'iderwal 

Exudative "rusts 
Jnfl"'m;-- ... inn dermal 

dermal 

M • "' "'D M M N N N M N N L M 

Galactoceles p 
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Code: 1iniital 
Z • lild 

J. 111oderate P. present N. 'l!_ithin nor111al limits M • tissue not present *. spontaneous death 

I+ • severe L • lesion present I ,. tissue section inadequate - - • oribund sacrifice 
IS • interim sacrifice SOMS • spontaneous death/~oribund sacrifice 
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L06121 SN6 
TWELVE MONTH INTER IM 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 

ROX 0.0 mg/kg/day 
C 

ORGAN .~ L 
0 "' "' ~ 0 m m ~ -~ ., -~ .0 - N N M M " " m "' ~ Lesion a, E m m m m m m m m m m 

u " "' "' "' "' "' "' "' "' "' "' u"' ' ' ' ' ' ' ' ' ' ' <( 0 0 C 0 0 0 0 0 0 0 
ro ro "' "' "' ro ro ro co ro 

STERNUM N N N N N N N N N N 

80NE MARROW N N N N N N N N N N 

URINARY BLADDER N N N L N N N N N N 

Cystitis, !ie:norrhaaic 
Distention, luminal 

Mineralization uremic 

Serosa microqranuloma p 

LESIONS (TISSUES NOT SPECIFICALLY 
REQUIREO BY PROTOCOL) 

PI NEAL/MEIH NGES N 
SOFT TISSUE, FAT L 
Necrosis/lipogranuloraa p 

• u 
C • V -u 
C --

l /10 

1 /1 

Code: 1 .. 111ini11al 3 - moderate P" present N - within normal limits M" tissue not present * .. spontaneous death 
2 • 1ild 4 - severe L z lesion present I • tissue section inadequate ._. ,. moribund sacrifice 

IS " interin, sacrifice SOMS ~ spontaneous death/rnoribund sacrifice 
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L05121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
HIEL VE MONTH INTER IM 
F344 Male Rats 
ROX 0.3 mg/kg/day 

BRAIN 

SPINAL CORD (THREE LEVELS) 

PITUITARY 
Cyst 
Hyperplasia, basophil-cell, focal 

" .~ L 
~ ., 
~ .c ., e 
u~ 
uZ .. 

Hvoerolasia, chromoohobe-cell, focal 

Chromoohoae adenoma 
Cvtonlas~ic vacuolation basoohil-

cell 

LIVER 
Bile duct oral iferation. focal 

r1ononuclear cell infiltrates 

sinusoidal focal 

Mononuclear cell infiltrates. 
portal, focal 

Mecrosi s random. foe al 

~ ~ ~ '° ~ ~ '° '° '° '° w '° ' ' ' 0 0 0 
a) a) a) 
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Code: I. 111ini11al 3 .. 11oderah P • present N - within normal li111its fl! .. tissue not present • .. spontaneous death 
2 .. •ild 4 .. severe l • lesion present I .. tissue section inadequate - .. 1oribund sacrifice 

TS .. interi111 sacrifice SOMS • spontanMuS death/111oribund sacrifice 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F314 Male Rats 
ROX D.3 mg/kg/day 

LIVER (con't) 

C 

-~ L 
~ ., 
~ .a 
a, E 
u~ 
u z 
cC 

Cytoplasmic alteration, basophilic, 

focal 

Cvtoolasmic alteration, vacuolation, 
focal 

Hvnerolasia. reaenerative. focal 

KIDNEY 
Neohrooati,v c:1ronic unilateral/ 

bilateral 
I nfl arnmat ion lvmnhocvtic. unilateral 

bilateral 

Mineralization uremic unilateral 

Mineralization uremic bilateral 

Cnrt i c.:i l cvs+ uni 1 :i+eral 

Necrosis medullarv naoilla 
unilateral 

Necrosis, medullary papilla, 

bilateral 

~ ~ 
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Code: I • • ini• al 
2 • • ild 

3 • .oderate P • prestnt N .. llithin nor111al limit!. M. tissue not present 
4 • severe L • lesion present I • tissue section inadequate 

IS • interi11 sacrifice SDMS • spontaneous death/i,;oribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
n/ELVE MONTI! INTERIM 
F344 Male Rats 
ROX 0.3 mg/kg/day 

C • 
-~ L - m " "' m 0 m m M "' ORGAN ~ .. "' " " " "' m m 0 N N 
~ .0 "' "' "' "' "' "' "' " " " lesion a, E "' "' "' "' "' "' "' "' "' "' u ~ ' ' ' ' ' ' ' ' ' ' uZ 0 0 0 0 0 0 0 0 0 0 

"" "' a) "' a) a) a) "' a) a) a) 

u • • 
~ . 
" • -
~ 

KIDNEY (con't) 

lnflarm1ation-oeritonitis, oericapsula1 
unilateral 

t---

I nfl ammat i on-oeritonit is, oeri caosul a1 

bilateral 
Pvelitis. sunnurative. bilateral 
Pvelonenhritis bilateral 

8-"c+erial emboli focal/multifocal 
""i 1 a+ .... ral /bilateral 

Mixed tumor. mali-'.'.lnant unilateral. 
with orostatic invasion 

HEART L L N L N L L L N L 
~,ocarditis. chronic, focal 1 1 1 1 1 1 6/10 
Fibrosis. mvocardial, focal 1 1/10 
Mineralization. vessels, uremic 

Mineralization. myocardial, uremic 

Bacterial emboli, focal/multifocal 

Code: 1. •iniiul 3. 111oderate P • present N • within nor11al limits M • tissue not present •., spontaneous doth 
2 • • ild i.. severe L .. lesioo preseot I .. tissue sectioo inadequate ..,. • 1oribuod sacrifice 

IS .. ioteri111 sacrifice SOMS .. spootaneous death/111oribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
RDX 0.3 mg/kg/day 

C 

.~ '- - ~ ~ ro "' 0 "' "' M ~ ORGAN ~ .. ~ ~ ~ ~ ro "' "' 0 N N 
~ .a ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ lesion ., E ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 
u :, ' ' ' ' ' ' ' ' ' ' uZ 0 0 0 0 0 0 0 0 0 0 

.,: ro ro ro ro 00 ro 00 00 00 00 

TESTIS -~ • i!j:i NN N• LL NN NN NN I\ N N N 
Interstitial cell tumor, benign, 

unilateral/bilateral p 

Hyperplasia, interstitial cell, focal/ 

multifocal, unilateral/bilateral 1 
Dystroohic mineralization, tubules, 

unilateral/bilateral 

Deneneration, oerminal cell, focal/ 

inultifocal/ diffuse- unilateral 

Deneneration {'lerminal cell. focal/ 

multifocal/diffuse. bilateral 

Mesothelioma- cansule- unilateral/ 

bi 1 ateral 

Necrosis- i schemi C- diffuse- unilateral 

PROSTATE N N N N N N N N N N 
Inflammation, subacute, focal/diffuse 

Microabscess(es) 

Spermatic granulomas, focal 

Code: 1 • • iniul 
2 • .,i ld 

J "' 11oderate P • present ff • within nor111al li111its M • tissue not present 
t, - severe l lesion present I ,. tissue section inadequate 

JS • interi111 sacrifice SDMS • spontaneous death/111oribund sacrifice 
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L06121 SN6 'HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
H/ELVE MONTH INTERIM 
F344 Male Rats 
ROX 0.3 rng/kg/day 

" 
ORGAN -~ L 

~ "' 0, D 0, 0, M <O ~ " - m 
Lesion ~D <O ~ ~ ~ "' 0, 0, D N N 

a, E <O <O <O <O <O <O <O ~ ~ ~ 
u~ <O <O <O <O <O <O <O <O <O <O 
uZ ' ' ' ' ' ' ' ' ' ' « D D D D D D D D D D 
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u 

u 
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~ 
~ • D 
~ 

EPID!DYMIS % N.• 
N 

N, 
N 

N, 
•N NN NN N 

N NN NN 
N . 
-'N 

/1.bsence of soerm. unilateral/ 

bilateral 

Dim; nut ion of soerm. unil at era 1 

bilateral 

Cellular debris in ducts. unilateral/ 
bilateral 

Mesothelioma. caosule. unilateral/ 
bilateral 

Snerrilatic nranulor.ias. unilateral/ 

bilateral 

SEMINAi VESICLE N N N N N N N N N N 

vesiculitis, subacute, focal/diffuse 

Microabscess(es) 

SPLEEN N N N N N N N N N N 
Congestion, sinusoidal, diffuse, agonal 

Congestion, sinusoidal, diffuse 

Code: l • •ini • al 3 • 111oderate P ~ present N ~ within nor111al limits ,II .. tissue not present * ,. spontaneous death 
" 2 • • ild L .. lesion present 1 .. tissue section inadequate - • moribund sacrifice 0 I+ • severe 
n 

15 ,. interim sacrifice SOMS ~ spontaneous death/moribund sacrifice ~ -
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
RDX 0.3 i,g/l<g/day 
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SPLEEN (con't) 

Increased extramedullary hematopoiesis 

Increased pigment 

LESIONS 'TISSUES NOT SPECIFirnLLY 
REQUIRED BY PROTOCOL) 

PREPUTIAL GLAND L 
Adenoma p 

ILEUM N N 
MENINGES N 

Code: I • 11inhal ] • moderate P • present H • within no'rfllal Ii Ill its M. tissue not present 
2 • •ild I, • severe l • lesion present I - tissue section inadequate 

JS• interim sacrifice SO",S • spontaneous death/,,,oribund sacrifice 
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LOS121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
THEL VE MONTH INTER IM 
F344 Male Rats 
ROX 1.5 mg/kg/day 

BRAIN 

SPINAL CORD (THREE LEVELS) 

PITUITARY 

Cyst 

Hypernlasia, basophil-cell, focal 

C 

.~ L 
~ ., 
~ .0 
a, E 
u ~ 
u z 

-,; 

H""ern las i a, chromochobe-ce 11 , focal 
Chromonhobe adenoma 
Cvtonlasmic vacuolation basonhil -

cell 

LI VER 

Bile duct nroliferation focal 
Mononuclear cell infiltrates 

sinusoidal focal 

Mononuclear ce 11 infiltrates. 
portal, focal 

Necrosis. random focal 

0 ~ M - - ~ 0:, 0:, ro 
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normal limits M • tissue not present 
present I • tissue section inadequate 

SOMS - spontaneous death/moribund sacrifice 
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L%121 SN6 
n!ELVE MONTH INTERIM 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 

ROX 1.5 mg/kg/day 

" :::j ~ • ::: • -~ ~ 0 rj" "' ro M 0 "' ~ N "' '" ORGAN ~ ., - N N rj" "' ~ ~ ~ N M ~ 
~D "' ro ro ro ro ro ro ro ro ro ro ro ro Lesion <I> E "' w "' w w "' "' "' w "' w "' "' u~ ' ' ' ' ' ' ' ' ' ' ' ' ' uz 0 0 0 0 0 0 0 0 0 0 0 0 0 

"" co co co ro ro "' co co ro ro ro ro ro 

LIVER (con't} 

Cytoplasmic alteration, basophilic, 

focal 

Cytoplasmic alteration, vacuolation, 
focal 1 

Hvnernlasia. reoenerative. focal 

KIDNEY 
L . 
';,-( L . ,{ Lt Ll ~L L( LL :-:t Ll ,L ;,( /l ;{ 

Nenhronat:,v c:,roni c. uni1 at era 1 / 

bilateral 2 2 2 
Inflari;;,iation. lvr:,nhocvtic unilateral 

bilater;:il 1 1 

Uineralization uremic. unilateral 
Mint-ralization. uremic bilateral 
Cortic;:il cvst unil,..,nral 

Necr-~is medul l arv oa• i 11 a 
unilateral 

Necrosis, medullary papilla, 

bilateral 

Code: 1 • •ini• al 
2 • • ild 

3 • 110derate P • prBent N • withir, 
Ii ,. severe L • hsion 

IS .. inhri• sacriFice 

2 2 2 2 2 2 2 2 2 l 

1 1 1 1 1 1 1 2 

2 

normal limits M • tissue not present 
present I • tissue section inadequate 

SO~S • spontaneous death/ffloribund sacrifice 

• 
" C • ~ -u 
C -
~ 

1/10 

0/10 

8/10 

0/10 

* • spontaneous death 
- • 1oribund sacrifice 

• u 
C • 
~ --u 
C -
~ 
~ 
0 
~ 

,,_,._ 

..QO_ 

3/3 

2/3 

l/3 

= 0 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY ANO INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 1. 5 1,19/kg/day 

C • • .!? L • • • ~ ., D ~ M q m "' M D ~ ~ N ~ N 
~ .0 - N N N q ~ ~ ~ ~ N M ~ 

a, E "' "' "' "' "' co "' "' "' "' "' "' "' u~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 
uZ ' ' ' ' ' ' ' ' ' ' ' ' ' ... D 0 D 0 D D D 0 D 0 D D 0 

"' "' "' "' "' "' "' "' "' "' "' "' 
KIONEY (con't) 

InflaITVi!ation-oeritonitis, oericapsular 
unilateral 

Inflammation-neritonitis, nericapsula, 
bilateral 

Pvelitis su" ... urative bilateral 

Pvelonenhritis L.~1--'-- .. 1 

Bac~erial emboli focal/multifocal . 
.. ,,,_,.__r, 11bilateral 

Mixed tuinor, mali'Jnant, unilateral, 
1·1ith nrostatic invasion p 

HEART L L L L N L L N L L L L L 
M"ocarditis. chronic. focal 1 2 1 1 1 1 1 1 1 1 
Fibrosis- mvocardia1, focal 
Mineralization vessels, uremic 1 
Mineralization. mvocardial. uremic 1 

Bacterial emboli, focal/multifocal 

Code: I • •ini • al 
2 • aild 

3 • • oderatt P • present N • wi thir. nor111al I i•i ts M • tissue not present 

4 • seHre L • lesio1> prtsent I " tissue section inadequate 
IS .. interi• sacrifice SOMS .. spontaneous death/111oribund sacrifice 

• 0 
C • ~ . 
0 
C -
~ 

0/10 

8/10 

0/10 

0/10 

• .. spontaneous death 

.. • 1oribund sacrifice 

• ., 
C • 
~ 

·• 
0 

.5 
~ 
~ 
0 -

1/3 

2/3 

1 /3 

1/3 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 1.5 mg/kg/day 

" • • • 
-~ L- • • • 

ORGAN 0 ,__ M ._, 
~ co M 0 "' 

,__ 
N "' N 

~ " ~ ~ N N N ._, 
"' 

,__ ,__ ,__ N M ,__ 
Lesion 

~ .c ro ro 00 00 ro 00 00 00 00 00 00 00 ro 
" E "' "' "' "' "' "' "' "' "' "' "' "' "' u ~ 

' ' ' ' ' ' ' ' ' ' ' ' ' u z 0 0 0 0 0 0 0 0 0 0 0 0 0 
<C 00 00 ro 00 00 00 00 ro 00 00 00 00 00 

u 

" • 
~ -u 

" -
~ 

TESTIS ¾ Yi_ L L L L L L L L L L L L'L N N. !ti L ·L L 'L 'N 
Interstitial cell tumor, benign, 

unilateral/bilateral p 1/1 C 

Hyperplasia, interstitial cell, focal/ 

multifocal, unilateral/bilateral 1 2 2 1 1 2 2 1 2 2 1 10/10 

Dystronhic mineralization, tubules, 
unilateral/bilateral 

Deneneration, nerminal cell, focal/ 

multifocal/ diffuse unilateral 3 Oil n 

De,.eneration- nerminal cell- focal/ 

multifocal/diffuse bilat~ral 

Mesothelioma cansule unilateral/ 

bilateral p l /1 0 

Necrosis ·ischemic diffuse unilateral 4 0/10 

PROSTATE N N N N L N N N N L N L L 

I nfl ammat ion, subacute, foe a 1 /di ff use 1 3 3 1/10 

Microabscess{es) 
Spermatic granulomas, focal 2 1/10 

Cod,: 1 • • iniul 
2 • 111ild 

3 .. noderate P .. present N,. within nor111al limits M - tissue not present * .. spontaneous death 
4 .. severe L • lesion present I " tissue section inadequate .... 111oribund sacrifice 

JS"' interi~ sacrifice S01,1S"' spontaneous death/moribund sacrifice 

• u 

" • 
~ 

u 

"' ~ 
~ 
0 
~ 

0/3 

1 /3 

, /3 

0/3 

1 /3 

2/3 

0/3 

~ 
N 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 1.5 mg/!,g/day 

,: • • • 
ORGAN .~ L 0 ~ M tj" m 00 M 0 w ~ N w N 

~ ID ~ N N N tj" w ~ ~ ~ N M ~ 
Lesion ~D 00 00 00 00 00 00 00 00 ro 00 00 00 co 

ID E w w w w w w w w w w w w ~ 

u~ ' ' ' ' ' ' ' ' ' ' ' ' ' u % 0 0 0 0 0 0 0 0 0 0 0 0 0 ., 00 ro 00 00 "' 00 ro 00 00 00 00 ro 00 

• u 
< • V -u 
< -
~ 

EP!D!DYMIS ~~ N,-N N ,N N / 
N N N 'N N NL NN NN N 

-N 
N 
N NN ,LL 

Absence of soerm, unilateral/ 
bilateral p 0/10 

Diminution of snerm unilateral 

bilateral 

Cellular debris in ducts. unilateral/ 

bilateral 

Mesothelioma. caosule. unilateral/ 

bilateral p l /10 

Snermatic nranulor.ias uni 1 atera l / 

bi1 ateral I, 0/10 

SEMINAi VESICLE N N N N N N N N N N N N L 

Vesiculitis, subacute, focal/diffuse 2 n 11 e 

Microabscess(es) 

SPLErn N N N N N N N N N N N L L 

Congestion, sinusoidal, diffuse. aaonal 

Congestion, sinusoidal, diffuse 

Code: 1. •inhal 3 .. Mderate P .. present H - within norffiai limits M,. tissue not present * - spontaneous death 
2 .. •ild 4 • severe L .. lesion present I ~ tissue section inadequate - .. moribund sacrifice 

IS~ interi111 sacrifice SDl'IS r spontaneous death/moribund sacrifice 

• u 
< • 

V 

u 
< -
~ 
X 
0 
~ 

, 

l/3 

0/3 

l/3 

lfl 

--

~ 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
RDX 1.5 mg/kg/day 

" -~ ~ 0 ~ .. -~ .0 co w E 
"' u " ' u z 0 

"" co 

SPLEEN (con't) 
Increased extramedullary hematopoiesis 

Increased pigment 

LESIONS (TISSUES NOT SPECIFICALLY 
REOUIRED BY PROTOCOL) 

SOFT TISSUE. FAT 
Necrosis/ l i nor,ranu l oma 

ADRENAL 
Car-inoma cortex unilat~ral 

no --- CLQT 
Embolus, adrenal tumor 

Code: 1 • •iniul 
2 .. 11ild 

J • 11oderate P ., present N 
lo • severe L 

IS • interi, sacrifice 

~ -co 
"' ' 0 
co 

' ' ' ' ' M " ~ co M 0 "' ~ N "' N 
N N N " "' ~ ~ ~ N M ~ co co co co co co co co co co co 

"' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 
co "' co co co co co co co co co 

4 

2 

I 

L L 
p p 

L 
p 

L -
p 

withi11 normal li-.its M • tissue not present 
lesion present 

SDMS 
I • tissue section inadequate 

spontaneous death/moribund sacrifice 

• 
" C 

• 
~ 

• 
" •• • 
~ 

" " C C - .. 
~ "' X 

0/10 

0/lJ 

1 /1 

• • spontaneous death 
- .. 11oribund sacrifice 

0 .,, 

113 

1 /J --

1 /1 

1 /1 

1 /l 

~ 
A 
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LOS12l SN6 
Tf/EL VE MONTH INTER IM 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 

ROX 8.0 mg/kg/day 
~ 

.~ L "" "" ~ ~ "' ro M "" ro N 
ORGAN ~ ., ~ "' ~ ~ ~ ro 0 0 0 N 

~D "' "' "' "' "' "' 0 0 0 0 
Lesion ., . "' "' "' "' "' "' ~ ~ ~ ~ u " ' ' ' ' ' ' ' ' ' ' u z 0 0 0 0 0 0 0 0 0 0 ., ro ro ro ro ro ro ro ro ro ro 

BRAIN N N N N N N N N N N 

SPINAL CORO (THREE LEVELS) N N N N N N N N N N 

PITUITARY N N L N L L L L N L 
Cyst p 

Hyperolasia, basophil-cell, focal l l l l 
Hvnerplasia, chromophobe-cell, focal l 
Chromoohobe adenoma 
Cvtoolasmic vacuolation basoohil-

cell 2 2 2 

LIVER N L N L !. L N L L L 
Bi le duct oral iferation. focal l 1 l l l 

Mononuclear cell infiltrates 

sinusoidal. focal l l l 
Mononuclear cell infiltrates 
portal, focal l l 

Necrosis. rando~. focal 2 l 

• u 
0 • ~ ·-u 

= 
~ 

l/10 

4/10 

l /l 0 

3/10 

5/10 

3/10 

2/10 

2/10 

Code: l - • iniiul 
2 • • ild 

3 - • oderate P • present N • within norfllal limits M • tissue not present ••spontaneous death 

4 .. severe l .. lesion present I • tissue section inadequate .... • oribund sacrifice 
IS • interi • sacrifice SDHS • spontaneous dtath/,rnribund sacrifice 

• u 
0 

• 
~ ·-u 
0 -
~ 
E 
Q 
~ 

= = 
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LD6121 SN6 HISTOPATHOLOGY LESION SE\/3!<ITY AND INCIDENCE TABLE 
TWELVE MONTH INTER IM 
F344 Male Rats 
ROX 8.0 mg/kg/day 

LIVER (con't) 

. 
C 

-~ I,.. 
~ .. 
~ .0 ., e 
u~ 
uZ 
..,: 

Cytoplasmic alteration, basophilic, 

focal 

Cytoplasmic alteration, vacuolation, 

focal 

Hvner• lasia reaenerative. focal 

KIDNEY 

Nenhronathv chronic unilateral/ 

bilateral 

I nfl arn;,1at ion lvmohocvtic. unilateral 

bilateral 

t1i nera 1 i zati on uremic unilateral 

Mi;ieralization. uremic. bilateral 
Cnrti,.,.l cvs+ uni l :11+ 0 ral 

Nerr,.. .. i c:. m~dullarv nanilla 
unilateral 

Necrosis, medullary papilla, 

bilateral 

a, ,,. 
~ ~ 

"' 
a, 

~ ~ 

' ' 0 0 
co co 

171'. /{ 

2 2 

1 1 

- ~ ~ aJ M ,,. aJ N 
~ ~ ~ aJ 0 0 0 N 

"' o, "' "' 0 0 0 0 
~ ~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 
co co co co co co "' "' 

;,( . L L /l L( ~l 
L , 
,j_ ~l S-L 

2 1 2 2 2 2 2 1 

1 1 1 1 l 1 1 

• 0 
C • ~ ·-0 
C -
~ 

10/10 

9/10 

Code: t • • ini • al 
2 .. aild 

J. •oderate P • present M .. within nor111al li11its M • tissue not present • .. spontaneous death 

lo • severe l .. lesion present I • tissue section inadequate - • • oribund sacrifice 
IS .. interi• sacrifice SOMS .. spontaneous death/1110ribund sacrifice 

• 
0 
C 

• 
~ .• 
0 
C -
~ 
E 
0 
~ 

~ 

"' 
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LOol21 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
n/ELVE MONTH INTERIM 
F344 Male Rats 
ROX 8.0 mg/kg/day 

" -~ I,.. "' ~ 
~ m "' co M ~ co N 

~ "' m "' ~ ~ 
~ co 0 0 0 N 

~ .c "' "' "' "' "' "' 0 0 0 0 

"' e "' "' "' "' "' "' ~ ~ ~ ~ u => ' ' ' ' ' ' ' ' ' ' u z 0 0 0 0 0 0 0 0 0 0 

"" co a) a) a) a) a) a) co co a) 

• u 
0 • 
~ ·-u 

0 -
~ 

KIDNEY (con't) 

I nfl arranat i on-oeri toni tis. peri capsul a 

unil atera1 

Inf l a1TITT1at i on-oeri toni tis. oeri caosu la, 

bilateral 

Pvelitis. sunnurative. bilateral 

Pvelonenhritis. bilatPr;il 

Bac•nrial emboli focal/multifocal 
11nila .. 0 ral/bilat.eral 

1,1ixPd .... , ....... r r:;alinnant unilateral 
with orostatic invasion 

HEART L L L L N N L L L N 

~vocarditis. chronic, focal 1 1 1 1 1 1 1 7/10 

Fibrosis mvocardial, focal 
Mineralization- vessels, uremic 

Mineralization. mvocardial. uremic 

Bacterial emboli, focal/multifocal 

Code: 1 • 1iniul 
2 .. • ild 

3 ., 111oderah P • present N • within normal I in,i ts M .. tissue not present • .. spontaneous dutll 
4 .. severe L" lesion present I • tissue section inadequah .. - •oribund sacrifice 

IS • interi"' sacrifice SOMS • spontaneous death/Moriburid sacrifice 

• u 
0 

• 
~ ·-u 

0 -
~ 
~ 
0 -

' 

>-·-·· 

~ 
~ 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 8.0 mg/kg/day 

C, 

ORGAN -~ I,.. m 7 - ~ ~ co M 7 co N 
~ ., ~ ~ --- co 0 0 0 N 

lesion ~ .0 m m m m m m 0 0 0 0 
a, E ~ ~ ~ ~ ~ ~ ----u " ' ' ' ' ' ' ' ' ' ' u>= 0 0 0 0 0 0 0 0 0 0 ., 00 co co co 00 co co co co co 

TESTIS I IJ,N ,~ Lt Nf1 
L , 
L 

L· ·L N 
N 

L· 
L NL L.· 

,L 
Interstitial cell tumor, benign, 

unilateral/bilateral p 

Hyperplasia, interstitial cell, focal/ 

multifocal, unilateral/bilateral l 2 2 l 2 l 

Dystronhic mineralization, tubules, 

unilateral/bilateral 

Deneneration. nerminal cell, focal/ 

multifocal/ diffuse unilateral 

Oe"'eneration nerminal cell- focal/ 

multifocal/diffuse bilateral 

Mesothelioma ca"sule unilateral/ 

bilateral 
Necrosis ischemic diffuse unilateral 

PROSTATE N N N N N L N L L N 
Inflammation, subacute, focal/diffuse l 1 

Microabscess(es) 
Spermatic granulomas, focal 2 

• • 0 0 
C C 

• • ~ ~ - --0 0 
C C - -
~ ~ ~ 

0 -

1/10 

6/10 

2/10 

1/10 

Code: 1 • •iniaal 3. 111oderate P., present N,. within norrnal li111its M • tissue not present ••spontaneous death 
2 "11ild 4 - severe l,. lesion present I .. tissue section inadequate .. • 11oribund sacrifice 

IS~ interim sacrifice SDHS ~ spontaneous death/moribund sacrifice ~ 
00 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 8.0 mg/kg/day 

C 

ORGAN -~ 1,... "' rj" ~ = ~ a) M rj" a) ~ ~ ., = ~ ~ ~ ~ a) 0 0 0 ~ Lesion ~ .0 

"' "' "' "' "' "' 0 0 0 0 a, E ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ u~ ' ' ' ' ' ' ' ' ' ' uZ 0 0 0 0 0 0 0 0 0 0 

"" a) a) ro ro ro ro ro ro ro ro 

EPIDIDYMIS rN 
t\/ N,' N ,- N- N _N N N / N, N/.' N - N ,- N N :'N N , N , N 

Absence of soerrn, unilateral/ 

bilateral 

Diminution of soerm. unilateral 
bilateral 

Cellular debris in ducts. unilateral/ 
bilateral 

Mesothelioma cansule unilateral/ 
bilateral 

$nermatic nranulomas unilateral/ 

bilateral 

SEMINAi VESICLE N N N N N N N N N N 
vesiculitis, subacute, focal/diffuse 
Microabscess(es) 

SPLEEN N N N N N N N N N N 
Conoestion, sinusoidal. diffuse. aaonal 

Congestion, sinusoidal, diffuse 

Code: 1 • •ini • al 
2 • • ild 

3 .. • oderate P • present N • within normal linits M • tissue not present 
4 • severe L • lesion present I • tissue section inadequate 

IS • interi111 sacrifice SDr-1S • spontaneous death/moribund sacrifice 

• • C 

• 
~ . 
• 
5 
~ 

* • spontaneous death 
- • ~oribund sacrifice 

• • C 

• 
~ ,. 
• 
" ~ • • 
~ 

~ 
~ 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 8.0 mg/kg/day 

C 

.e"" m 
~ " ~ ~ .0 m 
" e ~ u~ ' uz 0 

< co 

SPLEEN (con't) 

Increased extramedullary hematopoiesis 

Increased pigment 

LESIONS (TISSUES NOT SPECIFICALLY 

REQUIRED SY PROTOCOL) 
MENINGES 

Code: • ini • al 
• ild 

J • • oderah P • present N 
2 4 • severe L 

IS - interi1 sacrifice 

., 
~ 
m 
~ 

' 0 
co 

~ ~ ~ co M ., co N - - - co 0 0 0 N 
m m m m 0 0 0 0 
~ ~ ~ ~ --- ~ 

' ' ' ' ' ' ' ' 0 0 D 0 0 0 0 0 
ro 00 co co 00 co co 00 

N N 

within norul linits M • tissue not present 
lesion preHnt 

SDMS • 
I • tissue section inadequate 

spontaneous death/ • oribund sacrifice 

• u 
< • ~ . 
u 
< -
~ 

• • spontaneous death 
.. • 1oribund sacrifice 

• u 
< • 
~ 

·• u 
< -
~ 
~ 
0 -

0, 
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LO6121 SNG HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 4O.O mg/kg/day 

C • • o,._ • • • • • ORGAN - ., ~ - M "' ~ N ~ <X) <X) N <X) - .,. N "' ~ .0 - N N N M .,. .,. 
"' ~ <X) 0 - - N N 

Lesil)n ~e - - - - - - - - - - - - - - -., ~ 
~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ tlz ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' < 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' <X) 

BRAIN N N N N N N N N N N N N N N N 

SP'"" '""" t 
. ----· ,. \ N N N N N N N N N N N N N N N 

P!TU!TARV l l N ~ N N N l N N N N N N N 
C"st p 

H"-ern1asia baso"hi 1-ce 11 focal 2 2 
H··-ernlasia chromonhobe-cell - focal 

Chrom-··hobe adenoma 
"·t· •- ;- 1-.. ;-- . jl-

, , 2 3 

eve 1'1/N "1/N l':!-1 ''11 '½i 1 ':!-1 ':-1 I~ l'/1 '½ " N N N Ii N N" N 
Phthisis bulbi, unilateral/bilateral 

OPTIC NERVE N,,: I~ ~. ~/;' N,; tj, ' IL 11,..-;: /( /; N, N, N, N, '' 
ADRENAL l'I. 

!)N N ii; N, NN N- N· I~ ~ ·r,r; ,l"N N,, N, N[ ,. N . N N ··N 

Cortical adenoma, unilateral/bilateral 

• • • • • M "' "' M M M - - -~ ~ ~ ' ' ' 0 0 0 

"' "' "' 
N N N 

N N N 

N N N 

N L N' N ' 

p 

1 ' i • l " 

N, N, N, 

• ~ .,. -~ 
' 0 

"' 
N 

N 

N 

N • 

• 

N, 

•· <X) .,. -~ 
' 0 

"' 
N 

N 

N 

N • 

( 

N' ·, 
p 

continued 
next page 

Code: I • • inhal 3 • •oderah P • present II • within norul li • its N .. tissue not pre"nt •. sponhneous duth 
2 • • ild 4 • severe l • lesion present I • tissue stttion inadequate .. • • oribund ncrific, 

ts • inhri • sacrifice SDMS • spontaneous death/•oribund sacrifice "' 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F34-1 Ma I e Rats 
ROX 40.0 mg/kg/day 

C • • • 
• ~ L • • • • • • • • • ORGAN ~w - N '" "' '" 0 '" "' -~ .0 '" '" '" '" "' ~ ~ ~ ro - - - - - - -Lesion WE - -~ ~ ~ ~ ~ ~ ~ ~ ~ u~ 

' ' ' ' ' ' ' ' ' uZ 
0 0 O 0 0 0 0 0 0 « 00 n, n, "' "' "' "' <D "' 

BRAIN Ill N NIN IN IN IN IN IN 

SPINAL CORO (THREE LEVEJS\ N \N \N \N \N \NJN_IN \N 

PITU_IJARY N IN I!. IJLllU~ l!Llti. IN 
CJ1st p 

H_vpeyR. 1 as i a_. b asQl!Il_i_ 1 "".ce 11 , foe al 

H.YPJ!_r:P 1 as i a_._ chromophobe-cell _. foca_l 

Chromophobe adenoma 

rvtoplasmic vacuolation, basophil-
rPl} 

I EVF l%llj,Nf~N/Nl~1;11j,N]1~/r1N.·r~~/N 
Phthis1_s bulbi.!. unilateral/bilateral 

OPTIC NERVE ~,fil~jJN_Nl1,,1IN N[1 1-1IN NIN r,1·1 i 

ADRENAL N tiJN,dN NJN NIN NIN NIN NJN NILL 

Cortical adenoma.!. unilateral/bilateral 

• • u u 
< < • • ~ ~ " .. 
u u 
< < 

" ~ ~ 
~ 
0 
~ 

1 /19 1 /l J 

2/10 0/18 

---
2/10 0/18 

---· 

~-~·-

~-

0/10 l /19 

Code: I • 111ini11al J - moderate P - present N" within nor11al limits H • tissue not present *•spontaneous death 
2 • 11ild 4 • severe l • lesion present l .. tissue section inadequate ..,. • 111oribund sacrifice 

JS • interim sacrifice SD~S • soontaneous death/moribund sacrifice "' N 
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L06121 SN6 .HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 40.0 mg/kg/day 

C 

~1= ' • 
OL ' ' ' ' ' ' ' ' ' • = - M N = 0:, 0:, N 0:, - s, N "' M ~ "' ~ 0:, - .. - N N NM s, s, ~ ~ 0:, 0 - - N N M M M s, s, 
~ .a ~., - - - - - - - - - - - - - - - - - -.. ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 
t: z ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
< 0:, ro 0:, 0:, ro 0:, ro ro ro 0:, 0:, 0:, ro 0:, ro 0:, 0:, ro 0:, 0:, 

AORENAL (con' t) 

Cortex increased cvtonlasmic 

vacuolation. unilateral/bilateral l l 

Anaiectasis. cortex unilateral/ 

bi 1 atera 1 

SPI ECN L L L L L L L L L L N N N N N N N N N N 
Conoestion, sinusoidal. diffuse, agonal 

Conqestion, sinusoidal, diffuse 3 2 2 2 2 2 2 2 2 2 

Increased extramedullary hematoooiesis l 

Increased OiQment 

PANCREAS N N N N N N N L N N N N N N N N N N N N 

Atroohv. acinar cell. focal/multifocal 3 

MESENTERIC LYMPH NODE N N N N N N L L N L N N N N N N N L L N 

Hvnerolasia. reticular cell l l l l 2 

Code: 3 • •oderate P. prtsent N .. within nor•al liaits N. tissue not present • .. spontaneous death 

continued 
n!xt pag2 

I • • ini • al 
2 • • ild 4 • severe l • lesion prestnt I • tissue section inadequate - • • oribund sacrifice 

IS • interi • sacrifice SDHS • spontaneous death/~oribund satrifice "' w 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 40.0 mg/kg/day 

" • > > 

.e '- • • • • • • • • • - N ~ m ~ 0 ~ '° -~ " ~ ~ ~ ~ '° ~ ~ ~ 00 
~ .c - - - - - - - - -o, E ~ ~ ~ ~ ~ ~ ~ ~ ~ u ~ ' ' ' ' ' ' ' ' ' uZ 0 0 0 0 0 0 0 0 0 .. 00 ro 00 ro 00 ro 00 00 00 

ADRENAL {can't) 

Cortex increased cvtonlasrnic 
vacuolation. unilateral/bilateral l 

Anaiectasis cortex. unilateral/ 

bil at era 1 2 

SPLEEN N N N I N N N N N 

Conoestion, sinusoidal, diffuse, aqonal 

Conaestion, sinusoidal, diffuse 

Increased extramedullarv hematoooiesis 

Increased ninment 

PANCREAS N N N I N N N N N 

Atroohv. acinar cell. focal/multifocal 

MESENTERIC LYMPH NOOE L N N I N M N N M 
Hvnerolasia. reticular cell l 

Code: 1 • 11ini1al 3 • moderate P,. present N • within normal limits M • tissue not present 

2 • 11i Id 4 • severe L • lesion present 
IS .. interi111 sacrifice SOHS 

I • tissue section inadequate 
= spontaneous death/moribund sacrifice 

• u 
e 
• 
~ -u 

" ~ 

2/10 

Q/10 

10/l 

1/10 

l/10 

,11n 

* • spontaneous death 
__. .. • oribund sacrifice 
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L06121 SN6 'HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 40.0 mg/kg/day 

C • • 
ORGAN 

OL • • • • • • - .. "' - M ~ "' N "' "' "' N "' - .,. N "' M 
~ .a - N N N M .,. .,. ~ ~ "' 0 - - N N M 

Lesion ~E - - - - - - - - - - - - - - - -.. ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ l:l z ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' "" 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' ro ro ro ro ro ro ro 

TEST l S l:k: ¼' N N. N N N. L. N \ N, ¾ N,, N,, ~ N 
'N L N N N L L ,1_ 'N /N .N , N 

Interstitial cell tumor, benign. 

unilateral/bilateral 
Hyperolasia, interstitial cell, focal/ 

multifocal, unilateral/bilateral 1 

Dystrophic mineralization, tubules, 

unilateral/bilateral p 

Oeaeneration. nerminal cell, focal/ 

multifocal/ diffuse. unilateral 3 3 3 3 

Deaeneration. nerminal cell. focal/ 

multifocal/diffuse. bilateral 4 

Mesothelioma. caosule. unilateral/ 

bilateral 
Necrosis. ischemic diffuse- unilateral 

PROSTATE N N N N N N N N N N L L L L L L 

Inflammation, subacute, focal/diffuse 2 3 2 2 2 4 

Microabscess(es) 
Spermatic granulomas, focal 

J • • oderate P • present N • within nor • al limits M .. tissue not present Code: 1 • •iniul 
2 • •ild 4 • severe L • lesion present I • tissue section inadequate 

IS • interi • sacrifice SOMS • spontaneous death/111oribund sacrifice 

• • • • ~ "' M M - -~ ~ 

' ' 0 0 
a, a, 

S.c '.it 

2 

3 

N I 

2 

• ~ .,. -~ 
' 0 

a, 

N . 
/N 

L 

2 

• "' .,. -~ 
' 0 

a, 

N/ 
/N 

I 

2 
p 

continued 
nJxt page 

* • spontaneous death 
...,. .. • oribund sacrifice 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 40.D mg/kg/day 

C: • • • 
.~ L • • • • • • • • • ORGAN ~ ., - N m a, m 0 m "' -~ .Q m m m ~, "' ~ ~ ~ co 

Lesion o, E - - - - - - - - -~ ~ ~ ~ ~ ~ ~ ~ ~ u~ 
' ' ' ' ' ' ' ' ' uZ 0 C 0 0 0 0 0 0 0 < co co co co co co co co co 

TESTIS IJ1i 1% N 
N NN NN NL NM NN NN 

Interstitial cell tumor, benign, 

unilateral/bilateral 
Hyperplasia, interstitial cell, focal/ 

multifocal, unilateral/bilateral 

Oystroohic m}~~r~Jization, tubules, 
unilateral/bilateral 

Deoeneration, aerininal cell, focal/ 

multifocal/ diffuse. unilateral 3 
Oeneneration. oerminal cell. focal/ 

multifocal/diffuse. bilat~ral 

Mesothelioma cansule unilateral/ 

bilateral 

Necrosis. ischemic. diffuse. unilateral 

PROSTATE L L L L L L L L L 
Inflammation, subacute, focal/diffuse 2 3 3 3 2 2 l 3 2 

Microabscess(es) p 

Spermatic granulomas, focal 

Code: t • 111ininl 
2 .. 111i ld 

3 • .,oderate P. present N - within nor111al li111its M - tissue not present 

4 • severe L • lesion pre~ent I • tissue section inadeQuate 
TS,. interim sacrifice SDMS ~ spontaneous death/111aribund sacrifice 

• u 
0 

• 
~ -u 

0 -
~ 

l /10 
. 

l/10 

3/10 

1/10 

''l D 
1/10 

• • spontaneous death 

- • moribund sacrifice 

• u 
0 

• ~ ·-u 

" -
~ 
E 
0 
~ 

0/19 

0/19 

3/19 

1/19 

18/l 

2/19 

"' a, 
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LO6121 SN6 
TWELVE MONTH INTERIM 
F344 Male Rats 

'HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 

ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

., l . -~. . . 0 L * • * • • * * * * * -:;;G.I Ln ,- M lO Ln N Ln CO CON CO,.... '<:1' N O'I M lO CT> r--,. 001 

~~ - N N NM tj' ~ lO r--,. COO,_..,.... N NM MM tj' ~-E ,.... ,.... ..... ,.... ,.... ,.... ..... ,.... ,.... ,.... ,.... ,.... ..... ,.... ,.... ,.... ,.... ,.... ,.... ,.... 
WU~ r--,. r--,. r--,. r--,. r--,. r--,. r--,. r--,. r--,. r--,. r--,. r--,. r--,. r--,. r--,. r--,. r--,. r--,. r--,. r--,. 

U 
Z: I I I I I I I I I I I I I I I I I l I I 

_, 00000000000000000000 
- ro co co co co co co co co co co co co co co co co oo co co 

EPIOIOYMIS ryN1N,,N1N Nltj,'NIN NIN NIN NIL dN dN/Nr Nr Nr ,Nf,,Nb1ir,~1L1f r:;f~v,~ 
/\bs~_r:ice _of sperm, unilateral/ 

bilateral P IP 

Di mi nut i_fill of_ sperm, uni 1 at era 1 / 

bilateral 2 .?_ 

Ce_l__l !!l_ar _Qebri s in_ d4._cts ,_unilateral/ 

b iJ ~t_g_r~ 1 p ]'_ 

Mes.9the l i oma~_aQ__s_u_l_e~_ni 1 a_ter~ 1 L 
bilateral 

Sperm at i c granul omas, unilateral/ 

bilateral 

s<u1N" VESICLE N N N N N N N N N N L L L L L L N L I L I L 

Vesiculitis, subacute 1 focal/diffuse 2 2 ~ 2_ 2 4 2 l I ? 
-

Microabscess(es) 

LUNG/MAINSTEM BRONCHI 1 Ll L-rL IL IL 1 L IL IL IL IL L IL IL IL IL IL IL IN IL IL 

li:mE::ioid infiltrates, eeribronchial/ 

oeribronchiolar, focal 1212 !z 1212 lz lz 12 lz 12 !1 !2 !1 I l I l I I 1 I I I l 
N • within nor,al linits M • tissut not prtstnt • • spontaneous dtath 

continued 
nut page 

Codt: 1 • • iniul J • • odtratt P - prtstnt 
2 • • ild L • ltsion prtsent I • tissut section inade~uate ... • oribund sacrifice 

It • severt 
IS • interin sacrifice SOMS • spontaneous death/,oribund sacrifice "' " 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
rrnx 40.0 mg/!<g/ciay 

C 

-~ I-ORGAN ~ "' ~~ 
Lesion a, E 

0~ 
oZ 

"" 
EPID!DYMIS 

/1.bsence of snerm, unilateral/ 

bilateral 

Di mi nut ion of soerm. unil atera 1/ 

bilateral 
Cellular debris in ducts unilateral/ 

bilateral 
Mesothelioma cansule unilateral/ 

bil atera 1 

Sner1,1at i c nranu 1 or.ias unilateral/ 

bilateral 

SEMINAi VESICLE 
Vesiculitis, subvcute, focal/diffuse 

Microabscess(es) 

LUNG/MAJNSTEM BRONCHI 

L1mphoid infiltrat2s, neribronchial/ 

oeribronchiolar, focal 

Code: 1 • 11inimal 
'l • 11ild 

3 • moderate P • present 

4 - severe 

• • • • • • • • • • • • - ~ "' °' "' 0 "' "' -"' "' "' "' "' ~ ~ ~ co - - - - - - -~ ~ ~ ~ ~ ~ ~ ~ ~ ' ' ' ' ' ' ' ' ' g 0 D 0 0 0 0 0 0 
co co co co co co co co 

N ,· 
1/N N' 

N N N N / 
'N N N N N N ' N • N· 

" 

L L L L L L N L L 

3 3 2 2 2 2 3 2 
p p 

L L L L L L L L N 

1 1 l l l 2 

N .. within normal limits M,. tissue not present 

IS,. interim sacrifice 
L .. lesion present 

SDMS ~ 

I • tissue section inadequate 
spontaneous death/moribund sacrifice 

. . 
c, •> 
C < • •• ~ ~ - --• • C C 

~ 

" ~ u 
~ --· 

2/10 

l /10 

l /10 

nno 

0/10 

l 0/11 

• ~ spontaneous death 
.. c ~oribund sacrifice 

I ----
-

0/18 

l/18 

l /18 

,,11, 
2/19 

5/19 
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L05121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 40.0 mg/kg/day 

LUNG/MAINSTEM BRONCHI (con't) 
Congestion, diffuse, agonal 

Mineralization, uremic 
Eder,ia, focal 

" -~ '--
~ ., 
~~ 
a, E 
u~ 
u"' 
< 

Bacterial emboli, focal/multifocal 

ESOPHAGUS 

TRACHEA 
I nfl arn:nat ion chronic. focal/diffuse 

THYROIO 

PARATHYROIO 
H""'ernlasia unilateral/bilateral 

HEART 

Myocarditis, chronic, focal 

Fibrosis, rnvocardial, focal 

m --~ 
' 0 

a:, 

N 

L 
2 

rt; 

. ~-N 

N 

- M '° m 
N N N M - - - -~ ~ ~ ~ 

' ' ' ' 0 0 0 0 
a:, ro a:, ro 

2 

N N N N 

L N L L 
1 1 2 

N· N NN .N N NN 

ti.· NN N . N N N 

N L L N 

l l 

• • • • • • N m a:, a:, N a:, - "' N 

"' "' '° ~ ro 0 - - N - - - - - - - - -~ ~ ~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 
a:, a:, a:, a:, a:, a:, a:, "' a:, 

2 

l 1 1 

N N N N N N N N N 

L N L L N L N L N 
l 1 1 1 1 

NN NN NN N .N N . N ~N NN NN NN 

NN NM NN NN ~-'N LL NN NM NN 

2 

L N L L N L L L L 
1 1 1 

1 

Code: 3 • ,oderate P • prnent H • vithin nor,ul li,its N. tissue not present 

• m 
N -~ 
' 0 

a:, 

N 

N 

NN 

NN 

N 

• M 
M -~ 
' 0 

a:, 

1 

N 

N 

NN 

LL 

2 

L 

I • • ini • al 
2 • •ild 4 • severe L • lesion present I • tissue section inadequate 

JS • inhri • sacrifice SOMS • spontaneous duth/aoribund sacrific, 

• • • • • • 
'° m ~ a:, 
M M "' "' - - - -~ ~ ~ ~ 

' ' ' ' 0 0 0 0 
ro a:, a:, a:, 

1 

3 

N N N N 

L L N L 

2 1 1 

11 N NN NN NN 

NN LL LL L\ 

2 2 2 . 

N L L L 

1 

•. spontaneous death 
H • • oribund 11erific1 
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L05121 SN6 HISTOPATHOLOGY LESION SEVERI.TY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 40.0 mg/kg/day 

LUNG/MAINSTEM BRONCHI {con't) 

Congestion. diffuse, agonal 

Mineralization, uremic 

Edema, focal 

C 

-~ L-~w 
~ .0 
w E 
u~ 
uZ 

"" 

Bacterial emboli, focal/multifocal 

ESOPHAGUS 

TRACHEA 
Inflairnnation. c~ronic. focal/diffuse 

THYROID 

PARATHYROID 
Hvnerr, 1 as i a unilateral/bilateral 

HEART 

Myocarditis, chronic, focal 

F·:brosis, myocardial, focal 

• • • • - N -~ 
~ ~ ~ - -~ ~ ~ 

' ' ' 0 0 0 

"' ro "' 

N N N 

L N N 

l 

N/N N 
N N 

S-t L· /l Lr:. 

2 2 2 

L N L 

l 

• • • • • • • • 
~ ~ 0 ~ "' -~ ,o ~ ~ ~ "' - - - - -~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' 0 g 0 0 0 0 

"' "' "' "' ro 

l l l 

p 

N N N N N N 

N N N L N N 

l 

' N 
II° N ' ' N ''N !I N 

NN L ' ML ML L,L Ll 
' 

2 1 2 2 2 

L N L L L N 

Cod,: I • •iniul 
2 • • ild 

3 • "od,rah P • prtstnt N • within nonal !i111its M"' tissut not prHtnt 
4 • sev,re l • lesion present I • tissue section inadequate 

IS .. interi111 sacrifice SOMS • spontaneous death/rioribund sacrifice 

• 
" < • 
~ ·-" < -
~ 

l/10 

0/10 

0/10 

0/10 

7/10 

0/10 

4/10 
1/10 

• • spontaneous death 
... • • oribund sacrifice 
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l06121 SN6 
TWELVE MONTH INTERIM 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 

ROX 40.0 mg/kg/day 
C 
_g L. 

ORGAN ~ 
~ " -~D 

Lesion " E -~ u~ 
' uZ 0 -,: ro 

HrnRT (con't) 

Mineralization, vessels, uremic 

Mineralization, myocardial, uremic 

Bacterial emboli, foe al /mu 1t if oca l 

LIVER N 
13ile duct nroliferation, focal 
Mononuclear cell infiltrates. 

sinusoidal focal 

Mononuclear cell infiltrates. 

oortal. focal 

Necrosis random. focal 

Cvtoolasmic alteration basonhilic 

focal 

Cvtonlasmic alteration. vacuolation 

focal 

Hvnernlasia renenerative focal 

Code: • • ini • al 
2 - • ild 

J • • oderate P • present N 
4 • severe l 

IS • interi• sacrifice 

-N 

~ ' 0 
ro 

N 

• • • : • • • • • • • • • 
M ~ ~ N ~ ro ro N ro - ST N "' M ~ "' ~ ro 
N N M ST ST ~ ~ ro 0 - - N N M M M ST ~ - - ;::: I ;::: - - - - - - - - - - - - - -~ ~ ~ ~ ~ ~ ~ ~ ~ ~ - ~ - -~ ~ 
' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 . 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro 

2 l 2 2 2 , , 1 

2 l 

L N L L N N N " N N N N N N N N " N 

l l 

l l 

within noriul lir.its M • tissue not prinent ••spontaneous death 
lesion present I - tissue section inadequate .. ~ • oribund sacrifice 

SDMS • spontantous death/~oribund sacrifict 

continu~d 
next page 
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l06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE H/ELVE MONTH INTERIM 
F344 Male Rats 
ROX 40.0 mg/kg/day 

C • 
-~ 1. • ORGAN -~ ., m 

lesion ~ .a -<V E ~ u ~ 

' uZ 0 ., co 

HE,\RT I con' t) 

Mineralization, vessels, ure;nic l 
Mineralization, myocardial, uremic 

Bacterial emiJol i, focal/,iiultifocal 

LIVER N 

Bile duct proliferation, focal 

Mononuclear cell infiltrates. 
sinusoidal. focal 

Mononuclear cell infiltrates 

nortal focal 
Necrosis random focal 

Cvtonlasmic alteration. basonhilic. 

focal 

Cvtonlasmic alteration vacuolatio:, 

focal 

H"nernlasia recenerative focal 

Code: 1 • 1ini1al 3 • moderate P ~ present N 
2. mild 4. severe l 

IS E interim sacrifice 

• • • • • • • • N m °' m 0 m 
m m m ~ ~ ~ - - - - - -~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' 0 0 0 0 0 0 co co co co "' co 

l 2 2 
2 

p 

N N N N N N 

• • ~ -~ co - -~ ~ 

' ' 0 0 
co co 

2 
l 

N N 

• • u u 
C C 
• • ~ ~ .... . .... 
u u 
C C -~ ~ 

" :s 

Oil 0 13/1 
0/10 4/19 
0/10 1/Jg 

2/10 0/19 

?/le 0 119 

within norrnal limits M - tissue not present • - spontaneous death 

lesion present I .. tissue section inadequate ... 111oribund sacrifice 
SDMS ~ spontan~ous death/moribund sacrifice ~ 

N 



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 40.0 mg/kg/day 

C • :; 
.~ L • • • • 
~ ~ ~ - M "' = N ~ "' "' N "' - .,,. N "' ~~ - N N N M .,,. .,,. 

"' ~ "' 0 - - N N 

~ E - - - - - - - - - - - - - - -
u ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

~ ~ ~ 

' ' ' ' ' ' ' ' ' ' ' ' ' ' ' u z 
0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 .. 
"' "' "' "' "' "' DO "' "' "' "' "' "' "' "' 

KIONEY 
1./ 
' L VL V 

L 
l/ , L V , L L , L LL LL ~L I, L LL LL LL LL L L 

Nenhronathv chronic- unilateral/ 

bi lateral 1 1 2 1 1 2 1 2 1 2 

Infla1,11,1ation- lvmnhocvtic unilateral/ 

bi 1 ateral 1 1 1 1 1 1 1 

Mi---r.:11;~~tion uremic unilateral 
M~ ... "''"'lli-..,.+;nn 11r""'ir bi 1 atera 1 2 2 2 2 

r,.._ ... ;,.."1 c··- ..... -~1,.t---1 

Necrosis medullarv nanilla 

unilateral 2 

Necrosis medullarv nanilla 

bi 1 atera 1 3 2 2 

I nfl a1nmat i on-neri toni tis nericaosular 

unilateral p 

I nfl a1mnat i on-neri toni tis nerica • sular 

bilateral p p p 

Pvelitis su--urative bilateral 

Pvelonenhritis. bilateral 

> > • • • M "' "' M M M - - -~ ~ ~ 

' ' ' 0 0 0 

"' "' "' 
LL L L L, 

1 

1 

2 2 

3 2 

p 

2 

• ~ .,,. -~ 
' 0 

"' 
I,,\ 

1 

2 

1 

p 

• 
"' .,,. -~ 
' 0 

"' 
I,, L 

3 

2 

p 

continued 
ne)(t page 

Code: I • • ini • al 3. • oderate P. present H - Mithin nor • al Ji~it5 M. tissue not present • • spontaneous death 
2 - • ild 4 • severe L • lesion pr,sent I - tissue section inadequate ...... 1oribund sacrifice 

IS • interi~ sacrifice ~~MS • spo~tJ:,eous deat~lmorihund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 40.0 tng/kg/day 

C 

ORGAN .~ L 
~ " 

Lesion ~~ 

" e u~ 
uZ 

"" 
KIDNEY 

Neohrooathv. chronic unilateral/ 
bilateral 

lnfl a1111,1ation lvmohocvtic. unilateral/ 

bil atera 1 
Mini:>ralization uremic. uni 1 ateral 
Mino.-;i_li-,.::,+inn ur0 r!'i r bilateral 
r ........ ~,.,:il C"'"",._ "~il ::iteral 

Necrosis r.1edul l ary oaoi 11 a. 

unilateral 
Necrosis 1i1edul l arv naoi 11 a 

bilateral 
I nfl a,nmat i on-oeritonit is. oeri ca• sul ar 

unilateral 

I nfl arnmat i on-oeri toni tis. oeri caosul ar 

bilateral 

Pvel itis sunnurative. bilateral 

Pveloneohritis. bilateral 

Code: 1 .. 1ini11al 
2 .. 111ild 

3 • 111oderate P ., present 

4 • severe 

• • • • • • • • • • • • - N ~ ~ ~ 0 = "' -= ~ ~ ~ "' ~ ~ ~ co - - - - - - - - -~ ~ ~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 
co co co co co co co "' "' 

\,{ ~; 
L 

L, 
L 

L 
·L LL LL LL LL LL 

1 2 1 

2 1 2 2 2 3 2 1 

2 1 

3 3 3 2 2 

p 

p p 

3 

N. within normal limits M • tissue not present 
L. lesion present I .. tissu, section inadequat, 

IS • interim sacrifice SOMS = spontaneous d,ath/moribund sacrific, 

• u 
< • V ·-u 
< -
~ 

9/10 

7/10 

0/10 

0/10 

n110 

nnn 

Oil 0 

0/10 
n/lc 

* ~ spontaneous d,ath 
- ~ ~oribund sacrific, 

• u 
< 
• V --, 
• -
~ 

" 0 
~ 

6/19 

l /19 

16/l 

~--
3/19 

s-::-,. 

12/1 g 
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7/19 

l /19 

1 /l < 
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L06121 SN6 
HIELVE MONTH INTERIM 
F344 Ma 1 e Rats 

HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 

ROX 40.0 mg/kg/day 

C 

.;? L, ORGAN ~ ., 
~ .0 lesion a, E 
u ~ 
uZ 
< 

KIDNEY (con't) 

Bacterial embol i, focal/multi focal, 

unilateral/bilateral 

Mixed tumor, rnalianant. unilateral, 

with orostatic invasion 

STOMACH 

Mineralization, uremic, focal 

DUODENUM 

JEJUNUM 

ILEUM 

Hvnerolasia. lvmohoid. Pever's Patch 

CECUM 

Infla;nmation acute 

Code: l • • iniul 
2 • • ild 

J • • oderate P • present 
4 • severe 

• • • • • • • • ~ - M "' ~ N ~ co co N co - ., N "' M - N N N M ., ., 
"' " '° 0 - - N N M - - - - - - - - - - - - - - - -" " " " " " " " " " " " " " " " ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 co co co co '° co co co '° co co co co co '° co 

N N N N N i1 N N N N L L L L I L 

1 2 1 l l 

N N N N N N N N N N N N II N N N 

N N N N N N N N N N ti N N N I N 

N N N N N N N N N N I N N N I N 

N N N N N N N N N N N N I N I N 

N. within nor1al limits M. tissue not present 
l • lesion present I • tissue section inadequate 

IS. interim sacrifice SJU~ • ~~r"ta~,c,~s dPathf~,-iburd sacrifice 

• ' • • 
"' c, 
M M - -" " ' ' 0 0 
co co 

N L 

l 

N N 

N N 

N N 

N N 

• 
" ., -" ' 0 
co 

L 

l 

N 

N 

I 

II 

• co ., -" ' 0 
co 

N 

N 

N 

N 

N 

continued 
next page 

• - spo11taneous death 
.... • oribund sacrifice .._, 

u, 
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L06121 SN6 
H/ELVE MONTH INTERIM 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 

ROX 40.0 mg/kg/day 

" ' ' ' .~ '-- ' ' ' ' ' ' ' ' ' ORGAN ~ "' - N = "' = 0 = w -~ .0 = = = = w ~ ~ ~ ro 
Lesion "' e - - - - - - - - -u~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

uZ ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 

"" ro ro ro ro ro ro ro ro ro 

KIDNEY (con' t) 

Bacterial er.1boli, focal/multifocal, 

unilateral/bilateral p 

Mixed tumor, malignant, unilateral, 

with prostatic invasion 

STOMACH L L N N N N N L N 

Mineralization, uremic, focal 1 1 1 

DUODENUM N N N I N I N N N 

JEJUNUM N N N I N M N I N 

ILEUM N N N I N I N I N 

H·"'ernlasia, lvmnhoid- Pever's Patch 

CECUM N L N I N I N I N 

Inflammation. acute 2 

Code: l • 1ainimal 
2 - 111i ld 

J • 111oderat, P ~ present N,. within normal limits M ,. tissue not present 
4 .. severe l 

IS • interim sacrifice 
s lesion present 

SDMS : 
I s tissue section inadequate 

spont.1neous death/moribund sacrifice 

• • 0 0 
C C • • ~ ~ ... . .. 
o e 
C C - -
~ ~ 
- X :a 

0/10 1/19 

nnn 

n/ln 

• - spontaneous death 
... ,aorihund sacrifice 

l n 11 l 

1 /l. 

__, 
{'' 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

CECUM (can't) 
Nematode parasite ( s) in 1 umen 

COLON 

Nematode oarasite(s) in lu~en 

RECTUM 

C 

.~ L 
~ ~ 
~ .c 
~ E u ~ 
u"' 
-< 

Mucosal inflammation and ulceration-
focal 

SKIN 

Ulceration eni derrna l 

Exudat~"e rrusts 
Jnfl"'"r"~+;nn derm.,, 1 .. dP-rma 1 

... r, "'" 

Galactoceles 

~ --,-_ 

' 0 
00 

N 

N 

N 

M 

- M ~ ~ 
N N N M - - - -,-_ ,-_ ,-_ ,-_ 

' ' ' ' 0 0 0 0 
00 00 00 00 

N N N N 

N N N N 

N N N N 

M N M N 

• ' • • • • • • N ~ 00 00 N 00 - .,,. N ~ M .,,. .,,. ~ ,-_ 00 0 - - N N M - - - - - - - - - - -,-_ ,-_ ,-_ ,-_ ,-_ ,-_ ,-_ ,-_ ,-_ ,-_ ,-_ 

' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 
00 00 00 00 00 00 00 00 00 00 00 

N N N L L N N N N I N 
p p 

11 N N N N N N N N N N 

N N N N N N N L N N N 

2 
p 

3 

ll M N N N N N N M N M 

Code: I • • iniul 3 • • oderate P • pre:.tnt N • within nor,.al limits H • tissue not present 

2 • • i ld lo • H~ere L • lesion present I . tissue section inadequate 

IS • interi,- sacrifice s~ ~s . s~ont~~eou~ deathlm:~i~und sacrifice 

, 
• , , • 
~ ~ ,-_ 00 
M M .,,. .,,. - - - -,-_ ,-_ ,-_ ,-_ 

' ' ' ' 0 0 0 0 
00 00 a, 00 

" " " " 

N N N N 

N N N N 

M M ,, N 

• - spontaneous death 
.,. • • oribund sacrifice 

continued 
next page 
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L06121 SN6 
TWELVE MONTH INTERIM 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 

ROX 40.0 mg/kg/day 

" • • • -~ '-- • • • • • • • • • ~ ., - N ~ ~ ~ 0 ~ "' -~ .0 ~ ~ ~ ~ "' ~ ~ ~ "' a, E - - - - - - - - -u ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 
uZ ' ' ' ' ' ' ' ' ' < 0 0 0 0 0 0 0 0 0 

"' "' "' "' ro "' "' "' "' 
CECUM (can't) 

Nematode parasite ( s) in lumen 

COLON N N N I N I N I N 
Ne:aatode oaras i te( s) in 1 u~en 

RECTUi'I N N N L N I N I N 
Mucosal inflammation and ulceration, 

focal 2 

SKIN N N N L N N N L N 

Ulceration. eoiderrnal 1 

Exudative crusts p 

I nfl a;;1;n-"t-i on dermal . dermal p 

M ••tH ('1 IUIQ M :, N N M N M N I! 

Galactoceles 

Code: I • 11ini11al 
2 • 11ii Id 

3. moderate P .. present Ii• within normal limits M"' tissue not present 
4 • severe l ,. lesion present I • tissue section inadequate 

IS,. interi!II sacrifice SDMS,. spontaneous death/moribund sacrifice 

• 0 
e • ~ ·-0 
e -
~ 

2/10 

0/10 

011n 

nn 

1/10 

'ln 

• • spontaneous death 
- • moribund sacrifice 

• 
0 
e 
• 
~ ·-0 
e -
~ 
E 
D 
~ 

-

0/15 

l /17 

--

2/19 

~ 
ro 
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LO6121 SN6 ·HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
ROX 4O.O mg/kg/day 

" • t OL • • • • • 
"' ~ N ~ "' "' N "' - .,,. N "' M ORGAN ~ ., ~ - M 

~ .0 - N N N M .,,. .,,. 
"' ~ "' 0 - - N N M 

~ 5 - - - - - - - - - - - - - -Lesion - - ~ ~ ~ ~ ~ ., ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ti z ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

""' ro ro "' "' ro ro "' "' ro "' "' "' "' ro "' ro 

STERNUM N N N N N N N N N N N N N N N N 

BONE MARROW N N N N N N N N N N N N N N N N 

URINARY BLADDER N N N N N N N N N N N L L L L L 
Cystitis, :ie:!lorrhanic 4 3 3 2 3 

Distention, luminal 4 3 4 3 4 

Minera1ization- uremic 1 

Serosa- micronranuloma 

LESIONS (TISSUES NOT SPECIFICALLY 
REQUIRED BY PROTOCOL) 

MENINGES L 
He~orrhane, recent 2 

SOFT TISSUE, FAT L L L 
Necrosis/linonranuloma p p 

Inflammation 3 

DONE (PARAVERTEBRAL MASS) ' 
Fibrous osteodystrophy 3 

Cod,: 3 • •odtrah P • prtsent N • within nor11al li11its M • tissue not pruent I • •ini • al 
2 • • ild 4 • senrt L • lesion present I • tissue section inaJequ;ite 

IS .. inttri• sacrifice SONS • spontaMous death/• oribund sacrifice 

• • • • • • 
"' "' ~ "' M M .,,. .,,. - - - -~ ~ ~ ~ 

' ' ' ' 0 0 0 0 
ro "' ro "' 
N N N N 

N N N N 

L L L L 

4 4 3 

3 4 4 3 

1 

• • spontaneous death 
"• • oribund sacrifice 

continued 
not page 
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L06121 SN6 
TWELVE MONTH INTERIM 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 

ROX 40.0 mg/kg/day 
C 
,g 1... 

ORGAN ~ ., 
Lesion ~ .0 

., E 
0~ 
oZ 
< 

STERNUM 

BONE ~ARROW 

URINARY BLADDER 
Cys'i:iti s, :-te:!lorrhaai c 

Distention, luminal 
Mineralization uremic 

Serosa- micronranuloma 

LESIONS 'TISSUES NOT SPECIFICALLY 
REOUIRED BY PROTOCOL\ 

MENINGES 
Hemorrhane recent 

SOFT TISSUE FAT 
Necrosis/li~onranulorua 
Inflammation 

BONE (PARAVERTEBRAL MASS 1 

Fibrous osteodystrophy 

Code: 1 • 1ini11al 
2 • lild 

J • moderate P • present 
I+ • severe 

• -m -~ 
' 0 

a, 

N 

N 

L 
1 
4 

2 

IS • interim sacrifice 

• • • • • • • • • • N m ~ m 0 m ~ -m ,o m ~ ~ ~ ~ "' - - - - - ,- - -~ ~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 
a, a, "' "' "' "' "' "' 
N N M N N N N N 

N N M N N N N N 

L L L L L L L L 
3 4 3 3 3 3 3 3 

4 4 4 4 3 3 3 4 

2 

Na within normal limits M • tissue not prestnt 
L .. lesion present I .. tissue section inadequate 

SONS ~ spontaneous death/moribund sacrifice 

• 0 

" • V -0 

" -
~ 

0/10 
0/10 
0/10 

1 /1 

?(? 

* • spontaneous death 
... moribund sacrifice 

• 0 

" • -·-0 

" -
~ • 0 
~ 

17 /19 

18/19 
4/19 

1 /1 

l /1 

"' 0 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
RDX 40.0 mg/kg/day 

" .er-ORGAN ~ " ~D 
Lesion a, E 

u ~ 
u z 
""' 

BONE (con't) 
Hematoma 

' 
Dilatation. luminal 

I nfl ammat i on-neri toni tis. oeri serosa 1 

TAIL 

SKULL 

Code: 1 ,. •iniul 
2 .. •i Id 

3 - 11oderate P .. present 
4 • severe 

• • • • • • • • m - M "' m N m a, a, N a, - ... N "' M - N N N M ... ... "' ~ a, 0 - - N N M - - - - - - - - - - - - - - - -~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
a, a, a, a, a, a, "' a, a, a, a, "' "' "' a, a, 

0 

N - within nor11al 1i111its M .. tissue not present 
L • lesion rresent l • tissue section inadequate 

IS - interi11 sacrifice $OMS - spontaneous death/~oribund sacrifice 

• • • • 
"' "' M M - -~ ~ ' ' 0 0 

"' "' 

• ~ ... -~ ' 0 
a, 

• a, ... -~ ' 0 
a, 

continued 

next page 

• .. spontaneous death 
..,.. • •oribund sacrifice 

a, 
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L06121 SN6 
H/ELVE MONTH IIHERJM 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 

ROX 40.D mg/kg/day 

" • • .~ ~ • • • • • • • • • ORGAN ~ ., - N = ~ = 0 = "' ~ .0 = = = = "' ~ ~ ~ "' lesion a, E - - - - - - - - -u :, ~ ~ ~ ~ ~ ~ ~ ~ ~ 
uz ' ' ' ' ' ' ' ' ' c,: 0 0 0 0 0 0 0 0 0 

"' "' "' co "' "' "' "' "' ! 
BONE (con't) ! I 

Hematoma I 
URETER L 

Dilatation luminal 3 

lnfl amaat<on- . if.i<: n,:,ric l1 p 

TAJL N 

SKULL N 

-

Code: I • mi riimal 3 ., moderate P = present N = within normal limits H = tissue not present 
2 • mild ~ ~ severe L • lesion present I ~ tissue section inadequate 

IS = interim sacrifice SOMS ~ soontaneous death/m~ribund sacrifice 

• • u 
u C 
C • • ~ 
~ ·- u 
u C 
C -- ~ 

~ ~ 
0 
~ 

1 /1 

1 /1 ---
1 / 1 -·-

~-:---

~·--

• = spontaneous death 
** ~ moribund sacrifice ,~ 

N 



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Female Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

BRAIN 
Glioma, cerebrum 

SPINAL CORD (THREE LEVELS) 

PITUITARY 
cx,t 

5 ! ' •r- ;; lO <:;I- r--- CO O lO ,- N CO O CO 
111..0 aJ 0-, 0-, ~ 0 0 N tj" rj" Ln N 
VJ E Ln lD LO Ln <.0 '-0 lD lO \0 lO lO 
41 :::, lO lO lO lO lO I lO lO lO lO '-!'.I lO 
Uz I r I I I ' I I r I I 
~ 00000000000 
- co co co co co co co co co co co 

NININININININININININ 

NININININININININININ 

L I L I N I L I L I N I L I N I N I L I N 
p P I P p 

Hyperplasia, s._~romophobe_:cell ,_ focal 

Chromophobe adenoma p 

EYE i¾l~~N[~1i!TrlTI Nl~Nl¼IYNl~~N 
Harderian gland, dacryoadenitis~ focal 

OPTIC NERVE ~'i,V~~ NF1 s(N ;i[N,fliN Nl%[11 N[N1sjllc,1 ·- . - -· - . 

ADRENAL }N[i½fujfl,ftl!~N[N N[N, N[N/fi[N/~1d~ ii 
Anqiectasis, ~ortex, unilateral 

ESOPHAGUS N I N I N I N I II I N I il I N I N I N I ;1 

Code: I • • ini • al 
2 .. • i Id 

3 • .oderah P • preset1t N • within normal li111its II .. tissue not prese11t 

4 • severe L • lesion present I • tbsue section inadequate 
IS .. interi111 sacrifice SD!IS • spontaneous death/111oribund sacrific, 

• u 
C • ~ ·-u 
C 

~ 

4/10 
l /J ( 

111n 

* • spontaneous death 
- • • oribund sacrifice 

'" u 
C • 
~ -u 
C 

~ • C 
~ 

0/1 

0/1 
n '1 

"' w 



' ' ' 

L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
HIELVE ~ONTH INTERIM 
F344 Female Rats 
RDX 0.0 .,19/:,g/day 

C • 
-~ 1- • 

ORGAN ,n " ~ co 0 '° - N co 0 co ~., 
OJ m '" m 0 0 <'I " " <O N ~.,, 

Lesion ., e ,n <O <O <O "' "' 
,o "' "' "' "' '-D "' '-D "' <O "' "' '" "' "' "' u~ 

' ' ' ' ' ' ' ' ' ' ' uZ 
0 0 0 0 0 0 0 0 0 0 0 < co co co ro co co co ro co co OJ 

u 
C • 
~ -u 
C -
~ 

SPLEEN N N N N N N N N N N N 
Congestion, sinusoidal, diffuse, aaonal ,. 

Congestion, sinusoidal, diffuse 

lfonocyt i c leukemia 

PANCREAS N N N N N N· N L N N N 

Atronh" acinar cell, focal/multifocal 1 1 /10 

MESENTERIC LYMPH NODE N L N L N N N N N N L 

H"-ernlasia reticular cell 1 0 , on n 

OVARY lj,,/1 l\,N N/N N,,;j lyN ¾ N,,j IN,,; I½ '¼ ~, 
UTERUS N N N N N N N N L N N 

Endometrial stromal nol··- p 1 /10 

LUNG/MMNSTEM BRONCHI L L L L L L L L L L L 

L·--hoid infiltrates neribronchial/ 

neribronchiolar- focal 2 1 2 1 2 1 2 2 1 2 2 hnflc 

Code: I • 11ini11al 
2 • •i Id 

3. 1oderate P - present N "within normal limits M. tissue not present •. spontaneous death 
4 .. severe L • lesion present I • tissue section inadequate .... 11oribund sacrifice 

IS • interim sacrifice S01'\S - spontaneous death/moribund sacrifice 

• u 
C 

• 
~ --u 

C -
~ 
~ 
0 
~ 

0/1 

l'l 

0/1 

1 / l 

"' ~ 
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L0512l SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
HIELVE MONTH INTER Ill 
F344 Female Rats 
RDX 0.0 mg/kg/day 

C 

ORGAN .~ L • 
~ ., "' "' 

,._ a:, 0 "' ~ N a:, 0 a:, 

Lesion 
~ .0 a:, "' "' "' 0 0 N "' 

.,,. ~ N 

<V E ~ ~ ~ ~ "' "' "' "' "' "' "' u~ "' "' ,o "' ,o "' ,o 
"' "' "' "' uZ ' ' ' ' ' ' ' ' ' ' ' < 0 0 0 0 0 0 0 0 0 0 0 

"' a:, "' "' 00 "' "' "' a:, a:, 

• • u u 
C C 
• • V V .... . .. 
u u 
C C - -
~ ~ 

"' -
LUNG/MAI NSTEM BRONCHI (con' t) 

Conoestion, diffuse, anonal 

TRACHEA N N N N N N N N N N N 

Inflammation- chronic focal/diffuse 

lj/N THYROID tl'fi lyN ~ lyN 'YN N1i N1i :!i I¼ N( 
' 

PARATHYROID 
,, "', ¾ 'N/ NL u ' , ,I¼ ij,, 

, ' ,,, 

HEART N L L L N N L L L L L 

f-1vocarditis. chronic. fn,..,.1 l l l l l l l l 7/10 l/l 

LIVER L L N L N N L L L L L 

Bile d··-"" nrnlif 0 r-+;-- "'--.,.1 l l l 3/10 0/l 

tfononurlPar ci:ill infil"" --L - -

sinuc:oidal for-al l l l 3/M n 'l 

Mononuclear cell infiJ+··--'---

--rtal focal l l 'l n 0/l 

Code: 1 • 1ini11al 3,. moderate P .. present N,. within normal limits M" tissue not present • - spontaneous death 
2 • 1ild 4 ,. severe L " lesion present I • tissue section inadequate .,. • •oribund sacrifice 

IS • interim sacrifice SOMS ~ spontaneous death/moribund sacrifice co 
'" 
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L06121 SN6 
HIELVE :,0NTH !NTERI,J 
F344 Female Rats 

HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 

ROX 0.0 mg/kg/day 
C 

ORGAN .!:? I- • 
~ ., '° "' ~ ro 0 '° - N ro 0 ro 
~ .0 ro a, a, a, 0 0 N ~- "' = N 

Lesion ., E = = = = '° ,o '° '° '° '° <O 

u ~ "' 
,n '° '° '° '° '° co '° <O '° uZ ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 .,: ro ro ro ro ro ro ro ro ro ro ro 

LIVER (can't) 

Necrosis, random, focal 
Cvtoµlasmic alteration, basophilic, focal 1 l 2 1 l l l 

Cytoplasmic alteration, vacuolation, 

focal 

Hvl"lerolasia reoenerative. focal 

Micronranuloma l l 

Microaranulomas. focal l 

Monocvtic leukemia infiltrates 
Pinmentation for al 

KIDNEY l/L N/N ¾ l½i N/L L/L ¾ N,,( ',1; --1 7. 
Nenhro'"'"',..h" chronic unilateral' 

bilatPral l l 1 

lnflamm"'"ion l vmnhocvtic unilateral/ 

bil ator;il 1 

Microconcr 0 +inns tubular uni1 atera l / 

bi 1 a+ 0 ral 1 1 l l l 

• u 
< • ~ 
" u 

= 
~ 

6/l 0 

1 /10 

1/10 

o,,n 

l /10 

14/ln 

Code: 1 .. •ini111al 
2 - • i ld 

3 .. moderate P • present N • witiiin nor111al limits Ma tissue not present * .. spontaneous death 
4 • severe L - lesion present I • tissue section inadequate - - • oribund sacrifice 

IS,. interim sacrifice SOMS • spontaneous death/moribund sacrifice 

• u 
< 
• 
~ 

·" u 
< -
~ 
X 
0 
~ 

l / l 

l /1 

0/1 

---

n/j 

0/1 

1 /l 

co a, 



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTER IM 
F344 Female Rats 
ROX 0.0 mg/kg/day 

C 

-~ I-ORGAN w ., 
w .0 Lesion ., e 
u~ 
u % 
« 

STOMACH 

DUODENUM 

JEJUNUM 

ILEUM 

CECUM 

Nematode narasitefsl in lumen 

COLON 

Nematode narasite{s) in lumen 

RECTUM 

Nematode narasite(s' in lumen 

SKIN 

Code: 1 • •inimal 
2 • lild 

3" 1oderate P • present 
4 .. severe 

• w rj" ~ ro 0 w ~ N ro 0 ro 
00 "' "' "' 0 0 N rj" rj" m N 
m m m m w w w w w ~ w 
w w "' w w w w w w w w 
' ' ' ' ' ' ' ' ' ' ' C, 0 0 0 0 0 0 0 0 0 0 

00 00 00 00 00 00 00 00 00 00 00 

N N N N N N N N N N N 

N N N N N N N N ,, N N 

N N N N N N N N N N N 

N N N N N N N N N N N 

L N L N N N N L N N N 
p p p 

N N N N L N N N N N N 
p 

N N N N N N N N N N N 

N N N N N N N N N N N 

N • within noriaal limits M. tissue not present 
L ,. lesion present I • tissue section inadequate 

IS " interim sacrifice SOMS • spontaneous death/moribund sacrifice 

• u 

" • ~ -u 

" --

'/1( 

111 r 

• • spontaneous death 
.. • •oribund sacrifice 

• u 

" • 
~ ·-u 

" --~ 
0 -

nil 

n/J 

0, 
~ 
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L0612l SN6 
TWELVE MONTH INTERIM 
F344 Female Rats 

HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 

ROX 0.0 mg/kg/day 

ORGAN 
lesion 

MAMMARY GLAND 

STERNUM 

BONE MARROW 
Micr---anul--a 

"R····-y DO """E" 

Code: I • • ini • al 
2 .. •i ld 

" -~ f,.. 
~ ., <O 
~ .0 00 
., e ~ 

u~ <O 
uZ ' 0 < 00 

N 

N 

L 

focal l 

N 

3 • 110derate P • present N 
4 • severe L 

IS - interim sacrifice 

• ~ ~ 00 0 <O - N 00 ~ ~ "' "' "' 0 0 N ~ ~ 
~ ~ ~ <O <O en <O <O <O <O 
<O <O <O <O <O <O <O <O <O <O 

' ' ' ' ' ' ' ' 0 ~ 0 0 0 0 0 0 0 0 
00 00 00 00 ro 00 00 00 00 00 

N N N N N N N N M N 

N N N N N N M N N N 

N L N N N L M L L N 

1 2 l l 

N N N N N N N N N N 
•, 

within normal limits M • tissue not present 
lesion present I .. tissue section inadequate 

SOMS • spontaneous death/moribund sacrifice 

• u 
C 

• 
~ 

~ 
C --

C ,n 

* - spontaneous death 
- .. • oribund sacrifice 

• u 
C • 
~ ·-u 
C --~ • -

n 'l 

t--·-

&l 
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L06121 SN5 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Female Rats 
ROX 0.3 mg/kg/day 

" 
ORGAN -~ "-~"' 
Lesion ~ .c 

,v E 
u~ 
uz 

"" 
3RAIN 

Glioma, cerebru~ 

SPINAL CORD (THREE LEVELS) 

PITUITARY 

Cvst 

H··-ernlasia chromonhobe-cell focal 

Chrrnno ... hobe adeno,118 

LIVER 

Bile duct ... roliferation focal 

Mononuclear cell infiltrc.tcs, 

sinusoidal focal 

Mononuclear cell infiltrates 

nortal focal 

Necrosis random foe al 

C"tonlasmic alteration basonhilic 

fo"al 

Code: I • 11iniraal 
2 • mild 

3 • rnoderate P " present 
4 = severe 

~ ~ = M "' - M ~ "' ~ M M ~ "' ~ ro ro ro ro 0 
~ ~ ~ ~ ~ ~ ~ ~ ~ ro 

"' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 
ro ro ro ro ro ro w ro ro ro 

N N N N N N N N N N 

N N N N N N N N N N 

L N L L L N L N N N 

p p p 

2 2 

L N L L L N N L L N 

1 

1 

1 

1 1 1 2 1 1 

N • within normal limits M • tissue not present 
L ~ lesion present I = tissue section inadequate 

IS " interim sacrifice SDHS " spontaneous death/moribund sacrifice 

• u 
e 
• V 
a 
u 
s 
~ 

3/10 

, 11 C 

1/10 

1110 

1110 

S/10 

• = spontaneous death 
- - moribund sacrifice 

• u 
e 
" V 

u 
e -
~ 
~ 
0 
~ 

0, 
~ 
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L06121 SN6 · HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Female Rats 
ROX 0.3 mg/kg/day 

" ORGAN 
OL 

~ ,-. ~ M .,. 
~ M ~ "' ,-. - "' ~ .0 M M ~ ~ ,-. ro "' ro ro 0 

lesion ~ E ,-. ,-. ,-. ,-. ,-. ,-. ,-. ,-. ,-. ro 
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L06121 SNG 
TWELVE MONTH INTERIM 
F344 Female Rats 

HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 

ROX 0.3 mg/kg/day 
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L06121 SN6 ·HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Female Rats 
ROX l.5 mg/kg/day 
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L06121 SN6 ·HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
nJELVE MONTH INTERIM 
F344 Female Rats 
ROX 1.5 mg/kg/day 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Female Rats 
ROX 1.5 mg/kg/day 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Female Rats 
ROX 8.0 mg/kg/day 

C • 
ORGAN .~ L 

" ~ - ~ a) 0 ~ ~ - N -., M " ~ "' "' 
a) a) ~ 0 0 

Lesion - .0 0 0 0 0 0 0 0 0 - -., E 
~ ~ ~ ~ ~ ~ ~ ~ ~ ~ u~ 
' ' ' ' ' ' ' ' ' ' uZ 0 0 0 0 0 0 0 0 0 0 

< a) a) a) a, a) a) a) a, a, a) 

0 
< • ~ ·-0 
< --

BRAIN N N N N N N N N N N 
Glioma, cerebrum 

SPINAL CORO (THREE LEVELS) N N N N N N N N N N 

PITUITARY N L N L L N L L N N 

Cvst p p p 3/10 

H""ernlasia chromonhobe cell focal 2 2 ? /1 

Chromoohobe adenoma p l/H 

ii IVER L L L L L L L L L L 

Bile duct oroliferation. focal 1 1 /1 ( 

Mononuclear cell infiltrates, 

sinusoidal. focal l 1 l l l , /ln 

Mononuclear cell infiltrates. 

norta l focal 1 l 1 2 • /1 n 

Necrosis random focal 

C"+onl~smic alteration. basoohilic 
f~~a1 1 l 1 1 1 1 l l 011n 

Code: I. •ini111al J. 11oderate P .. present N • within normal li111its "" tissue not present * .. spontaneous death 
2 .. 1ild t, • severe L • lesion present I ,. tissue section inadequate .. • 11nribund sacrifice 

IS .. interim sacrifice SOMS " spontaneous death/moribund sacri fie, 

• 0 
< 
• 
~ 

0 
< --X 
0 -

"' '" 



~ 

~ 

l06121 SN6 
HIELVE MONTH INTERIM 
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HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
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L06121 SN6 
TWELVE MONTH INTERIM 
F344 Female Rats 

HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Female Rats 
ROX 40.0 mg/kg/day 
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L06121 SN6 
TWELVE MONTH INTERIM 
F344 Female Rats 

HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 

RDX 40.0 mg/kg/day 
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L06121 SN6 
TWELVE MONTH INTERIM 
F344 Female Rats 

HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 

ROX 40.0 mg/kg/day 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
H/ELVE MONTH INTERIM 
F344 Female Rats 
ROX 40.0 mg/kg/day 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Female Rats 
ROX 40.0 mg/kg/day 
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L0612l SN6 
HIELVE MONTH [NTER[M 
F344 Female Rats 

HISTOPATHOLOGY LESION SEVERITY AND INCIDENCE TABLE 
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"" ro ro ro ro ro ro ro ro ro "' "' ro ro ro ro 

• u 
< • ~ -u 
~ 
~ 

MAMMARY GLAND N N N N M N N M M N N N " " .. N " 

STERNUM N N N N N N N N ~ N N N N N N N N 

BONE MARROW L L N N N N N N L N N N N N N N N 
Mir-r--ran11lnm.:1 fncal l l l 3/10 

IIRT"'•"" ... ----- N N N N N N N N N N N N N N N N N 

LESfONS (T[SSUES NOT SPEC[F[CALLY 
REQU[REO BY PROTOCOL) 

SOFT TfSSUE, FAT 
Necrosis/lipoaranuloma 

THYMUS 

TAfL 

Code: I .. • iniul 
2 • • ild 

3 • moderate P • present 
4 • severe 

IS • interiM sacrifice 

L L 
p p 

N 
N 

N • within normal limits M • tissue not present 
L - lesion present I • tissue section inadequate 

SOMS • spontaneous death/moribund sacrifice 

"' 

* • spontaneous death 
- .. • oribund sacrifice 

• u 
< • 
~ ·-u 
< -
~ 
X 
0 
~ 

017 

l 11 

_, 
0 
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STATISTICAL EVALUATION OF HISTOPATHOLOGIC LESIONS 
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TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY/CARCINOGENICITY STUDY 

OF HEXAHYDR0-1,3,5-TRINITR0-1,3,5-TRIAZINE IN THE MALE 
FISCHER 344 RAT 

Statistical Evaluation of Histopathologic lesions 

Dose lm"'kn/dav 

0.0 0,3 1.5 B.O 40.0 

Time Lesion ss ' SOMS ss ' SDMS ss ' SDMS ss ' ' ' ' ' ' ' ' ' 
Spleen, extramedullary hematopoiesis 

. . ' Present 0 ' 0 ' 0 ' 6 mos ' -- ' -- ' --
Absent 10 ' 10 ' 10 ' ' -- ' -- ' --

' ' ' i ' Present 0 ' 0 0 ' 0 12 mos ' -- ' -- ' Absent 10 ' 10 ' 10 ' 3 ' -- ' -- ' ' ' ' 
Present 0 ' 0 0 ' 0 0 ' 0 24 mos ' ' ' Absent 38 ' 17 36 ' 19 25 ' 27 ' ' ' ' ' ' 

Spleen, sinusoidal congestion 

Present 0 ' 6 mos ' --
Absent 10 ' ' --

' 
Present 0 ' 12 mos ' --
Absent 10 ' ' --

' . 
Present 0 ' 0 

24 mos ' Absent 38 ' 17 ' ' 
Time= time of sacrifice 
SS = scheduled sacrifice 

0 ' 0 ' ' -- --
10 ' 10 ' -- --

' 
0 ' 0 0 ' --

10 ' 10 3 ' --
' 

0 ' 0 0 0 ' 36 ' 19 25 27 ' ' ' ' 

0 ' ' 10 ' ' ' 
0 ' ' 10 ' ' ' 

' 0 ' 
' 29 ! 

T 

0 ' ' 10 ' ' ' T 

0 ' ' 10 ' ' ' ' 0 ' ' 29 ' ' ' 

SDMS ss. ' ' ' 

. 
-- 6*: 

4 ' -- ' ' . 
-- 0 : 

10 ' -- ' ' 
0 

i 
0 ' 

26 4 ' ' ' 

0 ' -- ' 10 ' -- ' ' 
-- 10*: 

0 ' -- ' ' 
0 0 ' ' 26 4 ' ' ' 

SDMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* = significantly different from control group, p < 0.05 

SDMS 

2 
3 

0 
18 

0 
27 

0 
5 

0 
18 

0 
27 
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Time 

6 mos 

12 mos 

24 mos 

6 mos 

TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY /CARCINOGENICITY STUDY 

OF HEXAHYDRD-l,3,5-TRINITR0-1,3,5-TRIAZINE IN THE MALE 
FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose /m"'kaidav 

O.D 0.3 1.5 8.0 
Lesion ss ' SDMS ss ' SDMS ss ' SDMS ss ' SDMS ' ' ' ' ' ' ' ' 

Spleen, increased pigment 
' Present D ' 0 ' D ' 0 ' ' -- ' -- ' -- ' --

Absent lD ' ID ' 10 ' ID ' ' -- ' -- ' -- ' --
' ' ' ' ' ' ' Present 0 ' 0 ' 0 ' 0 0 : ' -- ' -- ' --

Absent 10 ' 10 ' 10 • 3 ID ' ' -- ' -- ' ' --
' ' ' ' ' ' Present 0 ' 3 0 ' 1 7*: 4 11*: 4 ' ' Absent 38 ' 14 36 ' 18 18 ' 23 18 : 22 ' ' • 
' ' ' 

Testicular germinal cell degeneration, unilateral/bilateral . 
Present 0 0 ' 0 ' n ' -- ' -- ' -- ' --
Absent 10 10 ' 10 ' 10 ' -- ' -- ' . - ' --

' ' ' 

40.0 
ss • SOMS ' ' 

0 ' 0 ' 10 ' 5 ' ' 
0 ' 0 ' 10 ' 18 ' ' 
0 ' 18* ' 4 ' 9 ' ' 

3 0 
7 5 

Present 0 0 ' 0 ' 1 0 ' 4* 4 12 mos -- ' -- ' ' --
Absent 10 ID ' -- ' ' 
Present 0 0 0 ' 24 mos ' Absent 38 16 36 ' ' ' 

Time= time of scheduled sacrifice 

SS = scheduled sacrifice 

--

0 
19 

ID ' 2 10 ' 6 ' ' --
' ' 

0 ' 0 0 ' 0 0 ' ' 25 ' 27 29 ' 26 4 ' ' ' ' 

SOMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* = significantly different from control group, p < 0.05 

15 

0 
' 27 
' 
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TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY /CARCINOGENICITY STUDY 

OF HEXAHYDR0-1,3,5-TRINITR0-1,3,5-TRIAZINE IN THE MALE 
FISCHER 344 RAT 

Statistical Eva1uation of Histopathologic Lesions 

Dose (mn/kn/dav 

0.0 0.3 1.5 8.0 40.0 

Time lesion ss ' SDMS ss ' SDMS ss ' SDMS ss ' ' ' ' ' ' ' ' ' 
Prostate, sperrnatic granuloma 

• • ' Present D ' 2 2 1 ' 6 mos ' -- -- -- ' Absent 10 ' 8 8 9 ' ' -- -- -- ' ' ' • • 
Present 0 ' D 1 0 1 ' 12 mos ' -- -- ' Absent 10 ' 10 9 3 9 ' ' -- -- ' ' ' 
Present 0 ' 0 0 0 0 0 0 ' 24 mos ' ' Absent 38 ' 16 36 19 25 27 29 j ' ' ' ' 

Prostate, suppurative inflammation 

Present 0 ' 0 6 mos ' --
Absent 10 10 --

' ' 
Present 0 0 12 mos --
Absent 10 10 --

' ' 
Present 0 2 1 24 mos Absent 38 14 35 

Time = time of scheduled sacrifice 

SS = scheduled sacrifice 

' 
0 ' 0 ' -- ' -- ' 10 ' 10 ' -- ' -- ' ' ' ' 
0 ' 0 0 ' -- ' ' 10 ' 3 10 ' -- ' ' ' ' ** 3 2 ' 7** 4*: ' 16 23 ' 20 25 ' ' ' ' ' 

SDMS ss 

-- 6* 
-- 4 

-- 0 
-- 10 

0 0 
26 4 

-- 0 
-- 10 

-- 0 
-- 10 

8 0 
18 4 

SDMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* = significantly different from control group, p < 0.05 

** = significant (p < 0.05) at this interval only when both SS and 
SDMS were combined 

' SDMS ' ' 

2 
3 

0 
19 

0 
27 

.. 

' 0 ' ' 5 ' ' 
' 0 ' ' 19 ' ' ' 
' 19* ' ' 8 ' ' 
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TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY/CARCINOGENICITY STUDY 

OF HEXAHYDR0-1,3,5-TRINITR0-1,3,5-TRIAZINE IN THE MALE 
FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose /mnlkn 1dav 

0.0 0.3 1.5 8.0 40.0 

Time Lesion ss ' SDMS ss ' SDMS ss ' SDMS ss ' SDMS 
' 

,_ 
' ' ' ' ' ' 

Kidney, medu11ary papilla necrosis, unilateral/bilateral 

' Present 0 ' -- 0 -- 0 ' 6 mos ' Absent 10 -- 10 -- 10 ' ' 
' Present 0 -- 0 -- 0 

12 mos Absent 10 -- 10 -- 10 

' ' 
24 mos Present 0 0 0 1 0 

Absent 38 17 36 ' 18 25 ' ' 
Kidney, pyelit1s 

Present 0 0 ' 6 mos 
-- ' Absent 10 10 ' -- ' ' 

Present 0 0 ' 12 mos -- ' Absent 10 10 ' -- ' ' 
' 24 mos Present 0 0 0 ' Absent 38 17 36 ' ' ' 

Time= time of scheduled sacrifice 

SS = scheduled sacrifice 

• 
-- 0 
-- 10 

' -- 0 
-- 10 

1 0 
18 25 

' -- 0 --
-- 10 --

' 0 0 --
3 10 --

' 0 0 0 
27 29 ! 26 

' -- 0 --
-- 10 --

0 0 --
3 10 --

0 0 l 
27 29 25 

ss 

0 
10 

0 
10 

0 
4 

0 
10 

0 
10 

** 
0 
4 

SOMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* = significantly different from control group, p < 0.05 

** = significant (p < 0.05) at this interval only when both SS and 
SDMS were combined 

' SDMS ' ' 

0 
5 

15* 
4 

18* 
9 

. 
0 
5 

' 1 
18 

' ** 5 
22 
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Time 

6 mos 

12 mos 

24 mos 

6 mos 

12 mos 

TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY/CARCINOGENICITY STUDY 

OF HEXAHYDR0-1,3,5-TRINITRD-l,3,5-TRIAZINE IN THE MALE 
FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose {mnlknldav 

0.0 0.3 1.5 8.0 

Lesion ss ' SDMS ss ' SDMS ss ' SDMS ss ' SDMS 
' ' ' ' ' ' ' ' 

Kidney, plyelonephritis 

' ' 
Present 0 ' 0 ' 0 0 ' ' -- ' -- -- ' --
Absent 10 ' 10 ' 10 10 ' ' -- ' -- -- ' --

' ' ' ' ' 
Present 0 ' 0 ' 0 0 0 ' ' -- ' -- ' --
Absent 10 ' 10 ' 10 3 IO ' ' -- ' -- ' --

' ' ' ' ' 
Present D ' 0 0 ' 0 0 2 1 ' 1 ' ' ' Absent 38 ' 17 36 ' 19 25 25 28 ' 25 ' ' ? 

' ' ' 
Urinary bladder, luminal distention 

' 
Present 0 ' 0 ' 0 0 ' ' -- ' -- -- ' --
Absent 10 ' 10 ' 10 10 ' ' -- ' -- -- ' --

' ' ' ' ' 
Present 0 ' 0 ' 0 0 0 ' ' -- ' -- ' --
Absent 10 ' 10 ' 10 3 10 ' ' -- ' -- ' --

' ' ' ' 

40.0 
ss ' SDMS ' ' 

; 0 0 ' 10 ' 5 ' ' ; 0 l ' 10 ' 18 ' ' ' 0 ' 1 ' 4 ' 26 ' ' 

0 ' 0 ' 10 ' 5 ' ' 
0 ' 18* ' 10 ' 1 ' ' 

Present 0 ' 0 0 ' 2 0 1 0 ' 3 1*: 24 * 
24 mos ' ' ' Absent 38 ' 16 36 ' ' ' ' ' 

Time= time of scheduled sacrifice 
SS = scheduled sacrifice 

17 25 26 29 ' 19 3 ' ' 

SDMS = spontaneous death or moribund sacrifice during interval fa 11 owing 
last scheduled sacrifice 

* = significantly different from control group, p < 0.05 

' 4 ' ' 
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TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY/CARCINOGENICITY STUDY 

OF HEXAHYDR0-1,3,5-TRINITR0-1,3,5-TRIAZINE IN THE MALE 
FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose lm• 1ka/dav 

0.0 0.3 1.5 8.0 40.0 

Time Lesion ss ' SOMS ss ' SDMS ss ' SDMS ss ' SOMS ss.: SOMS ' • ' ' ' • ' ' 
Uri nary bl adder. 

. . . cyst1t1s, hemorrhag1c/suppurat1ve/ 
h emorr h . an1c . 

Present 0 -- 0 --
6 mos Absent 10 -- 10 --

. . 
Present 0 -- 0 --12 mos Absent 10 -- 10 --

• Present 0 0 0 2 
24 mos Absent 38 16 36 17 

. 
Present ' 6 mos Absent 

. 
Present 12 mos Absent 

Present 24 mos Absent ' ' 
Time= time of scheduled sacrif1ce 

SS = scheduled sacrifice 

- sunourat1ve 
; ; 0 -- 0 --' ' 10 ' -- 10 ' --' ' ' ' ; ' 0 ' 0 0 ' --

10 ' 3 10 ' --' ' ' ' ' ' 0 ' 1 1 ' 0 ' ' 25 ' 26 28 ' 22 ' : ' 

' 
; 

' ' ' ' ' ' ' ' 
' 

; 
' ' ' ' ' ' ' ' 
' 

; 
' ' ' ' ' ' ' ' 

0 
10 

0 
10 

0 
4 

SDMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* = significantly different from control group, p < 0.05 

' 

' 0 
5 

' 17* 
2 

18* 
9 

' 
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Time 

6 mos 

12 mos 

24 mos 

6 mos 

12 mos 

24 mos 

TABLE 

TWENTY-FOUR MONTH CHRONIC TOXICITY /CARCINOGENICITY STUDY 
OF HEXAHYDR0-1,3,5-TRINITRO-l,3,5-TRIAZINE IN THE FEMALE 

FI SCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose (mq/kq/dav 

0.0 0.3 1.5 8.0 
' ' ' ' Lesion ss ' SDMS 55 ' SDMS 55 ' SDMS ss ' SDMS 
' . ' ! ' . 

Lenticular cataracts 

' ' Presen 0 -- 0 ' -- 0 ' -- 0 --
' Absent 10 -- 10 ' -- 10 -- 10 --
' ' 
' 0 0 Presen 0 -- 0 ' -- -- --
' Absent 10 -- 10 ' -- 10 -- 10 --
' • . 

1 4 ' 1 17 3 9 3 Pres en 14 ' ' Absent 29 ' 9 41 ' 9 25 9 32 8 
' ' 

Spleen, extramedullary hematopoiesis 

' Presen· 0 0 0 -- 0 -- 0 --
Absent 10 1 10 -- . 10 -- 10 --

' • 
Presen 0 0 0 -- 0 0 0 --
Absent 10 1 10 -- 10 1 10 --

' 

Presen 0 0 0 0 0 0 0 0 
Absent 43 10 45 10 42 12 41 11 

Time= time of scheduled sacrifice 
SS = scheduled sacrifice 

ss 

0 
10 

0 
10 

23* 
5 

5* 
5 

0 
10 

0 
28 

SDMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* = significantly different from contra 1 group, p < 0. 05 

111 

40.0 
' ' SDMS ! 

' ' --
' --
• 

0 
7 

' 

9* 
11 

' 

--
--

• 
0 
7 . 
0 

20 
' 
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TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY /CARCINOGENICITY STUDY 
OF HEXAHYDRO-l,3,5-TRlNITR0-1,3,5-TRIAZINE IN THE FEMALE 

FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose (mo/ko/dav 
0.0 0.3 1.5 8.0 40.0 
' ' ' Time Lesion ss ' SDMS ss ' SDMS ss ' SDMS ! ·! ! 

Spleen, sinusoidal congestion 

' Pres en 0 ' 0 0 6 mos ' Absent 10 ' 1 10 
' • . 
' Presen 0 ' 0 0 12 mos ' Absent 10 ' 1 10 
' ' ' 
' Presen 0 ' 0 0 24 mos ' Absent 43 • 10 45 
' 

Presen1 
6 mos Absent 

' . 
12 mos Presen1 

Absent . ' 

24 mos Pres en 
Absent 

' 
Time= time of scheduled sacrifice 
SS = scheduled sacrifice 

' -- 0 ' --
' -- 10 ' --
! 

' -- 0 ' 0 
' -- 10 ' 1 
' . 
' 0 0 ' 0 
' 10 42 ' 12 
' 

• 

. 

' 

' ' ss ' SDMS ss ' ! ! 

' 0 -- 0 ' ' 10 -- 10 ' ! . 
9*: 0 --
1 : 10 --

! . 
' 0 0 0 ' ' 41 11 28 ' ' ' 

' ' 
• • 

. . 

. 

SDMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* = significantly different from control group, p < 0.05 

800. 

SDMS 

--
--

1 
6 

0 
20 

112 



Twenty-Four Month Chronic Toxicity/Carcinogenicity 
Study of HEXAHYDRD-1,3,5,-TRINITRO-l,3,5,-TRIAZINE (ROX) 

in the Fischer 344 Rat 

!ITRI Project No. L6121 
Study Number 6 

Twenty-Four Month Interim Report 
PATHOLOGY REPORT 

Ill RESEARCH INSTITUTE 

801 



802 

Twenty-Four Month Chronic Toxicity/Carcinogenicity 
Study of HEXAHYDRO-l,3,5,-TRINITR0-1,3,5,-TRIAZINE (RDX) 

in the Fischer 344 Rat 

!ITRI Project No. L6121 
Study Number 6 

Twenty-Four Month Interim Report 
Quality Assurance Statement 

Necropsy procedures were inspected on November 29, 1982 by Josephine 
M. Reed. The final draft pathology report was audited between October 17 
and November 2, 1983 by Julie McPhilips and Josephine M. Reed. The study 
was found to meet Life Sciences Quality Assurance criteria. Specimens and 
raw data generated during the study will be retained in the !ITRI Life 
Sciences Archives as specified in standard operating procedures. 

/.·· 
y/ 

I 

Jos~ine M. Reed 
Supervisor, Quality Assurance 

IIT RESEARCH INSTITUTE 



PATHOLOGICAL SYNOPSIS 

Necropsy Observations 

Compound-related gross pathologic lesions were observed in Fischer 
344 rats from the experimental groups sacrificed at twenty-four months 
on the study, rats that died during this period or those sacrificed 
in. extremis . 

Male rats at the 40.0 mg/kg/day dose level had dark-brown, enlarged 
kidneys; enlarged, dark-red seminal vesicles; enlarged, dark-red prostate 
and distended urinary bladder. Compound-related lesions observed at 
necropsy in female rats at the 40.0 mg/kg/day dose level were white, 
opaque and small eyes. 

Microscopic Observations 

Treatment-related lesions observed microscopically at twenty-four 
month tenninal sacrifice follow. A dose-related increase of hemosiderin
life pigment was observed in the spleen of terminal sacrificed and 
spontaneous death and moribund sacrificed males in the ROX 1.5 mg/kg/day, 
RDX 8.0 mg/kg/day, and RDX 40.0 mg/kg/day groups. Treatment-related 
inflammatory-obstructive urogenital lesions, similar to those observed 
at the twelve month sacrifice period in ROX 40.0 mg/kg/day spontaneous 
death and moribund sacrifice animals were also present among a large 
number of spontaneous death and moribund sacrificed animals of the 
same dose level from the final study interval, Concurrent renal necrosis, 
bladder distention and cystitis occurred in one ROX 0.3 mg/kg/day spontaneous 
death and moribund sacrificed male. The changes in this male were of 
comparable severity to those observed among the ROX 40.0 mg/kg/day males 
from the same study interval. In addition, there were a few spontaneous 
death and moribund sacrificed males in the RDX 0.3 mg/kg/day, RDX 1.5 
mg/kg/day, and RDX 8.0 mg/kg/day groups with lesions of bladder distention 
and/or cystitis similar to those observed among the ROX 40.0 mg/kg/day 
group. Secondary lesions of parathyroid hyperplasia with uremic minerali
zation of visceral organs were observed in ROX 40.0 mg/kg/day spontaneous 
death and moribund sacrificed animals with treatment-related urogenital 
lesions. In view of the above observations, a no-effect level of ROX 
was not determined under the conditions of this study. 

In twenty-four month terminal sacrificed females there was a 
treatment-related increase in the incidence of lenticular cataracts involving 
one or both eyes in spon·~aneous death and moribund sacrificed females in 
the RDX 40.0 mg/kg/day group. The no-effect level of ROX in females was 
8. D mg/kg/day. 

Statistical Analysis 

Statistical evaluation of histopathologic lesions ·revealed statistically 
significant (at p<0.05) increased pigment in the spleen and suppurative 
inflammation of the prostate at the 1.5 mg/kg/day, 8.0 mg/kg/day and 40.0 
mg/kg/day dose levels in male rats. Kidneys, medullary papillary necrosis, 
pyelitis, urinary bladder lumenal distention,cystitis in male rats at the 
40.0 mg/kg/day dose level ~-1ere statistically significant (at p<0.05) when 

IIT RESEARCH INSTITUTE 
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compared to the control group. 

In female rats at the 40.0 mg/kg/day dose level lenticular cataracts 
were statistically significant (at p<0.05). 

All other lesions observed microscopically which were submitted for 
statistical analysis were not significantly different from the control 
group in male and female rats that either died during this study perior, 
were sacrificed in extremis, or were sacrificed after twenty-four months 
on the study. 

U~wl& b{k 
Vladislava S. Rae, D.V.M., M.S. 
Head, Pathology 
Pathology Section 
Life Sciences Research 

Iii RESEARCH INSTITUTE 
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L06121 SN 6 
Terminal Sacrifice and 
Deaths 12-24 Months 

Fischer 344 Rats 
~ -"' >, 

....1a, w 
"'~ 

X ~-

NECROPSY OBSERVATIONS 
Moribund Sacrifices and 

Spontaneous Deaths 

ORGAN 
lesion 

ii'.;~ ~ 
~g g· •.ff 0.3 - . - 1.5 -. - 8.0 

Number of Rats Examined 17 19 27 2fi ~--
No Gross Lesions 0 0 0 0 

SKJN/Subcutis 
"--

Edema I 1 -Yellow discoloration - generalized 6 5 6 4 
Mass(es) 6 7 10 

Nodule(s) 1 
Thickened/enlarqed 

Cr~sted/red crusted 
' 

Covered with red material 

SKIM - Around the Eyes 

Crusted red material/red discharge 3 2 1 
Black material 1 3 

MANDIBULAR SALIVARY GLAND -· Mass 1 1 
Enlarged 2 1 --

I 40.0 0.0 0.3 1.5 8.0 40.0 

17 10 10 12 14 20 
0 0 0 0 0 n 

-- -- -1 1 
2 I 4 2 

1 2 1 3 1 4 
1 

1 I 1 
2 

1 

4 1 2 4 

1 2 

1 1 
1 1 

-· 
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L06121 SN 6 
Terminal Sacrifice and 

Oeaths 12-24 Months 
Fischer 344 Rats 

~ -~ >, 

....Jcii w 
~~ 

>< ~ ----

NECROPSY OBSERVATIONS 
Moribund Sacrifices and 

Spontaneous Deaths 

ORGAN 
Lesion 

i'; .:g ~ 
~ 8 g· o.o· 0.3 1.5 8.0 

MANDIBULAR SALIVARY GLANO (continued) 
Firm 
Red I 

Edematous 
•·--

Tan 
I 

MANDIBULAR LYMPH NODE 
Enlaroed I 3 5 4 
Tan 
Firm ' 
Dark red 3 3 3 

Mass 

Canta i ned red material I 
Edematous 

MAMMARY GLAND 
Milk cvst 
Yellow 1 

Thickened/enlaraed 

4D.O I O.D 0.3 1.5 8.0 40.0 

I I 

I 

I •·--
I 

1 I 1 3 1 

I 1 

I 

1 I 

1 

I 

2 

1 I 

-· -· 
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l06121 SN 6 
Terminal Sacrifice and 

Deaths 12-24 Months 
Fischer 344 Rats 

ORGAN 
Lesion 

MAMMARY GLAND (continued) 
Mass 

THYMUS . 
Enlarged 
Firm 
Tan 
Red 
Black focus 

Small 
Mass(es) 

THYROID GLANDS 
Enlarged 

Red 
Mass 

Black focus 

~ 

~ 

" >, 

_Jd> w 
a, X 

X ~--._ 

NECROPSY OBSERVATIONS 
Moribund Sacrifices and 

Spontaneous Deaths 

~~ ; 
~8g· 0.0" 0.3 .. 1.5 -.. 8.0 .. 

~---
5 5 2 3 

2 I I 
I 

2 5 1 I 

1 

' I 

I 2 

I 
I 

40.0 i 0.0 0.3 1.5 

1 I 

I 

1 1 

3 

8.0 

I 

40.0 

~~. ~. 

I 

I 

I 

I 



L06121 SN 6 
Terminal Sacrifice and 
Deaths 12-24 Months 

tischer 344 Rats 

, OF.1,AN 
Lesfon 

THORACIC CAV !TY 

Contained fluid, red/brown 
Mass 

Contained clear fluid 

DIAPHRAGM 

Nodule(s) 
Massfesl 

HEART 

"' 0 

"' 

Enlaraed 
White foci 

Tanlna1e foci- diffuse 

Soft! fl ace id 
Firm 

Red focus 

Black foci 

~ -"" >, 

_J ti'> LJ..J 

"'~ x~, 

NECROPSY OBSERVATIONS 
Moribund Sacrifices and 

Spontaneous Deaths 

;;;~ ; 
~g ~- 0.0" 0.3 - . I. 5 ' - . - 8.0 . -

! 
' 

2 2 i 2 4 

I I I ---

I 

' 
I 3 2 

I 

2 I 

2 
I 

I I 

I 

~ 
40.0 0.0 0.3 I. 5 8.0 40.0 

I I 2 I I 

I 

I I ---

I I 

3 

I 

I I I 

I 

I 

~-
< 
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L06121 SN 6 
Terminal Sacrifice and 

Deaths 12-24 Months 
Fischer 344 Rats 

ORGAN 
Lesion 

HEART - Auricles 
· Enlarged 

Firm 

_Dark red 

Black focus 
Nodules 

Tan 
.. 

>--·-
LUNG 

Red/rr,ottled red 

. 

Tanlvellow~ focal/diffuse 
Mass 

Nodules 
Black foci 

Mottled 

Soft 

Pale 

MoH- 1 ,:)d brown 

~ -w >, 

~-;;; 

NECROPSY OBSERVATIONS 
Moribund Sacrifices and 

Spontaneous Deaths 

i,'.;~ ; 
w~ 

"' ~ ---~ iS g· o.o: 0.3 1.5 8.0 

3 I I I 

2 I 2 

3 2 I 

I 

I 

10 10 ' 12 9 

2 I I 3 

I 

I 2 

I 

40.0 i 0.0 0.3 1.5 8.0 40.0 

I I I 

I I 2 

2 3 -
I 

I I 

11 4 5 2 5 10 

I I 

I I 

I 

I 

I 

I I 2 3 I 

< 



L06121 SN 6 
Terminal Sacrifice and 
Deaths 12-24 Months 

Fischer 344 Rats 

ORGAN 
Lesion 

LARYNX 

Plugged with food 
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Mottled red/red foci/red focus 
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> ro 
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Pale/tan/yellow, diffuse/multifocal 
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Firm 
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Terminal Sacrifice and 
Deaths 12-24 Months 

Fischer 344 Rats 

ORGAN 
Lesion 

HEPATIC LYMPH NODE (continued) 
Red 
Nodules 

. 
ADRENAL GLANDS 

Enlarged 

Dark red/mottled red 
Tan 
Brown 

SPLEEN 
Enlarged 
Dark red/purple 
Tan/yellow foci, focal 
Dark focus/black focus, diffuse 

White foci 
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Adhesions 
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Terminal Sacrifice and 
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ORGAN 
Lesion 

SPLEEN (continued) 
Soft 
Mass(es) 

Granular/ritted . 
Firm 
Abscess 
Cyst 

PANCREAS 
Red foci 

Pale/ tan/ye 11 ow 
Nodule(s) 
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PANCREATIC LYMPH NOOE 
Enlaroed 
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Terminal Sacrifice and 

Deaths 12-24 Months 
Fischer 344 Rats 

ORGAN 
Lesion 

KIDIIE\' 

Dark red . . . 
Brown 

Yellow/tan . 
Black 
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Granular/pitted -------------! 
Enlarged/swollen 
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Thin cortex 

Small 
Dilated pelvis 
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Nodule(s) 

URINARY BLADDER 
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Terminal Sacrifice and 
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ORGAN 
Lesion 

URINARY BLADDER (continued) 
Mass 

Firm 
Thickened 

' 
Distended with yellow fluid 

Dark red 

Nodule(s) 
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Terminal Sacrifice and 
Oeaths 12-24 Months 

Fischer 344 Rats 

ORGAN 
Lesion 

EPIDIOVMIS 
Enlarged 

Nodules 

Mass ' 

SEMINAL VESICLES 
Enlaroed 
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Dark red 
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Firm 
Contained red fluid 
Grav 

PROSTATE 
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Small 
Dark red 
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ORGAN 
lesion 

PROSTATE (continued) 
Nodule(s) 
Tan/gray 
Firm 
Contained dark red fluid 
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Terminal Sacrifice and 
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ORGAN 
Lesion 

OVARIES (continued) 
Brown 
Enlarged 

Mass . 
Gray 

UTERUS 
Distended/enlarged 
Red focus (endometrium) 
Mass 

Nodule 
Contained red fluid 
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Black/darkened 
Firm, focal/diffuse 
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Terminal Sacrifice and 
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ORGAN 
Lesion 

CERVIX 
Nodule 

VAGINA 
Red discharge 

STOMACH 
Out-pocketing 
Firm 
Black focus 

Nodules 
Contained yellow fluid 

Distended/gas filled 

DUODENUM 
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Deaths 12-24 Months 
Fischer 344 Rats 

ORGAN 
L.2s ·1 on 

OUODENUM (continued) 
Contained fluid - yellow/red 

Nodules ~-
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Gas filled 
Red foci 

Contained material - yellow/red 
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Terminal Sacrifice and 
Deaths 12-24 Months 
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ORGAN 
l.esion 

CECUM 
Gas filled/distended/enlarged 
Yellow 

Red foci 
Contained fluid, brown, green 

Firm 
Nodules 
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Terminal Sacrifice and 
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Fischer 344 Rats 

ORGAN 
Lesion 

COLON 

Gas filled 
Distended with green material 

Nodules . 

RECTUM 
Gas filled 
Mass 

' Nodules 

MESENTERIC LYMPH NOOE 
Dark red 

Enlarged 
Nodule(s) 
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NECROPSY OBSERVATIONS 
Moribund Sacrifices and 

Spontaneous Deaths 
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ABDOMINAL CAVITY 
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ORGAN 
Lesion 

EYE (continued) 
Red 

OPTIC CHIASMA . 
Thin 
Grav 

BRAIN 
Indented ventral surface 

Soft/flaccid 
Black/blue foci 
nork red foci 

BRAIN/MENINGES 
Covered with red material 

OLFACTORY BULB 
Red focus 
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ORGAN 
Lesion 

PITUITARY GLAND 
En~arged/mass 

Dark red, diffuse/multifocal 

Tan/gray . 
Mottled brown 
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White focus 

Black 
Nodule 
Soft 
Firm 

EAR 
Nodule 
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Red area 

Fighting wounds 
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ORGAN 
Lesion 

VENTRAL SKULL 
Contained red material 

NOSE . 
Red discharge 

MANDIBLE 
Mass 
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Terminal Sacrifice and 
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ORGAN 
Lesion 

PELVIC CAVITY 

Mass 

PELVIC LYMPH NOOE. 

Enlarged 

RENAL LYMPH NODE 
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ORGAN 
Lesion 

LIP 
Nodule 

HIND LIMB . 
Mass - intramuscular 
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ORGAN 
Lesion 

Nu~ber of Rats Examined 
No·Gross Lesions 
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ORGAN 
Lesion 

THYROID GLANDS 

En1arqed 

Red 

Mass 

THORACIC CAVITY 

Contained fluid, red/brown 

Contained clear fluid 
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Lesion 

HEART - Auricles (continued) 
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!ITRI Project Number L0612l, Study Number 6 
Sponsor Project Number OAMD 17-79-c-9161 

Report of Histopathologic Findings 

Methods 
In accordance with the amended experimental protocol, a 

histopathologic examination by light microscopy was conducted on 
hemotoxylin-eosin {H&E) stained tissue sections from 331 (132 
male, 199 female) Fischer 344 rats sacrificed at the conclusion of 
the 24-month chronic toxicity/carcinogenicity study of hexahydro 
-l,3,5-trinitro-1,3,5-triazine (RDX). In addition, tissues from 
182 (116 male, 66 female) rats which either died spontaneously or 
were sacrificed as moribund during the 12 to 24 month study period 
were also examined. The distribution of the rats by group and sex 
is indicated in the table below. Each group was fed either RDX as 
a dietary admixture or a control diet until death or sacrifice and 
then subjected to a extensive necropsy examination. The necropsy 
of animals, collection and fixation of tissue specimens, and 
preparation of stained tissue sections were conducted by 11T 
Research Institute. 

The experimental design of the study, as it relates to the 
histopathologic evaluation, is also outlined below: 

Treatment Treatment Number of Number of Dose Level 
Group Males Females mg/kg/day 

TS* SDMS** TS SOMS 

I 38 17 43 10 0.0 
I I ROX 36 19 45 10 0.3 
II I ROX 25 27 42 12 1.5 
IV ROX 29 26 41 14 8.0 
V ROX 4 27 28 20 40.0 

*terminal sacrifice **spontaneous death/moribund sacrifice 

Tissues from animals of the various experimental groups 
were examined according to Level I (extensive; all animals in the 
ROX 0.0 mg/kg/day and ROX 40.0 mg/kg/day groups) or Level JI 
(partial; all animals in the ROX 0.3 mg/kg/day, ROX 1.5 mg/kg/day 
and RDX 8.0 mg/kg/day groups) designations as specified in the 
experimental protocol. 



The 11 Pathology Report" forms and appendices which 
accompany this report constitute an accountability of all tissues 
examined in accordance with the experimental protocol. The 
grading system and abbreviations used on the."Pathology Report" 
forms and in the tables are as follows: 

Grade l =- minimal severity N = within normal 1 imits 
Grade 2 a mild severity L a lesion present 
Grade 3 a moderate severity M a tissue not present 
Grade 4 = marked severity I a tissue section inadequate 

p = present, no grade a not applicable 

The incidences of microscopic lesions are summarized by 
group and sex in the Pathology Appendices as follows: 

Pathology Appendix A: Incidence of Lesions Considered 
to be Treatment Related 

Pathology Appendix B: Cause of Death Table 
Pathology Appendix C: Lesion Incidence Comparison 

Table - Males 
Pathology Appendix D: Histopathology Lesion Severity 

and lncidence Table - Males 
Pathology Appendix E: lesion Incidence Comparison 

Table - Females 
Pathology Appendix F: Histopathology lesions Severity 

and Incidence Table - Females 

Results 
Primary, treatment-related, toxicologically significant 

microscopic lesions were confined to the spleen and urogenital 
system (kidney, urinary bladder) of males and the eye of females. 
These lesions involved both Terminal Sacrifice (TS) and 12 to 24 
month Spontaneous Death/Moribund Sacrifice (SOMS) rats. The 
splenic and urogenital lesions increased in severity and incidence 
with increasing ROX dosage and were present in males of all groups 
receiving ROX. The ocular lesions observed in females could not 
be fully evaluated in the ROX 0.3 mg/kg/day, ROX l.5 mg/kg/day, 
and ROX 8.0 mg/kg/day groups since eye was not routinely examined 
for these groups. This precluded determination of a dose-response 
relationship and no-effect level for these lesions. Following is 
a description of all treatment-related lesions observed in this 
phase of the study. 

Spleen (primary lesion) 
A dose-related, minimal to moderate, diffuse increase of 

yellowish-brown granular pigment, resembling hemosiderin pigment, 
was observed in the red pulp of test males in the ROX 1.5 
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mg/kg/day, ROX 8.0 mg/kg/day, and ROX 40.0 mg/kg/day groups. The 
incidence of this lesion in TS/SDMS males was: 

Group I I I II I I V 

Incidence of 3/55 l /52 ll/52 15/55 l 8/3 l 
increased pigment ( 6%) (2%) ( 21 % ) (27%) (58%) 

Kidneys and Urinary Bladder (primary lesions) 
Unilateral or bilateral necrosis of the renal medullary 

papilla was present in SOMS ROX 40.0 mg/kg/day rats (18/27, 67%) 
An associated luminal urinary bladder distention {24/27, 89%) and 
a hemorrhagic and/or suppurative cystitis (18/27, 67%) was 
observed. Luminal distention of the bladder, without renal 
necrosis and cystitis was also observed in one TS male from this 
group. One ROX 0.3 mg/kg/day SOMS male (#151, 80-6658) had 
concurrent lesions of renal necrosis, bladder distention, and 
cystitis. These lesions were multifocal to diffuse in 
distribution. The cystitis was minimal to marked in severity and 
the more severe lesions were usually accompanied by serosal 
inflammation of the bladder wall and peritonitis. The peritonitis 
probably resulted from leakage of urine into the peritoneal cavity 
or rupture of the bladder. Dilatation of the renal pelvis and/or 
ureter(s) were also noted among these animals, however, these 
lesions were not fully evaluated or graded since the plane of 
section through the kidneys was variable and visualization of 
these structures was often precluded. Lesions of bladder 
distention and/or cystitis were also observed among a few TS/SDMS 
males from the ROX 0.3 mg/kg/day, ROX l.5 mg/kg/day, and ROX 8.0 
mg/kg/day groups following microscopic examination of grossly 
visible lesions involving the urinary bladder. Otherwise, urinary 
bladder was not routinely examined in these groups. 

Urogenital System {secondary lesions) 
A large spectrum of secondary lesions involving the 

urogenital system of SOMS RDX 40.0 mg/kg/day males was also 
observed. These were associated with renal papillary necrosis, 
bladder distention, and cystitis and included mineralization of 
renal tissue {blood vessels, tubular basement membranes, and 
tubular epithelial cel1s)(13/27), uremic mineralization of the 
bladder wall (1/27), ascending pyelonephritis with bacterial 
emboli in blood vessels (l/27), suppurative pyelitis (5/27), 
suppurative inflammation of the prostate (19/27) and seminal 
vesicles (8/27), and distention of ducts in the seminal vesicles 
with secretions (19/27). Lesions of suppurative prostatitis were 
also present in TS/SOMS males of the ROX 0.3 mg/kg/day (4/55), ROX 
1.5 mg/kg/day (9/52), and ROX 8.0 mg/kg/day (12/55) groups. 
Treatment-related lesions consisting of renal and bladder 
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mineralization, pyelonephritis, pyelitis, renal bacteremia, and 
distention of seminal vesicle ducts with secretions were also 
present among a few TS/SDMS males from these groups. 

Parathyroid {secondary lesion} 
Minimal to moderate diffuse parathyroid hyperplasia was 

present among SDMS RDX 4D.O mg/kg/day males (12/27) and in one TS 
RDX 4D.O mg/kg/day male. If symmetry could be evaluated (both 
glands present), the hyperplasia was usually bilateral. Often 
renal papillary necrosis and parenchymal mineralization involving 
the kidney, stomach, and heart was also present. This correlation 
of parathyroid hyperplasia and mineralization indicated that the 
hyperplasia was a secondary response associated with uremia rather 
than primary (initial) lesion. Two TS RDX 0.0 mg/kg/day males 
(controls) exhibited unilateral or bilateral diffuse parathyroid 
hyperplasia. This low incidence was considered within the normal 
background range of this lesion. 

Lung (secondary lesion) 
Mild uremic mineralization involving the alveolar septa and 

blood vessels was present in the lung of one SDMS ROX 40.0 
mg/kg/day male (#662, 80-7169) and was accompanied by parenchymal 
mineralization of the kidneys, heart and stomach. 

Heart (secondary lesion) 
Minimal to moderate uremic mineralization involving the 

blood vessel walls and/or myocardial fibers was present in the 
heart of a few SDMS RDX 40.0 mg/kg/day males (6/27) and a single 
SOMS ROX 0.3 mg/kg/day male (#151, 80-6658). They were 
accompanied by similar mineralization in the kidney and/or stomach 
of these animals. 

Stomach (secondary lesion) 
M1n1mal to mild uremic mineralization of the blood vessel 

walls and/or the glandular mucosa was present in the stomach of 
some of the SDMS RDX 40.0 mg/kg/day males (12/27). It was often 
accompanied by similar mineralization in the kidneys and/or heart 
of these animals. One TS ROX 0.0 mg/kg/day (control) male had 
uremic mineralization of the stomach and other tissues as well as 
generalized lesions of monocytic leukemia. 

Eyes (primary lesion) 
There was an increased incidence of unilateral and 

bilateral lenticular cataracts in TS/SDMS ROX 40.0 mg/kg/day 
females when compared with concurrent controls. This microscopic 
lesion could be correlated with an increased incidence of grossly 
visible ocular opacities as reported at necropsy of these 
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animals. The incidence of cataracts among the ROX 0.0 mg/kg/day 
and 40.0 mg/kg/day group animals was: 

Group 

Control 
40.0 mg/kg/day 

Unilateral 
Lesion 

11/53 (20%) 
16/48 (33%) 

Bilateral 
Lesion 

4/53 (8%) 
16/48 (33%) 

Combined 

15/53 (28%) 
32/48 (67%) 

The cataracts were confined to the cortex of the lens in all 
affected animals. This lesion was also accompanied by 
unilateral or bilateral lesions of retinal degeneration {RO) 
and/or lens induced inflammation (LII) of the intraocular tissues 
in approximately 66% of these control and test animals. However, 
when the incidence of RO and LII among animals with cataracts were 
examined separately, the incidence of LIi was significantly 
greater among the TS/SOMS ROX 40.0 mg/kg/day females as shown 
below: 

Group 

Control 
40.0 mg/kg/day 

RD Incidence* 

9/15 (60%) 
12/32 (37.5%) 

* combined TS and $OMS 

LI 1 Incidence* 

l/15 (6.7%) 
11/32 (34.4%) 

The LIi appeared to represent progression of the cataractogenic 
change in the lens resulting in rupture of the lens capsule and 
extrusion of lenticular debris into the adjacent aqueous and 
vitrious humor. This material is irritating and probably induced 
the chronic intraocular inflammatory reaction which involved the 
retina and adjacent tissues of the anterior and posterior uveal 
tract. 

Other abse~vations 
With the exception of the above lesions, 

summarized in Pathology Appendix A, the remainder of the 
microscopic lesions observed among control (ROX a.a mg/kg/day) and 
ROX receiving test animals were ascribed to naturally occurring 
degenerative, inflammatory, proliferative, and neoplastic 
processes. The majority of these changes have been previously 
reported as spontaneous lesions in this strain of rat (see 
references). 
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Cause of Death Su1TD11ary 
A treatment-related increase in morbidity and mortality was 

evident among males of the ROX 40.0 mg/kg/day group. This was 
ascribed to renal medu11ary necrosis, uremia, and/or urogenital 
tract obstruction with secondary inflammation. Spontaneous 
neoplastic disease was the major cause of death among males in the 
remaining groups and in females from all groups. The probable 
cause of death or morbidity is tabulated, by experimental group 
and sex, below: 

MALES 

Cause of Morbidity 
or Death 

Number SDMS 

Group I I I 

(17) (19) 

Neoplastic disease 16 15 
Neoplastic disease, 
uremia 

Neoplastic disease, 
urogenital inflammation 

Neoplastic disease, 
urogenital obstruction 

Neoplastic disease, 
urogenital obstruction 
and inflammation 

Neoplastic disease, renal 
disease, uremia 

Uremia, urogenital 
obstruction, and inflammation 

Renal disease, urogenital 
obstruction, and inflammation 

Renal necrosis, urogenital 
obstruction, and inflammation 

Renal necrosis, uremia, 
urogenital obstruction, 
and i nfl arnmat ion 

Undetermined 

FEMALES 

Cause of Morbidity 
or Death 

Number SDMS 

Neoplastic disease 
Undetermined 

Group I 

(9) 

9 
1 

2 

II 

( 10) 

10 

111 

(27) 

22 

1 

1 

1 

111 

(12) 

12 

IV 

(26) 

17 

6 

2 

JV 

( 14) 

14 

V 

(27) 

2 

2 

2 

1 

1 

1 

3 

14 
1 

V 

(20) 

20 

9 
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Discussion 
Primary urogenital lesions consisting of renal medullary 

necrosis, bladder distention, and cystitis were confined primarily 
to the SDMS ROX 40.D mg/kg/day males in this phase of the study. 
These lesions were also present on one SDMS ROX 0.3 mg/kg/day 
male. These lesions were similar in appearance to those 
previously reported (12-Month interim Histopathology Report) among 
males of the ROX 40.0 mg/kg/day group that either died or were 
sacrificed moribund during test months 6-12 of this study. The 
above lesions are indicative of urinary stasis due to partial or 
complete blockage of the urethra, however, the location and exact 
cause of the urethral obstruction was not determined. In addition, 
the pathogenesis of these lesions was not established. It is not 
clear whether the renal necrosis occurred first with subsequent 
urethral blockage and urinary bladder involvement, or whether 
urinary bladder changes occurred first followed by blockage and 
retrograde involvement of the kidney, or whether the kidney and 
urinary bladder were affected simultaneously. Neither was the 
sequence of involvement of the prostate and seminal vesicle 
clear. The inflammatory changes in these tissues probably 
resulted from retrograde involvement following urinary stasis. 
Likewise, leakage of urine from the distended urinary bladder into 
the peritoneal cavity was the probable cause of the peritonitis. 
Regardless of the sequence of events, the renal injury caused a 
series of subsequent metabolic and morphologic changes involving 
the parathyroid glands that is consistent with renal or secondary 
hyperparathyroidism. In this syndrome, the kidney is unable to 
hydroxylate 25-hydroxycholecalciferol to 1,25-dihydroxy
cholecalciferol (active form of vitamin D) resulting in lowered 
calcium absorption in the intestine. This, in turn, results in 
lowered serum calcium levels which stimulates the parathyroid 
gland, seen microscopically as hyperplasia, to produce 
parathormone (PTH) for mobilization of calcium from the bone. In 
the end stages of renal disease, the kidney is unable to secrete 
phosphate ion, causing a hyper phosphatemia which leads to further 
hypocalcemia and parathyroid stimulation since the serum ion 
concentrations of phosphate and calcium are inversely related. 
Since the excess calcium resorbed due to PTH secretion cannot 
remain in the blood, it is deposited in soft tissues throughout 
the body and is visualized microscopically as uremic 
mineralization in the heart, stomach, lung, and urinary bladder. 
The· absence of similar changes in urogenital of males examined at 
the 6 month interval may indicate that a latent period is required 
before ROX induced changes are manifested. 

1r 



Summary and Conclusions 
Compound related lesions observed among the TS animals and 

SDMS animals of test months 12 to 24 were confined to the spleen 
of the ROX 1.5 mg/kg/day, ROX 8.0mg/kg/day, and ROX 40.0 mg/kg/day 
males; urogenital tract of the;: ROX 0.3 mg/kg/day, ROX 1.5 
mg/kg/day, ROX 8.0 mg/kg/day, and ROX 40.0 mg/kg/day males; and 
eyes of the ROX 40.0 mg/kg/day females. The urogenital lesions 
were the cause of death or moribund sacrifice among a significant 
number of ROX 8.0 mg/kg/day and ROX 40.0 mg/kg/day males. 

Based on the present data, a no-effect level of ROX was not 
~eached after 24 months of dietary administration to male rats. 
The maximum no-effect level of ROX in females was not established 
with respect to the ocular lesion. 
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CAUSE OF DEATH TABLE 

Group Sex Accession Number Probable Cause of Morbidity(*)/Death 

I M 80-6508 Neoplastic disease* 
I M 80-651 l Neoplastic disease 
I M 80-5614 Neoplastic disease* 
I M 80-6515 Neoplastic disease* 
I M 80-6533 Neoplastic disease* 
I M 80-6535 Neoplastic disease* 
I M 80-6536 Neoplastic disease* 
I M 80-6547 Neoplastic disease* 
I M 80-6548 Neoplastic disease 
I M 80-6549 Neoplastic disease* 
I M 80-6558 Neoplastic disease 
I M 80-6561 Neoplastic disease 
I M 80-6562 Neoplastic disease 
I M 80-6563 Neoplastic disease* 
I M 80-6567 Undetermined 
I M 80-6570 Neoplastic disease 
I M 80-6575 Neoplastic disease* 
I F 80-6589 Neoplastic disease 
I F 80-6604 Neoplastic disease* 
I F 80-6605 Neoplastic disease 
I F 80-6617 Neoplastic disease* 
I F 80-6619 Neoplastic disease 
I F 80-6620 Neoplastic disease* 
I F 80-6625 Neoplastic disease* 
I F 80-6632 Neoplastic disease* 
I F 80-6635 Undetermined 
I F 80-6649 Neoplastic disease* 

11 M 80-6658 Renal necrosis, uremia, 
urogenital obstruction 
and inflarrnnation 

11 M 80-6663 Neoplastic disease 
I I M 80-6666 Neoplastic disease 
II M 80-6672 Neoplastic disease 
I I M 80-6676 Neoplastic disease* 
I I M 80-6680 Neoplastic disease 
11 M 80-6687 Neoplastic disease, 

urogenital inflamnation* 
II M 80-6692 Neoplastic disease 
II M 80-6700 Neoplastic disease 
I I M 80-6703 Neoplastic disease 
II M 80-6796 Undetermined* 
I I M 80-6712 Neoplastic disease* 
I I M 80-6717 Neoplastic disease 
I I M 80-6718 Neoplastic disease* 
I I M 80-6720 Neoplastic disease* 
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CAUSE OF DEAT~ TABLE 19 

Group Sex Accession Number Probable Cause of Morbidity(*)/Death 

I I M 80-6721 Neoplastic disease 
I I M 80-6724 Neoplastic disease* 
I I M 80-6729 Undetermined 
I I M 80-6732 Neoplastic disease 
I I F 80-6744 Neoplastic disease* 
I I F 80-6752 Neoplastic disease 
I I F 80-6761 Neoplastic disease* 
II F 80-6777 Neoplastic disease* 
I I F 80-6738 Neoplastic disease* 
I I F 80-6749 Neoplastic disease* 
I I F 80-6771 Neoplastic disease 
I I F 80-6776 Neoplastic disease 
I I F 80-6800 Neoplastic disease 
I I F 80-6802 Neoplastic disease* 

I I I M 80-6813 Neoplastic disease 
I I I M 80-6816 Neoplastic disease* 
I I I M 80-6818 Neoplastic disease 
I I I M 80-6819 Neoplastic disease, uremia 
I I I M 80-6821 Neoplastic disease 
I II M 80-6825 Neoplastic disease 
I I I M 80-6826 Neoplastic disease* 
I I I M 80-6831 Neoplastic disease 
I I I M 80-6835 Neoplastic disease 
I I I M 80-6840 Undetermined 
I I I M 80-6844 Neoplastic disease* 
I I I M 80-6845 Neoplastic disease 
III M 80-6846 Neoplastic disease, 

urogenital infla111t1ation* 
I I I M 80-6849 Neoplastic disease 
I I I M 80-6850 Urogenital obstruction and 

inflammation 
I I I M 80-6852 Neoplastic disease 
I I I M 80-6855 Undetermined* 
I II M 80-6857 Neoplastic disease 
I I I M 80-6859 Neoplastic disease* 
I II M 80-6861 Neoplastic disease* 
I I I M 80-6864 Neoplastic disease 
I I I M 80-6866 Neoplastic disease* 
I I I M 80-6867 Neoplastic disease* 
I I I M 80-6868 Neoplastic disease* 
I I I M 80-6878 Neoplastic disease* 
I I I M 80-6880 Neoplastic disease* 
I I I M 80-6881 Neoplastic disease 
I I I F 80-6886 Neoplastic disease* 
I II F 80-6890 Neoplastic disease 
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CAUSE OF OEATH TABLE 20 

Group Sex Accession Number Probable Cause of Morbidity(*)/Death 

I II F 80-6893 Neoplastic disease* 
11 l F 80-6900 Neoplastic disease* 
I I I F 80-6903 Neoplastic disease 
l l l F 80-6911 Neoplastic disease* 
111 F 80-6912 Neoplastic disease* 
111 F 80-6917 Neoplastic disease 
111 F 80-6928 Neoplastic disease* 
111 F 80-6930 Neoplastic disease* 
Ill F 80-6936 Neoplastic disease* 
I II F 80-6955 Neoplastic disease 

IV M 80-6961 Neoplastic disease, 
urogenital i nfl ammat ion 

IV M 80-6965 Neoplastic disease 
IV M 80-6966 Neoplastic disease* 
IV M 80-6970 Neoplastic disease 
IV M 80-6972 Neoplastic disease* 
IV M 80-6974 Neoplastic disease* 
IV M 80-6977 Neoplastic disease* 
IV M 80-6979 Neoplastic disease 
IV M 80-6981 Undetermined 
IV M 80-6982 Neoplastic disease* 
IV M 80-6984 Neoplastic disease, 

urogenital inflammation* 
IV M 80-6985 Neoplastic disease, 

urogenital i nfl ammat ion 
IV M 80-6990 Neoplastic disease, 

urogenital obstruction 
IV M 80-7000 Neoplastic disease* 
IV M 80-7001 Neoplastic disease* 
IV M 80-7002 Neoplastic disease* 
IV M 80-7005 Neoplastic disease, 

urogenital inflammation* 
IV M 80-7010 Neoplastic disease* 
IV M 80-7012 Undetermined* 
IV M 80-7013 Neoplastic disease* 
IV M 80-7020 Neoplastic disease* 
IV M 80-7021 Neoplastic disease 
IV M 80-7024 Neoplastic disease, 

urogenital i nfl aITDTiat ion* 
IV M 80-7025 Neoplastic disease, 

urogenital inflammation? 
IV M 80-7026 Neoplastic disease 
IV M 80-7028 Neoplastic disease* 
IV F 80-7036 Neoplastic disease* 
IV F 80-7053 Neoplastic disease* 
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CAUSE OF DEATH TABLE 21 

Group Sex Accession Number Probable Cause of Morbidity(*)/Death 

JV F 80-7059 Neoplastic disease* 
JV F 80-7071 Neoplastic disease* 
JV F 80-7074 Neoplastic disease 
JV F B0-7076 Neoplastic disease 
JV F 80-7077 Neoplastic disease* 
JV F 80-70B2 Neoplastic disease 
JV F 80-7084 Neoplastic disease* 
JV F 80-70B5 Neoplastic disease 
JV F 80-70B9 Neoplastic disease 
JV F 80-7099 Neoplastic disease* 
JV F 80-7103 Neoplastic disease 
JV F 80-7105 Neoplastic disease 

V M 80-7109 Renal necrosis, uremia, 
urogenital obstruction 
and inflammation* 

V M 80-7113 Renal necrosis, uremia, 
urogenital obstruction 
and inflammation* 

V M 80-7117 Renal necrosis, uremia, 
urogenital obstruction 
and inflammation* 

V M 80-7118 Renal necrosis, uremia, 
urogenital obstruction 
and inflammation 

V M 80-7124 Renal necrosis, uremia, 
urogenital obstruction 
and inflammation* 

V M 80-7125 Renal necrosis, uremia, 
urogenital obstruction 
and inflammation* 

V M 80-7130 Renal necrosis, urogenital 
obstruction and 
inflammation* 

V M 80-7131 Renal necrosis, urogenital 
obstruction and 
inflammation 

V M 80-7134 Neoplastic disease 
V M 80-7137 Uremia, urogenital 

obstruction and 
inflammation 

V M 80-7140 Undetermined* 
V M B0-7144 Renal necrosis, uremia, 

urogenital obstruction 
and inflammation* 
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CAUSE OF DEATH TABLE 22 

Group Sex Accession Number Probable Cause of Morbidity(*)/Death 

V M B0-7146 Renal necrosis, uremia, 
urogenital obstruction 
and inflammation* 

V M 80-7153 Renal necrosis, urogenital 
obstruction and 
inflammation 

V M 80-7154 Neoplastic disease* 
V M 80-7157 Renal necrosis, uremia, 

urogenital obstruction 
and inflammation 

V M 80-7158 Renal disease, urogenital 
obstruction and 
inflammation 

V M 80-7160 Renal necrosis, uremia, 
urogenital obstruction 
and inflammation* 

V M 80-7161 Neoplastic disease, 
urogenital obstruction* 

V M 80-7162 Renal necrosis, uremia, 
urogenital obstruction 
and inflammation* 

V M 80-7163 Renal necrosis, uremia, 
urogenital obstruction 
and inflammation 

V M 80-7167 Neoplastic disease, renal 
disease, uremia 

V M 80-7169 Renal necrosis, uremia, 
urogenital obstruction 
and inflammation* 

V M 80-7172 Neoplastic disease, 
urogenital obstruction 

V M 80-7177 Neoplastic disease, 
urogenital obstruction and 
inflammation 

V M 80-7179 Neoplastic disease, 
urogenital obstruction and 
inflammation 

V M 80-7180 Renal necrosis, uremia, 
urogenital obstruction 
and inflammation 

V F 80-7184 Neoplastic disease 
V F 80-7188 Neoplastic disease* 
V F 80-7194 Neoplastic disease 
V F 80-7198 Neoplastic disease* 
V F 80-7208 Neoplastic disease* 
V F 80-7209 Neoplastic disease* 
V F 80-7210 Neoplastic disease 
V F 80-7211 Neoplastic disease* 
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Group Sex 

V F 
V F 
V F 
V F 
V F 
V F 
V F 
V F 
V F 
V F 
V F 
V F 

CAUSE OF DEATH TABLE 

Accession Number 

80-7212 
80-7215 
80-7292 
80-7223 
80-7227 
80-7228 
80-7234 
80-7235 
80-7239 
80-7242 
80-7253 
80-7257 

Probable Cause of Morbidity(*)/Death 

Neoplastic disease* 
Neoplastic disease* 
Neoplastic disease* 
Neoplastic disease 
Neoplastic disease 
Neoplastic disease 
Neoplastic disease* 
Neoplastic disease 
Neoplastic disease* 
Neoplastic disease* 
Neoplastic disease 
Neoplastic disease* 

D:::movan E. G:>rdon, D.V.M., Ph.D. 
Consultant Histopathologist 
Diplana.te, American College 
of Veterinary Pathologists 
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0, 
~ 
N 

L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL REPORT 

~ ~ 
MALE F344 RATS -0 -0 - -~ ~ 

"' • "' • • - 0 • - 0 
0 

~ 
C 0 

~ 
C 

C • C • • E ~ • E ~ 

~ ·- ~ ·--- 0 0 -- M 0 
0 C 0 C 
C . - C -- 0 - 0 

~ ~ 

ORGAN ~ X E ~ X E - D 0 - 0 0 
~ ~ 

Lesion "' "' 
BRAIN (38) I l 7l (36) ( 19) 

Leukemic infiltrates, lymphocytic 0/38 2/17 0/36 3/19 

Leukemic infiltrates, monocytic 1/38 l /17 0/36 0/19 

Hemorrhage 0/38 
' 

2/17 0/36 2/19 

Bacteremia 0/38 0/17 0/36 0/19 

Cerebrum, encephalomalacia 0/38 0/17 0/36 0/19 

SPINAL CORD (38) ( 17) (36) ( 19) 

Leukemic infiltrates, lymphocytic 0/38 2/17 0/36 2/19 

Leukemic infiltrates, monocytic 0/38 0/17 0/36 0/19 

Myelomalacia 0/38 0/17 0/36 0/19 

Hemorrhage 0/38 l /17 0/36 2/19 

PITUITARY (37) ( 16) (36) ( 18) 

Adenoma 9/37 4/16 22/36 3/18 

Carcinoma 2/37 1 /16 1 /36 0/18 

Leukemic infiltrates, lymphocytic 1 /37 2/16 0/36 4/18 

Leukemic infiltrates, monocytic 2/37 2/16 0/36 2/18 

Cyst 6/37 l /16 4/36 l /18 

Hyperplasia, basophil-cell 0/37 0/16 0/36 1 /18 

Code: TS = terminal sacrifice SDMS d spontaneous death/moribund sacrifice. 
= not applicable ( ) = number of animals for which tissue was represented 

>, >, 
m m 
-0 -0 - -~ ~ 

"' • "' • - 0 • -0 
~ 

C 0 
~ C • C 

• E ~ • E 
~ ·- ~ -- ~ 0 -- 0 0 C 0 
C . - C . - ~ - co 

~ 
~ X E ~ X - 0 

0 -~ 0 

"' "' 
(25) (27) (29) 

0/25 1/27 0/29 

0/25 0/27 0/29 

0/25 2/27 0/29 

0/25 0/27 0/291 

0/25 0/27 0/29 

(25) (27) (29) 

0/25 0/27 0/29 

0/25 0/27 0/29 

0/25 0/27, 0/29 

0/25 0/27 0/29 

' 
(24) (27) I (29) 

14/24 11 /27 13/29 

0/24 2/27 2/29 

0/24 2/27 I ] /29 

I 0124 i 2/27 0/29 

i 1/241 
0/24 

1/27 

l /27 

5/29 

1/29 

• 0 
C 

• 
~ --0 

C -
~ 
E 
0 
~ 

(26) 

1/26! 
1/26 

3/26 

0/26 

2/26 

126) 

0/26 

1/26 

1 /26, 
1/26' 

' 
( 26) i 
7/26: 

~ 
-0 -~ "' -• ~ 0 E C 

• 
~ -- 0 
0 
C 0 - rj' 

~ X - 0 

"' 
( 4) 

0/4 i --------, 
0/4 

0/4 
! . 0/4 

~ 
I 
; I 4) 
~ 

~ 
I 0/4 
rn';; 0/4 
r 0/4 ,__ 
I 

I 4) 

0/4 

1126: ' 0/4 

3/261 I 0/4 

7/261 ~0/4 
0/4 

0/4 

• 
0 
C • ~ ·-0 
C -
~ 
E 
0 
~ 

(27) 

1 /27 i 
l /27 
21211 

l /27 i 

0/27 

i----•--

(27) 
I---•·-

l /27 

1 /27 

0/27 

0/271 

(27); 

3/27! 
0/27 i 

l /27: 

4/27J 

~ 
~ 

., .. 



L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL REPORT 

~ ~ 
-0 -0 

MALE F344 RATS - -"' "' -"' • -"' • • - 0 • - 0 
0 

"' 
C 0 

"' 
C 

C E • 0 E • • V • V 
V ·" V ·" ·- 0 0 ·" M 0 

0 C 0 . C 
C - C -- 0 - 0 

~ ~ 

ORGAN ~ X E ~ X E - C, 0 - C, 0 
~ ~ 

Lesion °' °' 
PITUITARY (continued) 

Hyperplasia, chromophobe-cell 8/37 3/16 2/36 3/18 

Bacteremia 0/37 0/16 0/36 0/18 

. 
EYE (37) ( 17) 12) I l) 

Keratitis, chronic 1/37 0/17 2/2 0/1 

Keratitis with ulceration 0/37 0/17 0/2 0/1 

Lens, cataract 7/37 2/17 0/2 l /l 

Lens-induced inflammation 2/37 0/17 l /2 0/l 

Degeneration, retinal 5/37 3/17 0/2 0/1 

Retinal dysplasia 0/37 0/17 0/2 0/l 

OPTIC NERVE (37) I l 7l - -

ADRENAL (38) I l 7l I 3 l (2) 

Pheochromocytoma 10/38 7 /17 2/3 2/2 

Pheochromocytoma, malignant 0/38 0/17 0/3 0/2 

leukemic infiltrates, lymphocytic l /38 3/17 0/3 0/2 

Leukemic infiltrates, monocytic 9/38 3/17 0/3 0/2 

Cortex, hyperplasia l /38 0/17 0/3 0/2 

o::: Code: SOHS s spontaneous death/~oribund sacrifice 
~ 

'" 
TS ~ terminal sacrifice 
- ~ not applicable ( ) ~ nu~ber of animals for which tissue was represented 

~ 
-0 -"' -"' • • - 0 • 0 

"' 
C 0 

0 E • C • V • V ·" V 

·" m 0 ·" 0 . 0 0 
C - C - ~ -~ 
~ X E ~ - C, 0 -~ 

°' 

3/24 0/27 l/29 

0/24 1/27 0/29 

( l) ( 3) (2) 

l /1 0/3 0/2 

0/1 0/3 0/2 

l /1 l /3 2/2 

0/l 0/3 0/2 

l /l 0/3 l /2 

0/l 0/3 ; 0/2 

- - -

(7) (7) I 6 l 
4/7 2/7 3/6 , 

I 3/7 l/7 I 2/6 

I on 0/7 ! l/6 
t--
. l /7 I 
~ 

0/7 
0/7 

1/6 
0/6 

>, 

"' -0 -"' -"' • - 0 

g' 
C • V 

·" 0 0 
C 

"' -
~ 

X E 
C, 0 

~ 

°' 

2/26! 

0/26 

( 3) 

0/3 

l /3 

1/3 

0/3 

0/3 
0/3 ; 

. 
- i 

! 
i I 5 l 1 

~ 
~l 

I '" I l /5 
0/5 

• 0 
C • V ·-0 
C -
~ -

0/4 

0/4 

' ( 4) 

0/4 

0/4 
, 2/4 

' 0/4· 

l/4 

, 0/4 
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i I 4 l 
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I 4 l 

· l /4 

0/4 

0/4 

2/4 

0/4 

~ 
-0 -"" -"' - • 
"' 

0 

E C 

• V 
0 ·" 0 

0 C -.,,. 
~ 

X E 

C, 0 
~ 
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3/27 

0/27 
I 

(27) i 

0/27 

0/27 

3/27 

3/27 

2/27 
2/27, 

t=J 
(27) ! -3/27 ! -0/27' 

0/271 
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0/27 
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co 
~ _,,. 

L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL REPORT 

>, >, 

"' "' MALE F344 RATS -0 -0 - -"' "' ~ • ~ • • - " • - " • 
" C " C " C "' • C "' • C 

• E ~ • E ~ • 
~ "" ~ ·" ~ 

·" 0 " ·" M " ·" 
" " " " " C - C . - C - 0 -~ 

0 
~ -

ORGAN ~ X ~ ~ X E ~ - 0 - 0 -
Lesion 

0 ~ 0 ~ 

"' "' 
ADRENAL (continued) 

Cortex, necrosis 1/38 0/17 0/3 0/2 0/7 
Cortex, metamorphosis, fatty 15/38 9/17 0/3 0/2 0/7 

Cortex, angiectasis l /38 0/17 1/3 0/2 017 

Medulla, hyperplasia I 2/38 0/17 0/3 0/2 017 

Extamedullary hematopoiesis 4/38 1/17 0/3 0/2 0/7 

Angiectasis with fibrosis 1/38 0/17 0/3 0/2 0/7 

SPLEEN (38) ( 17) (36) ( 19) (25) 

Malignant lymphoma 0/38 6/17 1/36 6/19 2/25 

Histiocytic sarcoma 0/38 0/17 1/36 0/19 0/25 

Monocytic leukemia 25/38 4/17 24/36 4/19 10/25 

Hemangiosarcoma 0/38 l /17 0/36 0/19 0/25 

Congestion 3/38 0/17 2/36 0/19 4/25 

Fibrosis l /38 0/17 5/36 0/19 2/25 

Increased extramedullary hematopoiesis 2/38 l /17 3/36 5/19 6/25 

Increased pigment 0/38 3/17 0/36 l /19 i 7 /25 

Infarction 0/38 0/17 0/36 2/19 I l /25 

Osseous metaplasia 
Accessory spleen 

l /38 

l /3 8 

0/17 

0/17 

0/36 

0/36 

l /19 

0/19 
i 0/251 

0/25 

Code: TS " terminal sacrifice SOMS,. spontaneous death/moribund sacrifice 
,. nnt applic<1ble ( ) = number of animals for which tissue wa!'. represented 

>, 

"' -0 -"' ~ • - " • C " "' • C 
E ~ • ·" ~ 

"' " ·" " " . - C - -~ 

X ~ ~ 
0 -0 ~ 

"' 

0/7 0/6 

0/7 0/6 
0/7 0/6 

3/7 1/6 

0/7 0/6 

0/7 0/6 

(27) (29) 

4/27 l /29 

0/27, 0/29 

11/27 14/29 
0/27 0/29 

0/27 3/29 
2/27 1/29 

4/27 1/29 

4/27 I lJ /29 
2/27 0/29 

0/27 0/29 

0/27 0/29 

>, 

"' -0 -"' ~ • - " C 

"' • E ~ 

"" 
0 " " . -co 

~ 

X E 
0 0 ~ 

"' 

0/5 I 

0/5 

0/5 

1/5 

1/5 

0/5 

( 26) 

4/26 

0/26, 

12/26' 

0/26. 

2/261 

i 2/;6: 
8/26! 

I 4;26J 

2/261 
0/26 

0/26 

• 
" C 

• 
~ 

"" 
" C -
~ -

0/4 

2/4 

0/4 

; 2/4 

0/4 

I 014 

i 

i ( 4) 
! 0/4 
I 0/4 
' 
I 414 

0/4 

0/4 

0/4 

0/4 

0/4 
0/4 

0/4 

0/4 

>, 

"' -0 -"' ~ - • 
"' " C 
E • ~ 

0 "" 
" C 

0 -~ 
~ 

X 
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0 a "' Cl'.: 

,_ __ 
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4/27" 

,_..! /271 
2/2)1 

0/2) 
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0/27 
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0/27 

0/27 

0/27 

18/27 
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L06121 SN6 LESION INCIOENCE COMPARISON TABLE 
FINAL REPORT 

~ ~ 
MALE F344 RATS -0 -0 - -"' "' ~ • ~ • • - 0 • - 0 

0 C 0 C 
C "' • C "' • • E ~ • E ~ 
~ ·- ~ ·-·- 0 0 ·- M 0 
0 C 0 C 
C . - C . -- 0 - 0 

~ ~ 

ORGAN ~ X E ~ X E - 0 - 0 

lesion 
0 ~ 0 ~ 

"' "' 
PANCREAS (38) ( 17) ( 2) ( 2) 

Islet cell carcinoma 0/38 Oil7 0/2 0/2 

Islet cell adenoma 3/38 Oil7 0/2 0/2 

· Aci nar ce 11 adenoma , l /38 0/17 0/2 0/2 

Leukemic infiltrates, lymphocytic l/38 4il7 0/2 l/2 

~_!;_eukemic infiltrates, monocytic 4/38 2il7 0/2 0/2 
... ca·psule, mesothelioma 0/38 Oil7 l /2 0/2 

__ _!:!yperplasia, islet cell 5/38 l il7 0/2 l /2 

Atrophy, acinar cell 15/38 6/17 l /2 0/2 --
Lymphoid infiltrates, interstitial 2/38 0/17 0/2 0/2 

Ductal ectasia 2/38 0/17 0/2 0/2 

-· 
MESENTER!C LYMPH NOOE (38) ( 17) ( 2) ( 4) 

Monocytic leukemia 5/38 3/17 2/2 0/4 

Mal ·ignant lymphoma 1/38 6il7 0/2 3/4 

Lymphoid hyperplasia 0/38 l il7 0/2 0/4 

Angiectasis 2/38 l il 7 0/2 0/4 

Extramedullary hematopoiesis 0/38 Oil7 0/2 l/4 

TS = ter~inal sacrifice SOMS c spontaneouS death/moribund sacrifice 
0, 

" 
- "not applicable ( ) = number of animals for which tissue was represented 
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0/7 0/1 

0/7 Oil 

0/7 0/1 

0/7 0/1 
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(26) 
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0/26 
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0 

" " 
L0612l SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL REPORT 

~ 
>, 
m 

MALE F344 RATS " " - -"' '" X • X • • - u • - u 
u 

"' 
C u 

'" 
C 

C • C • • E ~ • E ~ 

~ ·- ~ ·-·- 0 u ·- M u 
u . C u C 
C - C -- 0 - 0 

~ ~ 

ORGAN ~ X E ~ X E - 0 0 - 0 0 
~ ~ 

Lesion "' "' 
TESTIS (38) ( 16) (36) ( 19) 

Capsule/NOS, mesothelioma 0/38 0/16 2/36 0/19 

Interstitial cell tumor 35/38 12/16 34/36 15/19 

Hyperolasia, interstitial cell , 5/38 2/16 3/36 3/19 

Hypospermatoqenesis 0/38 0/16 1/36 2/19 

Germinal cell deaeneration 4/38 1/16 9/36 7/19 

Tubules, atronhv, com• ression 34/38 12/16 33/36 12/19 

Arteritis, chronic 0/38 0/16 0/36 0/19 

PROSTATE (38) ( 16) (36) ( 19) 

Adenoma 1/38 0/16 0/36 0/19 

Leukemic infiltrates, lvm• hoc~tic 0/38 0/16 0/36 1/19 

Leukemic infiltrates, monocvtic 0/38 1/16 0/36 0/19 

Hyperplasia, adenomatous 0/38 1/16 1/36 0/19 

Inflanmation, subacute 1/38 0/16 0/36 0/19 

Jnflarrmation, chronic-active 15/38 5/16 13/36 5/19 

Inflamnation, suppurative 0/38 2/16 l /36 3/19 

Microabscesses 0/38 0/16 0/36 1/19 

Cysts 0/38 0/16 0/36 0/19 

Code: TS g ter~inal sacrifice SO"S • spontaneous death/aoribund sacrifice 
- ~ not applicable { ) = nu111ber of animals for which tissue was represented 
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L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL REPORT :., >, 

m 

MALE F344 RATS " " - -"' "' .,,_ • .,,_ • • - u • - u 
u 

"' 
C u "' C 

C E • C E • • V • V 
V ·- V ·-·- D u ·- M u 
u . C u C 
C D - C D -- -~ ~ 

ORGAN ~ >< E ~ >< E - D 0 - D 0 

Lesion "' 
~ 

"' 
~ 

EPIOIOYMIS (38) ( 17) (36) ( 19 l 

Capsule, mesothelioma 0/38 0/17 2/36 0/19 

Leukemic infiltrates, monocytic 0/38 0/17 0/36 D/19 

Spermatic granuloma(s) , 0/38 1 /17 l /36 l/19 

Diminution of sperm in ducts 1/38 4/17 8/36 6/19 

Absence of sperm in ducts 34/38 11/17 27/36 12/19 

Cellular debris in ducts 30/38 9/17 26/36 10/19 

SEMINAL VESICLE (38) ( 16 l (36) ( 19) 

Leukemic infiltrates, lymphocytic 0/38 l /16 0/36 2/19 

leukemic infiltrates, monocytic 2/38 1 /16 0/36 0/19 

I i,fl ammati on, chronic-active 0/38 0/16 0/36 0/19 

Inflammation, suppurative 0/38 0/16 0/36 0/19 

Distended with secretion 0/38 0/16 0/36 l /19 
' 

URINARY BLADDER (38) ( 16 l - ( 6) 

Transitional cell carcinoma l/38 0/16 - 0/6 -Leukemic infiltrates, lymphocytic 0/38 1 /16 - l/6 

Leukemic infiltrates, monocytic 3/38 0/16 - 0/6 

Cystitis, suppurative 0/38 0/16 - 0/6 

le: 1S • teninal sacrifice SDMS • spontaneous death/Hribund sacrHic2 
- • not applicable ( } .. nu111ber of aninais for which tissue was repr,ser.ter.i 
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co _, 
co 

L06121 SN6 LESlON INCIDENCE COMPARISON TABLE 
FINAL REPORT 

>, >, 
~ ~ 

MALE F344 RATS ~ ~ - -"' • "' • • ~ u • ~ u 
u - C u - C 
C "' • C "' • • E u • E ~ 
~ ·- ~ ·-·- u .- u 
u 0 • u M • • - C -- 0 - 0 ~ ~ 

ORGAN ~ E ~ E - X D - X D 

Lesion C, ~ C, ~ 

°' °' 
URINARY BLADDER (continued) 

Cystitis, hemorrhagic-suppurative 0/38 0/16 - 2/6 
Cystitis, hemorrhagic 0/38 0/16 - 0/6 
Lymphoid aggregates, submucosal , 1 /38 0/16 - 0/6 
Mineralization, uremic 0/38 0/16 - 0/6 

Distention, luminal 0/38 0/16 - 2/6 

LUNG-MAINSTEM BRONCHI (38) (17) (5) ( 10) 
Alveolar adenoma 1/38 0/17 0/5 0/10 
Bronchiolar-alveolar adenoma 1/38 0/17 0/5 0/10 
Hemangiosarcoma D/38 0/17 0/5 0/10 
Carcinoma, metastatic, adrenal 0/38 0/17 0/5 0/10 

Carcinoma, metastatic, NOS 0/38 0/17 0/5 0/10 

Sarcoma, metastatic 0/38 0/17 0/5 0/10 
Leukemic infiltrates, lymphocytic 1/38 6/17 0/5 5/10 

Leukemic infiltrates, monocytic 12/38 4/17 3/5 1 /10 
Adenomatosis 0/38 1/17 0/5 0/10 

Microabscesses 0/38 0/17 0/5 0/10 

Inflammation, granulomatous 0/38 0/17 0/5 0/10 

Alveolar macrophages 3/38 1 /17 2/5 1 /10 

Code: 1S .. terllinal '.latrifice S01115. spontaneous death/• oribund '.latrifice 
,. not applicable { ) .. nu111ber of animals for which tissue was represented 
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0/13 1 /5 

1/13 0/5 

0/13 1 /5 

1 /13 0/5 

3/13 4/5 
0/13 0/5 

1/13 0/5 

1/13 0/5 

0/13 0/5 

>, 
~ 
~ -"' • ~ u - C 

g' • ~ .-
u 

0 • . -co ~ 
E 

X D 
C, ~ 

°' 

0/4 

0/4 

0/4 

0/4 

3/4 

( 11) 

0/11 

0/11 
0/11, 

1111: 

0/11: 

~ 
~ I 6/11 I 

0/11 

om! 
0/11 -1/11 -

>, 
~ 
~ -"' ~ • • - u 

u "' C • E • • ~ 
u .-
.- 0 u 
u • 
-= 0 -.,. 

~ 
~ E - X D 

C, ~ 

°' 

0/4 17 /27 

0/4 1/27' 

0/4 0/271 

' 0/4 1/271 

1/4 23/27 

I 
I ( 4) (27) 
' 0/4 0/27. 

0/4 1/27 
, 0/4 0121' 

0/4 0/27 
' 0/4 0/27 

0/4 0/27 

0/4 1/27 --~ 
2/4 5/271 

0/4 012,I 

0/4 0/27 . 
0/4 0/27 

>-··-
1 /4 6/27, 

.. --, 



-1 

L0612l SN6 LESION INCIOENCE COMPARISON TABLE 
FINAL REPORT 

'"' 
>, 
m 

MALE F344 RATS -0 -0 

' ' "' "' ~ • ~ • • ' 
0 • ' 

0 
0 C 0 C 

• "' • C "' • • E ~ • E ~ 

~ ·" ~ ·" ·" 0 0 ·" M 0 
0 • 0 C 

• . - C . -- 0 - 0 
~ ~ 

ORGAN ~ X E ~ X E - C - C 
0 ~ 0 ~ 

Les"ion c< c< 

LUNG-MAINSTEM BRONCHI (continued) 
' lymphoid infiltrates, 

peribronchial/iolar 37 /38 17 /l 7 2/5 0/10 

Hemorrhage , l/38 0/17 l/5 0/10 

Congestion. agonal 0/38 0/17 0/5 0/10 

Mineralization, alveolar 0/38 0/17 0/5 0/10 

Osseous metaplasia 2/38 0/17 0/5 0/10 

Fibrinoid degeneration, septae 0/38 0/17 0/5 0/10 

ESOPHAGUS (38) ( 17) - Ill 

TRACHEA (38) ( l 7l - Ill 
Leukemic infiltrates, monocytic 0/38 0/17 - 0/l 

Inflammation, chronic 9/38 l /17 - 0/l 

Mucocele(s), submucosal 3/38 0/17 - 0/l 

THYROIO (38) 117 l Ill -
C-cell adenoma 4/38 4/17 0/l -
Follicular carcinoma 0/38 0/17 0/l -
Follicular adenoma 0/38 0/17 0/l -

1de: TS ~ terminal sacrifice SOMS ~ spontaneous death/Moribund sacrifice 
a, 

.';! 
~ not applicable ( ) ~ nunber of ani111als for which tissue 11as reo!"esent~d 
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L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL REPORT 

>, >, 

"' "' MALE F344 RATS "" "" - -'" '" • X • X • u • u 
u - C u - C 
C '" • C '" • • E ~ • E ~ 
~ .. ~ .. 
·• 0 u .. ,., u 
u C u C 
C . - C . -- 0 - 0 

~ ~ 

ORGAN ~ X E ~ X 
E - 0 - 0 

Lesion 
0 ~ 0 ~ 

"' "' 
TYYROID (continued) 

Follicular cystadenocarcinoma 0/38 0/17 0/1 -
Follicular cystadenoma 3/38 0/17 0/1 -
Leukemic infiltrates, lymphocytic , 0/38 1 /17 0/1 -
Hyperplasia, C-cell 7/38 1/17 1 /1 -
Cystic follicle(s) 11/38 1/17 0/1 -

PARATHYROID (37) ( 17) - -
Adenoma 1 /37 0/17 - -
Hyperplasia 2/37 0/17 - -

HEART ( 38) ( 17) (36) ( 19 J 

Endocardial neurolemmoma 0/38 0/17 0/36 0/19 

Leukemic infiltrates, lymphocytic 1 /38 3/17 0/36 3/19 

Leukemic infiltrates, monocytic 5/38 1 /17 1 /36 1 /19 

Myocarditis, chronic 37/38 12/17 27/36 9/19 

Auricular thrombosis 1 /38 1/17 0/36 1 /19 

Mineralization, vessels, uremic 0/38 0/17 0/36 1/19 

Mineralization, myocardial, uremic 0/38 0/17 0/36 1 /19 

Code: TS .. ter11inal sacrifice SOMS .. spontaneous death/111oribund sacrifice 
• not applicable { ) .. nu111ber of ani111als for which tissue was repreo;ented 
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L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
Fl NAL REPORT 

>, >, 
m m 

MALE F344 RATS " " - -"' "' ~ • ~ • • - u • - u 
u C u C 
C "' • C "' • • E ~ • E ~ 
~ ,a ~ ·-·- u ,a u 
u 0 C u M C 
C - C -- 0 - 0 

~ ~ 

ORGAN ~ X ~ ~ X ~ - 0 - 0 
0 ~ 0 ~ 

Lesion °' °' 
HEART (continued) I 
Vegetative endocarditis 0/38 0/17 0/36 0/19 ' 

Bacteremia 0/38 0/17 D/36 0/19 

LIVER I (3B) ( 171 (36) ( 19) 

Neoplastic nodule 3/38 1 /17 3/36 0/19 

Hepatocellular carcinoma D/38 1/17 0/36 D/19 

Hemangioma 0/38 0/17 0/36 0/19 

Histiocytic sarcoma 0/38 D/17 0/36 0/19 

Malignant fibrous histiocytoma 0/38 0/17 1/36 0/19 

Leukemic infiltrates, lymphocytic 1/38 5/17 1/36 5/19 

Leukemic infiltrates, monocytic 24/38 4/17 25/36 4/19 . 
Focus/foci of hyperplasia with cystic 

degeneration 5/38 0/17 3/36 0/19 

Area(s) of hyperplasia with cystic 

degeneration 10/38 0/17 9/36 l/19 

Foci of cellular alteration-basophilic 29/38 2/17 29/36 3/19 

Foci of cellular alteration-eosinophilic 6/38 0/17 18/36 l /19 

Foci of cellular alteration-clear cells 0/38 0/17 0/36 0/19 

Area of cellular alteration-clear cells 1 /38 0/17 l /36 0/19 

:le: TS = teri.inal sacrifice SDMS = spontaneous death/moribund sacrifice 
co "'not applicable ( ) _, number of animals for which tissue was represented 
00 
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LD612l SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL REPORT >. ;;'I m 

-0 -0 
MALE F344 RATS - -"' "' .i! '. I ,, , -"' • -"' • • • • • • --. .. -- ~ ~- - C 

C O,· ...... 
"' • • E ~ • ,e ~ 

~ ·- ~ 

' ·-·- 0 • ·- M • • C • C 
C - C . -- 0 - 0 

~ ~ 

ORGAN ~ X E ~ X E - Q - Q 
C, ~ C, ~ 

Lesion "' "' 
LIVER (continued) 

Foci of cellular alteration-mixed cells 14/38 0/17 4/36 0/19 

Necrosis, random 2/38 0/17 1/36 1 /19 

Necrosis, liquefaction 0/38 1 /17 0/36 1 /19 

Necrosis, centrilobular, agonal 0/38 2/17 0/36 5/19 

Bile duct proliferation 38/38 14/17 36/36 18/19 

Cholangiofibrosis 27 /38 8/17 26/36 11/19 

Metamorphosis, fatty 0/3B 3/17 3/36 6/19 

Mononuclear cell infiltrates, 

sinusoidal 1 /38 0/17 0/36 0/19 

Extramedullary hematopoiesis l/38 0/17 0/36 0/19 

Cyst, parenchymal 0/38 0/17 0/36 0/19 

Hematocyst 0/38 0/17 0/36 0/19 

Microgranulomas 0/38 0/17 0/36 0/19 

Bacteremia 0/38 0/17 0/36 0/19 

KIDNEY (38) ( 17) (36) ( 19) 

Tubular adenoma 0/38 0/17 0/36 0/19 

Hemangioma 0/38 0/17 0/36 1 /19 

Leukemic infiltrates, lymphocytic 1 /38 5/17 0/36 5/19 

Code: TS = ter~inal sacrifice SDMS = spontaneous death/moribund sacrifice 
= not applicable ( ) = number of animals for 11hich tissue was represented 
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L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL REPORT ;;;, >, 

~ 

MALE F344 RATS 
-0 -0 

' ' "' "' ~ • ~ • • - u • - u 
u 

"' 
C u 

"' 
C 

C • C • • e ~ • e ~ 
~ ·- ~ ·-·- 0 u ·- M u 
u . C u . C 
C - C -- 0 - 0 

~ ~ 

ORGAN ~ X E ~ X E - 0 0 - 0 0 
~ ~ 

Lesion "' "' 
KIONEY (continued) 

Leukemic infiltrates, monocytic 3/38 1 /17 0/36 1/19 

Neohrooathv, chronic 38/38 17/17 36/36 19/19 

lnflammation, lvmohocvtic , 38/38 11/17 36/36 8/19 

Microconcretions, tubular 0/38 0/17 0/36 0/19 

Pveloneohritis 0/38 0/17 0/36 0/19 

Pvel iti s sunnurative 0/38 0/17 0/36 1/19 

Cortex, increased oiQment 2/38 7 /17 4/36 2/19 

Cortex, orotein resorotion droolets 0/38 1 /17 3/36 1/19 

Necrosis, medullarv oaoilla 0/38 0/17 0/36 1 /19 

Mineralization, uremic l /38 0/17 0/36 1 /19 

Cvst, cortical 1/38 0/17 1/36 0/19 

Infarction 0/38 0/17 0/36 0/19 

Bacteremia 0/38 0/17 0/36 0/19 

STOMACH (38) ( 17) - ( 1 ) 

Leukemic infiltrates, 1 vmnhocyt i c 0/38 2/17 - 0/1 

Leukemic infiltrates, monocytic 1/38 l /17 - 0/1 

Mucosal ulcer{s), forestomach 0/38 1/17 - 0/1 

Microgranuloma. forestomach 0/38 1 /17 - 0/1 

1S = terminal sacrifice SDMS. spontaneous death/•oribund sacrifice 
= not applicable ( l = nm11ber of animals for which tissue was rtpresented 
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L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL REPORT 

~ ~ 
MALE F344 RATS 

-0 -0 
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~ • ~ • • ' 

0 • ' 
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0 m C 0 m C 
C • C • • E ~ • E ~ 
~ ·- ~ ·-·- 0 0 ·- M 0 
0 . C 0 C 
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~ ~ 

ORGAN ~ X E ~ X E - D C - D 
C 

~ ~ 

lesion "' "' 
STOMACH (continued) 

Mucosal ulcer(s), qlandular reaion 0/3B 2/17 - 0/1 

Mucosal erosion(s), qlandular reqion 0/3B 1 /17 - 0/1 

Mineralization, uremic , 1/38 0/17 - 0/1 

Bacteremia 0/38 0/17 - 0/1 

DUODENUM (38) ( 16) ( 1) -
Leukemic infiltrates, lymphocytic 0/38 1/16 0/1 -
Mucosal ulcers 0/38 0/16 1 /1 -

JEJUNUM (38) ( 15) - -

ILEUM (38) ( 15 l - -
Leukemic infiltrates, lymphocytic 0/38 1 /15 - -

CECUM (38) ( 16) - ( 1) 

Nematode parasites in lumen 4/38 2/16 - 0/1 

Inflammation with ulceration 0/38 1 /16 - 0/1 

Inflammation 0/38 0/16 - 0/1 

Mineralization, uremic 1/38 0/16 - 0/1 

Code: TS " hr111inal sacrifice SOMS • spontaneous death/111oribund sacrifice 
- " "°t i'll)plicable ( ) " nu111ber of aniinah for which tissue was represented 
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L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL REPORT 

>, ;;, ~ 

MALE F344 RATS 
.,, .,, - -rn rn .,, • .,, • • - u • - u 
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C rn • C rn • • E u • E u 

u ·- u ·-·- 0 u .. M u 
u C u C 
C . - C -- 0 - 0 w w 

ORGAN w X ~ w X ~ - 0 - D 

lesion 
0 w 0 w 

"" "' 
CECUM (continued) 

Bacteremia 0/38 0/16 - 0/1 

COLON , I 38 J 116 I - -
Leukemic infiltrates, monocytic i 1 /38 0/16 - -
Nematode oarasites in lumen 11/38 2/16 - -

RECTUM (38) I 16 I - -
Nematode parasites in lumen 3/38 0/16 - -

SKIN (38) ( 17) I 11 I (6) 

MaliQnant fibrous histiocytoma 0/38 0/17 0/11 0/6 

Dermal fibrosarcoma 0/38 0/17 l /11 0/6 --
Derma 1 fi broma . 

~B~sal cell tumor, beniqn 

Dr?rma.1 hemanqioma 

3/38 

0/38 

0/38 

0/17 

0/17 

0/17 

2/11 

0/11 

0/11 

2/6 

1/6 

0/6 -
Keratoacanthoma 1/38 0/17 3/11 0/6 

~api 11 oma 1/38 1/17 2/11 0/6 -
Leukemic infiltrates, lvmphocytic 0/38 4/17 0/11 0/6 

Leukemic infiltrates, monocytic 1/38 1/17 0/11 0/6 .. 
c:., a:> e; !3 ~ ter~inal sacrifice SOMS " spontaneous death/Doribund sacrifice 
~ - "not applicable ( ) ,, nu111ber of animals for which tissue was rep:-es~r.tci 

;;, .,, -rn .,, • u -C rn • E u ·-u ~ 
C - -w 

X - 0 

"' 

0/1 

-
-
-

-
-

I 6 I 

1 /6 
0/6 

! 3/6 

I 016 

l 016 
I 0/6 

I 0/6 

~ 
LQLLI 

;;, .,, -rn • .,, 
u • C u -• C ~ u • -- u 
u .• 
C u 0 - C . -w "' ~ w 

X D -w C, 

"' 

0/4 -

(3) -
0/3 -
0/3 -

I 2 I -
0/2 -

I 8 I (5) 

0/8 0/5 

0/8 0/5 

2/8 2/5 

0/8 0/5 

0/8 0/5 

0/8 0/5 

l /8 0/5 

0/8 0/5 

0/8 0/5 

• u 
C • u .• 
u 
C -w 
~ 

D 
w 

-

-
-
-

(2) 

0/2 

I 111 , 
0/11: 

l /11; 

3/11 I 

0111: 
l /1.1 

2/ll 

0111 I 
0/11 

0/11 

• u 
C 

• u ·-u 
C -
w -

0/4 

I 4 I 

' 0/4 

2/4 

(4) 
' 1 /4 

, I 4 I 

0/4 
0/4 

0/4 

0/4 

0/4 

0/4 

0/4 

0/4 

0/4 

;;, .,, -rn .,, -rn 
E 

0 

0 .,. 
X 
0 

"' 

• u 
C • u ·-u 
C -

w 
~ 

D 
w 

1 /27 

(271 

0/27 

3/27 

1271 
l /27 

(27) 

0/27 

0/27 

0/27 

0/27 

0/27 

0/27 

0/27 
0/27 

1/27 

.. 
"' 

' 



L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL REPORT >, ;.' m 

MALE F344 RATS " " - -"' "' .,,_ • .,,_ • • - 0 • - 0 
0 

"' 
C 0 

I§' 
C 

C • C • • E ~ • ~ 

~ .• ~ .-·- 0 0 ·- ~ 0 
0 . C 0 C 
C - C -- 0 - 0 = = 

ORGAN = X E = X E - C, 0 - C, 0 
~ = Lesion "' "' 

SKIN (continued) 

Eoidermal inclusion cvst 0/38 0/17 2/11 0/6 

Epidermal ulceration 0/38 0/17 0/11 0/6 

Inflammation, chronic , 1 /38 0/17 0/11 0/6 

Infla11111ation, dermal 0/38 0/17 0/11 0/6 

Acanthosis D/38 0/17 l /11 0/6 

Exudative crusts 0/38 0/17 l /11 0/6 

MAMMARY GLAND (37) ( 16) ( 3) -
Fibroadenoma 2/37 0/16 1/3 -
Galactoceles 6/37 3/16 2/3 -
Inflammation 0/37 0/16 0/3 -

STERNUM (38) ( 17) - ( l) 

BONE MARROW (38) ( 16) - (1) 

leukemic infiltrates, lymphocytic 0/38 3/16 - l /1 

Leukemic infiltrates, monocytic 1/38 l /16 - 0/1 

Myelofibrosis 1/38 0/16 - 0/1 

Hypoce 11 ul ar l /38 0/16 - 0/1 

Code: TS ,. ter111inal sacrifice SOMS • spontaneous death/111oribund sacrifict 
,. not applicable ( ) ~ nu111ber of animals for which tissue was represented 

;.' 
" -"' .,,_ • • - 0 • 0 

"' 
C 0 

C • C 

• E ~ • 
~ .. ~ .. ~ 0 ·-0 C 0 
C - C - - -= = X E ~ - C, 0 -= "' 

0/6 0/8 2/5 
l /6 0/8 0/5 

0/6 0/8 0/5 

1/6 0/8 0/5 

0/6 0/8 1/5 

0/6 0/8 0/5 

(3) (4) (2) 

2/3 2/4 l /2 

1/3 1/4 , l /2 

0/3 0/4 1/2 

' ; - ( l ) -

! - ( l) -

' - 0/1 I -
' ' - 1/1 -
, - I 

D 
0/1 
0/1 

-
-

>, 
m 

" -"' .,,_ • - 0 

"' 
C • E ~ ·-0 0 
C 

"' -= X E 
C, 0 

~ 

"' 

3/11 · 
1 /11 

0/11 

0/11 

0/11 

0/11 

( l) 

0/1 

l /1 i 

0/1' 

; 

- I 

I (2) i 
0/2· I 

2/2 

0/2 

0/2 

;.' 
" -"" .,,_ -• "' 0 E C 

• 
~ 0 .• 
0 0 C - ¢ 

~ X - C, 

"' 

1/4 
0/4 

0/4 

: 1/4 

I 014 

I 1/4 
I 

i (4) 

! 0/4 
I 0/4 

I 0/4 

i 
( 4) 

(4) 

0/4 

0/4 

0/4 

0/4 

• 0 
C • ~ ·-0 
C -= E 

0 
~ 

0/27 
l /27 : 

0121I 

2/271 

0/27 

1 /27 

(20) 

0/20 

l /20 

0/20 

(27) 

(27) 

Q/27 
0/27 

0/27 

0/27 

.. 
,0 
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L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL REPORT 

~ ~ 
MALE F344 RATS -0 -0 - -"' "' ~ • ~ • • - u • - u 

u C u C 
C "' • C "' • • E ~ • E ~ 

~ ·- ~ ·-·- 0 u ·- M u 
u . C u . C 
C - C -- 0 - 0 

~ ~ 

ORGAN ~ X E ~ X E - 0 - 0 

Lesion 
0 ~ 0 ~ 

"' "' 
·TISSUES NOT SPECIFICALLY REQUIRED 

OY PROTOCOL FOR ANY GROUP --
HARDERIAN GLAND ( 1) - - --·-
Dacryoadenitis, unilateral ' 1 /1 - - -

ZYMBAL'S GLAND I ( 1 ) - - -
· Carcinoma 1 /1 - - ---
MESENTERY/ABDOMINAL CAVITY ( 10) (4) (4) (3) 

Mesothelioma, malignant/NOS 

(multiple sites) 0/10 1/4 2/4 0/3 

Fibrous histiocytoma (multiple 
~.ites) 0/10 0/4 0/4 0/3 

Leukemic infiltrates, lymphocytic 0/10 1 /4 0/4 0/3 

Leukemic infiltrates, monocytic 0/10 0/4 0/4 0/3 

Infla1TJ11ation (peritonitis) 0/10 0/4 0/4 0/3 

Lipogranuloma/fat necrosis 10/10 3/4 2/4 2/3 

Arteritis, chronic 0/10 0/4 0/4 0/3 

Microabscesses 0/10 0/4 0/4 0/3 

COAGULATING GLAND ( 1) - - ( 3) 

Spermatic granuloma(s) 1 /1 - - 3/3 

Inflanmatory exudate in ducts 0/1 - - 0/3 

le: TS ., terminal sacrifice SOHS • spontaneous death/1oribund sacrifice 
- "not applicable ( ) ., number of ani111als for which tissue 1,1as r~;>resented 

>, 
~ 
-0 -"' ~ • • - u • u C u 

C "' • C 

• E ~ • 
~ ·- ~ ·- ~ u ·-u C u 
C . - C - - -~ 
~ X E ~ - 0 -0 ~ 

"' 

- - -
- - -
- ( 11 -
- 1/1 -

(4) (9) (8) 

0/4 2/9 0/B 

1/4 1/9 . 0/8 

0/4 1/9 0/8 

0/4 0/9 0/8 

0/4 0/9 0/8 

3/4 6/9 8/8 
1/4 0/9 0/8 

0/4 1/9 1 0/B 

' ! - (2) -
' - I 
b 

2/2 

0/2 

-
-

~ 
-0 -"' ~ • - u 

C g> • 
~ ·-0 u 

C 

a, -
~ 

X E 
0 0 ~ 

"' 

-
-
-
-

( 10) 

l /10 

1 /10, 
1/10' 
1/10; 
0/10[ 

I 8/lOi 
I 0110! 

0110' 

mi 
2/2 -0/2 

• u 
C • 
~ ·-u 
C -
~ -

-
-

' -
-

( 1) 

' 0/1 

; 0/1 
0/1 
0/1 
0/1 

1 /1 
0/1 
0/1 
( 1) 

1/1 

0/1 

~ 
-0 -"" ~ -"' E 

0 . 
0 ., 
X 
0 

"' 

• u 
C • 
~ ·-u 

C -
~ 
E 
0 
~ 

-
-

I 6 l 

0/6 

0/6 
0/6 
0/6 
l/6 
5/6 
0/6 

0/6 
( 2) 

l /2 

1/2 

.. 
" 

' 



L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL REPORT 

>, >, 
m m 

MALE F344 RATS 
-0 -0 

' ' m m 
~ • ~ • • ' V • ' V 

V m C V m C 
C • C • • E ~ • E ~ 

~ ·- ~ ·" ·- 0 V ,a M V 
V C V " C - C -- 0 - 0 

~ ~ 

ORGAN ~ >< E ~ >< E - 0 0 - 0 
0 

~ ~ 

Lesion "' "' 
TISSUES NOT SPECIFICALLY REQUIRED 

BY PROTOCOL FOR ANY GROUP (continued) 

PREPUT!AL GLAND I 4) I 1l (4) ( 1) 

Carcinoma , 2/4 0/1 1/4 1/1 

Adenoma 1/4 1 /1 1 /4 0/1 

Inflamnation 0/4 0/1 2/4 0/1 

Abscess 1 /4 0/1 0/4 0/1 

Cysts 0/4 0/1 1 /4 0/1 

Inf1anmatory exudate 0/4 0/1 0/4 0/1 

THYMUS 11 ) (5) - I 5 l 

Monocytic leukemia 1 /1 2/5 - 0/5 

Malignant lymphoma 0/1 3/5 - 3/5 

Lymphoid hyperplasia 0/1 0/5 - 1 /5 

Atrophy 0/1 0/5 - 0/5 

Atrophy with cysts 0/1 0/5 - 1/5 

Angiectasis 0/1 0/5 - 0/5 

LYMPH NODE(S), NOS 15) (7) (2) (7) 

Monocytic leukemia 4/5 1/7 1 /2 2/7 

Malignant lymphoma 0/5 5/7 1 /2 5/7 

Carcinoma, metastatic, adrenal 0/5 0/7 0/2 0/7 

Code: IS ~ terminal sacrifice SOMS ~ spontaneous death/ffloribund sacrifice 
- 2 ~:it :,pplicable ( ) • nu111ber of animals for which tissue was represented 

>, 
m 

-0 

' m 
~ • • ' 

V • V m C V 
C • C 

• E ~ • 
~ ·- ~ ·- ~ V ,a 
V C V 

" - C - - -~ 
~ >< E ~ - 0 0 -~ 

"' 

( 2) 12) (5) 

0/2 1 /2 0/5 

1/2 0/2 4/5 

1/2 0/2 0/5 

0/2 0/2 0/5 

0/2 0/2 1/5 

0/2 1 /2 0/5 
( 1) ( 4) -
0/1 1/4 -
0/1 0/4 -
0/1 0/4 -
0/1 2/4 -
0/1 0/4 -
0/1 1 /4 -

I ( 3) I 11 l (4) 
' I 1 /3 3/11 1/4 

2/3 i 

Im 
4/11 

0/11 

1/4 

0/4 

>, 
m 
-0 

' m 
~ • 
' V 

~ 
C • 
~ 
,a 

0 V . C -ro 
~ 

>< E 
0 0 

~ 

"' 

( 3) 

0/3 

1/3 

1/3 

1/3 

0/3 

0/3 

( 3) 

0/3' 
2/3 ' 

0/3 ; 
1/1 

j " - I 

~ L.lliJ 
! (Bl ! 

3/8 

3/8 

1/8 

• V 
C 

• 
~ 
,a 

V 

" -
~ -

-
-
-
-

I -
' ' -

-
-

; -
l -

-
-
-
-
-
-
-
-

>, 
m 
-0 

' m 
~ 

' • m V 

E C 

• 
~ 

0 .. . V 

0 C -~ 
~ 

>< E 

0 0 
~ 

"' 

( 1) : 

011 I 
0/1 I 

0/1 

0/1 

0/1 

0/1 

( 3) 

0/3 

1/3 

0/3 
'. 1 /3 

1 /3 

0/3 
( 5) 

1/5 

2/5 

0/5 

.. -



L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL REPORT 

>, >, 
~ ~ 

MALE F344 RATS -0 -0 

' ' 0, 0, 
X • X • • ' " • ' " " C " C 

C 0, 0, • C • • E ~ • E ~ 
~ -- ~ ---- 0 " -- M 

, 
" C " C 
C - -= -- 0 0 

0 0 

ORGAN 0 X ~ 0 X ~ - C - C 
0 0 0 

Lesion 
0 

~ ~ 

TISSUES NOT SPECIFICALLY REQUIRED 

BY PROTOCOL FOR ANY GROUP (continued) 
LYMPH NODE(S), NOS (continued) 

Lymphoid hyperplasia 0/5 0/7 0/2 0/7 

Hyperlasia, lymphoid and plasma cell 1 /5 017 0/2 017 

Angiectasis 0/5 1/7 0/2 0/7 

SUBCUTIS - - ( l) ( l) 

Lipoma - - l /1 0/1 

Liposarcoma - - i Q,ll l /1 

NASAL TISSUE - - - -
I Inflammatory exudate - - - -.-

SALi VARY GLAND - - - ( l) 

Histiocytic sarcoma - - - 0/1 

PROSTAT!C URETHRAL GLAND - - ' 
- -

Hemangioma - - - -
URETER - - - ( l I 

Dilatation - - - 1 /1 ~-
Peritonitis - - - 1 /1 

FEMUR/BONE - - - ( l) 

-
de: TS O terminal sacrifice SOHS - spontaneous death/• oribund sacrifice 

~ " not applicable ( ) 2 oumber of animals for which tissue was reprrsented 

~ 
>, 
~ 

-0 -0 

' ' 0, 0, 
X • X • ' " • ' " C 0, " ~ C • C 

• E ~ • 
~ -- ~ -- ~ " -- 0 
" C " 

-= - C - - "' 0 
0 X ~ ~ X - C -0 0 0 

~ ~ 

0/3 l /11 2/4 

0/3 0/11 0/4 

0/3 2/11 0/4 

- - -
- - -
- - -
- - -
- - -
- I (21 -

' - 0/2 -
·- - -
- - -
- - -

I - - -
' ' - - -

-
LJ 

(21 -

• 
" • C " • C 
~ • -- ~ 

" --C " - C -0 
~ 0 
C -0 

0/8 -
0/8 ' -
2/8 -
- -
- -
- -
- -
- ' -

' 
( l) ' [ -
l /1 ' I -
( l) ! -
l /1 ; 

' 
-

- -
- . -
- I -

(2) -

>, 
~ 
-0 

' 0, 
X 

' 0, 
E 

0 

0 .,. 
X 
0 
~ 

• 
" C • 
~ --" C -
0 
~ 

C 
0 • 

l /5 

0/5 

0/5 

-
-
-

( l) 

1 / l 
-
-
-
-
-
-
-
-

"' .., 
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L06 l 21 SN6 LESION INC!OENCE ~OMPARISON TABLE 
FINAL REPORT 

>, >, :;, 
~ ~ 

MALE F344 RATS "" "" "" ' ' ' m m m 
-" • -" • -" • ' • • ' • • ' • m • • m • • m • • • • • • E ~ • E ~ • E 

~ ·- ~ ·- ~ - 0 • ·- M • ·- ~ • • • • • • - • - • - 0 - 0 - ~ 

~ ~ 

ORGAN ~ X X ~ X X ~ X - 0 
0 - 0 0 - 0 

Lesion 
~ ~ 

QC QC QC 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP (continued) 

PENIS ( 1) -
LARYNX - -
MUSCLE, NOS - -

' i 

I 

' ! 
. I 
D 

Code: TS : terfflinal sacrifice SDMS ~ spontaneous death/moribund sacrifice 
not applicable ( ) n nu,.ber of animah for 11hich tissue was repn<;ented 

>, 
~ 

"" ' m 
• -" • • • ' • • • ll' • • • • 
~ • ~ ·- ~ -• ·- 0 • • • . • - -= -a, 
~ ~ 
X ~ X X 
0 - 0 0 
~ ~ 

QC 

- - -
( 1) - -
( 1) - I -

' 
' 

: 

I 

' 
I 

I 
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' • m • E • • 

~ 0 ·- . • 0 

-= .,. 
~ X - 0 

QC 

-
-
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~ 
I 
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~ ·-• • -
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0 
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( 2) ' 
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I -
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
RDX 0.0 mg/kg/day 

ORGAN 
Lesion 

BRAIN 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 
Hemorrhage, focal 

SPINAL CORD 
Leukemic infiltrates, lymphocytic 
Hemorrhage, focal 

PITUITARY 
Adenoma 

Carcinoma 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates. monocytic 
Cyst 
Hyperplasia, chromophobe-ce11 

EYE 
Keratitis, chronic, unilateral/ 

bilateral, focal 

C 
0 
•r ~ 

~ "' ~~ 

"' E u ~ 
uz 
« 

Code: I .. minirnal 
2 "' mild 

3 ,. moderate P " present 
4 ,. severe 

T..S.. "· .tr.rmir:~1-.sacr5 I'; r.~ 

N M "' "' 0 ~ 

~ ~ ~ ~ N N 

"' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' 0 g 0 @ 0 0 

"' "' "' "' 
N N N N N L 

p 

N N N N N N 

L L L N N L 
p p 

p 

p 

p 

NN MM NN NN NL LL 

N = within nor~al limits 
L ,. lesion present 

N M .,,. ~ "' N .,,. "' "' N N N N N M M M M 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' 0 0 0 0 @ @ 0 g 0 

"' "' "' "' "' "' 
N N N N N N N N N 

N N N N N N N N N 

L L L L L L N L N 
p p 

p 

p 

2 2 1 1 

NL NN NN NN NN NN NN NN NN 

M ,. tissue not present 
I ,. tissue section inadequate 

•. SQMS ~-.,·s,.a.(ltanP.'."115 .deat!,/rocibun_rl s;,._r,rifirP 

~ M .,,. 
"' 0 .,,. .,,. .,,. .,,. 

"' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' 0 0 g 0 0 

"' "' "' "' 
N N N N N 

N N N N N 

L L N L L 
p p 

p 

1 2 

NN NN NN NN NN 

* a spontaneous death 
** ,. moribund sacrifice 

contin11ed 
next page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

BRAIN 
Leukemic infiltrates, l vmohocvti c 

Leukemic infiltrates, monocvtic 

Hemorrhaae, focal 

SPINAL CORO 
Leukemic infiltrates, lvmohocvtic 

Hemorrhaqe, focal 

PITUITARY 
Adenoma 
Carcinoma 

Leukemic infiltrates, lymohocvtic 

Leukemic infiltrates, monocvtic 

Cvst 
Hvnerolasia, chromoohobe-cell 

C 
0 -~ ~ 
~ w 
~D 
w E 
u ~ 
uz 
"" 

- N M 
~ ~ ~ 
~ m m 

"' "' "' ' ' ' 0 0 0 
ro ro ro 

N N N 

N N N 

L N N 

p 

... "' "' 0 ... 
~ ~ ~ "' "' m m m m m 

"' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 ro ro ro ro ro 

N N N N N 

N N N N N 

N L L N N 

p 

p p 

1 I 

• ; 

• • ~ "' M "' - ro "' 0 - N - ro 

"' "' ----- ro ro ro - ... 
m m m m m m m m m m m m 

"' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 ro ro ro ro ro ro ro ro ro ro ro ro 

N N N N N N N N N N N L 

p 

3 

N N N N N N N N N N N N 

N N L L N M L N L L L L 
p p p 

p 

p 

1 2 

EYE . NL NN NN NN ,NN: ~··-~ r-1N~ NN,NM NN NN NN NL NN NL NL LL NN NN NL 

Keratitis, chronic, unilateral/ 

bilateral, focal 1 

Code: l = minimal 3 .. moderate P = present N " within normal limits H ~ tissue not present * 9 spontaneous death 
2 9 mild 4 = severe L = lesion present I = tissue section inadequate ** ~ moribund sacrifice 

continued 
next page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

BRAIN 

Leukemic infiltrates, 1ymphocytic 

Leukemic infiltrates, monocytic 

Hemorrhage, focal 

SPINAL CORD 
leukemic infiltrates, lymphocytic 

Hemorrhage, focal 

PITUITARY 

Adenoma 

Carcinoma 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Cyst 

Hyperplasia, chromophobe-cell 

EYE 
Keratitis, chronic, unilateral/ 

bilateral, focal 

C 
0 ·- '-~ ID 
~ .0 
ID E 
u " uz 
« 

Code: "' minimal 
mi Id 

3 .. moderate P "' present 

1 4 " severe 
TS= terminal sacrifice 

• • • • • • • • • • • • • • • • • • • • • • • • • co - N ~ 0 co .,,. 
~ M ~ w ~ "' M ~ 

~ w "' w ~ 0 - - M M M .,,. .,,. w ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

w w w w w w "' w w w "' w w w w 

' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
co co co co co co co co co "' "' "' "' "' "' 
N L N N N N N N N L N N N N N 

p p 

3 

N L N N N N N N N L N N N N N 

p p 

2 

N L L N L L N L L M N L L L N 
p p p p 

p 

p p 

p 

p 

l 2 

NN NN NN NN NN LL NN NN NN NN NN NN NN NN NL 

N " within normal limits M = tissue not present 

l lesion present 
SIJMS 

I = tissue section inadequate 
spontan~ous de~th/moribund sacrifice 

I 

* = spontaneous death 
•• = moribund sacrifice 

• u 
C • 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

EYE (continued) 

' 

Lens, cataract, unilateral/bilateral 

C 
0 -~ ~ 
~ w 
~D 
WE 
u ~ 
uz 
<C 

lens-induced inflammation, unilateral 

Deqeneration, retinal, unilateral/ 
bilateral 

OPTIC NERVE 

ADRENAL 
Pheochromocytoma, unilateral/bilateral 
Leukemic inflitrates, 1ymphocvtic, 

unilateral/bilateral 

Leukemic infiltrates. monocytic, 

unilateral/bilateral 

Cortex, hyperplasia, unilateral/ 

bilateral 

Cortex, necrosis, unilateral/bilateral, 

focal 

Cortex, metamorohosis, fatty, unilateral/ 

bilateral 

N -m 
w 
' D 

00 

NN 

LL 

p 

2 

M 00 "' D -- - - N N 
m m m m m 
w w w w w 
' ' ' ' ' D 0 D D D 

00 00 00 00 00 

p p 

3 2 

MM NN NN NN NN 

LL NL NL NL LL 
p 

p p 

l l l l 

Code: I = mini111al 3 .. moderate P "' present N = within normal limits 
2 ,. mild 4 : severe L ,. lesion present 

N M .,. 
~ "' N .,. 

"' "' - M .,. w D 
N N N N N M M M M .,. .,. .,. .,. m 
m m m m m m m m m m m m m m 
w w w w w w w w w w w w w w 

' ' ' ' ' ' ' ' ' ' ' ' ' ' D D D D D D D D D D D D D D 

"' 00 00 00 00 00 00 "' 00 "' 00 "' 00 00 

p 

NM NN NN NN NN NN NN NN NN NN NN NN NN NN 

LL NN NL LL NN LL LL LL LL LL LL LL LL NN 
p p p p p p 

p p p 

l 2 l 2 l l 

M ~ tissue not present • ~ spontaneous death 
I ~ tissue section inadequate ** 9 moribund sacrifice 

continued 
next page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

EYE (continued) 
Lens, cataract, unilateral/bilateral 

C 
0 ·- ... 
~ " ~n 
" E u ~ 
uz 
<C 

Lens-induced inflammation, unilateral 

Degeneration, retinal, unilateral/ 

bilateral 

- N M ... 
m m m m 
m m m m 

"' "' "' "' ' ' ' ' 0 0 0 0 

"' "' "' "' 

"' "' 0 ... m "' M "' m m "' "' "' "' ~ ~ m m m m m m m m 

"' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' 

p 

• • 
~ "' "' 0 - N - "' ~ ~ ~ "' "' "' - ... 
m m m m m m m m 

"' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 g 0 

"' "' ro ro ro ro ro 

0 0 0 0 0 

0 

, , , , 

OPTIC NERVE NN NN NN NN NN NN NN NN NM NN NN N" .,.,1 .,.,I .,.,I ,,.,1 ... . .. ... •I.,., 

ADRENAL NN NN LL NL LL NL LL LL NN NL NL LL 'NN N '" 
Pheochromocytoma, unilateral/bilateral 

Leukemic inflitrates, lymohocvtic, 
unilateral/bilateral 

Leukemic infiltrates, monocvtic, 

unilateral/bilateral 

Cortex, hyperplasia, unilateral/ 

bi 1 at era 1 

Cortex, necrosis, unilateral/bilateral, 

focal 

Cortex, metamorohosis, fattv, unilateral/ 

bi 1 atera 1 

Code: t ,. raini111al 
2 .. mild 

3 • moderate P = present 
4 = severe 

-"'- · - tr.rr~ SilC • r· ~ 

N " within 
L ~ lesion 

p p 

p p p 

3 

3 

3 1 1 1 
normal limits M " tissue not present 
present I z tissue section inadequate 

·~11'\S ---.ntJr,,'"'· r!P.at~.f._.,<'!rib1.•.n'1 ucrifir,. 

' '" 
I.,, ,. 

" " 
p I ' 

io 

0 

• 

• ~ spontaneous death 
•• ~ moribund sacrifice 

continued 
next page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

C 
0 -~ 
~ 

~ 

"' ~ .0 

"' E 
u ~ ORGAN 

Lesion uz 
d'. 

EYE (continued) 

Lens, cataract, unilateral/bilateral 

Lens-induced inflannnation, unilateral 

Deqeneration, retinal, unilateral/ 

bilateral 

OPTIC NERVE 

ADRENAL 
Pheochromocytoma~ unilateral/bilateral 

Leukemic inflitratesJ_Jymphocytic, 
unilateral/bilateral 

Leukemic infiltrates, monoc1_tic, 

unilateral/bilateral 

Cortex, __ hyp~~lasia, unilateral/ 

bilateral 

Cortex, necrosi_~ unilateral/bilateral, 

• • • • • • • • • • • • • • • • • • • • • • • • • co - N ~ 0 co ST m M m "' ~ ~ M m 
m "' "' "' ~ 0 - - M M M ST .,. 

"' ~ m m m m m m m m m m m m m m m 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
co co co co co co co a:, co co co co co co co 

p 

3 3 

NNI NNI NMI NN INN I NNI NNI NNI NNI NNI NN INN I NNI NNINN 

LL LL NN NL NL NN LL LL LL LL LL NL LLI LLI LL 
p p p p p p 

I 

p I I p IP 

I i pi p 
I 

' I I ' 

• u 

" • 
V ·-u 

" -
~ -

7/37 

2/37 

5/37 

10/38 

1/38 

9/38 

1/38 

f-- focal I I I I I i ; i ' I I I . I I . I I I I 
Cortex ~--'!)_~tamorphosi s, fatty, uni l atera 1 / ! 

1 1 
I I 

1/38 

Cede: 

bilateral 

= minimal 
2 .. mild 

3 " moderate P ., present 

4 ,. severe 
T<; ~ !~r'"j"_,l r_;urifir,. 

N = within normal limits 
l = lesion present 

1 I 1 3 I 3 2 I 3 

M = tissue not present 
t = tissue section inadequate 

2 

<:nM<: = •-n""~~nPnu~ d,,:.th/mnrihund ""rri Fir,. 

15/38 

" "' spontaneous death 
** = moribund sacrifice 

• u 

" • V ·-u 

" -
~ 
~ 
0 
~ 

2/17 

0/17 

3/17 

7/17 

3/17 

3/17 

0/17 

0/17 

9/17 

'" 0 



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

ADRENAL (continued) 
Cortex. anaiectasis. unilateral/ 

bi 1 atera 1 focal 

C 
0 ·- ~ ~ <U 
~ .0 
<U E 
u => 
uz 
<( 

Medulla. hvnerolasia focal/multifocal 

unilateral/bilateral 
Extamedullarv hematonoiesis focal/ 

multifocal. unilateral/bilateral 

Anaiectasis with fibrosis 

SPLEEN 
Malianant lvmnhoma 

Monocvtic leukemia 
Hemanniosarcoma 

Conaestion. diffuse 

Fibrosis- focal 
Increased extramedullarv hematonoiesis 

Increased niament. diffuse 

Accessorv snleen 

N M ro m - - - -~ ~ ~ ~ 

"' "' "' "' ' ' ' ' 0 0 0 0 
ro ro ro 00 

L L N L 

p p 

l 

0 - N M ..,. 
~ m N 

N N N N N N N M 
~ ~ ~ ~ ~ ~ ~ ~ 

"' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 
00 00 00 00 00 ro 00 00 

3 

l l 

L L L L L L N L 

p p p p p p p 

..,. ro m - M ..,. 
"' 0 

M M M ..,. ..,. ..,. ..,. ~ 
~ ~ ~ ~ ~ ~ ~ ~ 

"' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' 0 0 0 0 0 ~ 0 0 
00 00 00 00 00 00 00 

l 

L N L L L L L L 

p p p p p 

2 2 

Code: l " minimal 
2 = mild 

3 ,. moderate P = present N = within normal lh1its l'I "' tissue Mt present *,. spontaneous death 
4 ,. severe L .. lesion present [ = tissue sec~i<Jn inadequate .,.. = moribund sacrifice 

T5 :<.t~rni~-,~-1 -·~r.r~r;~n_ ,_, (;n~s -'"-~"-'l.t~ne~•15 ~f?,1th1:.··_'.!Junrl _<;~.!;_rifi_r,e 

continued 
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L06121 SN6 HISTOPATHDLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX D.D mg/kg/day 

ORGAN 
lesion 

ADRENAL (continued) 

• 

Cortex. angiectasis, unilateral/ 

bilateral, focal 

C 
0 ·~ ~ 
~ w 
~ .0 
w E 
u ~ 
uz 
d'. 

~- Medulla, hyperplasia, focal/multifocal, 

unilateral/bilateral 

Extamedullary hematopoiesis, focal/ 

multifocal, unilateral/bilateral 

~-Angiectasis with fibrosis 

SPLEEN 
Malignant lymphoma 
Monocytic leukemia 

Hemangiosarcoma 

Congestion, diffuse 

Fibrosis, focal 

Increased extramedullary hematoooiesis 

Increased pi qment, diffuse 

Accessory soleen 

~ N M <T 
~ ~ ~ m 
m ~ ~ ~ 
co co co co 

' ' ' ' 0 0 0 0 

"' "' "' "' 

N L L L 

p 

2 
3 

co 0, 0 <T m co M co ~ 
m m co co co co ~ ~ ~ 
m m ~ m ~ m m m ~ 
co co co co co co co co co 

' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' 

2 2 

1 

L N L N L L L L L 

p p p p p p 

• 

' ' ; ; ~. 
3 

p 

• • "' 0, 0 ~ N ~ "' ~ ~ "' "' "' ~ <T 
m ~ m ~ ~ m ~ 
co co co co co co co 

' ' ' ' ' ' ' 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' 

p 

L L L L L N L 

p p p p p 

Code: .. 111inimal 3 .. moderate P = present N = within normal limits M = tissue not present * " spontaneous death 
2 ,. rnild I+ .. severe l " lesion present I " tissue section inadequate u ~ moribund sacrifice 

continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

ADRENAL (continued) 
Cortex, anaiectasis, unilateral/ 

bilateral, focal 

C 
0 -~ ~ 
~ <U 
~ .0 
<U E 
u => 
uz 
« 

Medulla, hvoerolasia, focal/multifocal, 

unilateral/bilateral 
Extamedullarv hematoooiesis, focal/ 

multifocal, unilateral/bilateral 

Anaiectasis with fibrosis 

SPLEEN 
Malianant lymnhoma 
Monocytic leukemia 
Hemangiosarcoma 
Congestion, diffuse 
Fibrosis, focal 
Increased extramedullary hematopoiesis 
Increased pigment, diffuse 

Accessory spleen 

• "' U'> 
U'> 

"' ' 0 

"' 

L 

p 

• • • • - N ~ 0 

"' "' "' ~ U'> U'> U'> U'> 

"' "' "' "' ' ' ' ' 0 0 0 0 

"' "' "' "' 

L L N L 
p 

2 2 

• • • • • • • • • • • • • • • • 
"' 

.,,. U'> M U'> "' ~ "' 0 - - M M M 
.,,. .,,. 

U'> U'> U'> U'> U'> U'> U'> U'> 

"' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' 0 g g 0 g g 0 0 

"' "' "' "' 

1 

N L L L L L L L 
p p p 

p p 

p 

3 

3 

• • • • M U'> 

"' ~ U'> U'> 

"' "' ' ' 0 0 

"' "' 

L L 
p p 

l ,. minimal 3 ,. moderate P .. present N = 11ithin normal limits M = tissue not present * = spontaneous death 

• 0 
C 

• 
~ 
a 
0 

= 
~ 

1/38 

2/38 

4/38 

l /38 

0/38 

25/38 

0/38 

3/38 

l /38 

2/38 
0/38 

l /38 

Code: 
2 ,. mild 4 = severe L = lesion present I "' tissue section inadequate O 

.. moribund sacrifice 
TS ~ terminal sacrifice SOHS = spontaneous death/moribund sacrifice ... 

• 0 
C • 
~ 
,a 

0 
C -
~ 
~ 
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~ 

0/17 

0/17 

l /17 

0/17 

_?L~ 
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l /17 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

PANCREAS 
Islet cell adenoma 

Acinar cell adenoma 

Leukemic infiltrates, lvmohocvtic 

leukemic infiltrates, monocvtic 

Hvnerolasia, islet cell, focal 

~ 
0 -~ ~ 
~ "' ~ .0 
a, E 
u ~ 
uz 
<( 

Atroohv, acinar cell, focal/multifocal 

Lvmnhoid infiltrates, interstitial 

Ductal ectasia, focal 

MESENTERIC LYMPH NODE 
Monocvtic leukemia 

Malionant lvmohoma 

Lymphoid hvoernlasia 

Anaiectasis, focal/multifocal 

TESTIS 
Interstitial cell tumor, unilateral/ 

bilateral 

N -m 

"' ' 0 

"' 
L 

p 

2 

L 
p 

LL 

p 

M "' "" 0 -- - - N N 
m m m m m 

"' "' "' "' "' ' ' ' ' ' 0 0 0 ~(g 
"' "' "' 
L N N L L 

p p 

3 

L N N N L 
p p 

LL LL LL LL LL 

p p p p p 

Code: l "' minimal 
2 ,. mild 

J " moderate P ,_ present N ,. within normal limits 
4 " severe l ,. lesion present 

N M s,- ~ "' N s,- "' "' - M s,- "' 0 
N N N N N M M M M s,- s,- s,- s,- m 
m m m m m m m m m m m m m m 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' 
L L L L N N L L N N N N N N 

p p p 

3 3 3 2 
l 2 

2 

L N N N N N N N N N N L N N 
p 

2 

LL LL LL LL LL LL LL NN LL LL LL LL NL LL 

p p p p p p p p p p p p 

M = t!~sue not present • = spontaneous death 
"' ~ • .;:;"~ .;cction inadequate ** = moribund sacrifice , __ , ____ ,c, __ 

<,nue ----•-••-"• ,1_.,kl---:k .. n.l ••--;f:--

continued 
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LD6121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL RE PORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

PANCREAS 
Islet cell adenoma 
Acinar cell adenoma 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 
Hyperplasia, islet cell, focal 

C 
0 ·- ~ ~ w 
~~ 

WE 
u ~ 
uz 

"" 

Atrophy, acinar cell, focal/multifocal 

Lymphoid infiltrates, interstitial 

Ouctal ectasia, focal 

MESENTERIC LYMPH NODE 
Monocytic leukemia 
Malignant lymphoma 

Lymphoid hyperplasia 
Angiectasis, focal/multifocal 

TESTIS 
Interstitial cell tumor, unilateral/ 

bilateral 

Code: 1 = minimal 
2 = mild 

3 .. moderate P = present 
4 .. severe 

V "":erm·-- ' ,;;icr·-~: -

- N ,.., 
"' "' "' 0 "' m "' 

,.., 
"' ~ <X) "' m m m m m m "' "' "' "' ~ ~ ~ ~ ~ m m m m m m m m m m m m m m m 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
<X) <X) <X) <X) <X) '° '° '° '° '° <X) '° '° '° '° 
L N L L L L N N L L N L L L L 

p 

p 

2 2 2 2 
l 3 3 3 2 3 2 3 

2 

N N N N L N N N N N N N N N N 
p 

LL LL LL LL LL LL LL LL LL LL LL LL LL LL LL 

p p p p p p p p p p p p p p p 

N "'~ithin normal liinits M ,. tissue not present 
L m lesion present I = tissue section inadeQuate 

.ro,11s ,,.. ·-•-.t~rir ., deat!:-./.,,,_,-ibun.rl <"-1.':rifie .. 

• • 0 - N - <X) 
<X) <X) <X) - "' m m m m m 

"' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 

'° '° '° '° '° 
N L L N N 

p 

2 
2 

N L L L N 

p 

2 3 

' 
NL LL LL LL LL 

p p p p 

* : spontaneous death 
** ~ moribund sacrifice 

continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

PANCREAS 

Islet cell adenoma 

Acinar cell adenoma 

' 

Leukemic infiltrates. lvmnhocvtic 

Leukemic infiltrates monocvtic 

H"nernlasia. islet cell. focal 

C 
0 -~ ... 
~ "' ~D 

"' 6 u~ 
uz 

"" 

Atronh" acinar cell foe al /mul t if oca 1 

Lvmchoid infiltrates interstitial 

Ductal ectasia. focal 

MESENTERIC LYMPH NODE 

Monocvtic leukemia 

Malionant lvmohoma 

Lvmohoid h.,ner• lasia 

Anqiectasis, focal/multifocal 

TESTIS 
Interstitial cell tumor. unilateral/ 

bi 1 at era l 

Code: I ., minimal 
2 .. mi id 

3 " moderate P = prl!sent 
4 • severe 

T~ - ~~r,.;n~I • .. vr;f;rp 

• • • • • • • • • • • • • • • • • • • • • • • • • ro ~ N ~ 0 ro q ~ M ~ "' ~ "' M ~ 
~ "' "' "' ~ 0 ~ ~ M M M q q "' ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
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2 

3 2 2 2 1 2 
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p ·P p 

p p p p p p 

2 

LL LL LL NN NN LL LL LL .LL LL MM NL LL LL LL 

p p p p p p p p p p 

N = within normal limits M = tissue not present 
L ., lesion present I " tissue section inadequate 

SOMS =' <;oontaneou-: death/morihund •,acrifice 
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~ 

·" u 
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~ -
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1/38 
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4/38 
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2/38 

2/38 
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* = spontaneous death 
•• ~ moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

TESTIS {continued) 

C 
0 ·- ~ ~ ., 
~ .0 
<U E 
u ~ 
uz 

"" 

Hyperolasia, interstitial cell, focal, 
unilateral/bilateral 

Germinal cell deoeneration. focal/ 

multifocal/diffuse, unilateral/ 
bi 1 atera 1 

Tubules, atronhv, comnression, 

focal/multifocal/diffuse, 

unilateral/bilateral 

PROSTATE 
Adenoma 
Leukemic infiltrates, monocvtic 
Hyoerolasia, adenomatous, focal 
Inflamation, subacute, focal 
Inflammation, chronic-active 
Inflammation, sunnurative 

N "' ro °' 0 - - - - N 
m m m m m 

"' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 
ro "' ro ro ro 
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3 
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3 3 3 3 

L N N N N 
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- N "' 
.,. ~ = N .,. "' N N N N N N "' "' "' m m m m m m m m m 
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"' ro ro "' "' "' "' "' ro 

2 3 

3 

3 3 3 3 3 3 3 3 

N N N L L N N N L 

l 
2 2 

Code: l ,. minimal 3 • moderate P ~ present N "' within nor111al limits M = tissue not present 

2 " mild t, ,. severe l = lesion present I ,. tissue section inadequate 

-term" ~;icr '"JMS .;· - ·~t.11n <!eat·''- ~ibu,~ · "crif· 

°' "' m 

"' ' 0 ro 

3 

N 

- "' 
.,. 

"' 0 .,. .,. .,. .,. m 
m m m m m 

"' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 
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2 
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N L N N L 

l 2 

* • spontaneous death 
** ~ moribund sacrifice 

continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

TESTIS lcontinuedl 

" 0 -~ ~ 
~ <U 
~D 
<U E 
u ~ 
uz 
« 

H"nernlasia interstitial cell focal 

unilateral/bilateral 

Germinal cell deoeneration focal/ 
multifocal/diffuse. unilateral/ 

bi 1 at era 1 

Tubules atronh" comnression 

focal/multifocal/diffuse 
unilateral/bilateral 

PROSTATE 
Adenoma 

Leukemic infiltrates monocvtic 
Hvnerolasia. adenomatous focal 

Infla11111ation. subacute. focal 

InflaITlllation chronic-active 

Infla11111ation. sunnurative 

Code: t '" 1Rini111al 3 .. moderate P = present 
2 • mild 4 $ severe 

• • - N M .,. 
"' "' 0 .,. ~ "' M "' ~ "' "' 0 - N - "' ~ ~ ~ ~ ~ ~ "' "' "' "' ~ ~ ~ ~ ~ "' "' 00 - .,. 

~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' • ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
00 00 00 00 00 00 00 a, 00 a, 00 00 00 00 00 a, 00 00 a, 00 
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3 3 
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i 

L L L N L [ L N L N N N L N L L N L N N N . 
p ~-i . I ' 

I 
. ' l l 1 1 1 2 1 l 2 2 

' 

N = within normal limits 1't ,. tissue not present * .. spontaneous death 
L = lesion preser.t I .. tissue section inadequate *'"· - 111oribund sacrifice 

continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

TESTIS (continued) 

C 
0 -~ ~ 
~ "' 
~ .0 
w E 
u " uz 
« 

Hyoero1asia, interstitial cell, focal, 
unilateral/bilateral 

Germinal cell deqeneration, focal/ 

multifocal/diffuse, unilateral/ 

bi 1 at era 1 

Tubules, atrophy, compression, 

focal/multifocal/diffuse, 
unilateral/bilateral 

PROSTATE 
Adenoma 
Leukemic infiltrates, monocytic 
Hyperplasia, adenomatous, focal 

Inflammation, subacute, focal 

Inflammation, chronic-active 

Inflammation, suppurative 

Code: 1 " 111inimal 
2 = mild 

3 " moderate P • present 
I+ ,. severe 

TS" ~~rmin1\ sacrifice 

• • • • • • • • • • • • • • • • • • • • • • • • • co - N ~ 0 co .,. 
~ M ~ co ~ "' M ~ 

~ co co co ~ 0 - - M M M .,. .,. co ~ 
~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

EPIDIDYMIS 

Soermatic oranuloma(s). focal. 
unilateral/bilateral 

Diminution of sperm in ducts, 

unilateral/bilateral 
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Absence of sperm in ducts, unilateral/ 
bilateral 

Cellular debris in ducts, unilateral/ 

bi 1 atera l 

SEMINAL VESICLE 
Leukemic infiltrates, lvmohoc.vtic 

Leukemic infiltrates, monocvtic 

~URINARY BLADDER 
Transitional cell carcinoma 
Leukemic infiltrates, lvmohocytic 

Leukemic infiltrates, monocvtic 

Lvmohoid annreqates, submucosal, focal 
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Code: l ,. minimal J • 111oderate P = present N = within normal limiits M = tissue not present * = spontaneous death 
2,. mild I+ .. severe l = lesion present I= tissue section inadequate **=moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

EPIDIDYMIS 
Snermatic oranulomafs). focal. 

unilateral/bilateral 

Diminution of s• erm in ducts 

unilateral/bilateral 
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Absence of soerm in ducts. unilateral/ 

bilateral 

Cellular debris in ducts unilateral/ 

bilateral 

SEMINAL VESICLE 
Leukemic infiltrates. 1•,,.,,nhocvtic 

Leukemic infiltrates monocvtic 

URINARY BLADOER 
Transitional cell carcinoma 
Leukemic infiltrates. lvmnhocvtic 

Leukemic infiltrates monocvtic 

Lvmnhoid annrenates. submucosal. focal 
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3 .. ,noderate P = present N ,. within normal limits M ,. tissue not present * = spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

EPIDIOYMIS 

' 

Soermatic oranuloma(s), focal, 

unilateral/bilateral 

Diminution of soerm in ducts, 

unilateral/bilateral 
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Absence of snerm in ducts, unilateral/ 

bilateral 
Cellular debris in ducts, unilateral/ 

bilateral 

SEMINAL VESICLE 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

URINARY BLADDER 
Transitional cell carcinoma 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 
Lymphoid aaareqates, submucosa1, focal 
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L06121 SN6 H[STOPATHOLOGY LESlON SEVER[TY lNClOENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

LUNG-MAlNSTEM BRONCHI 
Alveolar adenoma 
Bronchiolar-alveolar adenoma 

Leukemic infiltrates, lvmohocvtic 

Leukemic infiltrates, monocvtic 
Adenomatosis, focus 
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Alveolar macroohaoes, foca1/mu1tifocal/ 

diffuse 
Lymohoid infiltrates, 

peribronchial/iolar, focal 
Hemorrhaqe, focal/multifocal 

Osseous metaolasia, focal/multifocal 

ESOPHAGUS 

TRACHEA 
Inflammation, chronic 

Mucocele(s}, submucosal, focal 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

LUNG-MAINSTEM BRONCHI 
Alveolar adenoma 
Bronchiolar-alveolar adenoma 
Leukemic infiltrates, lymphocytic 
Leukemic infiltrates, monocytic 
Adenomatosis, focus 
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Alveolar macrophages, focal/multifocal/ 
diffuse 

Lymphoid infiltrates, 
peribronchial/iolar, focal 

Hemorrhage, focal/multifocal 

Osseous metaplasia, focal/multifocal 

ESOPHAGUS 

TRACHEA 
Inflammation, chronic 

Mucocele(s), submucosal, focal 
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Code: I = •inintal 
2 • mild 

J • moderate P = present If ,. within nornl limits M ,. tissue not present * .. spontaneous death 
4 = severe L .. lesion present I = tissue section inadequate ••.,, moribund sacrifice 

TS • termin~l s~crificP. SDMS ~ spontaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL RE PORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

LUNG-MAINSTEM BRONCHI 

Alveolar adenoma 

Bronchiolar-alveolar adenoma 

Leukemic infiltrates. lymphocytic 

Leukemic infiltrates, monocytic 

Adenomatosis, focus 
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Alveolar macrophages, focal/multifocal/ 

diffuse 
lymphoid infiltrates, 

peribronchial/iolar, focal 

Hemorrhage, focal/multifocal 

Osseous metaplasia, focal/multifocal 

ESOPHAGUS 

TRACHEA 

Inflammation, chronic 
Mucocele(s), submucosal, focal 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

THYROID 
C-cell adenoma. unilateral 

Follicular cvstadenoma. unilateral/ 

bilateral 

Leukemic infiltrates, lvmohocvtic, 
bilateral 

Hvnernlasia. C-cell, unilateral/ 

bilateral. focal 
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cvstic follicle(s), unilateral/bilateral 

PARATHYROID 
Adenoma. unilateral/bilateral 

H"neralasia. unilateral/bilateral 

HEART 
Leukemic infiltrates, lvmohocvtic 
Leukemic infiltrates, monocytic 

Mvocarditis, chronic, focal/multifocal 

Auricular thrombosis 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
F !NAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

THYROID 
C-cell adenoma, unilateral 

Follicular cvstadenoma, unilateral/ 

bi l atera 1 

Leukemic infiltrates, l=nhocvtic. 
bilateral 

Hvnerolasia, C-cell, unilateral/ 
bilateral, focal 
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Cvstic follicle(s), unilateral/bilateral 

PARATHYROID 
Adenoma, unilateral/bilateral 

Hvnerolasia, unilateral/bilateral 

HEART 
Leukemic infiltrates, lvmohocvtic 

Leukemic infiltrates, monocvtic 
Mvocarditis, chronic, focal/multifocal 

Auricular thrombosis 

- N M " ~ ~ ~ ~ 
~ ~ ~ ~ 

"' "' "' "' ' ' ' ' D D D D 
<X) <X) <X) <X) 

NL NN LL NN 

2 
p p 

NN NM NN NN 

L L L L 

2 2 2 2 

"' "' D " ~ "' M "' ~ ~ "' "' "' "' ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

"' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' D D D D D D D D 
<X) <X) <X) <X) <X) <X) <X) <X) 

NN NL NL NL NN NL NN NN 
p 

2 
p p p 

NN NN NN NN NN NN NN NN 

L L L L L L L L 

p 

2 2 1 1 2 2 l 2 

• • ~ <X) "' D - N - <X) 
~ ~ ~ <X) <X) <X) - " ~ ~ ~ ~ ~ ~ ~ ~ 

"' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' D D D D D D D D 
<X) <X) <X) <X) <X) <X) <X) <X) 

NN NN NL LL LL NN LL NN 
p 

1 
p p p 

NN NN NM NM NM NL NM NN 

2 

L L L L L L L L 
p 

p p 

2 2 1 l l l 2 2 

Code: = minimal 
2 ~ mild 

3 ,. moderate P ,. present N "' within normal limits M ,. tissue not present • ,. spontaneous death 
4 ,. severe l " lesion present I ,. tissue section inadequate ** ., moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX o.o mg/kg/day 

ORGAN 
Lesion 

THYROID 
C-cell adenoma, unilateral 
Follicular cystadenoma, unilateral/ 

bilateral 

Leukemic infiltrates, lymahocytic, 

bi 1 atera 1 
Hyperplasia, C-cell, unilateral/ 

bi 1 atera 1 , foe a 1 
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Cystic follicle(s), unilateral/bilateral 

PARATHYROID 
Adenoma, unilateral/bilateral 

Hyperplasia, unilateral/bilateral 

HEART 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 
Myocarditis, chronic, focal/multifocal 

Auricular thrombosis 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

LIVER 

Neoplastic nodule 

Hepatocellular carcinoma 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

~ 
0 ·~ ~ 
~ "' ~D 
w E 
u ~ 
~z 

Focus/foci of hyperplasia with cystic 

degeneration 

Area(s) of hyperplasia with cystic 

degeneration 

Foci of cellular alteration-basophilic 

Foci of cellular alteration-eosinophilic 

Area of cellular alteration-clear cells 

Foci of cellular alteration-mixed cells 

Necrosis, random, focal 
Necrosis, liquefaction, focal/multifocal 

Necrosis, centrilobular, agonal, 

focal/multifocal/diffuse 

Bile duct proliferation, focal/ 

multifocal/diffuse 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

LIVER 
Neoplastic nodule 

Hepatocellu1ar carcinoma 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 
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Focus/foci of hyperplasia with cystic 

degeneration 
Area(s} of hyperplasia with cystic 

degeneration 
Foci of cellular alteration-basophilic 
Foci of cellular alteration-eosinophilic 

Area of cellular alteration-clear cells 
Foci of cellular alteration-mixed cells 
Necrosis, random, focal 
Necrosis, liquefaction, focal/multifocal 

Necrosis, centrilobular, agonal, 

focal/multifocal/diffuse 

Bile duct proliferation, focal/ 

multifocal/diffuse 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

LIVER 

Neoo1astic nodule 
Heoatocellular carcinoma 

Leukemic infiltrates, lvmnhocvtic 

Leukemic infiltrates, monocvtic 
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Focus/foci of hvnerolasia with cystic 

deqeneration 
Area{s) of hvoerolasia with cystic 

deaeneration 
Foci of cellular alteration-basoohilic 

Foci of cellular alteration-eosinoohilic 

Area of cellular alteration-clear cells 
Foci of cellular alteration-mixed cells 

Necrosis, random, focal 

Necrosis, liquefaction, focal/multifocal 

Necrosis, centrilobular, agonal, 
focal/multifocal/diffuse 

Bile duct proliferation, focal/ 

multifocal/diffuse 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

LIVER !continued! 
Cholanniofibrosis. focal/multifoca1 
Metamorohosis. fatt" nerinortal I 

centrilobular/random focal/ 

multi focal/diffuse 

Mononuclear cell infiltrates. 
sinusoidal diffuse 

Extramedullarv hematoooiesis focal' 

multi focal 

KIDNEY 

Leukemic infiltrates lvmnhocvtic. 

unilateral/bilateral 
Leukemic infiltrates. monocvtic 

bi 1 atera l 

Neohrooathv chronic bi 1 atera l 

Infla1T1T1ation. l"mnhocvtic bi l atera 1 

Cortex increased ni nment. bi1 at era 1 

Cortex. orotein resorntion dronlets 

bilateral 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

LI VER (continued) 
Cho1anniofibrosis. focal/multifocal 

Metamornhosis fattv nerinortal/ 

centrilobular/random. focal/ 

multi focal/diffuse 
Mononuclear cell infiltrates. 

sinusoidal diffuse 

Extramedullar~ hematoooiesis, focal/ 

multi focal 

KIONEY 
Leukemic infiltrates 1\Jmrhocvtic. 

unilateral/bilateral 
Leukemic infiltrates. monocvtic. 

bilateral 
Neohrooathv chronic. bilateral 
Inflammation. lvmnhocvtic. bilateral 

Cortex increased ninment- bilateral 
Cortex. nrotein resorntion droolets, 

bilateral 
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L06121 SN6 HISTDPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 

Cholanaiofibrosis. focal/multifocal 
Metamornhosis fatt" neri • ortal/ 

centrilobular/random focal/ 

multifocal/diffuse 
Mononuclear cell infiltrates. 

sinusoidal. diffuse 
Extramedullarv hematopoiesis, focal/ 

multifocal 

KIONEY 
Leukemic infiltrates, 1vmohocvtic, 

unilateral/bilateral 
Leukemic infiltrates, monocvtic, 

bilateral 

Nephropathy, chronic, bilateral 

Inflarrmation, lvmohocvtic, bilateral 
Cortex, increased oi ament, bi 1 atera 1 

Cortex, protein resorption droplets, 

bi l atera 1 
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Code: 3 .. moderate ? = present ff = 11ithin normal limits M = tissue not present 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

KIDNEY (continued) 
Mineralization uremic bilateral 
Cvst cortical uni l atera 1 

STOMACH 
Leukemic infiltrates. lvmohocvtic 

Leukemic infiltrates monocvtic 

Mucosal ulcer(s). forestomach 

Micronranuloma. forestomach 
Mucosal ulcer(sL olandular re<Jion 

Mucosal erosionfs) nlandular reaion 

Mineralization. uremic 

DUODENUM 
Leukemic infiltrates 1 vmnhocvt i c 

JEJUNUM 

ILEUM 
leukemic infiltrates lvmnhocvtic 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

KIDNEY (continued) 
Mineralization uremic. bilateral 

Cvst. cortical uni 1 atera 1 

STOMACH 
Leukemic infiltrates. lvmohocvtic 
Leukemic infiltrates monocvtic 

Mucosal ulcer(s). forestomach 
Microaranuloma. forestomach 

Mucosal ulcer(s) nlandular renion 

Mucosal erosion(s). olandular renion 

Mineralization. uremic 

DUODENUM 
Leukemic infiltrates lvmohocvtic 

JEJUNUM 

ILEUM 
Leukemic infiltrates. l·-~hocvtic 
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L06121 SN6 H!STOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

KIDNEY (continued) 
Mineralization. uremic, bilateral 

Cyst. cortical, unilateral 

STOMACH 
Leukemic infiltrates, lymphocytic 
Leukemic infiltrates, monocytic 

Mucosal ulcer(s), forestomach 

Microgranuloma. forestomach 
Mucosal ulcer(s), glandular region 
Mucosal erosion(s), glandular region 

Mineralization, uremic 

DUODENUM 
Leukemic infiltrates, lymphocytic 

JEJUNUM 

ILEUM 
Leukemic infiltrates, lymphocytic 
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4 = severe 

1S = terminal sacrifice 
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N = within normal limits M = tissue not present 
L = lesion present I = tissue section inadequate 

SOHS = spontaneous death/moribund sacrifice 
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•• = moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
lesion 

CECUM 
Nematode narasites in lumen 

Inflarrmation with ulceration 
Mineralization, uremic 

COLON 
Leukemic infiltrates, monocytic 

Nematode parasites in lumen 

RECTUM 
Nematode narasites in lumen 

SKIN 
Dermal fibroma 

Keratoacanthoma 

Papilloma 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Inflammation, chronic, focal 
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4 .. severe l 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

CECUM 

Nematode narasites in lumen 
Inflammation with ulceration 
Mineralization uremic 

COLON 

Leukemic infiltrates monocvt.ic 

Nematode aarasites in lumen 

RECTUM 
Nematode narasites in lumen 

SKIN 

Dermal fibroma 
l(eratoacanthoma 
Paoilloma 
I eukemi c infiltrates 1 vmohocvt i c 

1 eukemi c i nfi 1 trates monocvtic 

Infla111T1ation. chronic focal 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

CECUM 

Nematode parasites in lumen 

Inflammation with ulceration 

Mineralization, uremic 

COLON 

Leukemic infiltrates, monocytic 

Nematode parasites in lumen 

RECTUM 

Nematode parasites in lumen 

SKIN 

Dermal fibroma 

Keratoacanthoma 

Papilloma 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Inflammation, chronic, focal 

HI STOPATIIOLOGY LES ION SEVER ITV INC !DENCE TABLE 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

MAMMARY GLANO 
Fibroadenoma 

Galactoceles 

STERNUM 

BONE MARROW 
Leukemic inffltrates, lymphocytic 

Leukemic infiltrates, monocytic 
Myelofibrosis, focal 
Hypoce 11 ul ar 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 

HARDERIAN GLAND 
Oacryoadenitis, unilateral 

ZYMBAL'S GLANO 
Carcinoma 
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Code: 1 ,. minimal 
2 ,. mild 

J = moderate P = present N = within normal limits 11 = tissue not present * "' spontaneous death 
4 = severe l = lesion present I = tissue section inadequate •• = moribund sacrifice 

T<; = tcr..,ina\ sacrifice SDMS ~ spont~neous rl~ath/moribund sacrifice 

continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

MAMMARY GLAND 
Fibroadenoma 

Galactoceles 

STERNUM 

BONE MARROW 
Leukemic infiltrates, l•tmnhocvtic 

Leukemic infiltrates, monocvtic 

Mvelofibrosis, focal 

Hvoocellular 

TISSUES NOT SPECIFICALLY REOUIRED 
BY PROTOCOL FOR ANY GROUP 

HAROERIAN GLAND 
Oacrvoadenitis, unilateral 

ZYMBAL'S GLAND 
Carcinoma 

C 
0 ·- ~ ~w 
~D 
w E 
u ~ 
uz 
<( 

- N M .,,. 
~ ~ ~ ~ 
~ ~ ~ ~ 
<O <O <O <O 

' ' ' ' 0 0 0 0 
a, a, a, a, 

N N N N 

N N N N 

N N N N 

L 
p 

<O "' 0 .,,. ~ <O M <O 
~ ~ <O <O <O <O ~ ~ 
~ ~ ~ ~ ~ ~ ~ ~ 
<O <O <O <O <O <O <O <O 

' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 
a, a, a, a, a, a, a, a, 

N L N N N N N N 
p 

N N N N N N N N 

N N N N N N N N 

' 

~ 
~ 
~ 
<O 

' 0 
a, 

L 

p 

N 

N 

Code: 3 " moderate P = present N = within normal limits M = tissue not present 

a, 
~ 
~ 
<O 

' 0 a, 

N 

N 

L 

2 

1 = 111inimal 
2 "mild 4 " severe L = lesion present I " tissue section inadequate 

"' ~ ~ 
<O 

' 0 
a, 

N 

N 

N 

T'i = terminal sacrifice SDHS., soontanl'OUS death/111oribund sacr;i:,.e 

• • 0 - N - a, 
a, a, a, - .,,. 
~ ~ ~ ~ ~ 
<O <O <O <O <O 

' ' ' ' ' 0 0 0 0 0 
a, a, a, a, a, 

N L N N N 

p 

N N N N N 

N N N N L 

p 

', 

* = spontaneous death 
** = moribund sacrifice 

continued 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

MAMMARY GLAND 

Fi broadenoma 

Galactoceles 

STERNUM 

BONE MARROW 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Myelofibrosis, focal 

Hypocellular 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 

HAROERIAN GLAND 
Dacryoadenitis, unilateral 

ZYMBAL'S GLAND 

Carcinoma 

C 
0 -- ~ ~ ID 
~D 
ID E 
u~ 
uz 
d'. 

Code: 1 = mini111al 
2 = mild 

3 = r,.oderate P = present 

4 " severe 
Vi., ter,.,ina\ ~ac:rific:r 

• • • • • • • • • • • • • • • • • • • • • • • • • co - N ~ 0 co .,,. m M m "' ~ a, M m 
m "' "' "' ~ 0 - - M M M .,,. .,,. 

"' ~ m = = = m m m m m m m = = m m 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
co co co co co co 00 co co co co co co co co 

N L N L L N N N M N N N N N N 

p p p 

N N N N N N N N N N N N N N N 

I L N N N N N N N L N N N L N 
p p p 

N = within normal limits H = tissue not present 
l • I = tissue section inadequate lesion present 

SOMS = spontan~ous death/moribund sacrifice 

* = spontaneous death 
** ~ moribund sacrifice 

• u 
C • 
~ 
a 
u 
C -
~ -

2/37 
6/37 

0/38 
l/38 

l/38 
l/38 

l /1 

l/1 

• u 
C 
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~ --u 

"' ,n 
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3/16 
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0/16 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REOUIREO 

C 
0 ·- ... ~ "' ~D 
<U E 
u ~ 
uz 
.,; 

BY PROTOCOL FOR ANY GROUP (continued) 

MESENTERY/ABOOMINAL CAVITY 
Mesothelioma- (multinle 

sites) 

Leukemic infiltrates 1·--hocvtic 

Linonranuloma/fat necrosis 

COAGULATING GLAND 

Snermatic nranuloma(s) focal 
PREPUTIAL GLAND 
Carcinoma 
Adenoma 

Abscess 

THYMUS 

Monoc"tic leukemia 
Malinnant lvmnhoma 

LYMPH NOOE(S), NOS 
Monoc.,tic leukemia 
Malinnant 1· ..... ~homa 

Code: 1 .. minimal 
2 ~ mild 

3 ~ moderate P = present 
4 • severe 

TS t~rminal ~.1crifice 

N M - -~ ~ 

"' "' ' ' 0 0 

"' "' 

L 

1 

L 
p 

N ,. within 
L = lesion 

"' "' 0 - N M ... - "' N ... "' - - N N N N N N N M M M 
~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

"' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' 

L L L 

p p p 

L L 
p 

p 

L 
p 

L L L 
p p 

normal limits M " tissue not present 
present 1 = tissue section inadequate 

"' - M ... "' 0 
M ... ... ... ... ~ 
~ ~ ~ ~ ~ ~ 

"' "' "' "' "' "' ' ' ' ' ' ' 0 0 0 0 0 0 

"' "' "' "' "' "' 

I 

p 

•" spontaneous death 
•• = moribund sacrifice 

SDMS = StJnn~anenus rl~ath/moribunrl sacrifice 

continued 
next page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
RDX 0.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REOUIRED 

C 
0 
·~ ... 
~ "' ~D 
"' E u ~ 
uz 
<( 

BY PROTOCOL FOR ANY GROUP {continued) 
MESENTERY/ABDOMINAL CAVITY 
Mesothelioma (multinle 

sites' 
Leukemic infiltrates 1,,...,nhocvtic 

Linonranuloma/fat necrosis 

COAGULATING GLAND 
Saermatic aranuloma(s). focal 

PREPUTIAL GLAND 
Carcinoma 

Adenoma 
Abscess 

THYMUS 
Monocvtic leukemia 
Malinnant lvmnhoma 

LYMPH NODE(S) NOS 
Monocvtic leukemia 

Malianant lvmohoma 

- N M 
m m m 
m m m 

"' "' "' ' ' ' 0 0 0 ro ro ro 

L I 

p p 

I .. "' "'I 0 

.. m "' M "' m m m "' "' "' "' ~ ~ m m mm m m m m m 

"' "' "' "' "' '° '° '° '° ' ' ' . ' ' ' ' ' ' 0 0 al 0 0 0 0 0 0 ro ro ro ro ro ro ro ro 

L I 

p p 

L 

p 

L 
p 

• • ~ ro a, 0 - N - ro 
~ ~ ~ ro ro ro - .. 
m m m m m m m m 
'° '° '° "' "' "' '° "' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 ro ro ro ro ro ro ro ro 

' ' 

D D 

' 
p 

Code: 1 = fflinirnal 
2 = mild 

J • moderate P ~ present N = within normal limits H • tissue not present * = spontaneous death 
4 ~ severe L = lesion present I = tissue section inadequate u ,. moribund sacrifice 

_Vi.'- ter .... _in.11 cacr_ifi_r,,. ________ SOMS_= soont,111POUS death/noribunrl sacrifice 

continued 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

~ 
0 ·- ,_ 
~ "' 
~ .0 

"' E 
u " uz « 

BY PROTOCOL FDR ANY GROUP {continued) 
MESENTERY /ABOOMHIAL CAVITY 
Mesothelioma, (multiple 

sites) 

Leukemic infiltrates, lymphocytic 
Lipogranuloma/fat necrosis 

COAGULATING GLAND 
Spermatic granuloma(s), focal 

PREPUTIAL GLAND 
Carcinoma 

Adenoma 

Abscess 
THYMUS 
Monocytic leukemia 
Malignant lymphoma 

LYMPH NOOE{S), NOS 
Monocytic leukemia 
Malignant lymphoma 

Code: l ,. mininial 
2 "' mi Id 

J ,. 111oderate P • present 
4 = severe 

TS • terminal sacrifi~n 

• • • • • • • • • • • • • • • • • • • • • • • • • OJ - N ~ 0 OJ .,,. m M m <O ~ "' M m 
m <O <O <O ~ 0 - - M M M .,,. .,,. <O ~ 
m m m m m m m m m m m m m m m 
<O <O <O <O <O "' <O "' "' "' "' "' "' "' "' ' ' ' ' '• ': I ' ' ' ' ' ' ' ' 0 0 0 0 g gig 0 0 0 0 0 0 0 0 
OJ OJ OJ OJ OJ OJ OJ OJ OJ OJ OJ OJ 

-: 

L L L L 

p 

p 

p p p 

L 

p 

L L L L L 
p p 

p p p 

L L L L L L L 
p 

p p p p p 

N "within normal limits !ii• tissue not present 
l • lesion present I • tissue section inadequate 

SOMS • soontaneous death/moribund sacrifice 

• u 
C • 
~ 

• u 
C 

• 
~ 

,a u u 
C C - -
~ ~ 
- X 0 

~ 

0/10 1/4 

0/10 1/4 

10/10 3/4 

' 

* ,. spontaneous death 
** ,. moribund sacrifice 

l /1 
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1 /4 
l /4 

l /1 
0/1 
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-
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

C 
0 -~ ~ 
~ "' 
~ .0 
<U E 
u ~ 
uz ., 

TISSUES NOT SPECIFICALLY REOUIRED 

BY PROTOCOL FOR ANY GROUP (continued) 

LYMPH NOOE(S), 

Hyperplasia, 

Ancriectasis 
PENIS 

Code: 
2 

"' minimal 
mi Id 

NOS (continued) 

1 ,tmnhoi d and • 1 asma ce 11 

J = moderate P "' present 
4 ,. severe 

TS..--~-trrT'lip.11 ~acriJi,:e 

N M - -m m 

"' "' ' ' 0 0 

"' "' 

N = within 
L .. lesion 

"' 0 
.,. 

"' "' "' - N M ~ N .,. 
"' - - N N N N N N N M M M M 

m m m m m m m m m m m m m 

"' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' 

3 

. 

normal limits Iii = tissue not present 
present I " tissue section inadequate 

SDl'IS "5r,o_n_tilTIP?l!S death/moribund sacrifice 

- M .,. 
"' 0 .,. .,. .,. .,. m 

m m m m m 

"' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 

* = spontaneous death 
** " moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

C 
0 ·~ ,_ 
~ "' 
~ .a 
<U E 
u ~ 
uz 

"" 

TISSUES NOT SPECIFICALLY REOUIRED 
BY PROTOCOL FOR ANY GROUP (continuedl 

LYMPH NODE(S). NOS (continued} 

Hvoerolasia. lvmnhoid and nlasma cell 

Anaiectasis 

PENIS 

Code: 1 = 11ini1al 
2 .. 11ild 

3 ., 11oderate P ., present N 
4 ~ severe L 

TS = terminal sacrifice 

• • - N M <t "' m 0 <t m "' M "' ~ ro m 0 - N - ro 
m m m m m m "' "' "' "' ~ ~ ~ ~ ~ ro ro ro - <t 
m m m m m m m m m m m m m m m m m m m m 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro 

' ' 

within normal li11its M = tissue not present * • spontaneous death 
lesion present I c tissue section inadequate ** • moribund sacrifice 

SDMS = spontaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

C 
0 -~ ~ 
~ " ~D 

" E u ~ 
uz 

"" 
TISSUES NOT SPECIFICALLY REOUIRED 

BY PROTOCOL FOR ANY GROUP (continued) 
LYMPH NOOE(S). NOS (continued) 
Hunernlasia 

Anaiectasis 
PENIS 

Code: ~ minimal 
2 = mild 

lvmohoid and olasma cell 

J = moderate P • present N 
4 ~ severe L 

TS = terminal sacrifice 

• • • • • • • • • • • • • • • • • • • • • • • • • a, - N ~ 0 ro ... ~ M = "' ~ "' M ~ 
~ "' "' "' ~ 0 - - M M M ... ... "' ~ = = = = = = = ~ = ~ ~ = ~ = = 
"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 al 0 0 0 0 0 0 0 al 0 0 0 0 al a, a, a, a, a, a, a, "' a, a, a, a, 

2 
N 

within normal limits M = tissue not present * s spontaneous death 
lesion present I • tissue section inadequate ** 3 moribund sacrifice 

SDMS = spontan~ous death/moribund sacrifice 

• 0 
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L0612l SN6 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

BRAIN 

Leukemic infiltrates, lymphocytic 

Hemorrhage, focal 

SPINAL CORD 

Leukemic infiltrates, lymphocytic 

Hemorrhage, focal 

PITUITARY 

Adenoma 
Carcinoma 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates. monocytic 

Cyst 

Hyperplasia, basophil-cell 
Hyperplasia, chromophobe-cell 

LIVER 

Neoplastic nodule 

Maliqnant fibrous histiocytoma 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

C 
0 

"' 0 N tj- ~ 0 M tj- "' - N ~ ·~ ~ 
~ "' ~ "' "' "' "' ~ ~ ~ ~ "' "' "' ~ .0 "' "' "' "' "' "' "' "' "' "' "' "' "' E "' "' "' "' w "' "' "' "' "' "' "' u ~ ' ' ' ' ' ' ' ' ' ' ' ' uz 0 0 0 0 0 0 0 0 0 0 0 0 

"" "' "' "' "' "' "' "' "' "' "' "' "' 
' N N N N N N N N N N N N 

N N N N N N N N N N N N 

L N L L L L L N L N L N 

p p p p 

p 

p p p 

L L L L L L L L L L L L 
p .p 

"' "' - M tj- "' ~ "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' 

N N N N N N N N 

N N N N N N N N 

L L N L L L L L 

p p p p p 

l 
' 

l 

L L L L L L L L 

Code: 1 ,. minimal 
2 .. mild 

3 ... moderate P = present N = within normal limits N = tissue not present * " spontaneous death 
I+ ,. severe l " lesion present I ,. ti5sue section inadequate ** ,. moribund sacrifice 

TS = terminal sacrificr $OMS = spontaneous death/moribund sacrifice 

continued 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

BRAIN 
Leukemic infiltrates, lymphocytic 

Hemorrhage, focal 

SPINAL CORD 
Leukemic infiltrates, lymphocytic 

Hemorrhage, focal 

PITUITARY 
Adenoma 

Carcinoma 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Cyst 
Hyperplasia, basophil-cell 
Hyperplasia, chromophobe-ce11 

LIVER 

Neoplastic nodule 
Malignant fibrous histiocytoma 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

C 
0 -~ ~ - N m ~ ro 0 - M "' m "' "' N 

~ "' 0 0 0 0 0 - - - - - - - N 
~D ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 
o, E "' "' "' "' "' "' "' "' "' "' "' "' "' u ~ ' ' ' ' ' ' ' ' ' ' ' ' ' uz 0 0 0 0 0 0 0 0 0 0 0 0 0 
<( ro ro ro ro ro ro ro ro ro ro ro ro ro 

N N N N N N N N N N N N N 

N N N N N N N N N N N N N 

L L L L L L N L L L L L L 
p p p p p p p p p p p 

p 

L L L L L L L L L L L L L 
p 

p 

• • • • ~ ro 0 "' N 0 N 
N N M "' ~ ro "' ~ ~ ~ "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' 0 g g 0 g g 0 ro ro ro 

N N N N N N N 

N N N N N N N 

L N L L L N N 
p p p 

p 

L L L L L L L 

Code: l ,. 111inimal 
2 .. mild 

3 ., moderate P "' present N "within normal limits M ,. tissue not present • .. spontaneous death 
4 m severe L "' lesion present I ,. tissue section inadequate ** .. moribund sacrifice 

_re; ~...1:-~r.."'-in~\.o.rdFic.!' ____ SD.M<;_..,. ~0Q.llt~neou;_de-1th/ro~ribund s~crifice 

! 

continued 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

BRAIN 
Leukemic infiltrates, lymphocytic 

Hemorrhage, focal 

SPINAL CORO 

Leuk.emic infiltrates, lymphocytic 

Hemorrhage, focal 

PITUITARY 
Adenoma 

Carcinoma 

Leukemic infiltrates, 1ymphocytic 

Leukemic infiltrates, monocytic 

Cyst 

Hyperplasia, basophil-cell 

Hyperplasia, chromophobe-cell 

LIVER 

Neoplastic nodule 
Malignant fibrous histiocytoma 

111 S IOl'A IIIOLOGY LES ION S[Vrn TTY 1 NC !D[NC[ TA OLE 

C • • • • • • • • • 
0 • • • • • • • • • • • • • • • ·- ... 0 M ~ - "' N ro M "' ~ "' N ro 0 .,. 
~ <U 0 0 - N N M = "' ~ ro 0 - - N N 
~D ~ ~ ~ ~ ~ ~ "' "' "' "' ~ ~ ~ ~ ~ <U E "' "' "' "' "' "'I "' "' "' "' "' "' "' "' "' u " ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' uz 0 0 0 0 0 gig 0 0 0 0 0 0 0 0 
« ro ro ro ro ro ro ro ro ro ro ro ro ro 

N N N N N N N N N N N L N L L 

' ! p p p 

3 2 

i I 

N N N N N N N N N N N L N N L 

p p 

3 2 

N L L L N L N L M L N L L N L 
p p 

p p p p 

p 

p 

I 1 

' 1 1 ' 
' 

L L L L L L L L L L L L L L L 

I 

Code: J .. moderate P "' present N = within normal lirnits M "' tissue not present * = spontaneous death 

• 
0 
C • V ·-0 
C 
~ 

In 

0/36 

0/36 

0/36 

0/36 

22/36 
1 /36 

0/36 

0/36 

4/36 
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2/36 

3/36 
1 /36 

1 " •ini111al 
2 .. 111ild 4 .. severe L c lesion present I = tissue section inadequate ** = moribund sacrifice 

TS = lPrminal ~ar.rifice SOMS = spontaneous rieath/~oribuod s~crifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
Leukemic infiltrates, 1ymphocytic 
Leukemic infiltrates, monocytic 

C 
0 -~ ~w 
~n 
W E 
u ~ 
uz 
<( 

Focus/foci of hyperplasia with cystic 

degeneration 
Area(s) of hyperplasia with cystic 

degeneration 
Foci of cellular alteration-basophilic 
Foci of cellular alteration-eosinophilic 
Area of cellular alteration-clear cells 

Foci of cellular alteration-mixed cells 

Necrosis, random. focal 
Necrosis, liquefaction, focal/multifocal 

Necrosis, centrilobular, agonal, focal/ 
multifocal/diffuse 

Bile duct proliferation, focal/ 

multifocal/diffuse 
Cholangiofibrosis, focal/multifocal 
Metamorphosis, fatty, random, focal/ 

multifocal/diffuse 

Code: 1 .,. !linimal 
2 ,. mild 

3 • moderate P = present 

4 .. severe 
TS ':.-t-~_r}'in;i! s~c_rifi_r,e 

"' 0 N ... ~ 0 M ... "' - N ~ "' <X) -~ "' "' "' "' ~ ~ ~ ~ <X) <X) <X) <X) <X) "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
<X) <X) <X) <X) <X) <X) "' "' "' "' "' "' "' "' "' 

p p p p p p p p p p p 

p 

p p p p 

p p p p p p p p p p p p p p p 

p p p p p p p p p 

p 

2 

2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 

2 2 2 2 2 1 1 2 2 2 2 

1 2 

N ~ within normal limits 11 ~ tissue not present 

l lesion present 
~Q_115_ ~ 

I • tissue section inadequate 
so_o_nt_~_neou ~- dP.ath/ nrnri bund sacrifice 

M ... "' ~ <X) 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 

p p p p 

p 

p p p p p 

p p 

p 

' 
2 2 2 2 2 

2 1 1 

* = spontaneous death 
** a moribund sacrifice 

continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
Leukemic infiltrates. lymphocytic 

Leukemic infiltrates. monocytic 

C 
0 -~ ~ID 
~~ 
IDE 
u ~ 
uz « 

Focus/foci of hyperplasia with cystic 
degeneration 

Area(s) of hyperplasia with cys½ic 

degeneration 

Foci of cellular alteration-basophilic 

Foci of cellular alteration-eosinophilic 

Area of cellular alteration-clear cells 
Foci of cellular alteration-mixed cells 
Necrosis, random, focal 
Necrosis, liquefaction, focal/multifocal 
Necrosis, centrilobular, agonal, focal/ 

multifocal/diffuse 

Bile duct proliferation, focal/ 
multi focal/diffuse 

Cholangiofibrosis, focal/multifocal 
Metamorphosis, fatty, random, focal/ 

multifocal/diffuse 

Code: l ,. ll'linimal 
2 ~ mild 

3 .. moderate P = present 
4 "' severe 

TS " terminal sacrifice 

- N ~ ~ "' 0 - M ... ~ "' °' N ~ "' 0 0 0 0 0 - - - - - - - N N N 
~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' 

p 

p p p p p p p p p 

p p 

p p p p 

p p p p p p p p p 

p p p p p p p 

p 

p p 

, 

2 3 3 2 2 2 2 3 2 2 2 2 2 3 2 
2 2 2 2 2 2 2 2 2 2 2 

2 

N "within normal li!Tlits M =- tissue not present 
l "' lesion present 

SOM~ 
I " tissue section inadequate 

~oontaneous death/moribund sacrifice 

• • • • 0 "' N 0 N 
M "' ~ "' °' ~ "' "' "' "' "' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 

p p p 

p 

1 

2 

' 
2 2 2 3 

1 3 2 

3 

* = spontaneous death 
** ~ moribund sacrifice 

' 

continued 
next page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY lNCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 

Leukemic infiltrates. lvmnhocvtic 

Leukemic infiltrates. monocvtic 

C 
0 -~ ~ID 
~D 
ID E 
u~ 
uz 

"" 

Focus/foci of hvnerolasia with cvstic 

deoeneration 
Area(s) of hvnerolasia with cvstic 

deaeneration 

Foci of cellular alteration-basorhilic 

Foci of cellular alteration-eosinoohilic 

Area of cellular alteration-clear cells 

Foci of cellular alteration-mixed cells 

Necrosis, random, focal 
Necrbsis, liauefaction, focal/multifocal 

Necrosis, centrilobular, aaonal, focal/ 
. 

multifocal/diffuse 

Bile duct oroliferation, focal/ 

multi focal/diffuse 
Cholanqiofibrosis, focal/multifocal 

Metamorohosis, fattv, random, focal/ 

multifocal/diffuse 

Code: l = minimal 
2 .. mi Id 

J =- moderate P "' present 
4 ,. severe 

Vi " termin,1] ,;ar.rificr 

• • • • • • • • • • • • • • • • • • • • • • • • 0 M ~ - "' N 00 M "' ~ "' N 00 0 .,. 
0 0 - N N M ~ "' ~ 00 0 - - N N 
~ ~ ~ ~ ~ ~ "' "' "' "' ~ ~ ~ ~ ~ "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
00 "' 00 00 00 00 00 00 00 00 00 00 00 00 00 

p p p p p 

p p 

. 

p 

p p 

p 

3 

3 1 2 2 

3 3 1 1 l 1 1 3 2 l 2 3 3 2 2 

2 3 2 2 2 2 2 2 2 

2 l 2 2 2 

N ,, within normal li111its M = tissue not present 
L .. lesion present I : tissue section inadequate 

SOMS = soontanenus <le~th/mnribun<l ~acrific~ 

• u 
< • 
~ --u 
< 

l 

1/36 

25/36 

3/36 

9/36 

29/36 

1B/36 

1 /36 

4/36 

1 /36 

0/36 

0/36 

36/36 

26/36 

* = spontaneous death 
1Ht " moribund sacrifice 

3/36 

• u 

" • 
~ --u 

" -
~ 
~ 
D 
~ 

5119 

4/19 

0/19 

l /19 

3/19 

1/19 

0/19 , 

0/19 

1/19 

.JL12_ 

5/19 

18/19 

11/19 

6/19 

,0 

"' 



L06121 SN& HI STOPATIIOLOGY LES ION SEVERITY I NC !DENCE TABLE 

FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

KIDNEY 

Hemanqioma 
Leukemic infiltrates. lymohocvtic, 

unilateral/bilateral 

Leukemic infiltrates, monocytic.; 

bi 1 atera l 
Nephropathy, chronic, bilateral 
Inflanmation, lymphocytic, bilateral 
Pyelitis, suppurative, unilateral/ 

bi 1 at era l 
Cortex, increased pigment, bilateral 

Cortex, protein resorption dronlets, 
bilateral 

C 
0 -~ ~ 
~ ru 
~ .0 
ru E 
u ~ 
uz 

"" 

Necrosis, medullary oapilla, unilateral/ 

bilateral 
Mineralization, uremic, bilateral 
Cyst, cortical, unilateral 

Code: " 11ini111al 
2 .. mild 

3 • moderate P = present N 

r. - severe l 
TS = termin~l ~acrifice 

"' 0 N ... ~ 0 M ... "' ~ "' - N w -~ w w w w ~ ~ ~ ~ "' "' "' "' "' "' w w w w w w w w w w w w w w w 
w w w w w w w w w w w w w w w 

' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' 

LL LL LL LL LL LL LL LL LL LL LL LL LL LL LL 

4 3 3 2 3 3 3 3 2 2 2 3 2 3 3 

2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 

2 2 

2 

p 

within normal limits 11 ,. tissue not present 
lesion present I = tissue section inadequate 

SOMS = soontaneous de~th/moribund sacrifice 

M ... w ~ "' "' "' "' "' "' w w w w w 
w w w w w 
' ' ' ' ' 0 0 0 0 0 

"' "' "' "' 00 

LL LL LL LL LL 

2 3 3 2 2 

1 2 2 1 1 

1 

* ~ spontaneous death 
** ~ moribund sacrifice 

continued 
next paqe 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

KIDNEY 

Hemangioma 

Leukemic infiltrates, lymphocytic, 

unilateral/bilateral 

Leukemic infiltrates, monocytic~ 
bi 1 atera 1 

Nephropathy, chronic, bilateral 
Inflammation, lymphocytic, bilateral 

Pyelitis, suppurative, unilateral/ 

bi 1 at era l 

Cortex, increased pigment, bilateral 

Cortex, protein resorption droplets, 

bilateral 

" 0 

-- <--~ " 
~~ 
o, E 
u~ 
uz 
« 

Necrosis, medullary papilla, unilateral/ 

bi 1 atera l 

Mineralization, uremic, bilateral 
Cyst, cortical, unilateral 

Code: 
2 

minimal 
mild 

3 " moderate P ,. present N 
4 z severe l 

TS~=-.!.~.rmin,1l _sacrifir.~ 

- N ~ ~ 00 0 - M .,. ~ "' m N ~ "' 0 0 0 0 0 - - - - - - - N N N 
~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

"' 00 00 00 "' 00 "' "' "' 00 "' 00 00 "' 00 

L LI LL LL" LL LL LL L L L L LL LL LL L 

2 3 3 4 3 3 3 2 2 2 2 2 3 2 3 

2 2 2 2 2 2 2 2 2 2 l l 2 l 2 

2 

2 l 

within normal limits M = tissue not present 
lesion present 

-~QMS 

I = tissue section inadequate 
Sj!q_!!_lanp,:iu~ deat.h/Mribund S.Jcrifice 

• • • • 0 "' N 0 N 
M "' ~ "' m 
~ "' "' "' "' "' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 
00 00 "' "' "' 

L LI LL LL LL 
p • 

p 

3 2 4 2 2 

2 l l 

2 

• ~ spontaneous death 
** ~ moribund sacrifice 

continued 
next page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

KIDNEY 

Hemangioma 
Leukemic infiltrates, lymphocytic, 

unilateral/bilateral 
Leukemic infiltrates, monocytic, 

bilateral 
Nephropathy, chronic, bilateral 
lnflamation, lymphocytic, bilateral 

Pyelitis, suppurative, unilateral/ 

bilateral 
Cortex, increased pigment, bilateral 
Cortex, protein resorption droplets, 

bi 1 atera 1 

C 
0 -~ ,._ 
~ ., 
~ .0 
., E 
u " uz 

dC 

Necrosis, medullary papilla, unilateral/ 

bilateral 

Mineralization, uremic, bilateral 

Cyst, cortical, unilateral 

Code: l "' minimal 
2 _, mild 

J "' moderate P = present 

4 = severe 
TS., terminal sacrifice 

• • • • • • • • • • • • • • • • • • • • • • • • 
0 M ,.._ - ~ N "' M "' 

,.._ 
"' N "' 0 .,. 

0 0 - N N M ~ "' 
,.._ 

"' 0 - - N N ,.._ ,.._ ,.._ ,.._ ,.._ ,.._ 
"' "' "' "' 

,.._ ,.._ ,.._ ,.._ ,.._ 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

"' 00 "' 00 "' "' "' "' "' "' "' "' "' "' "' 
LL LL LL LL LL LL LL LL LL LL LL LL LL LL LL 

p p p p p 

, l 
' 

3 3 2 3 2 ,. f 2 
l ' 2 l 2 2 2 2 2 3 

2 l l 2 l l 

3 
3 

2 

p 

2 

N = within normal limits M" tissuP. not present 
L .. lesio11 present I = ti•,·;.,1e section inadequate 

SDMS ~ spontanenu~ !~~th/moribund sacrifice 

• u 
C 

• 
~ ·-u 

C -, ~--

0/36 

0/36 

0/36 

36/36 

36/36 

' 

* : spontaneous death 
** ~ moribund sacrifice 

0/36 
4/36 

3/36 

0/36 
0/36 
l/36 

• u 
C • 
~ ·-u 

C -
~ 
~ 

• 
~ 

1/19 

5/19 

l /19 
1g119 

8/19 

l /19 

2/19 

l /19 

l /19 
l /19 
0/19 

.., 
"' 



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

HEART 
Leukemic infiltrates, lymohocytic 
Leukemic infiltrates, monocvtic 

C 
0 -~ ~ 
~ "' 
~ .0 
<U E 
u ~ 
uz 

"' 

Myocarditis, chronic, focal/multifocal 
Auricular thrombosis 

Mineralization, vessels, uremic 

Mineralization, myocardial, uremic 

SPLEEN 
Malignant lymphoma 
Histiocytic sarcoma 

Monocytic leukemia 
Congestion, diffuse 

Fibrosis, focal 
Increased extramedullary hematopoiesis 

Increased pigment, diffuse 

Infarction, focal/multifocal 

Osseous metaplasia, focal 

Code: = minimal 
2 = mild 

J 
4 

moderate P = present N 

severe L 
TS = tP.rminal sacrifice 

"' 0 N .,. ~ 0 M .,. 
"' - N ~ "' "' -~ "' "' "' "' ~ ~ ~ ~ "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' g g 0 0 0 g 0 0 g 0 0 0 0 0 0 

"' "' "' "' oJ "' "' oJ "' "' "' 
L L N L N N L L L L L L L L L 

l l 2 2 2 1 1 2 2 1 l 2 

L L N L L L L L N L L L L L N 

p 

p p p p p p p p p p p 

l 
1 

l 

within normal limits H = tissue not present 
lesion present 

SOMS ., 
I = tissue section inadequate 

spont~neous death/moribund sacrifice 

M .,. 
"' ~ "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' 0 0 0 g g 

"' "' "' 

L L N L L 

p 

2 1 1 

L L L L L 

p p p p 

l 
l 

1 

* ~ spontaneous death 
** s moribund sacrifice 

continued 
next pa'Je 
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L0612l SN6 H!STOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
RDX 0.3 mg/kg/day 

ORGAN 
Lesion 

HEART 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

C 
0 -~ ~ 
~ "' ~ _Q 

"' E u ~ 
uz 
d'. 

Myocarditis, chronic, focal/multifocal 

Auricular thrombosis 

Mineralization, vessels, uremic 
Mineralization, myocardial, uremic 

SPLEEN 

Malignant lymphoma 

Histiocytic sarcoma 

Monocytic leukemia 
Congestion, diffuse 

Fibrosis, focal 

Increased extramedullary hematopoiesis 

Increased pigment, diffuse 

Infarction, focal/multifocal 

Osseous metaplasia, focal 

-0 
~ 

"' ' 0 
OJ 

L 

l 

N 

~f ~ N OJ 
0 O 0 0 
~ ~ ~ ~ 

"' "' "' "' ' ' ' ' 0 0 0 0 
OJ 00 OJ 00 

L L N L 

2 l l 

L L N L 

p p p 

3 

0 - M ... ~ "' "' - - - - - - -~ ~ ~ ~ ~ ~ ~ 

"' "' "' "' "' "' "' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 
OJ OJ 00 00 OJ 00 00 

N L L L L L N 

l l l l l 
I 

L L L N L L N 

p p p p 

2 

l 

! 

• • • • N ~ OJ 0 "' N 0 N 
N N N M "' ~ OJ "' ~ ~ ~ ~ "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 
OJ 00 OJ 00 00 OJ 00 00 

L L L N L L L L 

2 l l 2 2 2 2 

L L N L L L N L 
p 

p p p p 

l 
2 

Code: l ,. 11ini111al 
2 ., mild 

3 .. moderate P = present N = within normal li~its M = tissue not present *" spontaneous death 
4 " severe L ,. lesion present I " tissue section inadequate ** '" moribund sacrifice 

TS " ~er111in;i\ ~acrifice SOMS " sodnt~nerJU5 death/moribund sacrifice 

continued 

next page 

-<> 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
lesion 

HEART 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

<= 
0 ·- ~ ~ " ~D 
o, E 
u ~ 
uz 
« 

Myocarditis, chronic, foca1/multifocal 

Auricular thrombosis 

Mineralization, vessels, uremic 
Mineralization, myocardial, uremic 

SPLEEN 
Malignant lymphoma 

Histiocytic sarcoma 

Monocytic leukemia 
Congestion, diffuse 

Fibrosis, focal 

Increased extramedullary hematopoiesis 
Increased pigment, diffuse 

Infarction, focal/multifocal 

Osseous metaplasia, focal 

• 0 
0 ~ "' ' 0 ro 

L 

2 
p 

L 

p 

• • • • M ~ - "' 0 - N N ~ ~ ~ ~ "' "' "' "' ' ' ' ' 0 0 0 0 
ro ro ro a, 

L L N N 

p 

l 

L N L L 
p p 

2 

• • • • • • • • • • • • • • • N ro M "' ~ "' N ro 
M ~ "' ~ ro 0 - -~ "' "' "' "' ~ ~ ~ "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 
ro a, ro ro ro a, ro ro 

L L L N L N L L 
p p 

l 2 l 

3 

2 

L L L L L N L L 
p p 

p 

l l 3 

2 

2 3 

2 

• • • • 0 .,, 
N N ~ ~ "' "' ' ' 0 0 
ro ro 

L N 
p 

L L 
p p 

' 

Code: J ,, moderate P = present N = within normal limits M = tissue not present • .. spontaneous death 

• u 
C 

• 
~ ·-u 

C -I,, 
~ 

0/36 

l /36 

27 /36 

0/36 

0/36 

0/36 

1/36 
l/36 

24/36 

2/36 
5/36 

3/36 

0/36 

0/36 

0/36 

l "' minimal 
2 .. mild 4 ~ severe l a lesion present I = tissue section inadequate **" moribund sacrifice 

_l~-~ terAi..nal sa<;r_ifi_ce ... ~-, _sm1s." J;JJ.ontaneous death/moribund sacrifice 

• u 
C 

• 
~ ·-u 
C -
~ 
X 
0 
~ 

3/19 

1/19 

9/19 

l /19 

l /19 

l /19 

6/19 

0/19 ---1/19 ' 
>---\ 

0/1,9 · 

0/l~ 
5/19 

1/19 

2/19 

l /19 

-0 -



LO6121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL RE PORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TESTIS 
Capsule/NOS, mesothelioma, 

unilateral/bilateral 

Interstitial cell tumor, unilateral/ 

bi 1 atera 1 

~ 
0 -~ ~ 
~ "' 
~~ 

"' 6 u ~ 
uz 
<C 

Hyperplasia, interstitial cell, focal, 

unilateral/bilateral 
Hypospermatogenesis, multifocal/diffuse, 

unilateral/bilateral 

Germinal cell degeneration, focal/ 
multifocal/diffuse, unilateral/ 
bilateral 

Tubules, atrophy, compression, 

focal/multifocal/diffuse, 

unilateral/bilateral 

PROSTATE 
Leukemic infiltrates, lymphocytic 
Hyperplasia, adenomatous, focal 
Inflammation, chronic-active 

"' 0 
~ "' "' "' "' "' ' ' 0 0 

"' "' 
L L 

p 

p p 

3 3 

N N 

Code: l a minimal 
2 .. 11ild 

3 .. moderate P "' present If ~ within 
4 = severe L "' lesion 

TS = termin~l sacrific~ 

N " ~ 0 M " "' - N ~ "' "' - M " "' ~ "' "' "' "' ~ ~ ~ ~ "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' 

LL LL LL LL LL L L L L LI LL LL L L LI LL LL LL 

p 

p p p p i p p p p p p p p p p p p p p 

2 

. 

3 3 3 2 

3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 

' 
L L N N N N N L L L L N N N N N N N 

2 
2 1 1 2 1 1 

normal limits M : tissue not present • : spontaneous death 
pres!nt I ~ tissue section inadequate ** ~ moribund sacrifice 

SDMS ~ soontanrous death/moribund sacrifice 

continued 
next page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TESTIS 
Capsule/NOS, mesothelioma, 

unilateral/bilateral 
Interstitial cell tumor, unilateral/ 

bilateral 

"' 0 ·~ ~ ~w 
~ .0 
WE 
u ~ 
uz 

"" 

Hyperolasia, interstitial cell, focal, 

unilateral/bilateral 
Hypospermatogenesis, multifocal/diffuse, 

unilateral/bilateral 

Germinal cell degeneration, focal/ 
multifocal/diffuse, unilateral/ 

bilateral 
Tubules, atrophy, compression, 

focal/multifocal/diffuse, 
unilateral/bilateral 

PROSTATE 
Leukemic infiltrates, lymphocytic 

Hyperplasia, adenomatous, focal 

Inflammation, chronic-active 

Code: I .. 1inimal 3 ,. 111oderate P = present 

2 .. mild 4 ~ severe 
r<---- rmi - acri-' · 

- N "' 
,_ 

"' 0 
0 0 0 0 0 -,_ ,_ ,_ ,_ ,_ ,_ 
"' "' "' "' "' "' ' ' ' ' ' ' 0 0 0 0 0 0 

"' "' "' "' "' "' 
LL LL LL LL LL NN 

p p p p p 

4 

2 

3 3 2 3 

N L L L N N 

l l l 

N ,. llithin normal limits 
l ,. lesion present 

--- -- -·- ·--s " 

- M .,. 
"' "' "' N ,_ "' - - - - - - N N N ,_ ,_ ,_ ,_ ,_ ,_ ,_ ,_ ,_ 

"' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' 0 g 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' 
LL LL LL LL LL LL L NL LL 

p p p p p p p p 

2 2 

3 2 3 3 

3 3 3 3 3 3 3 3 

N N N L N L L L N 

2 l l 

M = tissue not present 
I z tissue section inadequate 

.anP ·•1~ath..l- ·- '1:iunc' .... -i fi. 

• • • • 0 "' N 0 N 
M "' 

,_ 
"' "' ,_ 

"' "' "' "' "' "' "' "' "' ' ' ' ' ' 0 g 0 0 0 

"' "' "' "' 
LL LL LL LL LL 

p p p p p 

3 3 

3 3 3 3 

' 
L N L N L 

2 l 

* ,. spontaneous death 
""'* ,. moribund sacrifice 

continued 
next page 
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L06121 SN6 HISTOPATHOLOGY LESiON SEVERITY INCIOENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
lesion 

TESTIS 
Caosule/NOS, mesothelioma 

unilateral/bilateral 
Interstitial ce11 tumor 

bi lateral 

C 
0 -~ ~ 
~ " ~D 

" E u ~ 
uz 

""' 

unilateral/ 

Hyoerolasia, interstitial cell focal 

unilateral/bilateral 
Hyoosoermatooenesis, multifocal/diffuse 

unilateral/bilateral 
Germinal cell deaeneration, focal/ 

multifocal/diffuse, unilateral/ 
bi 1 at era l 

Tubules, atrophy, comnression, 

focal/multifocal/diffuse, 

unilateral/bilateral 

PROSTATE 
Leukemic infiltrates, lymnhocytic 
Hyperplasia, adenomatous, focal 

Inflammation, chronic-active 

• 0 
0 
~ 

"' ' 0 
a:, 

LL 

p 

3 

N 

• • • • M ~ ~ ~ 
0 ~ N N 
~ ~ ~ ~ 

"' "' "' "' ' ' ' ' 0 0 0 0 
a:, "' 

a:, "' 
LL NN NL LL 

p p p 

' 

3 

3 3 3 

L N N N 
p 

• • • • • • • • • • • • • • • 
N a:, M "' ~ "' N a:, 
M m "' ~ 

a:, 0 ~ ~ 

~ "' "' "' "' ~ ~ ~ "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 

"' co a:, a:, a:, "' a:, a:, 

LI LL L' ' "' ' " " 

p p p p p 

2 2 2 

3 

3 3 3 

3 3 3 

N L L N L L N L 

i 
l 1 2 

Code: J m moderate P ,, prese11t N = within normal limits M " tissue not present 

• • 0 
N 
~ 

"' ' 0 
ro 

" 

p 

I ' 

3 

N 

l .. minimal 
2 ,, mild 4 "' severe L ,. lesion present t ., tissue section inadeQuate 

• • .,. 
N 
~ 

"' ' 0 
a:, 

" 

p 

3 

3 

L 

1 

TS = terminal sacrifice Sn~S = spontaneous death/moribund sacrifice 

* ~ spontaneous death 
** • moribund sacrifice 

• u 
C • V ·-u 
C 

J 

• u 
C 

• 
V --u 
C -
~ 
~ 

D 
~ 

~ 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Les;on 

PROSTATE (continued) 
Inflammation, suppurative 

Mi croabscesses 

EPIDIDYMIS 
Capsule, mesothelioma, unilateral/ 

bi lateral 

Spermatic granuloma(s), focal, 
unilateral/bilateral 

Diminution of sperm in ducts, 
unilateral/bilateral 

C 
0 -~ ~ ~w 
~ .0 
WE 
u ~ 
uz 
« 

Absence of sperm in ducts, unilateral/ 
bi 1 atera 1 

Cellular debris in ducts, unilateral/ 

bilateral 

SEMINAL VESICLE 
leukemic infiltrates, lymphocytic 
Distended with secretion 

"' 0 N .,. 
~ "' <D "' "' "' <D "' "' "' <D "' ' ' ' ' 0 0 0 0 

"' ro ro "' 

LL LM LL LL 

p 

2 

p p p p 

p p 

N N N N 

0 M tj- N ~ ,.._ 
"' -<D ,.._ ,.._ ,.._ ,.._ ro ro ro 

"' <D <D <D "' "' <D "' "' "' <D "' "' "' <D "' ' ' ' ' ' ' ' ' 0 0 g 0 0 0 0 0 
a, a, a, a, a, ro ro 

LL LL LL LL LL LL LL LL 

p 

3 3 

p p p p p p 

p p p p p p p p 

N N N N N N N N 

<D ro - M .,. <D ,.._ ro 
ro ro "' "' "' "' "' "' "' "' <D <D <D <D <D <D 

"' "' "' <D "' "' <D <D 

' ' ' ' ' ' ' ' 0 0 0 0 0 0 g 0 
a, "' "' ro a, ro "' 

LL LL LL LL LL LL LL LL 

2 

3 3 

p p p p p p p 

p p p p p p 

N N N N N N N N 

Code: 1 ,. minimal 
2 .. mild 

J .. moderate P "'present N "' within nor11al li111its !1 ,. tissue not present • " spontaneous death 
4 ,. severe L ,. lesion present I - tissue section inadequate -0 ,. moribund sacrifice 

---~ TS ,.__L=ina!.- -~~-cri fip _ ~-",?,'.: __ ,. snM-~~!leou~ rle1th/111_gr~_und s.acr_!__fice 

continued 
ne~t page 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

PROSTATE (continued) 
Inflammation, sunnurative 

Microabscesses 

EP!DIDYMIS 
Caosule, mesothelioma unilateral/ 

bilateral 
Soermatic oranuloma(s), focal. 

unilateral/bilateral 
Diminution of sperm in ducts, 

unilateral/bilateral 

C 
0 -~ ~ 
~ "' ~ .0 
W E 
u ~ 
uz 

<C 

Absence of soerm in ducts, unilateral/ 
bi 1 at era 1 

Cellular debris in ducts, unilateral/ 
bilateral 

SEMINAL VESICLE 
Leukemic infiltrates, lvmohocvtic 
Distended with secretion 

- N ~ 
0 0 0 
~ ~ ~ 
<O <O <O 

' ' ' 0 0 0 

"' "' "' 

LL LL LL 

p p p 

p p 

N N N 

~,R 0 - M ., ~ <O "' - - - - - - -~ ~ ~ ~ ~ ~ ~ 
<O <O <O <O <O <O <O <O <O 

' ' ' ' ' ' ' ' ' 0 gig g 0 0 0 0 0 

"' "' "' "' "' "' I 

3 

LL LL NN LL LL LL NN LL LL 

l 2 2 

p p p p p 

p p p p p p 

N N N N N N N N N 

N 
N 
~ 
<O 

' 0 

"' 

NN 

N 

Code: 3 ,. moderate P ,. present N '"within normal lif.lits rl = tissue not prese11t 

~ 
N 
~ 
<O 

' 0 

"' 

NL 

p 

p 

N 

l = minimal 
2 " mild 4 .. severe L ,. lesion present I ,. tissue section inadequate 

"' N 
~ 

<O 

' 0 

"' 

NN 

N 

TS = terminal sacrifice SDMS = spontanenus death/moribund sacrifice 

• • • • 0 <O N 0 N 
M <O ~ "' "' ~ <O <O <O <O 
<O <O <O <O <O 

' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 

1 

LI LL I I I 

p p p p 

p p p p 

' 
N N N N N 

* ~ spontaneous death 
** = moribund sacrifice 

contirrned 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 
RDX 0.3 mg/kg/day 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

C: -IC-l<-IC-IC-i<-lt-lC+:-1< 
0 +:-1<-l<+:-IC-!<.J<+:-l<+:-IC+:-IC-!<+: 

,,-- I- 0 M r-- .- er, N CO M t.0 r--. t.O N CO O d' 
VIQJ O O .- N NM L,CJ t.0 r-- COO.-.- N N 
VI ..0 t-,.. r--, r--, r--, I'-- r-- I.O t.0 \0 t.0 I"-- ,- r--, t--- r--, 

ORGAN QJ E t.O I.Cl t.O I.O t.O lO w t.O \0 t.O I.O t.O t.O I.O t.O 
U:::, I I t I t I I I I I I I I I 1 

Lesion ~ z o o o o o o .o o o o o o o o o - co co co co co co co co co co co co co co co 

PROSTATE (continued) 
Inflammation, sunnurative 4 3 

Microabscesses P 

EPIDIDYMIS NN LL NN NL NL LL NN LL NL NL LL LL NL LL NL 

Capsule, mesothelioma, unilateral/ 

bi l atera 1 

Spermatic cranuloma(s), focal, 

unilateral/bilateral 1 

Diminution of saem in ducts, 
unilateral/bilateral 3 2 2 2 3 3 

Absence of soerm in ducts, unilateral/ 
bilateral P P P P P P P P P 

Cellular debris in ducts, unilateral/ 
bi 1 at era 1 P P P P P P P 

SEMINAL VESICLE N L N N N N L N N N N N N L N 

Leukemic infiltrates, lymphocytic P P 

Distended with secretion P 

Code: "' minimal 
2 .. mild 

3 = moderate P = present N ~ within normal limits H = tissue not present 
4 a severe L ~ lesion present I ~ tissue section inadequate 

TS= terminal sacrifice SDHS ~ ~pontaneous death/moribund sacrifice 

• u 
C 

• 
~ -u 
C -. ~· -

1/36 

0/36 

2/36 

1 /36 

8/36 

27/36 

26/36 

• ,. spontaneous death 
•• ,. moribund sacrifice 

0/36 

0/36 

• u 
C 

• 
~ ·-u 
C -
~ 
~ 
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~ 

3/19 
1 /19 

0/19 

1/19 

6/19 

--
12/19 --
10/19 

' 

2/19 

1/19 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR THIS GROUP 

EYE 
Keratitis, chronic, unilateral/ 

bi l atera 1 , foe a 1 

~ 
0 ·~ ~ 
~ <U 
~D 
<U E 
u ~ 
uz 

"" 

Lens, cataract, unilateral/bilateral 
Lens-induced inflammation, unilateral 

ADRENAL 
Pheochromocytoma, unilateral/ 

bi 1 at era l 
Cortex, angiectasis, unilateral/ 
bilateral, focal 

PANCREAS 
Leukemic infiltrates, lymphocytic 

Capsule, mesothelioma 
Hyperplasia, islet cell, focal 

Atrophy, acinar cell, focal 

MESENTERIC LYMPH NOOE 
Monocytic leukemia 
Malignant lymphoma 

Code: 11inift,al 3 * moderate P ~ present N 

2 - 111ild 4 " severe L 
TS = t~rl'lin:il s:icrifi~e 

1 l 
001 -"' 0 N ... ~ al M ... "' - N ~ "' M ... "' ~ 00 

~ "' "' "' "' ~- ~ ~ ~ 00 00 00 00 
00 "' "' "' "' "' "' "' "' "' "' "' "'I "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "', "' ' ' ' ' ' 'I ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

00 00 00 00 00 g! g 00 00 00 00 00 00 00 00 00 00 00 00 00 

L L 

3 4 

p 

LL 

2 

L 

p 

L 
p 

within norrnal li111its 11 = tissue not present * = spontaneous death 
lesion present I .- tissue section inadequate ** = moribund sacrifice 

SOKS = ~111int~ne<J11S rl~ath/r:ioribunrl sacrifice 

continued 
next page 

-0 .. 



0 
~ 

" 
L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIREO 
BY PROTOCOL FOR THIS GROUP 

EYE 
Keratitis, chronic, unilateral/ 

bilateral, focal 

C 
0 ·- ... ~ " ~D 

" E u ~ 
uz 
<C 

Lens, cataract, unilateral/bilateral 
Lens-induced inflarmnation, unilateral 

ADRENAL 
Pheochromocytoma, unilateral/ 

bilateral 

Cortex, anqiectasis, unilateral/ 

bilateral, focal 

PANCREAS 
Leukemic infiltrates, lymphocytic 

Capsule, mesothelioma 
Hyperplasia, islet cell, focal 

Atroohv, acinar cell, focal 

MESENTERIC LYMPH NODE 

Code: 

Monocytic leukemia 
Malianant 1,,mnhoma 

l ,. minil'llal 
2 ,. mild 

3 .. modl!rate P ~ present N 
4 " severe l 

TS..~ termin,1)_:,acrif_icP 

- N "' ~ "' 0 - M .,. 
"' "' "' N ~ "' 0 0 0 0 0 - - - - - - - N N N 

~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 al 0 0 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' 

L L 

p p 

L 

2 
L 
p 

within normal limits M ~ tissue not present 
lesion present I = tissue section inadequate 

_2D_MS ". ~_l)O~tan<'O!!S d~ath/moribund s~crifice 

• • • • 0 "' N 0 N 
M "' ~ "' "' ~ "' "' "' "' "' "' "' "' "' ' ' ' ' ' 0 0 al 0 0 

"' "' "' "' 

L 

p 

* = spontaneous death 
** ~ moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REOUIRED 
BY PROTOCOL FOR THIS GROUP 

EYE 
Keratitis. chronic unilateral/ 

bi 1 atera l • foe a 1 

" 0 ·- ... ~ " 
~ .0 
o, E 
u c> 
uz 
« 

Lens. cataract unilateral/bilateral 

Lens-induced inflammation- unilateral 

ADRENAL 
Pheochromocvtoma. unilateral/ 
bilateral 

Cortex. anniectasis, unilateral/ 
bi 1 at era 1 , foe al 

PANCREAS 
Leukemic infiltrates, lvmnhocvtic 

Caosule, mesothelioma 
Hvnerolasia, islet cel1, focal 

Atronhv, acinar cell, focal 

MESENTERIC LYMPH NODE 

Code: 

Monocvtic leukemia 
Malianant lvmnhoma 

1 .. minimal 
2 = mild 

J = 111oderate P ,. present 
4 = severe 

TS = terminal sacrifice 

• • • • • • • • • • • • • • • • • • • • • • • • 0 M ~ - "' N "' M "' ~ "' N "' 0 .,,. 
0 0 - N N M ~ "' ~ "' 0 - - N N 
~ ~ ~ ~ ~ ~ "' "' "' "' ~ ~ ~ ~ ~ 
"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
ro ro ro ro ro ro ro ro ro ro "' ro ro ro "' 

L 

p 

L 

p ! ' 
I ! 
I 

L ' • L 
p 

2 

L L L L 

p p p 

N = within 
l = lesion 

normal limits H = tissue not present 
present I .. tissue section inadequate 

SOHS = spontaneous death/moribund sacrifice 

' 

* = spontaneous death 
._. ~ moribund sacrifice 
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~ 

·" 0 

" -, ~· 
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1 /2 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

" 0 -~ '-
~ "' ~ .0 
<U E 
u~ 
uz 
<C 

BY PROTOCOL FOR THIS GROUP (continued) 
MESENTERIC LYMPH NOOE (continued) 

Extramedullary hematopoiesis 

URINARY BLADDER 
Leukemic infiltrates, lymphocytic 

Cystitis, hemorrhagic-suppurative 

Distention, luminal 
LUNG-MAINSTEM BRONCHI 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Alveolar macrophages, focal/multifocal 

diffuse 
Lymphoid infiltrates, 

peribronchial/iolar, focal 

Hemorrhage, focal/multifocal 

ESOPHAGUS 

TRACHEA 

"' 0 N .,, 
~ "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' 0 0 0 0 

"' "' "' "' 

~ 0 "' 
.,, 

"' - N ~ "' ro -"' ~ ~ ~ ~ ro ro ro ro ro "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' 0 0 g 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' 

Code: ,. minimal 
2 ,. mild 

3 ,. 111oderate P = present N ,. within normal limits H = tissue not present 
4 ., severe l 

-· TS..--- ,!",~rmin,7.1 .,,,crifi.r~ 
lesion present 

S..Q~5 = 

l ~ tissue section inadequate 
s.o_o_nt11Mou~ <leath/mori.bund sacri fiee 

M .,, 
"' ~ ro 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 

L L L 

p p 

2 2 

2 
1 

* ~ spontaneous death 
** ~ moribund sacrifice 

continued 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

C 
0 -~ ,_ 
~~ 
~~ 

~ E 
u ~ 
uz 

"" 

BY PROTOCOL FOR THIS GROUP (continued) 
MESENTERIC LYMPH NODE (continued) 
Extramedullarv hematoooiesis 

URINARY BLADDER 

leukemic infiltrates, lvmphocvtic 
Cystitis, hemorrhaqic-sunnurative 
Distention, luminal 

LUNG-MAINSTEM BRONCHI 

Leukemic infiltrates, lymohocvtic 
Leukemic infiltrates, monocytic 

Alveolar macrophages, focal/multifocal 
diffuse 

Lymphoid infiltrates, 

peribronchial/iolar, focal 
Hemorrhage, focal/multifocal 

ESOPHAGUS 
TRACHEA 

je: .. minimal 
2 ,. mild 

3 

' 
moderate P = present N 

severe l 
TS~ terminal sacriFirP 

I • • • • - N ~ ~ <X) 
01- M 

.,,. ~ "' "' N ~ co 0 "' N 0 N 
0 0 0 0 0 r:::: r==1r== - - - - N N N M "' ~ co "' ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' 61616 ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 al al 0 0 0 0 0 0 0 
co co co co co co 00 co <X) co co co co co co co co co 

I 

p 

L L N N N 

p 

3 

within normal limits H = tissue not present * = spontaneous death 
lesion present I = tissue section inadequate ** z moribund sacrifice 

SDMS = soontanrous d~ath/moribund sacrifice 

continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0,3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

~ 
0 
•r '-

~ "' ~ .a 
"' E u ~ 
uz 
« 

BY PROTOCOL FOR THIS GROUP {continued) 
MESENTERIC LYMPH NOOE {continued) 

Extramedullary hematopoiesis 

URINARY BLADDER 
Leukemic infiltrates, lymphocytic 

Cystitis, hemorrhagic-suppurative 

Distention, luminal 
LUNG-MAINSTEM BRONCHI 

Leukemic infiltrates, lymphocytic 
Leukemic infiltrates, monocytic 

• 0 
0 ,._ 
"' ' 0 
ro 

L 

p 

• • • • • M ,._ - "' N 
0 - N N M ,._ ,._ ,._ ,._ ,._ 
"' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 ro a) a) a) ro 

L N L 
p p 

Alveolar macrophages, focal/multifocal" 

Code: 

diffuse 

Lymphoid infiltrates, 

peribronchial/iolar, focal 

Hemorrhage, focal/multifocal 

ESOPHAGUS 

TRACHEA 

"' 111ini111al 
2 5 mild 

J = moderate P = present 
4 = severe 

2 

N 

N 

N = within normal limits 
l = lesion 

• • • • • • • • • • • • • • • • ro M "' 
,._ 

"' N ro 0 
~ "' 

,._ ro 0 - - N 

"' "' "' "' 
,._ ,._ ,._ ,._ 

"' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 
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3 

L N N L 
p 

4 
p 

L L 
p p 

M = tissue not present 
I = tissue section inadequate 

• • 
"' N ,._ 
"' ' 0 
ro 

L 

1 

L 
p 

JS__;"_ trr~in~! sacrifice 

present 
SOMS __ . .';pon t. ~~eou s rte at h/ r.ior i bund ~ac r i fi ce 

* = spontaneous death 
** = moribund sacrifice 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

C 
0 

•r-1..- O'I ON tj- t--. 0 M tj- CTI,- NI.CJ lO CO.- M 'd" lO t--. CO 
V1 W LO lO t.D lO <.O r--. r-. t- r--. 00 CO CO CO CO Cl Q'l O'I O'I O'I O'I 
VI .C <.0 lO lO lO lO lO <.0 I lO lO <.O <.O <.0 lO lO lO lO lO lO lO <.O 

ORGAN ~ 3 'f 'f 'f 'f 'f 'f 'f 'f 'f 'f 'f 'f 'f 'f 'f 'f 'f 'f 'f 'f 
Lesl

·on u z o o o o a o o o o o o o o o o a o o o o 
~ co co co co co co co,co co co co co co co co co co co co co 

\ _' 

TISSUES NOT SPECIFICALLY REQUIRED : 
BY PROTOCOL FOR THIS GROUP (continued) . : : 

THYROID L 
Hyperplasia, C-cell. unilateral/ 

bilateral, focal 2 
STOMACH 
DUODENUM 
Mucosal ulcers, focal 

JEJUNUM 
CECUM 
COLON 
SKIN N L L L L L 

Code: 

Dermal fibrosarcoma P 
Derma 1 fi broma P 

Basal cell tumor, benign 

Keratoacanthoma 
I 

p : 

Papi11oma P P 

Epidermal inclusion cyst 
Acanthosis 3 1 

Exudative crusts P 

"' mini111al 
2 .. mi Id 

J • 11oderate P " present N 
4 ,. severe l 

TS ~ t~rmin~l sacrific~ 

within normal limits M = tissue not present 
lesion present I = tissue section inadequate 

SDMS .,, ~0Qnt,1n1inu·, rlr.ath/moribund sacri fief' 

* = spontaneous death 
** = moribund sacrifice 

continued 
next page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

C 
0 -~ ,_ 
~ " 
~ .0 

" E u ~ 
uz 
-< 

BY PROTOCOL FOR THIS GROUP (continued) 
THYROID 
Hvnerolasia, C-cell, unilateral/ 

bilateral, foe a 1 
STOMACH 
DUODENUM 
Mucosal ulcers, focal 

JEJUNUM 
CECUM 
COLON 
SKIN 
Dermal fibrosarcoma 

Dermal fibroma 
Basal cell tumor, beniqn 

Keratoacanthoma 

Papilloma 
Epidermal inclusion cyst 

Acanthosi s 

Exudative crusts . 

- N m 
0 0 0 
~ ~ ~ 

"' "' "' ' ' ' 0 0 0 
a) a) a) 

L L 

p 

p 

~ a) 0 - M ... m "' "' N 
0 0 - - - - - - - N 
~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

"' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 g 0 0 0 g g a, a) a) a) a) a) a) 

L 
3 

L 

p 

• • • • ~ a) 0 "' N 0 N 
N N M "' ~ a) "' ~ ~ ~ "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' 0 g g 0 0 0 0 
a) a) a) a) a) 

N 

I 
I 

L L 

p 

p 

Code: 1 .. minimal 
2 ,. mild 

J - moderate P " present N "' within normal limits M ,. tissue not present *,. spontaneous death 
4" severe l = lesion present I "'tissue section inadequate *•=moribund sacrifice 

JS___:...t<>r"'j_n,11_ ~;ic,::ifir.<> ____ SJJM<;" <;_p_~nt,,npnu~ dr~th/nnrih'lnd sar.rificP 

continued 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

C 
0 
·~ ~ 
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"' E u~ 
uz 
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BY PROTOCOL FOR THIS GROUP (continued) 

THYROID 
Hvnerolasia C-cell. unilateral/ 

bi lateral focal 

STOMACH 
DUODENUM 
Mucosal ulcers, focal 

JEJUNUM 
CECUM 
COLON 
SKIN 

Dermal fibrosarcoma 

Dermal fibroma 

Basal cell tumor, benian 

Keratoacanthoma 

Paoilloma 
Epidermal inclusion cyst 

Acanthosis 

Exudative crusts 

• • • • 0 M ~ -0 0 - N 
~ ~ ~ ~ 

"' "' "' "' ' ' ' ' 0 0 0 0 
ro ro ro ro 
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• • • • • • • • • • • • • • • • 
"' N ro M "' ~ "' N ro 
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I 
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p p 

p 

• • • • 0 .,. 
N N 
~ ~ 

"' "' ' ' 0 0 ro ro 

:;:, Code: l = 111inimal 3 • 111oderate P " present N = within normal li111its M = tissue not present 11 .. spontaneous death 
" " 2 ,. 111ild 4 " severe L 2 lesion present I ~ tissue section inadequate O " moribund sacrifice 

TS = terminal sacrifice SOMS ~ spontaneous death/~oribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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~ .0 
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u ~ 
uz 
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BY PROTOCOL FOR THIS GROUP (continued) 
MAMMARY GLAND 
Fibroadenoma 

Galactoceles 
STERNUM 
BONE MARROW 

Leukemic infiltrates, lymphocytic 

MESENTERY/ABDOMINAL CAVITY 
Mesothelioma, malignant (multiple 

sites) 

Lipogranuloma/fat necrosis 

COAGULATING GLAND 
Spermatic granuloma(s), focal 

PREPUTIAL GLAND 

Code: 

Carcinoma 
Adenoma 
Inflanmation 

Cysts 

l = raini111al 
2 .. mild 

3 .. moderate P ., present 
4 ,. severe 

-- .. I.,S = t.P.atinal s .. ~cr_ific~ 

"' 0 N ... ~ 0 M ... "' - N ~ "' "' -~ "' "' "' "' ~ ~ ~ ~ "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 al 0 0 0 0 
OJ "' "' "' '° '° OJ "' "' "' "' "' "' "' 
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L L L 

p p 

p 

L L L 
p 

p 

p 

p 

N ,. within norraal limits K = tissue not present 
L • lesion present 

SOMS_ = 
1 ,. tissue section inadequate 

spon.ta_n~.ous ,!l!!at~/mor~~und sacrifice 

M ... "' ~ "' "' "' "' '" '" "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 

' 

* .. spontaneous death 
•• ~ ~oribund sacrifice 

continued 
ned page 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
lesion 

TISSUES NOT SPECIFICALLY REOUIRED 

C 
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"' E u ~ 
uz 
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BY PROTOCOL FOR THIS GROUP (continued) 
MAMMARY GLAND 
Fibroadenoma 

Galactoceles 
STERNUM 
BONE MARROW 
Leukemic infiltrates, lvm• hocvtic 

MESENTERY/ABOOMINAL CAVITY 
Mesothelioma, malionant (multiole 
sites) 

Linonranuloma/fat·necrosis 
COAGULATING GLAND 
Soermatic oranuloma(s), focal 

PREPUTIAL GLAND 
Carcinoma 
Adenoma 

Infla111J1ation 

Cysts 
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Code: 3 • 111oderate P = present ~ = within normal limits M = tissue not present 
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* = spontaneous death 
** = noribund sacrifice 

TS ~ terminal ~acrifice SDMS = spontaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 
MAMMARY GLAND 
Fibroadenoma 

Galactoceles 
STERNUM 
BONE MARROW 
Leukemic infiltrates, lymphocytic 

MESENTERY/ABDOMINAL CAVITY 
Mesothelioma, malignant (multiple 

sites) 
Lipogranuloma/fat necrosis 

COAGULATING GLAND 
Spermatic granuloma(s), focal 

PREPUTIAL GLAND 
Carcinoma 

Adenoma 
Infl arrmation 

Cysts 
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Code: J .. moderate P = present N = within normal limits M = tissue not present 
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2 ~ mild 4 = severe l "' lesion present I ~ tissue section inadequate 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
RDX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP· (continued) 

THYMUS 
Ma1ianant lvmohoma 
Lvmnhoid hvnerplasia 

Atronhv with cvsts 
LYMPH NODE(S), NOS 

Monocvt1c leukemia 
Maliqnant lvmohoma 

SALIVARY GLAND 

URETER 
Dilatation, bilateral 
Peritonitis, bilateral 

SUBCUTIS 

Liooma 
Linosarcoma 

FEMUR/BONE 
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Code: 1 " 111ini111al 
2 w mild 

J .. moderate P = present N = within normal li'1its M = tissue not present * = spontaneous death 
4 " severe L = lesion present I = tissue section inadequate ** ,. 111oribund sacrifice 

TS= te-r.,inal sacrifice SOMS = spontaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REOUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 

THYMUS 
Malignant 1 ,nnnhoma 

Lymohoid hvnerolasia 
Atrophy with cvsts 

LYMPH NODE(S), NOS 
Monocytic leukemia 
Ma 1 i qnant 1 vmnhoma 

SALIVARY GLAND 
URETER 
Dilatation, bilateral 

Peritonitis, bilateral 

SUBCUTIS 
Lipoma 

Lioosarcoma 
FEMUR/BONE 
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Code: ,. minimal 3 • moderate P .. present N ,. within normal limits M ,. tissue not present *,. spontaneous death 
2 ,. mild 4 ~ severe L .. lesion present I .. tissue section inadeQuate ** = moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
RDX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 
THYMUS 
Malignant lymphoma 

Lymphoid hyperplasia 

Atrophy with cysts 
LYMPH NODE(S), NOS 
Monocytic leukemia 

Malignant lymphoma 
SALIVARY GLAND 
URETER 
Dilatation, bilateral 
Peritonitis, bilateral 

SUBCUTIS 
Lipoma 
Liposarcoma 

FEMUR/BONE 
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Code: l "' 111ini11al 
2 ~ mild 

3 .. moderate P = present N = within norfflal limits M = tissue not present • .. spontaneous death 
I+ ,. severe L = lesion present l = tissue section inadequate •• "' raoribund sacrifice 

TS= terminal sacrificr SOMS = spontanP.ous rleath/moribund sacrifice 
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LO6121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

BRAIN 
Leukemic infiltrates, lymphocytic 

Hemorrhage, focal 

SPINAL CORD 

PITUITARY 
Adenoma 

Carcinoma 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Cyst 
Hyperplasia, basophi1-ce11 

Hyperplasia, chromophobe-cell 

Bacteremia 

LIVER 
Histiocytic sarcoma 
Leukemic infiltrates, lymphocytic 
Leukemic infiltrates, monocytic 
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"' E u ~ 
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Code: l ~ "'inimal 
2 .. mild 

3 .. moderate P "' present 
4 = severe 
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~ "within normal limits M = tissue not present 

L • lesion present 
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I ~ tissue section inadequate 
S_!_)ont~npous death/morib,1nd sacrifice 
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* " spontaneous death 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX l.5 mg/kg/day 

ORGAN 
Lesion 

BRAIN 
Leukemic infiltrates, lymphocytic 

Hemorrhaqe, focal 

SPINAL CORO 

PITUITARY 
Adenoma 

Carcinoma 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 
Cyst 
Hyperplasia, basophil-cell 
Hyperplasia, chromophobe-cell 

Bacteremia 

LIVER 
Histiocytic sarcoma 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

C 
0 ·- ~ ~ "' ~D 
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Code: l = minimal 
2 ,. mild 

3 ~ rrnderate P = present N 

4 " severe l 
lS ~ terminal sacrifice 
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within normal limits M = tissue not present *=spontaneous death 

lesion present I = tissue section inadequate ** = moribund sacrifice 
SOMS = spontan~ous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

BRAIN 
Leukemic infiltrates, lvmnhocvtic 

HemorrhaQe, focal 

SPINAL CORO 

PITUITARY 

Adenoma 

Carcinoma 
Leukemic infiltrates. lymnhocvt i c 

Leukemic infiltrates, monocytic 

Cyst 
Hyperplasia, basophil-cell 

Hyperplasia, chromophobe-cell 

Bacteremia 

LIVER 
Histiocytic sarcoma 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 
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Code: .. minimal 
2 = mild 

3 .. moderate P "' present 

4 = severe 
TS " terminal sacrifice -
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N "within nor111al limits M " tissue not present 

L • I " tissue section inadequate lesion present 
SDMS = spontaneous death/moribund sacrifice 
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LO6121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
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~~ 
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Focus/foci of hvnerolasia with cvstic 

deqeneration 

Area(s) of hvnerolasia with cvstic 

deqeneration 

Foci of cellular alteration-basonhi1ic 
Foci of cellular alteration-eosinoohilic 

Area of cellular alteration-clear cells 
Foci of cellular alteration-mixed cells 
Necrosis, random, focal 

Necrosis, centrilobular, aaonal, focal/ 

multi focal/diffuse 

Bile duct oroliferation, focal/ 

multifocal/diffuse 

Cholanqiofibrosis, focal/multifocal 

Metamorphosis, fattv, centrilobular/ 

oerioortal/random, focal/ 

multi focal/diffuse 
Extramedullary hematoooiesis, focal/ 

multifocal 
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Code: l "Minimal J" moderate P = preseJJt N = within normal limits M = tissue not present • .. spontaneous death 
2 = mild 4 = severe l .. lesion present I = tissue section inadequate •• = nrnribund sacrifice 

TS = terminal sacrifice SDMS = spontaneous death/moribund sacrifice 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX l.5 mg/kg/day 

. 
ORGAN 

~ 
0 -~ ~w 
~D 
WE 
u ~ 
uz Lesion < 

LIVER (continued) 
Focus/foci of hyperplasia with cystic 

degeneration 
Area(s) of hyperplasia with cystic 

degeneration 

Foci of cellular alteration-basophilic 
Foci of cellular alteration-eosinophilic 
Area of cellular alteration-clear cells 

Foci of cellular alteration-mixed cells 

Necrosis, random, focal 
Necrosis. centrilobular, agona1, focal/ 

multi focal/diffuse 
Bile duct proliferation, focal/ 

multifocal/diffuse 
Cholangiofibrosis, focal/multifocal 

Metamorphosis, fatty, centrilobular/ 
periportal/random, focal/ 

multifocal/diffuse 

Extramedullary hematopoiesis, focal/ 

multi focal 
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Code: J = moderate P = present ~ = within normal limits M = tissue not present 
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TS,. terminal sacrifice SDHS = spontaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
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Focus/foci of hvnerolasia with cvstic 

deoeneration 

Area(s) of h"nernlasia with cvstic 

deoeneration 
Foci of cellular alteration-basoohilic 
Foci of cellular alteration-eosinoohilic 

Area of cellular alteration-clear cells 
Foci of cellular alteration-mixed cells 
Necrosis. random. focal 

Necrosis centrilobular. aaonal focal/ 

multi focal/diffuse 
Bile duct oroliferation, focal/ 

multi focal/diffuse 
Cholanoiofibrosis, focal/multifocal 

Metamorohosi s, f attv, centril obu 1 ar I 
oerioortal/random. focal/ 
multifocal/diffuse 

Extramedullarv hematopoiesis, focal/ 
mu1tifoca1 
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Code: t "' minimal 3 = moderate P = present N = within normal" limits M ,. tissue not present • .. spontaneous death 

2 ,. mild 4 "' severe L ,. lesion present I ,. tissue section inadequate -11-11,. moribund sacrifice 

iS ~ terminal s;ir,rifice SDMS = spont;ineous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
Microqranulomas, focal/multifocal 

Bacteremia 

KIDNEY 
Leukemic infiltrates, lvmohocvtic, 

unilateral/bilateral 

Leukemic infiltrates, monocytic, 

bi 1 at era 1 

Neohrooathv, chronic, bilateral 
Inflammation, lvmohocvtic, bilateral 
Pvelone• hritis, unilateral/bilateral 

Cortex, increased oiqment, bilateral 

Cortex, orotein resorotion droolets, 

bi 1 atera 1 

Mineralization, uremic, bilateral 

Cyst, cortical, unilateral 

Bacteremia, bilateral 
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Code: ~ini111al 
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moderate P = present 

' severe 
TS ~ terminal sacrifice 
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N = within normal limits M = tissue not present 

L ~ lesion present 
SDMS 

I = tissue section inadequate 
spont~neous death/moribund sacrifice 
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* = spontaneous death 
** = moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
F lNAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
Microqranulomas, focal/multifocal 

Bacteremia 

KIDNEY 

Leukemic infiltrates, lymphocytic, 
unilateral/bilateral 

Leukemic infiltrates, monocytic, 

bilateral 
Nephropathy, chronic, bilateral 

Inflarrmation, lvmohocytic, bilateral 
Pveloneohritis, unilateral/bilateral 

Cortex, increased pi qment, bi 1 atera 1 

Cortex, orotein resorotion droplets, 

bilateral 

Mineralization, uremic, bilateral 

Cyst, cortical, unilateral 

Bacteremia, bilateral 
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Code: l ,. mininal 

2 = mild 
J • 111oderate P = present 

4 = severe 
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p 
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1 2 l 2 l 2 1 l 1 l 
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; I 
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I ! p • • 

N ~ 11ithin normal limits M ~ tissue not present 
L = lesion present I = tissue section inadequate 
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"' "' "' "' "' "' ' ' ' ' ' ' 0 0 0 0 0 0 
ro ro ro ro ro ro 

LL LL LL LL LL LL 

3 

1 

p p 

p 

2 3 3 4 3 

l l l 

2 

4 ~ spontaneous death 
•• = moribund sacrifice 

TS ~ terminal sacrifice SDMS = spontaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
Microaranulomas. focal/multifocal 

Bacteremia 

KIDNEY 
Leukemic infiltrates, lymphocvtic, 

unilateral/bilateral 

Leukemic infiltrates, monocytic, 

bilateral 

Nenhronathv, chronic, bilateral 

Inflammation, lvmohocytic, bilateral 

Pyelonenhritis, unilateral/bilateral 
Cortex, increased pigment, bilateral 
Cortex, protein resorption droplets, 

bi 1 atera 1 

Mineralization, uremic, bilateral 

Cyst, cortical, unilateral 

Bacteremia, bilateral 

C 
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"' E u~ 
uz 
<,: 
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2 2 
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l 
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Code: l "' miniMl 
2 "' mild 

3 = ffloderate P ~ present If = within normal limits M = tissue not present 
Ii .. severe l " lesion present I ., tissue section inadequate 

TS = terminal sacrifice S~MS ,,._ sponJ".fln~ous _.d!!~lh/mod.h.und sa.,-.ri£ice 
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0/25 

0/25 
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• = spontaneous death 
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LO6121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

HEART 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

C 
u 
·~ ~ 
~ "' 
~ .n 
<U E 
u ~ 
uz 
« 

Myocarditis, chronic, focal/multifocal 

Auricular thrombosis 

Mineralization, vessels, uremic 
Mineralization, myocardial, uremic 
Bacteremia 

SPLEEN 

Malignant lymphoma 
Monocytic leukemia 
Congestion, diffuse 

Fibrosis, focal 

Increased extramedullary hematopoiesis 
Increased pigment, diffuse 

Infarction, focal/multifocal 

Code: l ., minimal 
2 " mi Id 

J ~ moderate P " present ~ 

4 ., severe L 
TS ~ terminal sacrifice 

"' ~ ~ 0 ~ 00 0 N M .,. 00 "' ~ ~ ~ M .,. 0 N ~ 
0 ~ ~ N N N M M M M M M .,. .,. ~ ~ ~ '° '° '° 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 

'° '° '° '° '° '° '° '° '° '° '° '° '° '° '° '° '° '° '° '° ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
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p 
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p p 

p p p p p p p p 

1 1 1 1 

2 
1 I 1 2 2 1 

2 1 1 2 1 
3 

within normal limits M " tissue not present * " spontaneous death 
lesion present I " tissue section inadequate -u " moribund sacrifice 

SDHS " spont~neous death/~oribund sacrifice 

continuPd 
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LO6121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

HEART 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

C 
0 ·- ~ ~ "' 
~ .0 
<U E 
u a 
uz 
« 

Myocarditis, chronic, focal/multifocal 

Auricular thrombosis 

Mineralization, vessels, uremic 

Mineralization, myocardial, uremic 
Bacteremia 

SPLEEN 
Malignant lymphoma 
Monocytic leukemia 

Congestion, diffuse 
Fibrosis, focal 

Increased extramedullary hematopoiesis 

Increased pigment, diffuse 

Infarction, focal/multifocal 

Code: 1 .. minimal 
2 "' mild 

3 " moderate P = present N 

4 = severe L 
TS ~ terminal sacrifice 

• • • • • • • • • • • • • • • • • • "' - .,. 
"' N M "' - = - = 0 = "' ~ .,. - "' "' "' "' ~ ~ ~ "' - - N N M M .,. .,. .,. = "' "' - - N 
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2 l 

3 2 
l 2 

3 

within non,,il limits 1-1 = tissue not present * " spontaneous death 
lesion pre~P.~t I = tissue section inadequate ** = moribund sacrifice 

·.-~,;,, s~o-~!-~neous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

HEART 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

C 
0 
•r ~ 

~ "' ~ .0 
"' E 
u " uz 
« 

Myocarditis, chronic, focal/multifocal 

Auricular thrombosis 

Mineralization, vessels, uremic 

Mineralization, myocardial, uremic 

Bacteremia 

SPLEEN 

Malignant lymphoma 

Monocytic leukemia 

Congestion, diffuse 

Fibrosis, focal 

Increased extramedullary hematopoiesis 

Increased pigment, diffuse 

Infarction, focal/multifocal 
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I 

L L L L L L L 
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Code: J .. moderate P = present N ~ within normal li111its M ., tissue not present * = spontaneous death 
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l ~ minimal 
2 ,. mild 4 "' severe l = lesion present I "' tissue section inadequate ** = moribund sacrifice 

TS = terminal sacrifice SONS = spontaneous death/moribund sacrifice 
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L0612l SN6 HISTOPATHDLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TESTIS 
Interstitial cell tumor, unilateral/ 

bi 1 ateral 

C 
0 -- ~ ~ w 
~ .0 
w E 
u ~ 
uz 
<t 

H"nerolasia. interstitial cell, focal, 

unilateral/bilateral 

H""osnermatonenesis. multifocal/diffuse, 

unilateral/bilateral 
Germinal cell deaeneration, focal/ 

multifocal/diffuse, unilateral/ 

bilateral 

Tubules, atronhv, comnression, 

focal/multi focal/diffuse, 

unilateral/bilateral 
Arteritis, chronic, focal, unilateral/ 

bi l atera 1 

PROSTATE 
Leukemic infiltrates, lvmnhocvtic 

Hyperplasia, adenomatous, focal 

Inflammation, chronic-active 

Code: 1 " minimal 
2 ~ mild 

3 z moderate P ,. present 

4 = severe 
TS " terminal sacrifice 

"' - ~ 0 ,._ 00 0 N M .,. 00 "' 
,._ - -0 - - N N N M M M M M M .,. .,. ~ 

00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 
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00 00 00 00 00 00 00 00 00 00 00 
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l l l 2 

ff = within normal : :,11i ts i'I = tissue not present 
l = lesion present 

so~-. 
[ = tissue section inadequate 

= spontaneous death/moribund sacrifice 
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* = spontaneous death 
** = moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
lesion 

TESTIS 

Interstitial cell tumor, unilateral/ 

bi lat era 1 

C 
0 -~ ~ 
~ " ~n 
" E u ~ 
uz 
"" 

Hyperplasia, interstitial cell, focal, 

unilateral/bilateral 

Hypospermatogenesis, multifocal/diffuse, 

unilateral/bilateral 

Germinal cell degeneration, focal/ 

multif.ocal/diffuse, unilateral/ 
bilateral 

Tubules, atrophy, compression, 

focal/multifocal/diffuse, 

unilateral/bilateral 

Arteritis, chronic, focal, unilateral/ 

bilateral 

PROSTATE 

Leukemic infiltrates, lymphocytic 

Hyperplasia, adenomatous, focal 

Inflammation, chronic-active 

m 

"' ro 
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ro 
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p 
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p 

l l l 

Code: 1 " minimal 
2 "' mi Id 

3" moderate P" present N "within normal limits 1-1" tissue not present *" spontaneous death 
4 " severe L " lesion present 1," tissue section inadequate ** = moribund sacrifice 

TS= terminal sacrifice SOMS = sp~ntaneous death/moribund sacrifice 

tontinued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TESTIS 
Interstitial cell tumor, unilateral/ 

bilateral 

C 
0 -~ ~ 
~ " 
~ .c 
" E u ~ 
uz 
d'. 

Hyperplasia, interstitial cell, focal, 

unilateral/bilateral 

Hypospermatogenesis, multifocal/diffuse, 

unilateral/bilateral 

Germinal cell degeneration, focal/ 

multifocal/diffuse, unilateral/ 

bi 1 atera l 
Tubules, atrophy, compression, 

focal/multifocal/diffuse, 

unilateral/bilateral 

Arteritis, chronic, focal, unilateral/ 

bi 1 at era l 

PROSTATE 

Leukemic infiltrates, lymphocytic 

Hyperplasia, adenomatous, focal 
Infla11J11ation, chronic-active 

Code: 1 = minimal 
2 = mild 

J = moderate P = present 

4 = severe 
TS = terminal sacrifice 

• • • • • • • • • • • • • • • • • • • • • • • • .,. 
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N = within normal limits M " tissue not present 
l lesion present 

SDMS " 
I " tissue section inadequate 

spontaneous death/moribund sacrifice 
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L0612l SN6 H[STOPATHOLOGY LESION SEVER!TY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

PROSTATE (continued) 
Inf1ammation, suppurative 
Microabscesses 

EPIDIDYMIS 
Leukemic infiltrates. monocytic, 

bilateral 

Spermatic granuloma(s), focal, 
unilateral/bilateral 

Diminution of sperm in ducts, 
unilateral/bilateral 

C 
0 ·~ ~ 
~ "' ~n 
<U E 
u ~ 
uz 

"' 

Absence of sperm in ducts, unilateral/ 
bi l atera 1 

Cellular debris in ducts, unilateral/ 

bi l atera 1 

SEMINAL VES!CLE 
Inflammation, chronic-active 

1 f ~ 
1, 

~ 

:, :, 
i i 1 1 6 

LL LL LL LL LL 
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p p p p p 
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-
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2 

LL LL NN NN LL LL LL LL 

p p p p p p 
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:;, Code: 
0 l " minimal 

2 " mild 
J • moderate P " present N " within normal limits 11 " tissue not present * " spontaneous death 

n 4 ,. severe L ~ lesion presenl: I • tissue section inadequate ** ~ moribund sacrifice 

TS " terminal sacrifice SDMS = spontaneous death/moribund sacrifice 

continued 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

PROSTATE (continued) 
lnflanunation. suppurative 

Microabscesses 

EP!D!DYMIS 
Leukemic infiltrates, monocytic, 

bilateral 

Spermatic granuloma(s), focal, 

unilateral/bilateral 

Diminution of sperm in ducts, 

unilateral/bilateral 

~ 
0 ·~ ~ 
~ w 
~ .n 
w E 
u ~ 
uz 

"" 

Absence of sperm in ducts, unilateral/ 

bi 1 ateral 

Cellular debris in ducts, unilateral/ 

bi 1 atera 1 

SEMINAL VESICLE 
lnflarrmation, chronic-active 

Code: " minimal 
2 " mi Id 

J n moderate P = present N 

I, = severe L 
TS= termin.11 sacrifice 

• I • • • • • • • • • 
"' - ... "' N M co - = - = 0 = "' ~ "' ~ ~ ~ co - - N N M M ... ... ... = co co co co co co co co co co co co a) co co 
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within normal limits M = tissue not present 
lesion present 

SDMS = 
I = tissue section inadequate 

spontane~us death/moribund sacrifice 
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• " spont.aneous death 
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continued 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

PROSTATE (continued) 

Inflammation, suppurative 

Microabscesses 

EPIDIDYMIS 

Leukemic infiltrates, monocytic, 
bilateral 

Spermatic granuloma(s), focal, 

unilateral/bilateral 

Diminution of sperm in ducts, 

unilateral/bilateral 

C 
0 ·- ,._ ~ ru 
~ .0 
ru E 
u ~ 
uz 
<C 

Absence of sperm in ducts, unilateral/ 

bilateral 

Cellular debris in ducts, unilateral/ 

bi 1 atera l 

SEMINAL VESICLE 

Inflanmation, chronic-active 

• • • • ., 
'° ., ., 

co co 

'° '° ' ' 0 0 
<X> <X> 
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NN LL 
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p 

N N 

Code: 1 ,. minimal 
2 ~ mild 

3 = moderate P = present N = within 
I+ ~ severe l = lesion 

TS ~ terminal sacrifice 
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normal limits M = tissue not present * D spontaneous death 

present I = tissue section inadequate •• = moribund sacrifice 
SDHS = spontaneous death/moribund sacrifice 
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' ' ' L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR THIS GROUP 

EYE 
Keratitis, chronic, unilateral/ 

bilateral, focal 

C 
0 ·- ~ ~ '" 
~ .0 
<U E 
u ~ 
uz « 

Lens, cataract, unilateral/bilateral 

Degeneration, retinal, unilateral/ 
bilateral 

ADRENAL 
Pheochromocytoma, unilateral/ 
bilateral 

Pheochromocytoma, malignant, unilateral 
Leukemic infiltrates, monocytic, 

unilateral/bilateral 
Medulla, hyperplasia, focal/multifocal, 

unilateral/bilateral 

PANCREAS 
Islet cell carcinoma 
Hyperplasia, islet cell, focal 

m - ~ 
0 - -
"' "' "' "' "' "' ' ' ' 0 0 0 

"' "' "' 

L L L 
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p p 

p 

0 ~ "' 0 N M rj- "' "' - ~ -N N N M M M M M M rj- rj- ~ 
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. 

L L L 

p p 

p 

Code: = minimal 
mild 

J 

' 
moderate P = present N = within normal limits M ~ tissue not present 

2 severe L 
TS = terminal sacrifice 

lesion present 
SDMS ~ 

I = tissue section inadequate 
spontaneous death/moribund sacrifice 

M rj- 0 N ~ 
~ ~ "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 
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L 

l 
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• - spontaneous death 
•• ~ moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR THIS GROUP 

EYE 
Keratitis, chronic, unilateral/ 
bilateral, focal 

C 
0 -~ ~ 
~ "' ~D 
<U E 
u ~ 
uz 
"" 

Lens, cataract, unilateral/bilateral 

Degeneration, retinal, unilateral/ 

bilateral 

ADRENAL 
Pheochromocytoma, unilateral/ 
bilateral 

Pheochromocytoma, malignant, unilatera 
Leukemic infiltrates, monocytic, 
unilateral/bilateral 

Medulla, hyperplasia, focal/multifocal 

unilateral/bilateral 

PANCREAS 
Islet cell carcinoma 
Hyperplasia, islet cell, focal 
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Code: J ,. moderate P " present N .. within normal limits M " tissue not present 
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mild 4 ., severe L ,, lesion present I.~ tissue section inadequate 

• ~ 
~ 
ro 
"' ' 0 
ro 

TS" terminal sacrificP SOMS sirnnL:rneous death/moribund sacrifice 

• • • • • • • • <r - "' "' "' "' "' ~ N 
ro ro ro ro ro 
"' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 ro ro "' ro ro 
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• = spontaneous death 
** = moribund sacrifice 

continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR THIS GROUP 

EYE 
Keratitis, chronic, unilateral/ 

bilateral , foe al 

C 
0 ·- ,_ ~ ., 
~D 
<U E 
u => 
uz 
-,: 

Lens, cataract, unilateral/bilateral 

Degeneration, retinal, unilateral/ 

bi 1 atera 1 

ADRENAL 
Pheochromocytoma, unilateral/ 
bilateral 

Pheochromocytoma, malignant, unilateral 
Leukemic infiltrates, monocytic, 

unilateral/bilateral 

Medulla, hyperplasia, focal/multifocal, 

unilateral/bilateral 

PANCREAS 
Islet cell carcinoma 
Hyperplasia, islet cell, focal 

• • • • .,,. 
'° .,,. .,,. 

ro ro 
'° '° ' ' 0 0 
ro ro 

N L 

p 

L L 
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p 
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'° '° '° '° '° '° '° '° '° '° ' ' ' . ' ' ' ' ' ' 0 0 0 o·o 0 0 0 0 0 ro ro ro ro ro ro ro ro ro ro 

N L 

2 

N N N N N 

Code: 1 = minimal 
2 ~ mild 

3 = moderate P = present N = 11ithin normal limits ti = tissue not present * .. spontaneous death 

4 = severe L = lesion present I ,. tissue section inadeQuate *"' = moribund sacrifice 
TS.., t~rminal 5acrifice S01'1S <;pont.1neous death/moribund sacrifi~e 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

C 
0 
•r '-
~ " 
~~ 

" E u ~ 
uz 

<C 

BY PROTOCOL FDR THIS GROUP {continued) 

MESENTERIC LYMPH NODE 
Malionant lymphoma 

Monocytic leukemia 

URINARY BLADDER 
Cvstitis, hemorrhaaic-sunnurative 

Distention, 1uminal 

LUNG-MAINSTEM BRONCHI 
Bronchiolar-alveolar adenoma 

Hemanciiosarcoma 
Carcinoma, metastatic, adrenal 
Carcinoma, metastatic, NOS 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 
Inflammation, granulomatous, multifocal 

Microabscesses, focal 
Fibrinoid degeneration, septae, focal 

ESOPHAGUS 
TRACHEA 

Code: minimal 
2 : mild 

3 : moderate P ,. present N 
4 ., severe L 

TS • t~rnin.1\ e..icrifir:~ 

! : 

o ~Jro\o a, - ~ N M ST ro a, - ~ - M ST 0 N ~ 

0 - - N N NM M M M M M ST ST ~ ~ ~ '° '° '° ro ro ro Oj co co co ro ro ro ro ro ro ro ro ro ro ro ro ro 

'° '° '° <DI \D; l,0; <D '° '° '° '° '° '° '° '° '° '° '° '° '° ' ' ' I I ' : , I ' ' ' ' ' ' ' ' ' ' ' ' ' al 0 al 0 OjO[O 0 0 0 0 0 0 0 0 0 0 0 0 0 
ro ro ro j ro I ro ro ro ro ro ro ro ro ro ro ro ro ro ro 

' . 

L 
p 

L L N L 

I p 

p p 

p 

p 

2 

within normal limits M : tissue not present * ,. spontaneous death 
lesion present I = tissue section inadequate ** "' moribund sacrifice 

SDMS = ,;oont.1nr~us rlPath/nr,ribund ,;acrific!! 

continued 
next page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

C 
0 
•r ~ 

~ "' ~D 
<U E 
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uz 
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BY PROTOCOL FOR THIS GROUP (continued) 
MESENTERIC LYMPH NODE 
Malignant lymphoma 

Monocytic leukemia 

URINARY BLADDER 
Cystitis, hemorrhagic-suppurative 
Distention, luminal 

LUNG-MAINSTEM BRONCHI 
Bronchiolar-alveolar adenoma 
Hemangiosarcoma 

Carcinoma, metastatic, adrenal 
Carcinoma, metastatic, NOS 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Inflarrmation, granulomatous, multifocal 

Microabscesses, focal 
Fibrinoid degeneration, septae, focal 

ESOPHAGUS 
TRACHEA 

"' - .,,. 
"' ~ ~ ro ro ro 

"' "' "' ' ' ' 0 0 0 
ro ro ro 

• • • • • • • 
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N 

Code: 3 ... inoderate P .. present N = within normal limits M = tissue not present 
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ro ro 
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l = mini111al 
2 "' ini ld I+ ~ severe L = lesion present I " tissue section inadequate 
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ro 
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ro 

N 

TS = terminal sacrifice SDMS = spontaneous death/moribund sacrifice 
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* = spontaneous death 
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continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

~ 
0 -~ ~ 
~ "' 
~ .0 
"' E u~ 
uz 
<( 

BY PROTOCOL FOR THIS GROUP (continued) 
MESENTER!C LYMPH NODE 
Malignant lymnhoma 
Monocytic leukemia 

URINARY BLADDER 
Cystitis, hemorrhaqic-sunnurative 
Distention, luminal 

LUNG-MAINSTEM BRONCHI 
Bronchiolar-alveolar adenoma 
Hemangiosarcoma 
Carcinoma, metastatic, adrenal 

Carcinoma, metastatic, NOS 

' ·c infiltr;:it,.. .. 1 ,_ 
Leukemic infiltrates, monocvtic 
Inflanmation, nranulomatous, multifocal 
Microabscesses, focal 
Fibrinoid degeneration, septae, focal 

ESOPHAGUS 
TRACHEA 

• • • • • • • • st "' 0 N 
st st ~ ~ 
a:, a:, a:, a:, 

"' "' "' "' ' ' ' ' 0 0 0 0 
a:, a:, a:, a:, 
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' p p 
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• 

Code: = minimal 
2 = mild 

3,, moderate P = present N = within normal limits M = tissue not present *=spontaneous death 

4 s severe L = lesion present I = tissue section inadeQuate ** ~ moribund sacrifice 
TS = terminal sacrifice SOHS = spontaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

C 
0 -~ ~ 
~ " ~~ 

" E 
u " uz 
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BY PROTOCOL FOR THIS GROUP (continued) 
THYROID 
Follicular carcinoma, unilateral 

Follicular adenoma, unilateral 

Hyperplasia, C-cell, unilateral/ 
bil at era l , foe al 

STOMACH 
Mucosal erosion(s), glandular region 

DUODENUM 
JEJUNUM 
ILEUM 

CECUM 
Inflammation 

COLON 
RECTUM 
SKIN 
Malignant fibrous histiocytoma 

Dermal fibroma 
• Papilloma 

Code: = minill'.al 
2 = mild 

3 

' 
moderate P = present N 

severe l 
1S = terminal sacrifice 

a, - ~ 0 ~ ro 0 N M "" ro a, - ~ -0 - - N N N M M M M M M "" "" ~ "' "' "' "' "' "' "' "' "' "' ro "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

"' "' ro "' "' ro "' ro ro ro ro ro ro ro ro 
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l 
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N 
N 
N 
L 
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L L L N 
p 

p 

within normal limits M = tissue not present 
lesion present 

SOMS 
I = tissue section inadequate 

spontaneous death/moribund sacrifice 

M "" 0 N ~ 
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ro "' ro ro ro 
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• = spontaneous death 
** = moribund sacrifice 

continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

C 
0 ·~ ~ 
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"' E u ~ 
uz 
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BY PROTOCOL FOR THIS GROUP (continued) 
THYROIO 

Follicular carcinoma, unilateral 
Follicular adenoma, unilateral 

Hyperplasia, C-cell, unilateral/ 
bilateral, focal 

STOMACH 

Mucosal erosion(s), glandular region 
DUODENUM 
JEJUNUM 
ILEUM 

CECUM 
Inflammation 

COLON 

RECTUM 

SKIN 

Malignant fibrous histiocytoma 

Dermal fibroma 
Papilloma 

Code: I = minimal 3 moderate P = present N 

2=mild 4 severe L 
TS = terminal sacrifice 

• • • • • • • • • • • • • • • • • • "' - <t "' N M a, - m - m 0 m "' ~ <t - "' "' "' "' ~ ~ ~ a, - - N N M M <t <t <t m "' a, - - N a, a, a, a, a, a, a, a, a, a, a, a, a, a, a, a, a, a, a, a, 
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L 
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p 

L N 
3 

N 
I N 

N 
I N 

N 

N 
L L L N 

p p 

p 

within normal limits M = tissue 11ot present * = spontaneous death 

lesion present I = tissue section inadequate ** = moribund sacrifice 
SOMS ~ spontaneous death/moribund sacrifice 

continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REnUJREO 

C 
0 ·- ~ m ru 
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BY PROTOCOL FOR THIS GROUP (continued) 

THYROID 
Follicular carcinoma uni 1 atera l 

Follicular adenoma- unilateral 

Hvoerolasia. C-cell. unilateral/ 

bilateral focal 

STOMACH 
Mucosal erosion(s). alandular reoion 

DUODENUM 
JEJUNUM 

ILEUM 
CECUM 

lnf1 ammati on 

COLON 

RECTUM 

SKIN 
Malionant fibrous histiocvtoma 

Code: 

Dermal fibroma 

Paoilloma 

I = minimal 
2 = mild 

3 = moderate P = present 

4 = severe 
1S = terminal sacrifice 

• • • • • • • • • • • • • • • • • • • • • • • • .,,. 
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p 

N = within normal limits M = tissue not present 
L lesion present 

S01'1S 
I ~ tissue section inadequate 

spontanP.OUS death/moribund sacrifice 

* = spontaneous death 
** = moribund sacrifice 
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L06121 SN6 HISTDPATHOLOGY LESION SEVERITY lNCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
RDX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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~ ~ 
uz 
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BY PROTOCOL FDR THIS GROUP (continued) 
SKIN (continued) 
Epidermal ulceration 
Inflammation, dermal, subacute/NOS 

MAMMARY GLAND 
Fibroadenoma 

Galactoceles 
STERNUM 
BONE MARROW 

Leukemic infiltrates, monocytic 
ZYMBAL'S GLAND 
Carcinoma 

MESENTERY/ABDDMINAL CAVITY 
Mesothelioma, (multiple 
sites) 

Fibrous histiocytoma (multiple 
sites 

Leukemic infiltrates, lymphocytic 
Lipogranuloma/fat necrosis 

"' -0 -00 00 

'° '° ' ' 0 0 

"' 00 
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~ 0 ~ 00 0 N "' 
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Code: I " minimal 
2 ., mild 

3" moderate P"' present N 2 within normal· limits M "tissue not present 11-"' spontaneous death 

f+ "' severe l " lesion present I "' tissue section inadequate •* " moribund sacrifice 
TS " terminal sacrifice SOHS " spontaneous death/moribund sacrifice 

contirlued 
next page 
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LO6121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

C 
0 ·- ~ ~ "' ~D 
w E 
u ~ 
uz 
""' 

BY PROTOCOL FOR THIS GROUP (continued) 
SKIN (continued) 
Epidermal ulceration 
Inflammation, dermal, subacute/NOS 

MAMMARY GLAND 
Fibroadenoma 

Galactoceles 
STERNUM 
BONE MARROW 
Leukemic infiltrates, monocytic 

ZYMBAL'S GLAND 
Carcinoma 

MESENTERY /ABDOMINAL CAVITY 
Mesothelioma, (multiple 
sites) 

Fibrous histiocytoma (multiple 
sites 

Leukemic infiltrates, lymphocytic 

Lipogranuloma/fat necrosis 

"' - st 

"' ~ ~ "' "' "' "' "' "' ' ' ' 0 0. 0 

"' "' "' 
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Code: J .,, moderate P .,, present N : within normal limits M .,, tissue not present 

• = st 
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2 ,. mi Id 4 " severe L "' lesion present I ,. tissue section inadequate 

• ~ = "' "' ' 0 

"' 

TS ,. terminal sacrifice SOMS "' spontaneous death/moribund sacrifice 

• • • • • • • • st - "' "' "' "' "' - - N 

"' "' "' "' "' "' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 

L 
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* "' spontaneous death 
**"' moribund sacrifice 

continued 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

C 
0 -~ ~ 
~ w 
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ru E 
u~ 
uz 
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BY PROTOCOL FOR THIS GROUP (continued) 
SKIN (continued) 
Eoidermal ulceration 
lnflanmation. dermal. subacute/NOS 

MAMMARY GLAND 

Fibroadenoma 

Galactoceles 
STERNUM 

BONE MARROW 
Leukemic infiltrates, monocvtic 

ZYMBAL'S GLAND 
Carcinoma 

MESENTERY /ABDOMINAL CAV !TY 
Mesothelioma. (multiple 
sites) 

Fibrous histiocvtoma (multiole 

sites 

Leukemic infiltrates, 1vmohocytic 
Lioooranuloma/fat necrosis 

• • •i• • • • • s, w D N 
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Code: l = minimal J ., moderate P _. present N ,. within normal limits M ,. tissue not present • .. spontaneous death 

2 ., mild 4 = severe L ., lesion present I " tissue section inadequate ._ " moribund sacrifice 
TS ~ terminal sacrifice SOMS ~ spontaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

C 
0 ·- ~ ~ w 
~ .0 
WE 
u ~ 
uz 
ct 

BY PROTOCOL FOR THIS GROUP (continued) 
MESENTERY /ABDOMINAL CAVITY (continued) 
Arteritis, chronic 

Microabscesses 

COAGULATING GLAND 
Soermatic Qranuloma(s). focal 

PREPUTIAL GLAND 
Carcinoma 
Adenoma 

lnflarrrnation 

Infl ammatorv exudate 
THYMUS 
Monocvtic leukemia 

Atroohv 
Anoiectasis 

LYMPH NODE(S), NOS 

Code: 

Monocvtic leukemia 
Maliqnant lymphoma 
Lvmohoid hvnerolasia 

1 ~ r.inimal 

2 = mild 
3 " moderate P = present 
f+ = severe 

TS = terminal sacrifice 

a, - ~ 0 ~ 00 
0 - - N N N 
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N ~ within normal limits 
L = lesion present 
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M = tissue not present 
I = tissue section inadequate 

SOMS = spontaneous death/moribund sacrifice 
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* = spontaneous death 
** ~ moribund sacrifice 

continued 
next page 
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L06121 SN6 . HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

C 
0 ·~ ~ 
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uz 
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BY PROTOCOL FOR THIS GROUP (continued) 
MESENTERY/ABDOMINAL CAVITY (continued) 
Arteritis, chronic 
Microabscesses 

COAGULATING GLAND 
Spermatic granuloma{s), focal 

PREPUTIAL GLAND 
Carcinoma 
Adenoma 

Inflammation 
Inflammatory exudate 

THYMUS 
Monocytic leukemia 
Atrophy 
Angiectasis 

LYMPH NODE(S), NOS 
Monocytic leukemia 

Malignant lymphoma 
Lymphoid hyperplasia 
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ro ro ro ro ro 
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Code: l "' 111ini,nal J ,. moderate P = present N = within normal limits H = tissue not present * = spontaneous death 

2 ,. mild 4 " severe L " lesion present I = tissue 'section inadequate •• .. moribund sacrifice 
fS = terminal sacrifice SDMS = spontaneous death/moribund sacrifice 

continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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0 ·~ ~ 
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~D 
., E 
u ~ 
uz 
« 

BY PROTOCOL FOR THIS GROUP (continued) 
MESENTERY/ABDOMINAL CAVITY (continued) 
Arteritis- chronic 
Microabscesses 

COAGULATING GLAND 
Soermatic oranuloma(s), focal 

PREPUTIAL GLAND 
Carcinoma 
Adenoma 
InflalTITiation 
Inflarrmatorv exudate 

THYMUS 
Monocytic leukemia 
Atrophy 
Anqiectasis 

LYMPH NODE(S), NOS 
Monocytic leukemia 

Maliqnant lymphoma 

Lvmnhoid hyperplasia 
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Code: 1 = minimal 

2 = mild 
3 = moderate P = present 

4 "' severe 
M = tissue not present ff= within normal limits 

L = lesion present I = tissue section inadequate 
spontaneous death/moribund sacrifice 1S = terminal sacrifice SDMS 

' 

• = spontaneous death 
** = moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

C 
0 ·~ ~ 
~ <V 
~ .0 
<V E 
u ~ 
uz 
« 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR THIS GROUP (continued) 

LYMPH NODE(S), NOS (continued) 
Angiectasis 

SALIVARY GLAND 
FEMUR/RIB/BONE 
SUBCUTIS 
LARYNX 
MUSCLE 

Code: = minimal J 
2=mild t. 

moderate P = present N 

severe l 
TS • tPr~in1\ ~~crificr 

"' - ~ 0 ~ ro 0 N M "' ro "' - ~ - M "' 0 N ~ 

0 - - N N N M M M M M M "' "' ~ ~ ~ "' "' "' ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro 
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ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro ro 

' ' ' 
' ' 

' 

within normal limits M,. tissue not present •,. spontaneous death 
lesion present I ~ tissue section inadequate •• ~ moribund sacrifice 

SOflS ~ soont;ineow, rl~ath/morib•ind s~crifice 

continued 
next page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
F !NAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

C 
0 -- ~ 
~ "' ~D 

"' E u ~ "'z 
TISSUES NOT SPECIFICALLY REQUIRED 

BY PROTOCOL FOR THIS GROUP (continued) 
LYMPH NODE(S), NOS (continued) 
Angiectasis 

SALIVARY GLAND 

FEMUR/RIB/BONE 

SUBCUTIS 
LARYNX 
MUSCLE 

Code: 1 = minimal 3 ,. moderate P ,. present 

2 = mild 4 ~ severe 
TS__,,_J..rrmiTL~-1 -~.acrifi_ce 

"' -"' ~ ro 00 

"' "' ' ' 0 0 
00 00 

N ., within 
l = lesion 
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I 

M ~ tissue not present 
I .. tissue section inadequate 

_ S_[111_5 _~_0_2ntaneous death/moribund s~crifice 
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00 00 00 00 ro 
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00 00 00 00 

* z spontaneous death 
** ~ moribund sacrifice 

continued 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

HISTDPATHDLDGY LESION SEVERITY INCIDENCE TABLE 

~ 
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•r '-

~ "' ~ .0 

"' E u ~ 
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<C ~ 

. • " ' 0 

" ' C 
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. i . . . . . . . 
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TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR THIS GROUP (continued) 

Code: 

LYMPH NODE ]21_,__NDS ( continued I 
Anqiectasis 

SALIVARY GLAND 
FEMUR/RIB/BONE 
SUBCUTIS 
LARYNX 
MUSCLE 

= minimal 
2 ,.. mild 

2 I 3 
NI I I I I I I I I I N 

NI I I I I I I I I I N 

I 1 
i 

' 

N 

N 

3 = moderate P : present N : within normal limits· M : tissue not present * = spontaneous death 
4 ~ severe L = lesion present I = tissue section inadequate ** : moribund sacrifice 

TS : terminal sacrifice SOMS : spcintaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

BRAIN 

Leukemic infiltrates lvmnhocvtic 

Leukemic infiltrates. monocvtic 
Hemorrhane. focal 
Cerebrum. enceohalomalacia. focal 

SPINAL CORD 
Leukemic infiltrates, monocvtic 
M\lelomalacia. focal 

Hemorrhaae, focal 

PITUITARY 

Adenoma 
Carcinoma 
Leukemic infiltrates~ lvmnhocvtic 

leukemic infiltrates, monocvtic 

Cvst 

H\1nernlasia. basoohil-cell 
Hvnerolasia chromonhobe-cell 
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Code: J .. moderate P .. present N ,. within normal limits M = tissue not present 

~ 

"' "' "' ' 0 
ro 

N 

N 

L 
p 

1 ,. minimal 
2 = mild 4 .. severe l = lesion present I ,. tissue section inadequate 

"' "' "' "' ' 0 
ro 

N 

N 

L 
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TS = terminal sacrifice SOMS = spontaneous death/moribund sacrifice 
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* = 1oribund sacrifice 
-.... ~ spontaneous death 

continued 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
lesion 

BRAIN 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Hemorrhage, focal 

Cerebrum, encephalomalacia, focal 

SPINAL CORD 

Leukemic infiltrates, monocytic 

Myelomalacia, focal 

Hemorrhage, focal 

PITUITARY 

Adenoma 

Carcinoma 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Cyst 

Hyperplasia, basophil-cell 

Hyperplasia, chromophobe-cell 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

I 
~ 

M,<n•O • • • • 0 ·~ ~ st ~ 00 "' - N "' N st ~ 
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"" 00 00 00 00 00 00 00 00 00 00 00 00 00 

N N N N N N N N N N N N L 

p 

3 

N N N N IN N N N N N N N L 
p 

I 2 

N L L L L N L L L N N N L 
p p p p p 

p 

p 

p 

1 

I 

Code: J ~ moderate P" present N = within normal limits' M = tissue not present 
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2 ,. mild It ,. severe l = l,::sion present I = tissue section inadequate 
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00 

N 

N 
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TS ~ ter.,in;il sacrific~ SD.MS" spontaneous death/moribund sacrifice 

• • • • • 0 - N ~ 0 
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' ' ' ' ' 0 0 0 0 0 
00 00 00 00 00 

N N N N N 

N N N N N 

L N N L L 
p 

p 

1 

*~moribund sacrifice 

+* ~ spontaneous death 

continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

FINAL REPORT 
F344 Male Rats 
RDX 8.0 mg/kg/day 

ORGAN 
Lesion 

BRAIN 

Leukemic infiltrates- lvmnhocvtic 

Leukemic infiltrates, monocvtic 

Hemorrhaae. focal 

Cerebrum. enceohalomalacia. focal 

SPINAL CORD 

Leukemic infiltrates, monocytic 

Myelomalacia, focal 
Hemorrhage, focal 

PITUITARY 

Adenoma 

Carcinoma 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Cyst 

Hyperplasia, basophil-cell 
Hyperplasia, chromophobe-cell 

C 
0 ·- ~ ~ ., 
~ .0 
<U E 
u~ 
uz 
« 

Code: 1 "' mi11imal 
2 ~ mild 

3 = moderate P = present 

4 = severe 
TS.., terminal sacrifice 
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l 

ff = within normal limits H = tissue not present 
L lesion present 

SOMS ~ 

I ~ tissue section inadequate 
spontaneous death/moribund sacrifice 

* = moribund sacrifice 
-H- ~ spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

LIVER 

Hepatocellular carcinoma 

Neoplastic nodule 

Hemangioma 

Histiocytic sarcoma 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

C 
0 ·- ~ ~ <U 
~D 
<U E 
u ~ 
uz 

"" 

Focus/foci of hyperplasia with cystic 

degeneration 
Area(s) of hyperplasia with cystic 

degeneration 
Foci of cellular alteration-basonhilic 

Foci of cellular alteration-eosinophilic 
Foci of cellular alteration-clear cells 
Area of cellular alteration-clear cells 

Foci of cellular alteration-mixed cells 

Necrosis, random, focal 
Necrosis, liquefaction, focal/multifocal 

Necrosis, centrilobular, agonal, focal/ 

multifocal/diffuse 

Code: l = rninimal 
2 "' mild 

3 ~ moderate P ~ present 
4 ~ severe 

TS = terminal sacrifice 

<X) 0 M ~ <X) <X) N M "' ~ "' N M m "' m "' "' "' "' "' ~ ~ <X) <X) <X) "' "' "' "' "' '" '" "' "' '" "' '" "' '" "' '" "' "' '" "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
<X) <X) <X) 00 00 00 00 00 00 00 00 00 00 00 00 

L L L L L L 'L L L L L L L L L 
I 

p ' ' 
p p p p p p p 

' ! ' 
: I p ' 
' 

p p p 

p p p p p p p p p p p p p 

p p p p 

p 

p p 

p p p p 

. 
I 

N = within normal, limits H = tissue n'ot preserit 
L = lesion present I = tissue section inadequate 

SDMS ~ spontaneous death/moribund sacrifice 
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00 <X) 00 00 00 

L L L L L 

p 

p p p 

p p p 

p p p p 

p p p 

p 

* = ~oribund sacrifice 
** = spontaneous death 

continued 
next paqe 
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' L06121 SN6 HISTOPATHOLOGY LESION SEVER!TY INCIDENCE TA8LE 

FINAL REPORT 
F344 Male Rats 
RDX 8.0 mg/kg/day 

ORGAN 
Lesion 

LIVER 
Hepatuce11u1ar carcinoma 

Neoplastic nodule 
Hemangioma 
Histiocytic sarcoma 

Leukemic infiltrates, lymphocytic 
Leukemic infiltrates, monocytic 

C 
0 -~ ~w 
~D 
WE 
u ~ 
uz « 

Focus/foci of hyperplasia with cystic 
degeneration 

Area{s) of hyperplasia with cystic 

degeneration 

Foci of cellular alteration-basoohilic 

Foci of cellular alteration-eosinonhilic 

Foci of cellular alteration-clear cells 

Area uf cellular alteration-clear cells 

Foci of cellular alteration-mixed cells 

Necrosis, random, focal 
Necrosis, liquefaction, focal/multifocal 
Necrosis, centrilobular, agonal, focal/ 

multifocal/diffuse 

•· 
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p 

p p 

2 

Code: l "' "inimal 
2 "mild 

3 " moderate P = present N " within normal limits ff = tissue not present *=moribund sacrifice 
4 = severe L = lesion present I ~ tissue section inadequate - = spontaneous death 

TS " terminal sacrifice SOHS " spontaneous death/moribund sacrifice 

continued 
next page 

~ .,. ... 



' " 

L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

LIVER 

Hepatocellular carcinoma 

Neoplastic nodule 

Hemangioma 

Histiocytic sarcoma 

Leukemic infiltrates, lym•hocytic 
Leukemic infiltrates, monocytic 

C 
0 ·- '-~ "' 
~ .0 

"' E u ~ 
uz 
<t 

Focus/foci of hyperplasia with cystic 

degeneration 
Area(s) of hyperplasia with cystic 

degeneration 

Foci of cellular alteration-basophilic 

Foci of cellular alteration-eosinophilic 

Foci of cellular alteration-clear cells 

Area of cellular alteration-clear cells 
Foci of cellular alteration-mixed cells 

Necrosis, random, focal 

Necrosis, liquefaction, focal/multifocal 

Necrosis, centrilobular, agonal, focal/ 

multifocal/diffuse 
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Code: N = within normal limits M = tissue not present 
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1 = minimal 
2 = mild 

J = moderate P = present 
4 " severe L = lesion present l ~ tissue section inadequate 
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L 
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1S = terminal sacrifice SDMS = spontaneous death/moribund sacrifice 

' 

* = moribund sacrifice 
lH!- = spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 

Bile duct proliferation, focal/ 
mu1tifocal/diffuse 

Cholangiofibrosis, focal/multifocal 

Metamorphosis, fatty, centrilobular/ 

periportal/random, focal/ 

multifocal/diffuse 

Extramedullary hematopoiesis, focal/ 

multifocal 

Cyst, parenchymal 
Hematocyst 

Microgranulomas, focal/multifocal 

KIDNEY 
Leukemic infiltrates, lymphocytic, 

unilateral/bilateral 
leukemic infiltrates, monocytic, 

bilateral 

Nephropathy, chronic, bilateral 
Inflanmation, lymphocytic, bilateral 
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Code: l = miniul 3 = moderate P "' present N = within normal li111its M = tissue not present •., moribund sacrifice 
2 ~ mild I+ "' severe l " lesion present I = tissue section inadequate 11+ = spontaneous death 
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L06121 SN6 HlSTOPATHOLOGY LESION SEVERITY lNClOENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued} 

Bile duct proliferation, focal/ 

multi focal/diffuse 
Cholanqiofibrosis, focal/multifocal 
Metamorohosis, fattv, centrilobular/ 

oerioortal/random, focal/ 

multifocal/diffuse 
Extramedullary hematopoiesis, focal/ 

multifocal 

Cyst, parenchymal 

Hematocyst 
Microqranulomas, focal/multifocal 

KIDNEY 

Leukemic infiltrates, lymphocytic, 

unilateral/bilateral 

Leukemic infiltrates, monocytic, 

bi 1 at era l 

Nephropathy, chronic, bilateral 

Inflammation, lymphocytic, bilateral 
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0 ·- ~ ~ "' ~ .0 
W E 
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uz 
« 

Code: 1 = minimal 
2 ,. mild 

J m moderate P ., present 
4 a severe 

TS = terminal sacrifice 
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N ., within normal limits M " tissue not present * = moribund sacrifice 
l = lesion present I = tissue section inadequate - = spontaneous death 

SDMS = spontaneous death/~oribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
Bi1e duct proliferation, focal/ 

multifocal/diffuse 
Cholanqiofibrosis, focal/multifocal 

Metamorohosis, fatty, centrilobular/ 

oeriportal/random, focal/ 
multifocal/diffuse 

Extramedullary hematopoiesis, focal/ 
multifocal 

Cyst, parenchymal 

Hematocyst 

Microgranulomas, focal/multifocal 

KIDNEY 
Leukemic infiltrates, lymphocytic, 

unilateral/bilateral 
Leukemic infiltrates, monocytic, 

bilateral 
Nephropathy, chronic, bilateral 
Inflammation, lymphocytic, bilateral 
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Gode: l "' minimal 
2 ~ mild 

J"' moderate P"' present N ~ within normal limits M"' tissue not present •"' moribund sacrifice 
4 .. severe L " lesion present I ~ tissue section inadequate IHf ,, spontaneous death 

TS ~ terninal sacrificr SDMS ~ SDont~ncous de;ith/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

KIDNEY {continued) 

C 
0 -~ '-
~ " 
~~ 

" E u ~ 
uz 

<C 

Microconcretions, tubular, unilateral/ 

bilateral 

Pyelonephritis, unilateral/bilateral 

Pyelitis, suppurative, unilateral/ 

bi 1 at era l 

Cortex, increased pigment, bilateral 

Cortex, protein resorption droplets, 

bi lat era 1 

Cyst, cortical, unilateral 

HEART 
Endocardial neurolemmoma 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 
Myocarditis, chronic, focal/multifocal 

Auricular thrombosis 

SPLEEN 

Malignant lymphoma 

00 0 N M 
~ "' "' "' "' "' "' "' "' "'I'° "' ' ' . ' ' 0 0 0 0 
00 00 00 00 
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L L N L 
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~ 00 M 00 "' ~ "' N 

"' "' ~ ~ 00 00 00 "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' I I ; ' ' ' ' ' 0 0 0 0 0 0 0 0 
00 00 00 00 00 00 00 00 
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L L L L L L L N 

2 2 1 2 1 2 1 

L L L L L L L L 
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"' "' "' ' 0 
00 

p 

L 
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L 

Code: ,. minimal J .. moderate P "' present N = l!ithin normal limits M " tissue not present 

~ "' ~ 00 "' "' ~ "' "' "' "' 0 0 ~ 

"' "' "' "' 0 0 0 

"' "' "' "' ~ ~ ~ ' ' ' ' ' ' ' 0 0 0 0 0 0 0 
00 00 00 00 00 00 00 

1 

p 

L L L L L L L 

1 1 2 2 l l 2 

L L L L L L L 

* ~ moribund sacrifice 

2 "' mi Id 4 = severe l = lesion present I = tissue section inadequate *• ~ spontaneous death 
TS ter.,,in~l s~criFir.r SOMS soont,1neo,1s d~ath/::iorib•Jnrl ~acrifice 

contintJed 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8,0 mg/kg/day 

ORGAN 
Lesion 

KIDNEY (continued) 

C 
0 -~ ... 
~ " ~D 

" E 
u " uz 
« 

Microconcretions, tubular, unilateral/ 
bi 1 atera l 

Pyelonephritis, unilateral/bilateral 

Pyelitis, suppurative, unilateral/ 

bilateral 

Cortex, increased pigment, bilateral 
Cortex, protein resorption droplets, 

bilateral 
Cyst, cortical, unilateral 

HEART 
Endocardial neurolemmoma 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Myocarditis, chronic, focal/multifocal 

Auricular thrombosis 

SPLEEN 
Malignant lymphoma 

,a--0 
~ 

' 0 

"' 

L 

2 

L 

~ "' "' M "' - - - N N 
0 0 0 0 0 
~ ~ ~ ~ ~ 

' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 

L L L L L 

l 1 2 1 2 

L L L L L 

Code: " minimal 
2 .. mild 

3 .. moderate P "' present N = within normal limit-; 
4 .. -;evere l m lesion present 

TS = terminal sacrifice SDMS ~ 

• • • • • • • • • • • 0 - N "' N "' ~ N "' 0 - N = 0 
M M M "' ~ ~ ~ "' "' 0 0 0 0 -0 0 0 "' "' "' "' "' "' 0 0 0 0 0 
~ ~ ~ "' "' "' "' "' "' ~ ~ ~ ~ ~ ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' 

1 

1 
2 2 2 

3 2 

L L L L L L L L L L L L L N 

p 

p p p 

2 1 2 2 2 1 2 2 2 1 1 

L L L L L L L L L L L L L L 
p 

M = tissue not present • = moribund sacrifice 

I = tissue section inadeQuate H ., spontaneous death 

~tJneous death/moribund sacrifice 

continued 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
RDX 8.0 mg/kg/day 

ORGAN 
Lesion 

KIDNEY (continued) 

C 
0 -- ~ 
~ "' 
~~ 

o, E 
u ~ 
uz 
« 

Microconcretions, tubular, unilateral/ 

bi 1 aterd 1 

Pyelonephritis, unilateral/bilateral 

Pyelitis, suppurative, unilateral/ 

bilateral 
Cortex, increased pigment, bilateral 

Cortex, protein resorption droplets, 

bilateral 

Cyst, cortical, unilateral 

HEART 

Endocardial neurolerrrnoma 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Myocarditis, chronic, focal/multifocal 

Auricular thrombosis 

SPLEEN 
Malignant lymphoma 

• • • • • N M D s,- aJ - - N N N 
D D D D D ~ ~ ~ ~ ~ ' ' ' ' ' D D D D D 
aJ aJ aJ aJ aJ 

2 

L L L N N 
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2 
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L L L L L 
p 
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aJ aJ aJ aJ aJ aJ 
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' 

" 2 
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L L L L L L L N 

p 

l l 2 l 2 l 2 
p 

L L L L L L L L 
p . p 

Code: J ,. moderate P ,. present N = within normal limits M " tissue not present 

• • ~ 
N 
D ~ ' D 
aJ 

L 

2 

L 

I " minimal 
2 " mild 4 " severe L = lesion present I = tissue section inadeQuate 

• • "' N 
D ~ ' 0 
aJ 

L 

l 

L 

TS"' ter111inal sacrifice SOMS"' sporitan~rius death/moribund sacrifice 

' 

* = moribund sacrifice 
.,. z spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
Fl NAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

SPLEEN (continued) 
Monocvtic leukemia 

Conqestion, diffuse 

Fibrosis, foca1 

C 
0 ·- ~ ~ w 
~D 
ru E 
u ~ 
uz 
« 

Increased extramedullarv hematonoiesis 

Increased piqment, diffuse 

Infarction, focal/multifocal 

TESTIS 
Interstitial cell tumor, unilateral/ 

bilateral 

Hvnerolasia, interstitial cell, focal, 

unilateral/bilateral 
Hyposoermatooenesis, multifocal/diffuse, 

unilateral/bilateral 

Germinal cell deaeneration, focal/ 

multifocal/diffuse, unilateral/ 

Code: 

bi 1 atera 1 

l " minimal 
2 " mild 

3 .. moderate P "' present 

4 "' severe 
TS " terminal sacrifice 

ro 0 M ro ro N ~ M "' ~ °' N M ~ "' ~ co "' °' -~ "' "' "' "' "' ~ ~ co co co °' °' °' °' °' °' 0 0 -°' °' °' °' °' °' °' °' °' °' "' °' °' °' °' °' °' 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ~ ~ ~ ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
ro co ro co ro co co ro co ro co co co ro co co co co ro ro 

p p p p p p p p p p 

1 2 
3 

1 

1 2 2 1 2 1 2 

LL LL LL LL LL LL LL LL LL LL LL LL L LI LL LL LL LL LL LL 

p p p p p p p p p p p p p p p p p p 

2 

3 3 3 3 3 

N " within normal limits M = tissue not present •" 111oribund sacrifice 
I : tissue section inadequate - ~ spontaneous death 

spontaneous death/moribund sacrifice 
L "' lesion present 

SDMS " 

continued 
next page 

-... -



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

SPLEEN (continued) 
Monocvtic leu~emia 
Connestion diffuse 

Fibrosis. focal 

C 
0 ·- ~ ~ "' 
~ .c 
<U E 
u ~ 
uz 
<( 

Increased extramedullarv hematoooiesis 

Increased oiqment diffuse 
Infarction. focal/mu1tifocal 

TESTIS 
Interstitial cell tumor, unilateral/ 

bi l atera 1 

Hvnerolasia. interstitial ce11. focal 

unilateral/bilateral 
Hvnosoermatonenesis multifocal/diffuse 

unilateral/bilateral 
Germinal cell deaeneration. focal/ 

multifocal/diffuse unilateral/ 

bi l atera 1 

st - "' "' ~ ~ ~ ~ 

0 0 0 0 ----' ' ' ' 0 0 0 0 

"' "' "' "' 

p p 

2 

l 

LL LL LL LL 

p p p p 

3 
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p ' p p 

3 3 2 

l l 2 
3 

LL LL LL L L L LL LL LL 

p p p p p p p p p 

3 

Code: 3. moderate P,. present N "'llithin normal limits M = tissue not present 

• N 

"' "' '° ' 0 

"' 

p 

2 

LL 

p 

l "' minimal 
2 = mild 4 = severe L = lesion present 1 = tissue section inadequate 

• st 

"' "' '° ' 0 

"' 

p 

L 

p 

T<; = t~Min.11 " .. 1crifirP S01'\S - ~oont.1nen1Vi rle~thl~'lrib•Jnr! qcrificr 

• • • • • 0 ~ N m 0 
0 0 0 0 ~ 

0 0 0 0 0 -----' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 

p 

2 

2 2 

2 2 

LI LL LL NN LL 

p p p p 

2 

3 3 

* = moribund sacrifice 
*"* = spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

SPLEEN (continued) 

Monocytic leukemia 

Congestion, diffuse 

Fibrosis, focal 

C 
0 -~ ~ 
~ "' ~ .0 
"' E u ~ 
uz 

"" 

Increased extramedullary hematopoiesis 

Increased pigment, diffuse 

Infarction, focal/multifocal 

TESTIS 
Interstitial cell tumor, unilateral/ 

bilateral 

Hyperplasia, interstitial cell, focal, 

unilateral/bilateral 
Hypospermatogenesis, multifocal/diffuse, 

unilateral/bilateral 

Germinal cell degeneration, focal/ 

multifocal/diffuse, unilateral/ 

bilateral 

Code: l = fflinilllal 
2 = mild 

3 " moderate P = present 

4 '" severe 
lS = terminal sacrifice 

• • • • • • • • • • • • • • • • • • • • • • • • • 
N M 0 7 a, - m 0 "' - m 0 - m "' - - N N N "' "' ~ ~ a, "' "' N N N 
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"' "' "' a, "' a, "' a, "' co co co "' co co 
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l 2 l 

2 l 
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p p p p p p p p p p p p p p 

3 3 

3 3 2 3 

N,. within normal limits M = tissue not present 

L = lesion present 
SOMS ,. 

I = tissue section inadequate 
spontaneous death/moribund sacrifice 

• = moribund sacrifice 
- = spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
RDX 8.0 mg/kg/day 

ORGAN 
Lesion 

TESTIS (continued) 
Tubules, atrophy, compression, 

focal/multifocal/diffuse, 

unilateral/bilateral 

C 
0 -~ ~ 
~ ., 
~ .0 
w E 
u~ 
uz 

"" 
. 

Arteritis, chronic, focal, unilateral/ 

bi 1 at era 1 

PROSTATE 
Leukemic infiltrates, lymphocytic 

Infla1T111ation, chronic~active 
Inflammation, suppurative 
Cysts 

EP!O!OYMIS 
Leukemic infiltrates, monocytic 

Diminution of sperm in ducts, 

unilateral/bilateral 

Absence of sperm in ducts, unilateral/ 

bi 1 at era 1 

Code: l • minimal 
2 • mild 

3 • moderate P '"' present 

4 "' severe 
TS = terminal sacrifice 
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N • within normal limits - H • tissue not present 

l "' lesion present I = tissue section inadequate 
SOMS = spontanr,ous death/moribund sacrifice 
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* ~ ~oribund sacrifice 
** 3 spontaneous death 
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L06121 SN6 H!STOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TESTIS (continued) 
Tubules, atrophy, compression, 

focal/multifocal/diffuse, 
unilateral/bilateral 

C 
0 -~ ~ 
~ " 
~ .c 
o, E 
u ~ 
uz 

"" 

Arteritis, chronic, focal, unilateral/ 
bi 1 atera l 

PROSTATE 
Leukemic infiltrates, lymphocytic 
Inflammation, chronic-active 

Inflammation, suppurative 
Cysts 

EPIOIOYMIS 
Leukemic infiltrates, monocytic 
Diminution of sperm in ducts, 

unilateral/bilateral 

Absence of sperm in ducts, unilateral/ 
bilateral 

.,. -0 
~ 

' 0 ro 
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Code: 3 ,. moderate P = present N = within normal limits H " tissue not present 

• N 
ro 

"' '° ' 0 
ro 

3 

L 
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LL 
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1 = minimal 
2 "'mild 4 E severe L .. lesio11 present I "' tissue section inadequate 
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• = moribund sacrifice 
IH- ~ spontaneous death 

TS_....=...J:erm\{tl!l sacrifice _$OHS= ~fl.Ql)taneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TESTIS !continued) 

Tubules atronhv comnression-

focal/multifocal/diffuse 

unilateral/bilateral 

C 
0 ·- ~ ~w 
~D 
WE 
u " uz 
d'. 

Arteritis chronic focal unilateral/ 

bilateral 

PROSTATE 
Leukemic infiltrates. lvmnhocvtic 

1 nfl arm1at ion chronic-active 

Inflammation. sunnurative 

Cvsts 

EPIDIDYMIS 
Leukemic infiltrates, monocvtic 

Diminution of soerm in ducts, 

unilaterdl/bilateral 
Absence of snerm in ducts, unilateral/ 

bilateral 

Code: l "' minimal 
2 .. llli Id 

3 = moderate P = present 

I+ " severe 
IS " terminal $acrifice 
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3 : 2 
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! 
N " within normal lilllits M " tissue not present 
L " lesion present I "' tissue section inadequate 

SDMS ,,: spontaneous de~th/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
RDX 8.0 mg/kg/day 

ORGAN 
Lesion 

EPIDIDYMIS (continued) 

C 
0 ·- '-~ <V 
~ .0 
<V E 
u ~ 
uz 
« 

Cellular debris in ducts, unilateral/ 
bilateral 

SEMlNAL VESICLE 
Inflammation, chronic-active 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR THIS GROUP 

EYE 
Keratitis with ulceration 
Lens, cataract, unilateral 
Deqeneration, retinal, unilateral/ 

bilateral 

ADRENAL 
Pheochromocvtoma, 
unilateral/bilateral 

Pheochromocvtoma, malianant, unilatera 

"' 0 N 
~ '° '° "' "' "' '° '° '° ' ' ' 0 0 0 

"' "' "' 
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N 

Code: 3 ~ moderate P = present N = uithin normal limits M ., tissue not present 

~ 

"' "' '° ' 0 

"' 
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N 

1 = minimal 
2 .. mi Id i. = severe L = lesio11 present I "' tissue section inadequate 

'° "' "' '° ' 0 
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L 
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TS. frrrnin;iJ s~crifir,,. s·oMS = spontaneous death/moribund sacrifice 
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* = moribund sacrifice 
,... = spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

EPIDIDYMIS {continued) 

" 0 ·~ ~ 
~ "' ~D 
w E 
u ~ 
uz 
« 

Cellular debris in ducts, unilateral/ 

bi 1 ateral 

SEMINAL VESICLE 
Inflammation, chronic-active 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR THIS GROUP 

EYE 
Keratitis with ulceration 

Lens, cataract, unilateral 

Degeneration, retinal, unilateral/ 

bilateral 

ADRENAL 
Pheochromocytoma, 

unilateral/bilateral 

.,,. 
~ "' "' M - - - - N 

0 0 0 0 0 
~ ~ ~ ~ ~ 

' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 

p p p 
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4 
L L 

p 

Pheochromocytoma, malignant, unilatera p p 

Code: l,. minimal 
2 .. mild 

J • moderate P "' present 
4 m severe 

TS = terminal sacrifice 

.... .. i 
' 

,. 
' ' i 

M = tissue not present N ,. within normal li111its 
l = lesion present t = tissue section inadequate 

spontaneous death/moribund sacrifice SOI-IS = 

• • • • • g - N ~ 0 
0 0 0 -0 0 0 0 0 
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"' "' "' "' "' 
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* = moribund sacrifice 
._. z spontaneous death 
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"' L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

EPIOIOYMIS (continued) 

C 
0 -~ ,._ 
~~ 

~ .0 
~ E 
u ~ 
uz 

""' 

Cellular debris in ducts, unilateral/ 

bilateral 

SEMINAL VESICLE 

Inflammation, chronic-active 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR THIS GROUP 

EYE 
Keratitis "ith ulceration 
Lens, cataract, unilateral 
Degeneration, retinal, unilateral/ 

bi 1 atera 1 

ADRENAL 
Pheochromocytoma, 
unilateral/bilateral 

Pheochromocytoma, malignant, unilatera 
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Code: 1 = minimal 
2 = mild 

J ~ moderate P = present N = within normal limits M = tissue not present *=moribund sacrifice 
I = tissue section inadequate ... z spontaneous death 

spontaneous death/moribund sacrifice 
1• severe 

TS a terninal ~acrifice 
L lesion present 

SDMS 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY lNCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8,0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 

ADRENAL (continued) 
Leukemic infiltrates, lymphocytic, 

unilateral/bilateral 

Leukemic infiltrates, monocytic, 

unilateral/bilateral 
Medulla, hyperplasia, focal/multifoCal, 

unilateral/bilateral 
Extamedullary hematopoiesis, focal/ 

multifocal, unilateral/bilateral 

PANCREAS 
Leukemic infiltrates, monocytic 

MESENTERIC LYMPH NODE 
Malignant lymphoma 
Monocytic leukemia 

Angiectasis 
Extramedullary hematopoiesis 

URINARY BLADDER 
Cystitis, suppurative 

a, 0 

"' "' "' "' "' "' ' ' 0 0 
a, a, 

M a, M a, "' "" N ~ ~ N 

"' "' "' "' ~ ~ a, a, a, "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 al 0 0 0 
a, a, a, a, a, a, a, a, a, 

p 

p 

1 

N 

M 

"' "' "' ' 0 
a, 

Code: 3 = moderate P = present N = within normal li111its 11 = tissue not present 

"' "' "' "' ' 0 
a, 

L 

2 

l = minimal 
2 ,. mild 4 ,. severe l = lesion present I = tissue section inadequate 

"' "' "' "' ' 0 
a, 

TS = termin~l sacrifice SDMS ~ spontaneous death/moribund sacrifice 

~ a, "' "' -"' "' 0 0 -"' "' 0 0 0 

"' "' ~ ~ ~ ' ' ' ' ' 0 0 0 al al a, a, a, 

*~moribund sacrifice 
,... ~ spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 
ADRENAL (continued) 

Leukemic infiltrates, lymphocytic, 
unilateral/bilateral 

Leukemic infiltrates, monocytic, 

unilateral/bilateral 
Medulla, hyperplasia, focal/multifocal 
unilateral/bilateral 

Extamedullary hematopoiesis, focal/ 
multifocal, unilateral/bilateral 

PANCREAS 
Leukemic infiltrates, monocytic 

MESENTERIC LYMPH NODE 
Malignant lymphoma 

Monocytic leukemia 
Angiectasis 
Extramedullary hematopoiesis 

URINARY BLADDER 
Cystitis, suppurative 

... ~ a) a, - - - -D D D D 
~ ~ ~ ~ 

' ' ' ' D D D D 
a) a) a) a) 

• • • • • • M a, D - N "' N ... ~ N ... 
N N M M M "' ~ ~ ~ a) a) 
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a) a) a) a) a) a) a) a) a) a) a) 

2 

2 
N L 

p 

L 

p 

Code: t = minimal 
2 = mild 

3 ,. moderate P = present N = within normal limits !1 " tissue not present 
4 = severe l ~ l'!sion 

, TS."-~~rmina.1 s_~crificP_ 

present 
_S_QM_S = 

I = tissue section inadequate 
sr:>ont_ane,:,us death/moriburirl sacrifice 

• • • • • D - N ~ D 
D D D D -D D D D D 
~ ~ ~ ~ ~ 

' ' ' ' ' D D D D D 
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L 
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* = moribund sacrifice 
lH ~ spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP {continued) 
ADRENAL (continued) 

Leukemic infiltrates, lymphocytic, 

unilateral/bilateral 

Leukemic infiltrates, monocytic, 

unilateral/bilateral 

Medulla, hyperplasia, focal/multifocal 

unilateral/bilateral 

Extamedullary hematopoiesis, focal/ 

multifocal, unilateral/bilateral 

PANCREAS 
Leukemic infiltrates, monocytic 

MESENTERIC LYMPH NODE 

Malignant lymphoma 

Monocytic leukemia 

Angiectasis 
Extramedullary hematopoiesis 

URINARY BLADDER 
Cystitis, suppurative 

• • N M - -D D 
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' ' D D 
0:, 0:, 
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2 

Code: I " minimal 
2 " mild 

3 s moderate P :>resent N "'11ithin 

4 " severe L " lesion 
TS" term'.··1< sacrifice 
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normal limits M = tissue not present 

present I = tissue section inadequate 
SOKS = spontaneous death/moribund sacrifice 

* z moribund sacrifice 
..... ~ spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

C 
0 ·~ ~ 
~ w 
~ .0 
w E 
u ~ 
uz 
« 

BY PROTOCOL FOR THIS GROUP (continued) 
URINARY BLADDER (continued) 

Distention, luminal 

LUNG-MAINSTEM BRONCHI 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Carcinoma, metastatic, adrenal 

Sarcoma, metastatic 
Alveolar macrophages, focal/multifocal 

Fibrinoid degeneration, septae, focal 

THYROID 
C-cell adenoma, unilateral 

Follicular cystadenocarcinoma 

STOMACH 
Mucosal ulcer(s), glandular region 
Mucosal erosion(s), glandular region 

RECTUM 
SKIN 

Dermal fibroma 

a, 0 N 
U'> "' "' "' "' "' "' "' "' ' ' ' 0 0 0 
a, a, a, 
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Code: "'minimal 3,. moderate P" present ~~within normal limits M,. tissue not present *., moribund sacrifice 
2 ~ mild 4 • severe L lesion present I • tissue section inadequate ._. .. spontaneous death 

'!:.~ -~tern,.;. ... ~ 1 • sacr-; ~ i~ ~ ,. _l;l)MS ~ <:.nn.n Ling9u_s_ de a tJ!.L mor i bun<l sac r i Fi ce 
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L0612l SN6 H[STOPATHOLOGY LES[ON SEVER[TY lNClDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TlSSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 
UR[NARY BLADDER (continued) 

Distention, luminal 

LUNG-MAINSTEM BRONCHI 
Leukemic infiltrates, l vmnhocvti c 

Leukemic infiltrates, monocvtic 

Carcinoma, metastatic, adrenal 

Sarcoma, metastatic 

.,. ~ - -0 0 ~ ~ ' ' 0 0 

"' "' 

~lveolar macrophaqes, focal/multifocal 

Fibrinoid degeneration, septae, focal 

THYROID 
C-cell adenoma, unilateral 

Follicular cystadenocarcinoma 

STOMACH 
Mucosal ulcer{s), glandular reqion 
Mucosal erosion(s), glandular reqion 

RECTUM 

SKIN 
Dermal fibroma 

Code: = minimal 
2 = mild 

J " moderate P = present 
4 = severe 

TS = tPrmin~I sacrific! 

n ,,, within 
L = lesion 
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L L L 

normal limits M = tissue not present 
present I = tissue section inadequate 

)OMS = spontan~ous death/moribund sacrifice 
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* = moribund sacrifice 
...,. = spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
Fl NAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REOUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 
URINARY BLADDER (continued) 

Distention luminal 

LUNG-MAINSTEM BRONCHI 

Leukemic infiltrates. lvmohocvtic 

Leukemic infiltrates monocvtic 

Carcinoma. metastatic adrenal 

Sarcoma- metastatic 
Alveolar macronhanes, focal/multifocal 

Fibrinoid deneneration, seotae, focal 

THYROID 
C-cell adenoma, unilateral 
Follicular cvstadenocarcinoma 

STOMACH 
Mucosal ulcer{sl. nlandular reaion 
Mucosal erosion(s), qlandular renion 

RECTUM 

SKIN 
Dermal fibroma 
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Code: = minimal 
2 .. mild 

J " moderate P = present N = within normal limits H = tissue not present 

4 = severe 
TS = terminal sacrifice 

-

L lesion present 
SDMS 

I = tissue section inadeouate 
~pQntaneous death/moribund sacrifice 

* ~ ~oribund sacrifice 
,.... ~ spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 
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BY PROTOCOL FOR THIS GROUP (continued) 

SKIN (continued) 
Dermal fibrosarcoma 

Keratoacanthoma 
Eoidermal inclusion cvst 

Enidermal ulceration 
Acanthosis 
Dermal hemanaioma 

MAMMARY GLAND 
Fibroadenoma 

Galactoceles 
I nfl ammat ion 

BONE MARROW 
Leukemic infiltrates. monocvtic 

MESENTERY/ABDOMINAL CAVITY 

Code: 

Mesothelioma, (multiole 

sites) 

Fibrous histiocvtoma {multinle 

sites) 

1 = minimal 
2 ,. mi Id 

J • moderate P = present 
4 ,. severe 

TS • tPrminal sacrificP 

I I l 
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M 9 within normal limits H ~ tissue not present 
L ~ lesion present I ~ tissue section inadequate 

$OMS = spontaneous death/moribund sacrifice 
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FINAL REPORT 
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RDX 8.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REOUIRED 
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BY PROTOCOL FOR THIS GROUP <continued\ 

SKIN {continued) 

Dermal fibrosarcoma 

Keratoacanthoma 
Epidermal inclusion cvst 

Eoidermal ulceration 

Acanthosis 
Dermal hemanqioma 

MAMMARY GLAND 

Fibroadenoma 
Galactoceles 
Inflammation 

BONE MARROW 
Leukemic infiltrates monocvtic 

MESENTERY/ABDOMINAL CAVITY 

Mesothelioma (multinle 

sites) 
Fibrous histiocvtoma (multiole 

sites) 

Code: l = minimal 3 ., moderate P = prP.sent 
2 ~ mild I+ = severe 

TS,~ tr.rmin;i.J · •.r: r i f i r ~ 

.,,. ~ - -0 0 
~ ~ 

' ' 0 0 

"' "' 

N = within 
l • lesion 
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normal limits M = tissue not present * = moribund sacrifice 
present I = tissue section inadequate lHt = spontaneous death 
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F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 
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BY PROTOCOL FOR THIS GROUP (continued) 
SK IN (continued) 

Dermal fibrosarcoma 

Keratoacanthoma 

Epidermal inclusion cyst 

Epidermal ulceration 

Acanthosis 
Dermal hemangioma 

MAMMARY GLAND 
Fibroadenoma 

Galactoceles 
I nf1 ammat ion 

BONE MARROW 
Leukemic infiltrates, monocytic 

MESENTERY /ABOOMHlAL CAVITY 
Mesothelioma, {multiple 

sites) 

Fibrous histiocytoma (multiple 

s Hes) 
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Code: \ = minimal 3 = moderate P = present ~ = 11ithin normal limits M = tissue not present *=moribund sacrifice 
2 = mild 4 = severe L ~ lesion present I = tissue section inadequate ••,, spontaneous death 
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F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 
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Code: 
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l = minimal 
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severe 

P ,. present 
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ff= within normal limits 
L = lesion present 
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I = tissue section inadequate 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 

MESENTERY/ABDOMINAL CAVITY (continued) 
Leukemic infiltrates, 1ymphocytic 

Leukemic infiltrates, monocytic 

Lipogranuloma/fat necrosis 

COAGULATING GLAND 
Spermatic granuloma(s), focal 

PREPUTIAL GLAND 
Adenoma 

Inflammation 

Abscess 

Cysts 

THYMUS 
Malignant lymphoma 

Atrophy 

LYMPH NODE(S), NOS 
Monocytic leukemia 

Malignant lymphoma 

Carcinoma, metastatic, adrenal 

.,. ~ "' - - -0 0 0 
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' ' ' 0 0 0 
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Code: 3,. moderate P = present N = within normal limits M = tissue not present 
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"' 

I .. 111ini111al 
2 ,. mild 4 = severe L 2 lesion present I ~ tissue section inadequate 
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TS= termin;il sacrificr SOMS = soontaneous (le;ith/moribund sacrifice 
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ORGAN 
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BY PROTOCOL FOR THIS GROUP (continued) 
MESENTERY/A800MINAL CAVITY (continued) 

Leukemic infiltrates, 1ymphocytic 

Leukemic infiltrates, monocytic 
lipogranuloma/fat necrosis 

COAGULATING GLAND 
Spermatic granuloma(s), focal 

PREPUTIAL GLAND 
Adenoma 

Inflammation 

Abscess 
Cysts 

THYMUS 
Malignant lymphoma 

Atrophy 
LYMPH NOOEIS), NOS 

Monocytic leukemia 

Malignant lymphoma 
Carcinoma, metastatic, adrenal 
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Code: t = minimal 
2 "' mild 

3 = moderate P = present 
4 = severe 

N = within normal limits 
L = lesion present 

* = moribund sacrifice 
I ~ tissue section inadequate ~• = spontaneous death 

SOMS = spontaneous death/moribund sacrifice 

M = tissue not present 

TS = terminal sacrificr 
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C: ·-u 
u C 

_s -
0 

0 ~ - 0 
0 

0/8 l /10 
0/8 l /10 

8/8 8/10 

- 2/2 

4/5 l /3 

0/5 l/3 

0/5 l/3 

l/5 0/3 

- 2/3 

- l /3 

l /4 3/8 

l /4 3/8 

0/4 1/B 

~ .. 



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUJREO 

C 
0 ·~ ~ 
~ "' ~D 
o, E 
u ~ 
uz 
<( 

BY PROTOCOL FOR THIS GROUP (continued) 
LYMPH NOOE(S), NOS (continued) 

Lymphoid hyperplasia 

Angiectasis 

SALIVARY GLAND 
Histiocytic sarcoma 

PROSTATIC URETHRAL GLANO 
Hemangioma 

FEMUR 

ro 0 N 
~ "' "' "' "' "' "' "' "' ' ' ' 0 0 0 
ro "' "' 

. 

! 
roJ M M ~ ro "' ~ O> N 

"' "' "' ~ ~ ro ro ro "' "' "'I "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 

"' "' "' "' ro "' "' "' "' ' . . 
' 

i 
! , 
1 

Code: moderate P = present N ,. within nor111al li111its M ,. tissue not present 

M ~ 
O> "' "' "' "' "' ' ' 0 0 

"' 00 

= mini111al 
2 ~ mild 

3 

' severe L 3 lesion present 1 .. tissue section inadequate 

"' O> 

"' "' ' 0 
ro 

TS" terninal ~.acrificr. SDfl.S" spont~neous death/noribund sacrifice 

~ ro "' "' ~ "' O> 0 0 ~ 

"' "' 0 0 0 

"' "' ~ ~ ~ ' ' ' ' ' 0 0 0 0 0 
ro "' "' "' "' 

* z moribund sacrifice 
..,. = spontaneous death 

conlioued 

next page 

~ .. 
" 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL RE PORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REOUIRED 

C 
0 -~ ~ 
~ "' 
~ .c 
"'E u ~ 
uz 
« 

BY PROTOCOL FOR THIS GROUP (continued) 
LYMPH NODE(S), NOS (continued) 
Lymnhoid hynernlasia 

Ang1 ectasi s 

SALIVARY GLAND 
Histiocytic sarcoma 

PROSTATIC URETHRAL GLAND 
Hemangioma 

FEMUR 

Code: = minimal 
2 ,. mild 

J .. moderate P = present N 
4 " severe L 

--·· T.S = lf'J'_rn.inal ,$.Jl.r..ri.fice. 

• • • • • • .,,. ~ a, m M m 0 ~ N "' N .,,. ~ N .,,. 
~ ~ ~ ~ N N M M M "' ~ ~ ~ a, a, 
0 0 0 0 0 0 0 0 0 m m m m m m 
~ ~ ~ ~ ~ ~ ~ ~ ~ "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 a, a, a, "" a, a, a, a, a, ro a, a, a, ro a, 

1 l 

N 

within norul li111its M ,. tissue not present 
lesion present [ ~ tissue section inadequate 

S0.11_S "'·- soon_t_an~ou~ 1~at_h/moribund sacrifice 

• • • • • 0 ~ N = 0 
0 0 0 0 ~ 

0 0 0 0 0 
~ ~ ~ ~ ~ 

' ' ' ' ' 0 0 0 0 0 ro 00 a, 00 a, 

' 

• = moribund sacrifice 
,... = spontaneous death 

continued 
next paqe 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Male Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

C 
0 -- ~ 
~ " 
~ .0 

" E u ~ 
uz 

"" 

BY PROTOCOL FOR THIS GROUP (continued) 
LYMPH NODE(S), NOS (continued) 

Lymphoid hyperplasia 

Angiectasis 
SALIVARY GLAND 

Histiocytic sarcoma 
PROSTATIC URETHRAL GLAND 

Hemangioma 

FEMUR 

Code: = miniraal 
2 = mild 

J ., moderate P = present N 
4 = severe L 

TS = terminal sacrifice 

• • • • • • • • • • • • • • • • • • • • • • • • • N M 0 .,. ro - ~ 0 m - ~ 0 - ~ "' - - N N N "' "' ~ ~ ro ro m N N N 
0 0 0 0 0 m m m m m m m 0 0 0 
~ ~ ~ ~ ~ "' "' "' "' "' "' "' ~ ~ ~ ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
ro ro ro "' ro ro ro ro ro "' ro ro "' ro ro 

2 3 

L 
p 

L 
p 

N 

' ' 

within normal· limits M = tissue not prese11t 
lesion present I = tissue section inadequate 

SDMS = spontanenus death/moribund sacrifice 

' 

* = moribund sacrifice 
1Ht = spontaneous death 

• 0 
C • ~ -0 
C -
~ -

2/4 

0/4 

-

-

• 0 
C 

• ~ -·· 0 
C --~ 

0 

'" 

0/8 

2/8 

1 /1 

1 /1 

_..j _ _) 

-.. 
-· 



L06121 SN6 
FINAL REPORT 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

ROX 40.0 mg/kg/day 

C 
0 • • • • • • • • • ·~ ,._ ~ - <O .. m M ~ .,. 0 0 .,. <O .. 
~ "' N .,. m ~ 0 - - N M .,. .,. .,. m 
~ .0 - - - - - - - - - - - - -ORGAN <U E ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 
u ~ ' ' ' ' ' ' ' ' ' ' ' ' ' Lesion ;;_ z 0 0 0 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' 
BRAIN N N N N N N N N N N N N L 
Leukemic infiltrates. lymphocytic 

Leukemic infiltrates, monocytic p 

Hemorrhage, focal 3 
Bacteremia 

SPINAL CORD N N N N N N N N N N N N L 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic p 

PITUITARY N N N N N N N L L L L L L 
Adenoma p 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, rnonocytic p 

Cyst . p p 

Hyperplasia, basophil-cell 1 1 
Hyperplasia, chromophobe-cell 

EYE NL LM NL NN NL NN NN NN NN NN NN NN NN 

Lens, cataract, unilateral/bilateral p p p 

• • • • • • • • • • 0 - N m "' m -"' "' "' "' - N M - - - - - - -~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' 0 g g 0 0 0 0 

"' "' "' "' "' 
N L N N N N N 

p 

N L N N N N N 

p 

N L L N N N N 
p 

p 

p 

' 
l 

NN NL NN NN NN NN NL 
p 

Code: l .. mini1113l 3 "' moderate P = present N = within normal limits M = tissue not present • = moribund sacrifice 
2 " mild I+ " severe l = lesion present 1 ., tissue section inadequate - = spontaneous death 

TS----1.l!rmiP...-J. ~~criJ.;~ 0 . __ <;mis= .<JJ.or1-~anr.Q1LS !l_~ath/~rn_r_\bund sacrifice 

continued 
nellt page 
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L0612l SN6 
FINAL REPORT 
F344 Male Rats 

IHSTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 

ROX 40.0 mg/kg/day 

<= • • • • • • • • • • • 0 • • • • • • • • • • • ·- ,_ ,a- ~ M ~ co M ~ N ~ m 0 
~ "' M M = = = ~ ~ ~ ~ ~ co 
~ .0 - - - - - - - - - - -ORGAN <U E ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ u CC> 

' ' ' ' ' ' ' ' ' ' ' Lesion uz 0 0 0 0 0 0 0 0 0 0 0 
d'. co 00 00 OJ 00 00 00 OJ co 00 OJ 

' 
BRAIN L N N N N N /N N N N N 

' Leukemic infiltrates lvmnhocvtic 

Leukemic infiltrates. monocvtic 

Hemorrhaae focal 2 

Bacteremia p ' I ' 

SPINAL CORD N N N N N ·N N N N N N 

Leukemic infiltrates. lvmohocvtic 

Leukemic infiltrates monocvtic 

PITUITARY L N N N L L L L N L N 

Adenoma p 

Leukemic inf i 1trates, l vmohocvt i c 

Leukemic infiltrates. monocvtic p p p 

Cvst 
Hvoerolasia, basoohil-cell 
Hvnerolasia, chromo0 hobe-cell 2 1 

EYE NN LL NN NN NN LL NL NN NN NN NN 

Lens cataract, unilateral/bilateral p 

Code: l ,. minimal 
2 = mild 

3 ,. moderate P • present ~ • within normal limits M • tissue not present 
4 • severe l • lesion present I • tissue section inadequate 

TS • terminal sacrifice SOMS ~ spontaneous death/moribund sacrifice 

* ~ moribund sacrifice 
.....,._ ~ spontaneous death 

• u 
• u 
C 

C 0 . ~ ~ - u U C 
C - ~ 

~ ~ D -

0/4 1 /27 

0/4 l /27 
0/4 2/27 
0/4 1 /27 

0/4 1 /27 

0/4 l /27. 

0/4 3/27 

0/4 1 /27 
0/4 4/27 

0/4 3/27 
0/4 2/27 
0/4 3/27 

2/4 3/27 

-.. 
<> 



L0612l SN6 
FINAL REPORT 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

ROX 40.0 mg/kg/day 

~ 
0 • • • • • • • • -~ ~ ~ - "' 

.,. 
"' M ~ 

.,. 0 0 .,. 
"' ~ w N .,. ~ ~ 0 - - N M .,. .,. .,. 

~ .0 - - - - - - - - - - - -ORGAN w E ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ u ~ ' ' ' ' ' ' ' ' ' ' ' ' Lesion uz 0 0 0 0 0 0 0 0 0 0 0 0 

"" "' "' co "' "' "' "' "' "' "' "' "' 

EYE {continued 
Lens-induced inflammation uni 1 atera 1 

Deaeneration, retinal, unilateral/ 

bi 1 atera l 3 

Retinal dvsnlasia, unilateral 3 

OPTIC NERVE NN NN NN NN NN NN NN NN NN NN NN NN 

ADRENAL NL NL LL LL NN LL NN NN NN NN NN NN 

Pheochromocvtoma, unilateral/bilateral p 

Leukemic infiltrates, monocytic, 

unilateral/bilateral p p 

Cortex, metamorphosis, fatty, unilateral/ 

bilateral 2 l 
Cortex, anaiectasis, unilateral/ 

bilateral, focal 2 

Medulla, hvnerolasia, focal/multifocal, 

unilateral/bilateral 2 l 

• .,. 
~ -~ 
' 0 

"' 

NN 

LL 

p 

l 

Code: ,, minimal 3 ,. moderate P = present N ~ 11ithin normal limits ~ ~ tissue not present 

• 0 

"' -~ 
' 0 

"' 

NN 

NN 

2 .. mi Id 4 ,, severe L = lesion I = tissue section inadequate 

• -"' -~ 
' 0 

"' 

p 

NN 

LL 

l 

2 

T.,? ., __ term~~?! sacri_fi~e 

present 
__ ~MS = spontaneous death/moribund sacrifice ~-·- -·--·-- -----. -

• • • • • • • • N "' "' ~ -"' "' - N M - - - - -~ ~ ~ ~ ~ 

' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 

3 

NN NN NN NN NN 

NN NN NL NN NN 
p 

' 

•~moribund sacrifice 
- = spontaneous death 

continued 

ne1<t page 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 

HJSTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

ROX 40.0 mg/kg/day 

C • • • • • • • • • • • 0 • • • • • • • • • • • -~ ~ .,,. ~ M ~ 0) M ~ N ~ "' 0 
~ "' M M ~ ~ ~ ~ ~ ~ ~ ~ 0) 
~D - - - - - - - - - - -ORGAN <U E ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ u ~ ' ' ' ' ' ' ' ' ' ' ' Lesion uz 0 0 0 0 0 0 0 0 0 0 0 « 0) 0) 0) 0) 0) 0) 0) 0) 0) 0) co 

EYE (continued 

Lens-induced inflammation, unilateral p p 

Degeneration, retinal, unilateral/ I , -
bilateral 3 3 I 

Retinal dysplasia, unilateral i I 
' 

OPTIC NERVE NN NN NN NN NN NN NN NN NN NN NN 

ADRENAL LL NN LL NN NL NN NL NN NN LL NN 

Pheochromocytoma, unilateral/bilateral p p 

Leukemic infiltrates, monocytic, 

unilateral/bilateral p p 

Cortex, metamorphosis, fatty, unilateral/ 

bilateral 1 1 

Cortex, angiectasis, unilateral/ 

bilateral, focal 
. 

Medulla, hyperplasia, focal/multifocal, I ' 
unilateral/bilateral 2 

: 

' I 

' 

Code: I = minimal 
2 ~ 111i ld 

J = moderate P = present N = within normal lim'its M = tissue not present •=moribund sacrifice 
4 = severe l = lesior. present I = tissue section inadequate ...,. ., spontaneous death 

TS ~ terminal sacrifice SOMS = spont~neous death/moribund sacrifice 

• 0 
C 

• 
~ 

• 
0 
C 

• 
~ 

0 0 
C C - -
~ ~ 

" 0 
~ 

0/4 3/27 

1/4 2/27 

0/4 2/27 

1/4 3/27 

2/4 3/27 

2/4 4/27 

0/4 1 /27 

2/4 2/27 

-.. 
m 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

ROX 40.0 mg/kg/day 

C 
0 • • • • • • • • -~ ~ - - "' «- m M - «- 0 0 «- "' ~ "' N «- ~ - 0 - - N M «- «- «-
~D - - - - - - - - - - - -

ORGAN a, E ------------u ~ ' ' ' ' ' ' ' ' ' ' ' ' Lesion uz 0 0 0 0 0 0 0 0 0 0 0 0 
« ro ro ro ro ro ro ro ro ro ro "' "' 

SPLEEN L L L L L L L L L L L L 

Malignant lymphoma 

Monocytic leukemia p p p p 

Increased pigment, diffuse 2 2 2 3 2 2 2 3 

PANCREAS N N N L N L N N N N N N 

Islet cell adenoma 
Leukemic infiltrates, monocytic 

Hyperplasia, islet cell, focal 
Atrophy, acinar cell, focal 3 2 

MESENTERIC LYMPH NODE N N N N N N N N N N N N 

Monocytic leukemia 
Malignant lymphoma 

TESTIS LL LL LL LL LL NN NN NN NN NN NN NN 

Capsule/NOS, mesothelioma, unilateral/ 

bilateral 

Interstit.ial cell tumor, unilateral/ 

bilateral p p p p 

• • • • • • • • • • • «- 0 - N m ro ~ -~ "' "' "' "' - N M - - - - - - - ---------' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 

"' ro "' "' "' "' "' "' 
L L L L L L N L 

p 

p 

2 2 2 2 2 

L N N L N N L N 
p 

p 

2 2 

L N L N N N N N 

p 

p 

LL NN LL NL NN LL LL NN 

p 

p p p p 

Code: 1 s minimal 
2 = mild 

J .. moderate P = present n = within normal limits M = tissue not present * = moribund sacrifice 
4 ,. sevHe L = lesion present I = tissue section inadequate .,.. = spontaneous death 

T<;.. - _t_,,r..,iri-,.1_ -,,criFir~ .. ~ill'.~ ..:_n,,nt~nrnlt~ rl~~~h/.Mrib11n<l ~~crifice 

continued 

next page 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

ROX 40.0 mg/kg/day 

C • • • · I· I· • • • • • 
0 • • • • • • • • • • • •r ~ .,,. ~ M r;;,::g•~ ~ N ~ "' 0 

~ "' M M ~ "' ~ ~ ~ ro 
~ .0 - - - - - - - - - - -

ORGAN "' E 
~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

u ~ ' ' ' ' ' 6 16 ' ' ' ' Lesion uz 0 0 0 0 0 0 0 0 0 
« ro ro ro ro ro co co co co co ro 

SPLEEN L L L L N N L L L L L 

Malinnant lvmnhoma 

Monocvtic leukemia p p p p 

Increased • iament diffuse 2 2 1 2 2 

PANCREAS N N N N N L N N L L N 

Islet cell adenoma p 

Leukemic infiltrates, monocvtic 

Hvnerolasia, islet cell, focal 3 2 

Atroohv, acinar cell, focal 2 

MESENTERIC LYMPH NODE L N N N N N N M N L N 

Monocvtic leukemia p p 

Malianant lvmohoma 

TESTIS NN NL NL NL LL LL NL LL LL LL NL 

Caosule/NOS, mesothelioma, unilateral/ 

bilateral p I p 

Interstitial cell tumor, unilateral/ ' 
bi 1 at era 1 p p p p p p p p 

Code: l ,. minimal 
2 = mild 

3 n moderate P = present N = within normal limits. M = tissue not present 

4 = severe L = lesion present I = tissue section inadeQuate 
15 = terminal sacrifice SOMS = spontaneous death/moribund sacrifice 

* = ~oribund sacrifice 
a1-11- = spontaneous death 

• u 
C 

• 
~ 

" u 
C 

" 
:c' 

0/4 

4/4 

0/4 

0/4 

0/4 

0/4 

1/4 

0/4 

0/4 

0/4 

4/4 

.. 
u 
C 

• 
~ .• 
u 
C --~ 

0 -

1 /27 

5/27 

18/27 

2/27 

1 /27 

2/27 

4/27 

3/26 

1/26 

3/27 

12/27 

.., 
0 
0 



L06121 SN6 
FINAL REPORT 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 

ROX 40.0 mg/kg/day 

C 
0 • • • • • • • • -~ '- ~ - "' 

.,,. 0, M ~ 
.,,. 0 0 .,,. 

"' ~ " N .,,. ~ ~ 0 - - N M .,,. .,,. .,,. 
~ .0 - - - - - - - - - - - -

ORGAN o, E ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

u " ' ' ' ' ' ' ' ' ' ' ' ' Lesion uz 0 0 0 0 0 0 0 0 0 0 0 0 

"' aJ aJ aJ aJ aJ aJ aJ aJ "' "' aJ "' 
TESTIS (continued) 
Hyperplasia, interstitial cell, focal, 

unilateral/bilateral 2 
Germinal cell deqeneration, focal/ 

multifocal/diffuse, unilateral/ 
bilateral 3 

Tubules, atrophy, compression, 

focal/multifocal/diffuse, 

unilateral/bilateral 3 3 3 3 

PROSTATE N L N L L L L L L N L L 
Hyperplasia, adenomatous, focal 2 
Inflammation, chronic-active 1 

InflaITmation, suppurative 4 2 2 3 2 2 3 
Microabscesses 

EP!O!OYMIS LL LL LL NL NN NN NN NN NN LL NN NN 

Capsule, mesothelioma, unilateral/ 
bilateral 

• • • • • • • • • • • .,,. 0 - N 0, aJ ~ -~ "' "' "' "' - N M - - - - - - - -~ ~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 
aJ aJ aJ aJ aJ aJ aJ aJ 

3 2 

3 

N L N L L L L L 

1 3 4 4 4 2 
p 

LL NN LL NN NN NL LL NN 

p 

Code: l = minimal 
2 ~ mild 

J .. moderate P "' present N = within normal limits M ,. tissue not present * = moribund sacrifice 
4 = severe l = lesion present I = th.sue section inadequate 11-+,. spo11taneous death 

TS= terminal sacrific~ SOMS = snontane/JIJ~ rl~~th/moribunil sacrifice 

continued 
next page 

.. 
0 -



L06121 SNG 
FINAL REPORT 
F344 Male Rats 

HISTOPATHOLOGY LESION SEV[RITY INCIDENCE TABLE 

ROX 40.0 mg/kg/day 

C • • • • • • • • • • • 0 • • • • • • • • • • • •r ~ ., ~ M ~ a:, M ~ N ~ '" 0 
~ ~ M M ~ ~ ~ "' "' ~ ~ ~ a:, 
~~ - - - - - - - - - - -ORGAN ~ I= ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 
u ~ ' ' ' ' ' ' ' ' ' ' ' Lesion uz 0 0 0 0 0 0 0 0 0 0 0 
« a:, "' "' "' "' "' "' "' "' "' "' 

TESTIS {continued) 

Hyperplasia, interstitial cell, focal, 

unilateral/bilateral 2 

Germinal cell degeneration, focal/ 

multifocal/diffuse, unilateral/ 

bi lateral 3 

Tubules, atrophy, compression, 
' focal/multifocal/diffuse, 

unilateral/bilateral 3 3 3 3 3 

I 
PROSTATE N L L L N L N N L L L 

Hyperplasia, adenomatous, focal 

Inflammation, chronic-active l 

Inflammation, suppurative 3. 3 3 3 2 3 

Microabscesses 

EP!D!DYMIS NN NN NL NL LL NN LL NN LL LL NN 

Capsule, mesothelioma, unilateral/ 

bilateral 

Code: l x minimal 

2 ,. mild 
J ~ moderate P "' present N = within normal limits M = tissue not present 

4 = severe l = l~sion present 1 = tissue section inadequate 

TS = terminal sacrifice SOHS : ~pontaneous d~~th/moribund sacrifice 

• u 
C 

• 
~ -u 
C -
~ -

0/4 

1/4 

4/4 

1/4 

1/4 

0/4 

0/4 

' 

0/4 

• ~ moribund sacrifice 
..,. ~ spontaneous death 

• u 
C • 
~ ·-u 

C -
~ 
~ 
0 
~ 

2/27 

3/27 

6/27 

0/27 

1/27 

19/27 

1127 

1/27 

' 

" 0 
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LO6121 SN6 
FINAL REPORT 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY !NC!OENCE TABLE 

ROX 4O.O mg/kg/day 

C 
0 ·- ~ ~ID 
~~ 

ORGAN ID E 
u => 

Lesion uz 

"' 
EP!D!DYM!S (continued) 
Spermatic granuloma{s), focal, 

unilateral/bilateral 

Diminution of sperm in ducts, 

unilateral/bilateral 
Absence of sperm in ducts, unilateral/ 

bi 1 atera l 

Cellular debris in ducts, unilateral/ 
bilateral 

SEMINAL VESICLE 
Inflammation, suppurative 

Distended with secretion 

URINARY BLAODER 
Leukemic infiltrates, lymphocytic 
Leukemic infiltrates, monocytic 

Cystitis, hemorrhagic-suppurative 

Cystitis, hemorrhagic 

Mineralization, uremic 

Code: 1 = minimal 
2 .. mild 

3 ~ moderate P = present 
4 2 severe 

__ TS "-te_u,in;i.L.:u1_c_ri fi_c~ 

• • • • • • • • • • • ,.._ - "' 
.,. 

"' M ,.._ .,. 0 0 .,. 
"' 

.,. 0 -N .,. 
~ 

,.._ 0 - - N M .,. .,. .,. = "' "' - - - - - - - - - - - - - - -,.._ ,.._ ,.._ ,.._ ,.._ ,.._ ,.._ ,.._ ,.._ ,.._ ,.._ ,.._ ,.._ ,.._ ,.._ 
' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' 

3 3 

2 

p p p p p 

p p p p p 

N N L N L L L L L N L L N L N 
l l 

p p p p p p p p p 

N N N L L L L L L N L L L L L 
p 

p 

4 3 2 2 4 3 4 l 

N = within normal limits M = tissue not present 
l lesion present 

fil!H5_= 

I ,. tissue section inadequate 
so2.nt._il_ncous death/moribund sacrifice 

• • • • • • • • N "' "' ~ -"' "' - N M - - - - -,.._ ,.._ ,.._ ,.._ ,.._ 
' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 

2 

p 

L L L L L 
l 2 

p p p p 

L L L L L 

4 3 4 4 3 

1 

~=moribund sacrifice 
.... ~ spontaneous death 

continued 
next page 
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L0612l SN6 
FINAL REPORT 
F344 Male Rats 

HISTOPATIIOLOGY LESION SEVERITY INC!OENCE TABLE 

ROX 40.0 mg/kg/day 

C • • • • • • • • • • • 0 • • • • • • • • • • • -~ ~ " ~ M ~ "' M ~ N ~ m 0 ~"' M M ~ ~ ~ w w ~ ~ ~ "' ~~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

ORGAN w E ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ u ~ ' ' ' ' ' ' ' ' ' ' ' Lesion uz 0 0 0 0 0 0 0 0 0 0 0 
<C "' 00 "' "' 00 00 00 "' "' "' 00 

EPIDIDYMIS (continued) 

Snermatic nranuloma(sl- focal. 

unilateral/bilateral 

Diminution of snerm in ducts 

unilateral/bilateral 2 2 2 

Absence of s• erm in ducts, unilateral/ 

bi 1 at era 1 p • p p 

Cellular debris in ducts, unilateral/ 

bilateral p p p p p 

SEMINAL VESICLE N L L L N . L N N L L L 

Inflammation, sunnurative l l 2 2 

Distended with secretion p p p p p p 

URINARY BLAOOER L L L L L L N L L L L 

Leukemic infiltrates, lvmnhocytic 

Leukemic infiltrates, monocytic p 

Cystitis, hemorrhaaic-sunnurative 3 3 3 4 

Cvstitis, hemorrhaaic 2 

Mineralization, uremic 

Code: t = minimal 
2 = mild 

J = moderate P ~ present N = within normal limits M = tissue not present * = 111oribund sacrifice 
4 ,. severe L = lesion present I = tissue section inadequate ** ,, spontaneous death 

T5,, terminal sar.rifice SOMS,. spontanrous rleath/moribund sacrifice 

• • • • C 
C • • ~ 
~ ·" ·" • • C " -~, ~ 

X 
0 
~ 

l /4 l /27 

l/4 4/27 

3/4 5/27 

2/4 9/27 

0/4 8/27 

l /4 18/27 

0/4 l /27 

0/4 2/27 

0/4 17/27 

0/4 1/27 

0/4 l/27 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

ROX 40.D mg/kg/day 

~ 
0 • • • • • • • • • -~ ~ ~ - "' ,;- "" M ~ ,;- 0 0 ,;- "' ,;-

~~ 
N " ~ ~ 0 - - N M " " " ~ 

~ .0 - - - - - - - - - - - - -
ORGAN ~ E ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

u ~ ' ' ' ' ' ' ' ' ' ' ' ' ' 
Lesion uz 0 0 0 0 0 0 0 0 0 0 0 0 0 

<( 
0:, 0:, 0:, ro 0:, ro ro 0:, 0:, 0:, 0:, 0:, ro 

URINARY BLADDER (continued) 
Distention, luminal p p p p p p p p 

LUNG-MAINSTEM BRONCHI L L L L L L L L L L L L L 

Bronchiolar-alveolar adenoma p 

Leukemic infiltrates, lvmnhocvtic 

Leukemic infiltrates, monocvtic p p p 

Alveolar macroohaaes, focal/multifocal/ 

diffuse 2 2 2 

Lymohoid infiltrates, 
oeribronchial/iolar, focal 2 1 2 1 l 1 l 2 2 l l 2 2 

Hemorrhaae, focal/multifocal 2 

Conaestion, anonal, diffuse 3 2 2 

Mineralization, alveolar, uremic 

ESOPHAGUS N N N N N N N N N N N N N 

TRACHEA L L ' L N N N N N N N L N L 

Leukemic infiltrates, monocytic 

Inflammation, chronic 2 2 2 2 l 

Code: 3 = moderate P = present N "'within normal limits M " tissue not present 

• • 0 -"' "' - -~ ~ 

' ' 0 0 
0:, 0:, 

p p 

L L 

p 

2 

l 2 

N N 

N L 

l 

l = minimal 
2 .. mild 4 = $CVere L ~ lesion present I " tissue section inadequate 

T<;~_termin~J •,3crifiu -~ _ _S!)t!l = sn9_n~-.'.1n~<J~-~ rleath/Mrib•Jnd sacrifice 

• • • • • • • • N "' 0:, ~ -"' "' - N M - - - - -~ ~ ~ ~ ~ 

' ' ' ' ' 0 0 0 0 0 
ro ro ro 0:, 0:, 

p p p p p 

L L L L L 

1 

l 1 l 1 

2 2 
1 

N N N N N 

N N N N N 

• ~ moribund sacrifice 

.. ~ spontaneous death 

continued 
ne~t page 
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L0612l SN6 
FINAL REPORT 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

RDX 40.0 mg/kg/day 

! 
C • • -I< -I< -k 1-l< -I< • • • • 0 • • -l< -l< +: -I< -I< • • • • •r ~ 

"' ~ M r-- CO M r-- N ~ m 0 
~ w M M i.n l.() I I.O <.O <.O ~ ~ ~ "' ~ .c - - ;::: • ;::: r--- I r: ;::: - - - -ORGAN we ~ ~ ~ ~ ~ ~ u ~ 

' ' I : i i > I ' ' ' ' Lesion uz 0 0 0 0 0 0 0 0 0 0 0 « "' "' "' "' "' "' "' "' "' "' "' 
URINARY BLADDER {continued) 

. . > . 
Distention, lumina1 p p p p p p p p p 

LUNG-MAINSTEM BRONCHI L L L L L L L L L L L 

Bronchiolar-alveolar adenoma 

Leukemic infiltrates, lymphocytic 

leukemic infiltrates. monocytic p p p p 

Alveolar macrophages, focal/multifocal/ 

diffuse 3 2 

Lymphoid infiltrates, 

peribronchial/iolar, focal 2 2 2 l 2 l l 2 l l 2 

Hemorrhage, focal/multifocal 3 

Congestion, agonal, diffuse 

Mineralization, alveolar, uremic 

ESOPHAGUS N N N N N N N N N N N 

TRACHEA L L N N N N N L N L N 

Leukemic infiltrates, monocytic . p 

Inflammation, chronic l l I l 

Code: 1 ~ minimal 
2 = mi Id 

3 2 moderate P = present N = within normiil li.11its M = tissue not present 
4 ~ severe l = lesion present I ~ tissue section inadeQuate 

TS = ~frminal sacrifice 501'!S = spontaneous death/moribund sacrifice 

* = moribund sacrifice 

** = spontaneous death 

• u 
C • 
~ 
.a 
u 
C -
ul 

l/4 

0/4 

0/4 

2/4 

l/4 

4/4 

0/4 

0/4 

0/4 

0/4 

4/4 

• u 
C 

• 
~ 
.a 
u 
C -
~ 
£ 
0 
~ 

23/27 

I -7 
l /27 

l /27 

5/27 

6/27 

6/27. 
2/27 

5/27 

l/27 

l/27 
5/27 

.. 
0 .. 



L06121 SN6 
FINAL REPORT 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

ROX 40.0 mg/kg/day 

C I, l. 0 • • • • • • • •r L ~ - "' o:::t lcn M ~ q 0 0 q "' q 

~ "' N q = r- 0 ....... - N M q q q = ~ .0 - - - - - - - - - - - - -ORGAN <U E ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ u ~ ' ' ' ' ' ' ' ' ' ' ' ' ' Lesion uz 0 0 0 0 0 0 0 0 0 0 0 0 0 
<( 00 00 "' "' "' "' "' "' "' "' "' "' "' 

THYROID NN NL NN NN NN NN NN NN NN NN NN NN NN 
C-cel1 adenoma, unilateral p 

Follicular cystadenoma, unilateral/ 

bilateral 

Cystic follicle(s), unilateral/bilateral p 

PARATHYROID NL NM NN NN NN NN NN NN NN NN LL LL NM 
Hyperplasia, unilateral/bilateral 3 1 1 

HEART L L L L L L L L N L L L L 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic p p 

Myocarditis, chronic, focal/multifocal 2 2 1 2 1 1 1 2 2 1 1 1 
Auricular thrombosis 

Mineralization, vessels, uremic 1 1 
Mineralization, myocardial, uremic 

Vegetative endocarditis 

Bacteremi a 

• • • • • • • • • • 0 - N rn 00 = -"' "' "' "' - N M - - - - - - -~ ~ ~ ~ ~ ~ ~ ' ' ' ' ' ' ' 0 0 0 0 0 0 0 

"' "' "' "' 00 "' "' 
NN NL NL NN NL NL NN 

p p 

p 

p 

LL LM NN LL NN LM NN 
1 2 1 3 

L L L L L L L 
p 

1 2 1 2 2 

3 2 3 
2 2 

Code: l " 111ini111al 
2 ,. mild 

3 " moderate P " present N " within normal limits fil " tissue not present •" 111oribund sacrifice 
4 "' severe l = lesion present 1 = tissue section inadequate - = spontaneous death 

,,;__ t-'!r"1i,,_,L qcrifir~ _ S!l!'!S = ..s.Pai:iJ;inn~~- 1eilth/ei~rih,in<l sacrifice 

continued 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 

HISTOPATHOLOGY LES[ON SEVERITY INCIDENCE TABLE 

ROX 40,0 mg/kg/day 

C t • 
0 • ·~ ~ ~ 

~ "' M M 
~D - -

ORGAN "' E 
~ ~ 

u ~ ' ' Lesion uz 0 g 
<( "' 

THYROID NL NN 
C-cell adenoma, unilateral 

Follicular cystadenoma, unilateral/ 
bilateral 

Cystic follicle(s), unilateral/bilateral p 

PARATHYROID LM LL 
Hyperplasia, unilateral/bilateral 2 l 

HEART L L 
Leukemic infiltrates, lymphocytic 
Leukemic infiltrates, monocytic p 

Myocarditis, chronic, focal/multifocal 2 
Auricular thrombosis 

Mineralization, vessels, uremic 

Mineralization, myocardial, uremic 

Vegetative endocarditis p 

Bacteremia p 

Code: I = minimal 
2 = 111ild 

3 ,. moderate P "'present N .,, within 
4 = severe L = lesion 

TS = terminal sacrifice 

• • I • I • I • I • • • • • ::...1&1~.~ ~ • • • M ~ "' 0 
m u. u, 1 -u ·; <.O I r--. ~ ~ "' - ;:::: ;::::l;:::: 1;::::1;::: - - -~ ~ ~ ~ 

' I I I I I I ' ' ' ' g 0 0 0 0 0 g 0 0 
co co;co:co co "' "' . , 

NN NN LL NN NN LL NN NN NN 

p p 

NN NM NL LL NM NM NM NN LL 
l 2 l 

L L L L L L L L L 

l l 2 q l 2 l I 
p p 

2 

. 

norl!lal limits M = tissue not present 
present I = tissue section inadequate 

SONS = spontaneous death/moribund sacrifice 

• ~ moribund sacrifice 
IHI' ~ spontaneous death 

• u 
C • 
~ 

" u 
C -
~ -

I I 4 

0/4 

1/4 

I /4 

0/4 
1/4 
4/4 

0/4 
D/4 
0/4 

0/4 
0/4 

• u 
C • 
~ --u 
C -
~ 
% 
0 
~ 

2/27 

1/27 

4/27 

l I /27 

1/27 

2/27 
22/27 
2/27 
6/27 
2/27 

1/27 
1/27 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

ROX 40.0 mg/kg/day 

C 
0 ·- ~ ~ "' ~10 

ORGAN <U E 
u ~ 

Lesion uz 
d'. 

LIVER 
Hepatocellular carcinoma 

Neoplastic nodule 
Leukemic infiltrates. lymphocytic 

Leukemic infiltrates, monocytic 

Area(s) of hyperplasia with cystic 

degeneration 
Foci of cellular alteration-basophilic 

Foci of cellular alteration-eosinophilic 

Foci of cellular alteration-mixed cells 

Necrosis, random, focal 
Necrosis, liquefaction, focal/multifocal 

Necrosis, centrilobular, agonal, 

focal/multifocal/diffuse 
Bile duct proliferation, focal/ 

multifocal/diffuse 
Cholangiofibrosis, focal/multifocal 

Code: • t ~ minimal 
2 ,. mild 

3 

' 
moderate P "' present N 

severe l 
TS = termin~l ~acrifir,e 

• • • • • • • • • • • 
~ - "' st "' M ~ st 0 0 st "' st 0 -N st ~ ~ 0 - - N M st st st ~ "' "' - - - - - - - - - - - - - - -~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' 
L L L L L L L L N L N N L L L 

p 

p 

p p p p 

p p 

p p p 

p p p 

2 

3 

2 2 1 2 1 1 1 2 3 2 

2 1 1 1 2 2 

within normal limits H ~ tissue not present 
lesion I " tissue section inadequate present 

SDMS ~ s'oon~.1nMus death/moribund sacrifice 

• • • • • • • • N "' "' ~ -"' "' - N M - - - - -~ ~ ~ ~ ~ 

' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 
L N N L L 

p 

1 

2 

2 

• • moribund sacrifice 
..,. ~ spontaneous death 

continued 

next page 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

ROX 40.0 mg/kg/day 

C • • • • • 1 • • • • • • 
0 • • • • . ,. • • • • • ·- ... ~ ~ M ~ "'IM ~ 

N ~ "' D 

~ " M M ~ ~ ~ <O <O ~ ~ ~ "' ~D - - - - - - - - - - -
ORGAN o, E ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

u ~ ' ' ' ' ' ' ' ' ' ' ' Lesion uz D D D D D D D D D D D 
«'. "' "' "' "' "' "' "' "' "' "' "' 

LIVER L L N L L L L L L L L 

Heoatocellular carcinoma p 

Neoplastic nodule 

Leukemic infiltrates. lvmohocvtic 
Leukemic infiltrates, monocvtic p p p p 

Area{s) of hypernlasia with cvstic 

deqeneration 

Foci of cellular alteration-basoohilic p 

Foci of cellular alteration-eosinoohilic 
Foci of cellular alteration-mixed cells p p 

Necrosis, random, focal 

Necrosis, liquefaction, focal/multifocal 

Necrosis, centrilobular, agonal, 

focal/multifocal/diffuse l 

Bile duct proliferation, focal/ 

multifocal/diffuse 2 2 2 l 2 3 2 l 

Cholangiofibrosis, focal/multifocal 2 2 2 

Code: ,. 111inimal 3" moderate P "present N "'within normal limits M" tissue not present 

2 ., mild /+,.severe l"' lesion present I = tissue section inadequate 

TS ~ terminal sacrifice SOHS = spontaneous death/moribund sacrifice 

' 

*=moribund sacrifice 

** ~ spontaneous death 

• u 
C • n 
·" u 

C -
~ 

0/4 

1/4 

0/4 

3/4 

1/4 

3/4 

3/4 

0/4 

1/4 

0/4 

0/4 

4/4 

2/4 

• u 
C • n 
,a 
u 
C -
~ 
~ 
0 
~ 

2/27 

0/27 

1/27 

5/27 

1/27 

1/27 

0/27 

2/27 

0/27 

1/27 

2/27 

15/27 

B/27 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

ROX 40.0 mg/kg/day 

C I 
0 • • • • • • • • • •~ L ~ - "' ... 0, M ~ ... 0 0 ... "' ~ " N ... ~ - 0 - - N M ... ... ... 
~ .c - - - - - - - - - - - -ORGAN W E ~ - ~ - ~ - ~ -- ~ - ~ 
u ~ ' ' ' ' ' ' ' ' ' ' ' ' Lesion uz 0 0 0 0 0 0 0 0 0 0 0 0 

<( 00 00 00 00 00 00 00 00 00 00 00 00 

KIDNEY LL LL LL LL LL LL LL LL LL LL LL LL 
Tubular adenoma, unilateral 
Leukemic infiltrates, lymphocytic, 

unilateral/bilateral 

Leukemic infiltrates, monocytic, 

bi lateral 

Neohropathy, chronic, bilateral 2 3 3 2 l 1 1 1 2 1 l 
Inflammation, lymphocytic, bilateral 1 2 2 1 1 

Microconcretions, tubular, unilateral/ 

bilateral 3 
Pyelonephritis, unilateral/bilateral 

Pyelitis, suppurative, unilateral/ 

bilateral 3 1 

Cortex, protein resorption droolets, 

bilateral 
Necrosis, medullary papilla, unilateral/ 

bilateral p p p p p p p 

Mineralization, uremic, bilateral 2 2 1 1 3 

Bacteremia, bilateral 
Infarction, unilateral, focal 

• ... 
~ -~ 
' 0 

00 

LL 

p 

1 

3 

Code: I "' minimal 3 " moderate P "' present N "' within normal limits H = tissue not present 

• • • • • • • • • • 0 - N 0, 00 ~ -"' "' "' "' - N M - - - - - - -~ ~ - ~ - --' ' ' ' ' ' ' 0 0 0 0 0 0 0 
00 00 00 00 00 00 00 

LL LL LL LL LL LL LL 

p 

1 1 1 2 1 2 1 

2 

3 3 1 

p p p p p p 

3 2 3 1 

* = moribund sacrifice 
2 ,. mild 4 = severe l ~ lesion present I = tissue section inadequate - = spontaneous death 

TS • terminal 5acrific~ SONS spontanrous rleath/moribund sacrifice 

continued 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

ROX 40.0 mg/kg/day 

• • • • • i • • • C ! I t • 
0 • • • • • • • • • ·- ~ " ~ M ~ a) M ~ N ~ "' 0 
~ w M M m m m "' "' ~ ~ ~ a) 

~ .0 - - - - - - - - - - -
ORGAN ID E ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

u~ ' ' ' ' ' ' ' ' ' ' ' Lesion uz 0 0 0 0 0 0 0 0 0 0 0 
« a) a) co a) a) a) a) a) co a) a) 

KIDNEY LL LL LL LL LL LL LL LL LL LL LL 

Tubular adenoma, unilateral p 

Leukemic infiltrates. 1 vmohocvt i c, 

unilateral/bilateral 

Leukemic infiltrates, monocvtic, 

bi 1 at era 1 p 

Neohrooathv, chronic, bilateral 2 l 1 1 2 1 2 2 2 2 1 

Inflarrrnation, lymohocvtic, bilateral 1 1 1 1 1 

Microconcretions, tubular, unilateral/ 

bilateral 

Pveloneohritis, unilateral/bilateral 3 

Pvelitis, sunnurative~ unilateral/ 

bi l atera 1 

Cortex, protein resorotion droplets, 

bi 1 at era l 
Necrosis, medullary papilla, unilateral/ 

bilateral p p p p p 

Mineralization, uremic, bilateral 2 1 1 2 

Bacteremia, bilateral p ! 
Infarction, unilateral, focal 3 

Code: l 3 minimal 
2 ,. mild 

3 " moderate P ~ present N " within normal limits H " tissue not present 
4 ~ severe L ~ lesion present I " tissue section inade(luate 

TS ~ terminal sacrifice SOMS = spontaneous dr.ath/mnribund sacrifice 

• u 
C • 
~ -u 

~ --

0/4 

0/4 

0/4 

4/4 

4/4 

1 /4 
0/4 

0/4 

0/4 

0/4 

0/4 

0/4 
0/4 

*~moribund sacrifice 
.... = spontaneous death 

• u 
C • 
~ 

u 
C -
~ 
~ 

0 -

1 /27 

1 /27 

2/27 

26/27 
6/27 

1 /27 

1 /2?_ 

5/27 
" 

..!!2Z_ 

-·-
18/27 

13/27 

1 /27 --
1 /27 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
F !NAL REPORT 
F344 Male Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

STOMACH 
Leukemic infiltrates, monocytic 

Mucosal erosion(sl, glandular region 

Mineralization, uremic 

Bacteremia 

DUODENUM 

JEJUNUM 

ILEUM 

CECUM 
Nematode parasites in lumen 
Bacteremia 

COLON 
Nematode parasites in lumen 

C 
0 -~ ~ ~ 
~w N 
~ .c -w E ~ 
u ~ ' uz 0 

"" "' 

N 

N 

N 

N 

N 

N 

• • - "' 
.,. 

"' M .,. m ~ 0 -- - - - -~ ~ ~ ~ ~ 

' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 
N N N L L 

1 2 

N N N N N 

N N N N N 

N N N N N 

N N N N N 

L N L N N 
p p 

• • • • • • • ~ .,. 0 0 .,. 
"' 

.,. - N M .,. .,. .,. m - - - - - - -~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' 0 g g 0 g g 0 

"' ro "' 
L L N L L N L 

p 

1 
1 1 1 

N N N N N N N 

N N N N N N N 

N N N N N N N 

N N N N N N L 
p 

N N N N N N N 

• • • • • • • • • • 0 - N "' "' m -"' "' "' "' - N M - - - - - - -~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' 
L N L L N N N 

1 2 2 

N N N N N N N 

N N N N N N N 

N N N N N N N 

N N N N N N N 

' 
N N N N N N N 

Code: 1 ,. minimal J "' moderate P " present N "' 11ithin normal limits H = tissue not present • "' moribund sacrifice 
2 " mild 4 " severe L = lesion present I " tissue section inadequate ... " spontaneous death 

TS- -...l:ermi.n.:o.l-sacr;~i~.0 _ "-0..1\S .,_s.n.not;ine_o)!_S _death/on!)_f.ib1Jn~ sacrifice 

continued 
next page 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

ROX 40.0 mg/kg/day 

C 
0 ·- ~ ~ w 
~~ 

ORGAN WE 
u ~ 

Lesion uz 
<C 

STOMACH 
Leukemic infiltrates. monocytic 

Mucosa1 erosion(s), qlandular renion 

Mineralization, uremic 

Bacteremia 

DUODENUM 

JEJUNUM 

ILEUM 

CECUM 
Nematode parasites in lumen 

Bacteremia 

COLON 
Nematode parasites in lumen 

Code: l "' 111inimal 
2 D mild 

3 = moderate P = present 
4 w severe 

TS " terminal sacrificr 

• • • • • • • • • • • • • • • • • • • • • • ... ~ M ~ ro M ~ N ~ "' 0 
M M ~ ~ ~ '° '° ~ ~ ~ ro - - - - - - - - - - -~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 
ro ro ro ro ro ro ro ro ro ro ro 

L L N L N L 'L N N N L 
p 

l 

l l l 2 
p ' 

N N N I N N N N N N N 

N N N I N l N N N N N 
.. ' 

N I I I N r N N N N N 

L N N N N N N N N L N 
p 

p 

L N N N L N N N L N N 
p p I p 

N" within normal limits M" tissue not present 
l " lesion present I = tissue section inadequate 

s61-1s = spontaoetius ~eath/rn1Jribund sacrifice 

' 

• D moribund sacrifice 
.... = spontaneous death 

• u 
C 

• 
V -u 

C -
~ 

0/4 

0/4 

0/4 

0/4 

0/4 

0/4 

2/4 

• u 
C 

• 
V ·-u 

C -
~ 
~ 
0 
~ 

2/27 

2/27 

12/27 

l /27 
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l/27 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
Fl NAL REPORT 
F344 Male Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

RECTUM 
Nematode parasites in lumen 

SKIN 

Leukemic infiltrates, monocytic 
Epidermal inclusion cyst 

Epidermal ulceration 

~ 
0 ·- ~ ~ " 
~ .c 
" E u ~ 
uz 

d'. 

Inflammation, dermal, focal, subacute 

Exudative crusts 

MAMMARY GLANO 
Galactoceles 

STERNUM 

BONE MARROW 

~ 
N -~ 
' 0 

"' 
L 
p 

L 

p 

p 

N 

N 

N 

• • • - "' 
., 

"' M ~ ., ~ ~ 0 - -- - - - - -~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' 0 0 0 0 0 0 

"' "' "' "' "' "' 
N N N N N N 

N N L N N N 

p 

N N N N N M 

N N N N N N 

N N N N N N 

• • • • • • • • ., 0 0 ., 
"' 

., 0 -N M ., ., ., ~ "' "' - - - - - - - -~ ~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' 
N N N N N L N N 

p 

N N N N N N N L 

p 

p 

N N M N N L M N 
p 

N N N N N N N N 

N N N N N N N N 

Code: " minimal 3 " 111oderate P " present N = within normal limits i'I " tissue not present 
2 mild ' . severe L " lesion present 

rs_..,._ t.P,rmin;i_L_s.acriEi.r.r __ __Sf!!iS : 
I = tissue section inadequate 

~;il).!;_ane'l~'!_ _d_.:;i th /_'1}0!'_ \_btmd 5 ac ri f ice 

• • • • • • • • N "' "' ~ -"' "' - N M - - - - -~ ~ ~ ~ ~ 

' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 
N N N N N 

N N N N N 

M M N N M 

N N N N N 

N ~ N N N 

* = moribund sacrifice 
... ~ spontaneous death 

continu~d 
next paqe 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

ROX 40.0 mg/kg/day 

C: -1<-k-l<i<-k.J<-ki<-IC-k-l< 
0 i<-k-l<-k-!<.;<.t<-1<-l<il,I< 
.,-~ <:1'r"---Mt--..COMr---Nt--.O'IO 
Vl a., ("") M Ui Ui Ul 0..0 \0 t-- r-,.. t- CO 
Vl~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

ORGAN <tJ E r-- r-.. r--- r- r-- ,.._ ,_ r-- r-- r-- ,-... 
u::::, r I 1 • 1 Ii t 1 , 1 1 

L 
• uz O O O O O O O O O O 0 es1on ct: oo co oo co co co· co co co co co 

RECTUM N N N N N N N N N N N 

Nematode parasites in lumen 

SKIN N N N N N N N N N L N 

Leukemic infiltrates, monocytic P 

Epidermal inclusion cyst 
Epidermal ulceration P 
Inflammation, dermal, focal, subacute P 

Exudative crusts 

MAMMARY GLAND N N N N N N N N N N M 

Galactoceles 

STERNUM N N N N N N N N N N N 

BONEMARROW NNNNNNNNNNN 

Code: t g minimal 
2 = mild 

J"' moderate P = present N = within normal limits M,= tissue 11ot present 
lo = severe L = lesion present I = tissue section inadequate 

TS~ t~r..,inal sacrifice Sn.MS= snont~nenu-; r:lr~th/-noribund sacrifice 

* z moribund sacrifice 
** = spontaneous death 

• u 
C 

• ~ -u 
C ---

l/4 

0/4 

l/4 
0/4 

l/4 

l/4 

0/4 

• u 
C • ~ ·-u 
C --~ 

0 -
l /27 

l/27 

0/27 

l /27 

2/27 

1 /27 

l/20 

" -.. 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
F !NAL REPORT 
F344 Male Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICAL<Y REQUIRED 
BY PROTOCOi FOR THIS GROUP 

MESENTERYIABDOMINAL CAVITY 
Inflammation fneritonitisl 

L1nonranuloma/fat necrosis 
COAGULATING GLAND 
Snermatir- aranu1oma(sl foca1 

lnflammatorv exudate in ducts 

PREPUTIAL GLAND 
THYMUS 
Malinnant lvmohoma 
Atronhv 
Atronhv with cvsts 

LYMPH NODEISl NOS· 
Monocvtic leukemia 
Malinnant lvmnhoma 

lvmohoid hvnernlasia 

NASAL TISSUE 
Inflammatorv exudate 

PENIS 

C 
0 ·- ~ ~ '" ~n 
<U E 
u~ 
uz 
« 

Code: l = fflinimal 
2 = mild 

3 • moderate P " present 
4 = severe 

TS ~ t~rminal sacrificr 

• • • • • • • • • • • ~ - "' tj" ~ M ~ tj" 0 0 tj" "' tj" 0 -N tj" ~ ~ 0 - - N M tj" tj" tj" ~ "' "' - - - - - - - - - - - - - - -~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
00 00 00 00 00 00 00 00 00 00 00 00 "' "' "' 

L L L L 
p 

p p p 

L 
2 

L L 
p 

p 

L L 

p 

2 

N = within normal limits M = tissue not present 
L lesion present 

SOKS 
1 ~ tissue section inadequate 

spontaneous ~eath/~oribund sacrifice 

• • • • • • • • N ~ 00 ~ -"' "' - N M - - - - -~ ~ ~ ~ ~ 

' ' ' ' ' 0 0 0 0 0 
00 00 "' "' "' 

N 

L 

p 

N 

* = moribund sacrifice 
•• • spontaneous death 

continued 
next page 

.. -... 
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L06121 SN6 
FINAL REPORT 
F344 Male Rats 
ROX 4D.O mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REOUJREO 

BY PROTOCOL FOR THIS GROUP 
MESENTERY/ABDOMINAL CAVITY 

Inflanmiation (aeritonitis) 

Liooqranuloma/fat necrosis 

COAGULATING GLANO 
Soermatic nranuloma(s)- focal 
Inflanmatorv exudate in ducts 

PREPUTIAL GLAND 
THYMUS 
Maliqnant lvm~homa 

Atroohv 
Atrophy with cysts 

LYMPH NODE(S), NOS 

Monocytic leukemia 
Maliqnant lvmohoma 

Lvmohoid hvnerolasia 

NASAL TISSUE 
Inflammatory exudate 

PENIS 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

C • • • • • • • • • • • 0 • • • • • • • • • • • ·- ~ rj- ~ M ~ a, M ~ N ~ ~ 0 
~ "' M M m m m ~ ~ ~ ~ ~ a, 
~D - - - - - - - - - - -<U E ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ u~ ' ' ' ' ' ' ' ' ' ' ' uz 0 0 0 0 0 0 0 0 0 0 0 

"" a, a, a, a, a, a, a, a, a, a, a, 

I 
L L L 

. 

p p p 

L L 

l 
p 

L 

p 

L N 
p 

L 
p 

N 

"' Code: 
' 

t "mini111al J .. moderate P"' present N "within nor111al limits M" tissue not present *"' 111oribund sacrifice 
2 ~ mild 4 ,. severe L "' lesion present I " tissue section inadequate .. 0 spontaneous death 

TS~ termin~l sacrifice SD!ilS "spontaneous death/moribund sacrifice 

• • 0 
0 C 
C • • ~ 

~ ·-- 0 
0 C 
C --,;, ~ 

~ 
0 
~ 

0/1 1 /0 

l /1 SIC 

l /1 i/2 

Oil l t? 

- 1/3 

- 1/3 

- 1 /3 

- 1/5 

- 2/5 

- 1 /5 

- 1 /1 

,. -m 
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LESION INCIDENCE COMPARISON 

TABLE · FEMALES 



.06121 SN6 LESION INCIOENCE COMPARISON TABLE 
'INAL REPORT 

'"' 
>, 
~ 

'EMALE F344 RATS 
-0 -0 - -"' "' "' • "' • • - u • - u 

u 

"' 
C u 

"' 
C 

C • C • • E ~ • E ~ 

~ -- ~ ·" ·- 0 u ·- M u 
u . C u C 
C - C -- 0 - 0 

m m 

IRGAN m >< E m >< E - 0 0 - " 
0 

Lesion "' 
m 

°' 
m 

IRAIN (43) ( 10) (45) ( 10) 

Astrocytoma 0/43 0/10 0/45 0/10 

Ependymoma, anaplastic 
Leukemic infiltrates, lymphocytic 

0/43 

0/43 

0/10 

0/10 

, 1 /45 
' 0/45 

0/10 

0/10 

Leukemic infiltrates, monocytic i 0/43 0/10 0/45 2/10 

Hemorrhage 0/43 1 /10 .. 0/45 2/10 

Cerebrum, mineralized, foci 0/43 0/10 0/45 0/10 

,PINAL CORO (43) ( 10) (45) ( 10) 

Leukemic infiltrates, monocytic 0/43 0/10 0/45 2/10 

Hemorrhage 0/43 0/10 0/45 2/10 

'ITUITARY (43) ( 10) (45) ( 10) 

Adenoma 27 /43 6/10 32/45 8/10 

Carcinoma 3/43 1 /10 2/45 1 /10 

Leukemic infiltrates, lymphocytic 0/43 0/10 0/45 1 /10 

Leukemic infiltrates, monocytic 2/43 1 /10 0/45 3/10 

Cyst 

Hyperplasia, chromophobe-cell 

10/43 

6/43 

2/10 

0110 I 
25/45 

7/45 

2/10 

0/10 

,de: TS ~ terminal sacrifice SDMS. spontaneous death/moribund sacrifice 
"not applicable ( } ~ number of animals for which tissue 1o1as rP.presented 

'"' -0 -"' "' • • - u • u 

"' 
C u 

C • C 

• E ~ • 
~ ·- ~ ·- .,, u ·-u . C u 
C - C - - -m 

m >< E m - 0 0 -
"' 

m 

(42) ( 12) ( 41 ) 

0/42 0/12 0/41 

0/42 0/12 0/41 

0/42 1 /12 0/41 

0/42 0/12 0/41 

0/42 1 /12 0/41 

0/42 0/12 0/41 

(42) (12) (41) 

0/42 1 /12 0/41 

0/42 1 /12 0/41 

(42) ( 12) (41) 

31/42 7/12 ,32/41 

4/42 0/12 2/41 

0/42 1/12 0/41 
. 

0/42 0/12 1 /41 

>20/42 3/12 18/41 

i 5/421 
1 /12 1 /41 

'"' -0 -"' "' • - u 

~ 
C 

• 
~ --0 u . C 

"' -
m 

>< E 

0 0 

"' 
m 

( 14) 

1/14 

0/14 

0/14 

1 /14 

0/14 

0/14 

( 14) 

1 /14 

~ ' ' 
~ l 0/14 I 

4/l4j 
5/14 I 

1 /14 

'"' -0 -"' "' -• "' u E C 

• 
~ 0 ·-u 0 
C - .,. 

m >< - " "' 
(28) 

0/28 

0/28 

0/28 

; 0/28 

0/28 

I 0128 
! 

' (28) 

0/28 

0/28 

: 
(27) 

15/27 

1 /27 

1 /27 

0/27 

12/27 

3/27 

• u 
C 

• 
~ ·-u 
C -
m 
E 
0 
m 

(20) 

0/20 

0120: 

....!.!.20 I 
11201 

2/]~ 
1 /20 --
(20) 

1 /20 

1 /20 

( 19) 

10/19 

1 /19 

3/19 
5/19 

7/19 

2/19 

,., ,., 
0 



L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL REPORT 

,:;, >, 
m 

FEMALE F344 RATS " " - -m m 
X • X • • - u • - u 

u C u C 
C m • C m • • E ~ • E ~ 

~ -- ~ --·- 0 u -- M u 
u C u C 
C - C . -- 0 - 0 

~ ~ 

ORGAN ~ X E ~ X E - 0 - 0 
0 ~ 0 ~ 

Lesion "' "' 
,YE (43) ( 1D I (3) ( 11 

Leukemic infiltrates, lymphocytic 0/43 0/10 0/3 1 /1 

Keratitis, chronic 2/43 0/10 l /3 0/1 

Lens, cataract . 14/43 1 /10 2/3 0/1 

Lens-induced inflammation 0/43 1 /10 0/3 0/1 

Degeneration, retinal 11/43 0/10 1/3 0/1 

Phthisis bulbi 1/43 0/10 1 /3 0/1 

Cyst, choroid 0/43 0/10 1/3 0/1 

JPTIC NERVE (43) ( 9 I - -
Degeneration 1/43 0/9 - -

~ORENAL (43) ( 10 I ( 2 I (21 

Pheochromocytoma 2/43 1 /10 0/2 0/2 

Pheochromocytoma, malignant 1/43 0/10 0/2 0/2 

Cortex, adenoma 2/43 0/10 0/2 0/2 

Leukemic infiltrates, lymphocytic 1 /43 0/10 0/2 1 /2 

Leukemic infiltrates, monocytic 5/43 2/10 0/2 0/2 

Cortex, cytomegally 2/43 1 /10 0/2 0/2 

Cortex, hyperplasia 2/43 1 /10 0/2 0/2 

)de: TS = terminal sacrifice SOMS = spontaneous death/moribund sacrifice 
" not applicable ( ) ,. number of animals for which tissue was represented 

>, 
m 

" -
• u 
C 

• 
~ --u 
C -
~ -
( 6 I 

0/6 

0/6 

4/6 

1/6 

4/6 

0/6 

0/6 

( 11 
1 /1 

( 5 I 

I l /5 
0/5 

l/5 

i 0/5 

I 015 

~ 
~ 

m 
X -m 
E 

"' -
X 
0 

"' 

• u 
C • ~ 
·" u 

C -
~ 
E 
0 
~ 

• u 
C 

• 
~ --u 
C -
~ -

(3) 

0/3 

0/3 

0/3 

0/3 

0/3 

1 /3 

0/3 

-
-

( 11 
0/l 

0/1 

. 0/1 

0/1 

0/1 

0/1 

0/l 

,:;, 
" -m 
X • - u 

C m • E ~ --0 u 
C . -"' ~ 

X E 
0 

0 ~ 

"' 
-
- ! 

-
-
-
-
-
-

-
- ' 

' 

( 1 I ; 
0/1 j 

I I t . 

~ I 011 I 
~ 
l /1 ! 
0/1 
0/1 

• u 
C • 
~ ·-u 

I C -
~ -
(28) 

l /28 

6/28 

23/28 
; 9/28 

10/28 

I 1/28 
I 0/28 
' 

(28) 

0/28 

I 
(28) 

2/28 

0/28 
' 0/28 

1 /28 

1/28 

l/28 

1 /28 

,:;, 
" -m 
X -m 
E 

0 . 
0 .,. 
X 
0 

"' 

• 
" 0 • 
~ ·-u 
C -
~ 
E 
0 
~ 

(20) 

0/20 

2120: 

9/20 

2120 1 

2/20 

0/20 

0/20 

(20) 

0/20 

(20) 

2/20 

0/20 

0/20 

2/20 

4/20 

0/20 

l/20 

... .., -· 



06121 SN6 LESION INCIDENCE COMPARISON TABLE 

INAL REPORT 
~ 

>, 

"' 
EMALE F344 RATS -0 -0 

' -'" '" • ~ • ~ • u • u 
u - C u - C 
C '" • C '" • • E V • E V 

V ·- V ·-·- u ·- u 
u 0 C u M C 
C - C -- 0 - 0 

~ ~ 

,GAN ~ ~ ~ X 
~ - X 0 - 0 

Lesion 
0 ~ 0 ~ 

"" "' 
)RENAL (continued) 

:ortex, metamorphosis, fatty 13/43 6/10 l/2 l /2 

:ortex, angiectasis 24/43 3/10 2/2 0/2 

~edulla, hyperplasia 2/43 l /lD D/2 0/2 

:xtamedullary hematopoiesis l/43 D/10 D/2 D/2 

'LEEN (43) I l D) (45) I l D) 

~alignant lymphoma l /43 0/10 l/45 l /10 

~onocytic leukemia 15/43 3/lD 18/45 5/10 

:ongestion l/43 D/10 l/45 l /10 

(ncreased extramedullary hematoooiesis 19/43 4/10 ll/45 l/lD 

[ncreased piqment 10/43 6/10 21/45 2/10 

lnfarction 0/43 l /lD 0/45 l /10 

:'ibrosi s 0/43 0/10 0/45 l /10 

INCREAS (43) I l D l 1 ll -

Islet cell carcinoma D/43 0/10 , l /l -
Islet cell adenoma 2/43 l /10 0/ l -
Leukemic. infiltrates, lymphocytic l/43 0/10 0/l -
Leukemic infiltrates, monocytic 3/43 D/10 oh -

le: TS ~ terminal sacrifice SDMS = spontaneous death/moribund sacrifice 
not applicable ( ) = number of animals for which tissue was represented 

>, 

"' -0 -'" • ~ • u 
u - C 
C '" • • E V 

V ·-·- u 
u = C 
C -- - ~ 
~ ~ - X 0 

0 ~ 

"' 

0/5 -
D/5 -

l /5 -

D/5 -

(42) (12) 

0/42 3/12 

18/42 5/12 

D/42 0/12 

12/42 3/12 

19/42 I 3/12 

0/42 D/12 

i 0/42 l /12 

I 

H
-' 
-

-

(2) 

0/2 

0/2 

' - I 

b 
l /2 

0/2 

~ 
-0 -'" ~ • • u 

u - C 
C '" • • E V 

V ·-·- u 
u 0 C 
C -- ro 

~ 
~ ~ - X 0 

0 ~ 

"' 

D/l 0/l ! 
l /l 0/l 

0/l 0/l 

0/l I 0/l 

( 41 ) ( 14) 

0/41 0/14 

10/41 9/14 

2/41 D/14 

ll /4 l 3;14: 

26/41 4/14' 

2/14, 

l /14 i ~ 

i :'.~
1 

I t-! -(-2)-

; D/l 

0/ l 

0/l 

D/l 

0/2 I 
D/2 ! 
D/2 

l/2 

>, 

"' -0 -'" ~ -• u '" C E • V 0 ·-u 

I; 0 
sr 
X 
0 

"' 

6/28 

l l /28 

l/28 

! D/28 

I 12s1 

! 2/28 

ll/28 

6/28 

l /28 

f 10/28. 10/28 

i 0/28 

0/28 

(28) 

0/28 

D/28 

l/28 

0/28 

• u 
C • V ·-u 
C -
~ 
~ 
0 
~ 

5/20 

5/20 

0120 1 

0120 1 

(20) 

4/20 

9/20 

0/20 

5/20 

2/20 

l/20 

D/20 I 

! 
1201 I 
0/20 

2/20 

4/20 

3/20 

" " " 



L0612l SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL REPORT 

~ ~ 
-0 -0 

FEMALE F344 RATS - -"' "' "' • "' • • - u • - u 
u 

"' 
C u 

"' 
C 

C E • • E • • u • u 
u '" u ·-·- 0 u ·- M u 
u . C u C 
C - C -- 0 - 0 

~ ~ 

ORGAN ~ X E ~ X E - 0 0 - 0 0 
~ ~ 

Lesion "' "' 
PANCREAS (continued) 

Hyperolasia, islet cell 2/43 0/10 0/l -
Atrophy, acinar cell 11/43 l/10 0/l -

Arteritis, chronic l/43 0/10 0/l -

MESENTER!C LYMPH NODE (42) ( l O l - (2) 

Monocytic leukemia 3/42 2/10 - l /2 

MaliQnant lvmnhoma l/42 0/10 - l /2 

Reticular cell hyperplasia 0/42 0/10 - 0/2 

Anqiectasis 0/42 l /10 - 0/2 

OVARY ( 43) ( lO) (45) ( lO) 

Leukemic infiltrates, lymphocytic 0/43 0/10 0/45 l/10 

Leukemic infiltrates, monocytic, 2/43 l/10 0/45 3/10 

Cyst(s), follicular B/43 l /10 l/45 0/10 

Hematocysts 0/43 0/10 0/45 0/10 

UTERUS (42) ( lO) ( 11 l (2) 

Adenocarcinoma 0/42 0/10 0/l l 0/2 

Hemangioma 0/42 l /10 0/11 0/2 

:ode: lS ,, terininal sacrifice SOMS = spontaneous duth/noribund sacrifice 
= not applicable ( ) = number of animals for which tissue was reprpsented 

~ 
-0 -"' "' • • - u • u 
I,' 

C u 
C .. C 

• u • u ·- u ·- ~ u ·-u . C u 
C - C - - -~ 
~ X E ~ - 0 0 -~ 

"' 

- 0/2 0/l 

- 0/2 0/l 

- 0/2 0/l 

- ( l) ( l) 

- 0/l 0/l 

- l /l 0/l 

- 0/l l /l 

- 0/l 0/l 

(42) ( 12) ( 41) 

0/42 l/12 0/41 

I 0142 l /12 0/41 

7/42 0/12 3/41 

! 0/42 0/12 l /4 l 

' 
I t 14 l (2) ( 13 l 

, 0/14 i 

~ 
0/2 

0/2 

l /l 3 

0/13 

~ 
-0 -"' "' • - u 

I,' 
C . 

u 
'" 0 u 

C 

00 -
~ 

X E 
0 0 ~ 

"' 

0/2 ! 
0/2 

0/2 

( 4) 

4/4 

0/4 

0/4 

0/4 
; 

( 14) ' 

0/14; 

i l/14: 

0/14! -0/141 ----, 

(7) 

0/7 

0/7 

I 

>, 
~ 

-0 -"' "' -• "' u E C 

• u 0 ·-u 0 C - ,,. 
~ X - 0 

"' 

0/28 

4/28 

0/28 

: 
(28) 

I l /28 
i 2/28 

. 0/28 

0/28 

; ·-Gzsi 
2/28 

l /28 

0/28 

0/28 

(28) 

0/28 

0/28 

• u 
C 

• 
" ·-u 
C -
~ 
E 
0 
~ 

l/20 

1120: 

0/20 

( 18) 

6/18 

4/18 

0/18 

l /18 

(20) 

I u20 
2/20 

2/20 .,,..;_·-~ 
0/20 

{20) 

0/20 

0/20 

.. .. ... 

! 



L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL REPORT 

>, >, 
~ ro 

FEMALE F344 RATS -0 -0 

' ' m m 
~ • ~ • • ' 

u • ' 
u • u C u C u 

C m • C m • C 

• E ~ • E ~ • 
~ ·- ~ ·- ~ ·- 0 u ·- M u ·-u C u C u 

C - C - C - 0 - 0 -• ~ ~ 

ORGAN ~ X E ~ X E ~ - 0 - 0 -0 ~ 0 ~ Lesion "' "' 
UTERUS (continued) 

Malignant fibrous histiocytoma 0/42 1 /10 0/ l l 0/2 . 0/14 
Endometrial stromal sarcoma 0/42 0/10 0/11 l /2 l /14 
Endometrial stromal polyp 11/42 l /10 8/11 0/2 11 /14 
leukemic infiltrates, lymphocytic i 0/42 0/10 0/11 0/2 0/14 
Leukemic infiltrates, monocytic 0/42 0/10 0/11 l /2 0/14 
Hyperplasia, endometrial 1/42 0/10 1 /11 0/2 0/14 
Cyst, endometrial 4/42 0/10 2/11 0/2 3/14 
luminal dilatation-hydrometra 5/42 2/10 2/11 0/2 0/14 
Luminal dilatation-cellular debris 0/42 0/10 0/11 0/2 1/14 
Luminal dilatation-hemorrhage 0/42 0/10 0/11 0/2 0/14 

I 
URINARY BLADDER (42) I 9 l - I 1) I -
Papilloma 0/42 0/9 - 0/1 ! 

I -
Leukemic infiltrates, lymphocytic 0/42 0/9 - 0/1 -
leukemic infiltrates, monocytic 1/42 0/9 - l /1 -

! 

LUNG-MAINSTEM BRONCHI (42) I 10) - (7) I I 4) 

Bronchiolar-alveolar carcinoma 
Bronchiolar-alveolar adenoma 

0/43 

3/43 

0/10 

0/10 

-
-

0/7 

0/7 

' l /4 I 

~ 
Jde: TS ~ terminal sacrifice SOMS ~ spontaneous death/moribund sacrifice 

~ not applicable ( ) ~ number of animals for which tissue was represented 

>, 
ro 
-0 

' m 
~ • 
' 

u 
C m • E ~ 

·" 
~ 

u 
C -~ 

~ 

X E 
0 

0 ~ 

"' 

0/2 

0/2 

2/2 

0/2 

0/2 

0/2 

0/2 

0/2 

0/2 

0/2 , 

-
I - I 

-
-

I 

(4) 

0/4 

0/4 

• u 
C 

• 
~ ·-u 

C -
~ -

0/13 

0/13 

8/13 

0/131 

0/13 

0/13 

3/13 

3/13 

0/13 

0/13 

-
-
-
-

12) 

0/2 

l /2 

>, 
~ 
-0 

' m 
~ • 
' 

u 
C m • E ~ ·-0 u 
C . -ro 
~ 

X E 
0 

0 ~ 

"' 

0/7 ! 
3/7 

l /7 

0/7 

0/7 

0/7 

2/7 

0/7 

0/7 

0/7' 

I 2) . 

0/2 ' 
I I 

0/2 

l /2 

I 8) 

0/8 

[ 0/8 

• u 
C 

• 
~ ·-u 

C 

I -~ -

0/28 

0/28 

10/28 

; l /28 

0/28 

I 2128 
; 7 /28 

0/28 

0/28 

, 1 /28 
I 

' 
I 128) 

1/28 
1/28 

0/28 

(2B) 

0/28 
0/28 

>, 
ro 
-0 

' m 
~ 

' • 
m u 

C 
E • 

~ 

0 ·-u 

0 
C -,,. 
~ 
a: X 0 

0 ~ 

"' --7 

'f-0/2~ 

0/20 

6/20! 

0120 1 

4/20 

0/20 

2/20 

2/20 

0/20 

0/20 

(20) 

0/20 
1/20, 

2/20 

(20) 

0/20 
0/20 
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L0612l SN6 LESION !NCIOENCE COMPARISON TABLE 
FINAL REPORT 

~ >, 
m 

-0 -0 
FEMALE F344 RATS - -~ ~ 

"' • "' • • - u • - u 
u ~ C u ~ C 
C E • C E • • ~ • ~ 
~ ,a ~ ,a 
,a 0 u ,a "' u 
u C u C 
C 

0 - .c 0 -- ~ ~ 

ORGAN ~ X ~ ~ X ~ - 0 0 - 0 0 

Lesion "' 
~ 

"' 
~ 

LUNG-MAINSTEM BRONCHI (continued) 

Carcinoma, metastatic, mammary 0/43 0/10 0/7 

Carcinoma, metastatic, squamous cell 0/43 l /10 0/7 

Malignant fibrous histiocytoma, 

metastatic 0/43 l/10 0/7 

Leukemic infiltrates, lymphocytic l/43 0/10 0/7 

Leukemic infiltrates, monocytic 7 /43 l /l 0 5/7 

Alveolar macrophages 6/43 0/10 0/7 

lymphoid infiltrates, 

oeribronchial/iolar 43/43 10/10 5/7 

Bronchopneumonia 0/43 0/10 0/7 

Conqestion, aqonal l/43 0/10 l/7 

Hemorrhage, focal 0/43 0/10 017 

Alveolar septae, fibrinoid degeneration 0/43 0/10 0/7 

ESOPHAGUS (43) ( l O) -

TRACHEA (43) ( 10) -
Leukemic infiltrates, lymphocytic 0/43 0/10 -
Inflammation, chronic 8/43 3/10 I -

:ode: SDMS = spontaneous death/moribund sacrifice TS = terminal sacrifice 
= not applicable ( ) ~ number of animals for which tissue was represe· · 
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L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL REPORT 

~ ~ 
FEMALE F344 RATS 

-0 -0 

' ' 0, 0, 

-"' • -"' • • ' 
u • ' 

u 
u 0, C u 0, C 
C • C • • E ~ • E ~ 

~ ·- ~ ·-·- 0 u ·- M u 
u C u C 
C - C -- 0 - 0 

~ ~ 

ORGAN ~ X E ~ X E - 0 0 - 0 0 
~ ~ 

Lesion °' °' 
TRACHEA (continued) 

Mucocele{s), submucosal 4/43 0/10 - -

THYROID . (43) ( 10) - -

C-cell carcinoma 1/43 0/10 - -
C-cell adenoma 9/43 l /10 - -
Follicular cystadenoma 0/43 0/10 - -
Hyperplasia, C-cell 15/43 1/10 - -
Cystic follicle(s) 4/43 2/10 - -

PARATHYROID (42) ( 10) - -

HEART (43) ( 10) (45) ( 10) 

Neurilemmoma 0/43 0/10 0/45 0/10 

Leukemic infiltrates, lymphocytic 0/43 0/10 1/45 l /10 

Leukemic infiltrates, monocytic 3/43 1/10 0/45 5/10 

Myocarditis, chronic 30/43 4/10 43/45 5/10 

Auricular thrombosis 0/43 0/10 0/45 0/10 

:ode: TS = ter111inal sacrifice SO~S = spontaneous death/moribund sacrifice 
not .ipplicable ( ) = number of ani111ah for which tissue was represented 
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.06121 SN6 LESION INCIDENCE COMPARISON TABLE 
·rNAL REPORT 

>, >, 
m m 

.EMALE F344 RATS -0 -0 - -rn rn 

'"' • '"' • • - V • - V 
V C V C 
C rn • C rn • • E ~ • E ~ 

~ ·- ~ ·-·- 0 V ·- M V 
V C V C 
C . - C -- 0 - 0 

~ ~ 

IRGAN ~ X E ~ X E - 0 - 0 
0 0 0 0 

Lesion "' "' 
IVER (43) ( lO) (45) ( 10) 

Neoplastic nodule 3/43 0/10 l/45 0/10 

Hepatocellular carcinoma 0/43 0/10 l/45 0/10 

Malignant fibrous histiocytoma , 0/42 0/10 0/45 0/10 

Leukemic infiltrates. lymphocytic l/43 0/10 l /45 l /10 

Leukemic infiltrates, monocytic 14/43 3/10 15/45 5/10 

Focus of hyperplasia with cystic 

degeneration 0/43 0/10 2/45 0/10 

Area(s) of hyperplasia with cystic 

degeneration l/43 0/10 l/45 0/10 

Foci of cellular alteration-basophilic 41/43 8/10 45/45 7/10 

Foci of cellular alteration-eosinophilic 5/43 l /10 6/45 0/10 

Foci of cellular alteration-clear cells 0/43 0/10 l /45 0/10 

Area of cellular alteration-clear cells 2/43 0/10 3/45 0/10 

Foci of cellular alteration-mixed cells 2/43 l/10 2/45 0/10 

Area of cellular alteration-mixed cells 0/43 0/10 l /45 0/10 

Hyperplasia, regenerative 0/43 0/10 2/45 l/10 

Necrosis, random 2/43 0/10 0/45 0/10 

Necrosis, agonal 0/43 l /10 0/45 l/10 

Bile duct proliferation 14/43 2/10 ll/45 5/10 

de: TS = ter111inal sacrifice SDMS ,. spontaneous death/111oribund sacrifice 
= not applicable ( ) = number of <1nimals for wh-ich tissue was represented 
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.06121 SN6 LESION INCIDENCE COMPARISON TABLE 
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'EMALE F344 RATS 
-0 -0 - -"' "' -" • -" • • - u • - u 

u 

"' 
C u 

"' 
C 

C • , .. • • E ~ 
,, ., E ~ 

~ ·- ~ ·-·- 0 u ·- "' 
u 

u C u . C 
C - C -- 0 - 0 

~ ~ 

JRGAN ~ " 
~ ,, 

" 
~ - 0 0 - 0 0 

~ ~ 

Lesion "' "' 
.IVER {continued) 

Cholanoiofibrosis 6/43 l /10 4/45 2/10 

Metamorphosis, fatty 2/43 1 /10 0/45 l /10 

Extramedullary hematopoiesis , 3/43 l /10 0/45 0/10 

Microgranulomas 10/43 1 /10 19/45 2/10 

Mononuclear cell infiltrates, 
sinusoidal 0/43 0/10 0/45 0/10 

Cvst 0/43 0/10 0/45 0/10 

(IDNEY (43) ( 10) (45) ( 10) 

Tubular cell carcinoma 0/43 0/10 1/45 0/10 

Tubular cell adenoma 0/43 0/10 0/45 0/10 

Leukemic infiltrates, lymphocytic 0/43 0/10 0/45 1 /10 

Leukemic infiltrates, monocytic 1/43 0/10 0/45 4/10 

Neohrooathy, chronic 43/43 8/10 44/45 8/10 

Inflamnation, lymphocytic B/43 3/10 8/45 0/10 

Microconcretions, tubular 12/43 0/10 7/45 l /10 

Cortex, increased pigment 0/43 0/10 0/45 1 /10 

Cortex, protein resorption droplets 2/43 3/10 2/45 3/10 

Cortex, cyst 0/43 0/10 0/45 0/10 

,de: TS " ter111inal sacrifice SOMS "' spontaneous death/111oribund sacrifice 
"' not applicable { ) " number of animals for Mhich tissue ~as renresented 
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Co' 
>, 

"' 
'EMALE F344 RATS -0 -0 - -m • m • ~ ~ • 0 • 0 

0 - 0 0 - 0 
0 m • 0 m • • E V • E V 

V ·- V ---- 0 -- 0 
0 0 0 0 M 0 
0 - 0 . -- 0 - 0 

~ ~ 

IRGAN 
~ E ~ E - X 0 - X 0 

Lesion 
0 ~ 0 ~ 

"' "' 
.!ONEY (continued) 

Infarction 1/43 0/10 2/45 0/10 

Lipomatosis, interstitial 0/43 0/10 1 /45 0/10 

Pelvic dilatation . 0/43 1 /10 0/45 0/10 

Bacteremia 0/43 0/10 0/45 0/10 

;TQMACH (43) ( 10) - -
Leukemic infiltrates, lymnhocytic 0/43 0/10 - -
Leukemic infiltrates, monocytic 0/43 0/10 - -
Inflarrmation, forestomach 0/43 1 /10 - -

Mucosal erosion(s), alandular reoion 2/43 1 /10 - -
Mucosal ulcer, nlandular reoion 0/43 0/10 - -
Mucosal ulcer, forestomach 0/43 0/10 - -
Mineralization, uremic 0/43 0/10 - -

JUOOENUM (43) ( 10) - -

JEJUNUM (43) ( Bl - -

1rle: SOMS ~ spontaneous death/moribund sacrifice lS = terminal sacrifice 
~ not applicable ( ) z number of animals for which tissue was represented 
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'"' 
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"' FEMALE F344 RATS -0 -0 - -"' "' .,, • .,, • • - u • - u • u 

"' 
C u 

"' 
C u 

C • C • C 

• E V • E V • 
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Lesion "' "' 
ILEUM (43) ( B) - - -
Leukemic infiltrates, lymphocytic 0/43 0/B - - -

CECUM (43) ( 8) - - -
Leukemic infiltrates, monocytic 0/43 0/8 - - -
Nematode parasites in lumen 0/43 0/8 - - -
Inflamnation with ulceration 0/43 0/8 - - -

COLON (43) ( B) - - -
Leukemic infiltrates, monocytic 0/43 0/8 - - -
Nematode parasites in lumen 2/43 0/B - - -

RECTUM (43) ( 8) - - -
Leukemic infiltrates, monocytic 0/43 0/8 - - -
Nematode parasites in lumen 6/43 0/8 - - -

I 

SKIN (43) ( l O) (5) I l) ! (2 )_ 

Squamous cell carcinoma 0/43 l /10 0/5 0/1 I •/2 

Basal cell tumor 
Basal cell tumor, cystic 

0/43 

1/43 

0/10 

0/10 

0/5 

0/5 
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0/1 
. 0/2 I 
~ 

:ode: TS = teninal sacrifice SDMS = spontaneous death/moribund sacrifice 
= not applicable ( } .. nunber of animals for which tissue was represented 
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FEMALE F344 RATS 
-0 -0 

' ' m m .,, • .,, • • ' u • ' 
u 

u m C u m C 
C E • C E • • ~ • ~ 
~ .. ~ .• 
·• 0 u .. M u 
u C u C 
C - C -- 0 - 0 

0 0 

ORGAN 0 X X 0 X X - 0 0 - 0 0 
0 0 

Lesion "' "' 
SKIN (continued) 
Malignant fibrous histiocytoma 0/43 l ilO 0/5 l il 

Leukemic infiltrates, lymphocytic 0/43 OilO 0/5 Oil 

Leukemic infiltrates, monocytic , 0/43 OilO 0/5 Oil 

Inflammation, dermal 0/43 l il 0 0/5 Oil 

Exudative crusts 0/43 OilO 0/5 Oil 

Epidermal inclusion cyst 0/43 OilO 0/5 0/l 

Epidermal ulceration 0/43 OilO 0/5 Oil 

MAMMARY GLAND (40) ( lO) ( 17) ( l ) 

Carcinosarcoma 0/40 OilO 0/17 Oil 

Carcinoma 0/40 OilO l il7 Oil 

Adenoma l/40 OilO l il 7 Oil 

Fibroadenoma 10/40 l ilO 7/17 Oil 

Galactoceles 7/40 4il0 9/17 Oil 

Cystic hyperplasia l/40 3il0 7 il7 l il 

STERNUM ( 43) ( l O) - -
Bone resorption and fibrosis 0/43 OilO - -

Code: TS = terllinal sacrifice SDMS .. spontaneous death/moribund sacrifice 
= not applicable ( ) = number of animals for which tissue was represented 
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.EMALE F344 RATS 
.,, .,, - -"' "' "' • "' • • - u • - u 

u 

"' 
C u 

"' 
C 

C • C • • E ~ • E ~ 
~ ·- ~ ·-·- 0 u ·- M u 
u C u C 
C - C -- 0 - 0 

~ ~ 

IRGAN ~ X E ~ X E - 0 C - 0 C 

Lesion ~ ~ 

"" "' 
ONE MARROW 143) I l O) I 2 l 1 ll 

Leukemic infiltrates, lymphocytic l /43 0/10 0/2 l /1 

Leukemic infiltrates, monocytic 0/43 0/10 0/2 0/1 

Megakaryocytosis , l /43 0/10 0/2 0/1 

Myelofibrosis 7/43 0/10 l /2 0/1 

Hypocellular 0/43 0/10 0/2 0/1 

·1sSUES NOT SPECIFICALLY REQUIRED 

BY PROTOCOL FOR ANY GROUP 

MESENTERY/ABOOMINAL CAVITY 14) Ill I 5 l 12) 

Lipoqranuloma/fat necrosis 4/4 l /1 5/5 2/2 

CLITORAL GLAND I 2) Ill 14) 11) 

Carcinoma l /2 0/1 0/4 0/1 

Adenoma 1/2 l /1 4/4 l /1 

LYMPH NOOEIS), NOS I 2 l I 3 l 12) I 4 l 

Monocytic leukemia l /2 l /3 0/2 2/4 

Malignant lymphoma l /2 0/3 l /2 1/4 

Carcinoma, metastatic, C-cell l /2 0/3 0/2 0/4 

Carcinoma, metastatic, squamous cell 0/2 1/3 0/2 0/4 

TS ~ terminal sacrifice SOMS ~ spontaneous death/moribund sacrifice , 
' , not applicable { ) = number of animals for which tissue was represented 
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L0612l SN6 LESION INCIOENCE COMPARISON TABLE 
FINAL REPORT 

;;, >, 
m 

FEMALE F344 RATS -0 -0 - -m m .,, • .,, • • - u • - u 
u < u m < 
< m • < • • e ~ • e ~ 
~ ·- ~ ·-~ 0 u ·- M u 

< u < 
< - < . -- 0 - 0 

~ ~ 

ORGAN ~ X ~ ~ X ~ - 0 - 0 
0 ~ 0 ~ 

Lesion "' "' 
TISSUES NOT SPECIFICALLY REQUIRED 

BY PROTOCOL FOR ANY GROUP (continued) 

LYMPH NODE(S), NOS (continued) 

Carcinoma, metastatic, clitoral , 0/2 0/3 0/2 0/4 

Malignant fibrous histiocytoma, 

metastatic 0/2 l/3 0/2 0/4 

Lymphoid hyperplasia 0/2 0/3 l/2 0/4 

Angiectasis 0/2 0/3 0/2 0/4 

Lymphadenitis 0/2 0/3 0/2 l /4 

SALIVARY GLAND - - - ( l ) 

Leukemic infiltrates, monocytic - - - l/l 

HARDER IAN GLAND - - - -
Leukemic infiltrates, lymphocytic - - - -
Leukemic infiltrates, monocytic - - - -
Oacryoadenitis - - - -

THYMUS - - - -
Malignant lymphoma - - - -

FEMUR/VERTEBRAE - - (2) ( ll 

MUSCLE, NOS - - - -

LARYNX - - - -

ode: SDKS = spontaneous death/moribund sacr'ifice TS = ter111inal sacrifice 
= not applicable { ) = number of animals for which tissue was repre~eoted 

;;, ;;, ;;, -0 
-0 -0 -- - m 
m m .,, .,, • .,, • - • • - u • - u • m u 
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~ ·- ~ ·- ~ 0 ·-·- ~ u ·- 0 u ... u 
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< 0 -- - - "' - "' ~ ~ ~ 
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0/l - 0/l - ' - l /l 
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L06121 SN6 H!STOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 
ORGAN 

Lesion 

BRAIN 
Hemorrhage. focal 

SPINAL CORD 

PITUITARY 
Adenoma 
Carcinoma 
Leukemic infiltrates, monocytic 

Cyst 
Hyperplasia, chromophobe-cel1 

EYE 
Keratitis, chronic, unilateral, 

foe a 1 /mu l tif oca l 
Lens, cataract, unilateral/bilateral 

C 
0 ·- ... ~ "' ~D 
<U E 
u " uz 
« 

Lens-induced inflammation, unilateral/ 

bilateral 
Degeneration, retinal, unilateral/ 

Code: 

bi 1 at era l 

t ,. minimal 
2 .. mild 

3 .. moderate P " present 

4 " severe 

M .,. 0 - N M m "' "' N M ~ "' -"' "' "' "' "' "' "" "' "' 0 0 0 0 0 m m m m m m m m m "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' g g 0 0 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' 00 00 00 "' 00 00 00 00 

N N N N N N •N N N N N N N N 

N N N N N N N N N N N N N N 

L L L L L L L L L L L L L L 
p p p p p p p p p 

p 

p 

p p p p 

2 

NN NL LL NN NL NN NN NN LL LM NN NN NN NN 

4 
p p p 

3 3 3 3 

N = within normal limits M ,. tissue not present 
L I ,. ti!-.sue section inadequate 

"' 0 - N M .,. 
0 - - - - -"' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' 0 0 g g 0 0 
00 00 00 00 

N N N N N N 

N N N N N N 

L L N L L L 
p p p p 

p 

l 

NN LL NL NN NN NN 

3 
p p 

3 3 

• ,. spontaneous death 
••,. moribund sacrifice 

r-;_~ !,trmin_i!) c,:icrific~ 
l~sion present 

SfJM<; = snont~np~us ~P~th/moribun~ sacrifice 

f 

continued 
next page 

.. .. .. 



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

-C, 

" 

FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

• ORGAN 
Lesion 

BRAIN 
Hemorrhage, focal 

SPINAL CORD 

PITUITARY 
Adenoma 

Carcinoma 

Leukemic infiltrates, monocytic 

Cyst 

Hyperplasia, chromophobe-cell 

EYE 
Keratitis, chronic, unilateral, 

focal/multifocal 
Lens, cataract, unilateral/bilateral 

C 
0 ·~ ~ 
~ .. 
~ .0 
w E 
UC> 
uz 
<( 

Lens-induced inflarrmation, unilateral/ 

bilateral 

Degeneration, retinal, unilateral/ 

bilateral 

:..., Code: 1 = 111inimal 
2 .. rni Id 

J ,. 111oderate P = present 
4 = severe 

TS ~ t~rminal sacrificr 

~ "' - -"' "' "' "' ' ' 0 0 
co co 

N N 

N N 

L L 
p p 

NN NN 

N ,. within 
L 3 lesion 

I 
N <et" <.D C'I I 0 M .,. 

"' ~ co "' 0 
N N N N 1M M M M M M M .,. 
"'"'"' "'I"' "' "' "' "' "' "' "' <.D <.D U) <.D <.D "' "' "' "' "' "' "' t I I I I ' ' ' ' ' ' ' g g g g g 0 0 0 0 0 0 0 

co co co co co co co 
' . ' -t:· --< 

N N N N !N N N N N N N N 
. I 

' . 

N N N N N N N N N N N N ,. 

L L L L L L L N L L L L 
p p p p p p 

p p 

p 

p p p 

2 2 

NN NL NN NN NN NN NN NL LL LL LI LL 

p p p p p p 

3 3 3 2 

normal li111its M = tissue not present 
present I = tissue section inadequate 

- M .,. ~ N M .,. .,. .,. .,. ~ ~ 
"' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' 0 0 0 0 0 0 
co co co co co co 

N N N N N N 

N N N N N N 

L L L L L L 
p p p p p 

p p 

1 

NN NN NL NL NN NN 

p p 

* = spontaneous death 
**. moribund sacrifice 

SOl'IS = ,;pontanrnu,; dP.at.h/m<Jribunrl sacrifice 

I 

continued 
next page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

ORGAN 
I 

Lesion 

BRAIN 
Hemorrhaqe, focal 

SPINAL CORD 

PITUITARY 
Adenoma 

Carcinoma 
Leukemic infiltrates, monocytic 

Cyst 
Hyperplasia, chromophobe-cell 

EYE 
Keratitis, chronic, unilateral, 

f oca 1 /mu l tif oca l 

Lens, cataract, unilateral/bilateral 

~ 
0 ·- ~ ~m 
~ .D 
mE 
u ~ 
uz 
« 

Lens-induced inflammation, unilateral/ 

bilateral 
Degeneration, retinal, unilateral/ 

bi l atera 1 

Code: I ,. 111ini111al 
2 .. mild 

3 ,. moderate P .. present 
4 ,. severe 

TS
1 

~--~_ermi~p_l_ sacrifice 

• • • • • • • • • • • • • • • • .,,. ~ ~ "' ~ "' ~ 
.,,. ~ 0 ~ N "' ~ ~ ~ a) 0 - M D - N N M .,,. 

"' "' "' ~ "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 D 0 0 0 D 0 D 0 D 0 D 
a) a) a) a) a) a) a) a) a) a) a) a) a) 

N N N N N N N N N N N N L 

1 

N N N N N N N N N N N N N 

L L N L N L L L L L L L L 
p p p p p p p 

p 

p 

p p 

2 

NN LL NN NN NN NN NN NL NN NN NN NN NN 

p p 

p 

3 

N = within normal limits M = tissue not present 
L ~ lesion present I 2 tissue section inadequate 

sg~s ~ spontaneous death/111oribund sacrifice 

• 0 
e 
• 
~ ·-0 
C 

~ 

0/43 

27/43 
3/43 

2/43 

10/43 
6/43 

2/43 

14/43 

0/43 

11/43 

* ,. spontaneous death 
** = 111oribund sacrifice 

• 0 
e 
• 
~ ·-0 

C -
~ 
X 
D 
~ 

l /10 

6/10 
l /10 

1 /10 

2/10 
0/10 

-·-

0/10 
l /10' 

1 /10 

0/1.0 

"' " ... 
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LO6121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX o.o mg/kg/day 

I 
ORGAN 
Lesion 

EYE (continued) 

Phthisis bulbi, unilateral 

OPTIC NERVE 
Degeneration, unilateral 

AORENAL 
Pheochromocytoma, unilateral 

C 
0 -~ ,._ 
~ "' ~ .0 
<U E 
u ~ 
uz 
« 

Pheochromocytoma, malignant, unilateral 
Cortex, adenoma, unilateral 
Leukemic infiltrates, lymphocytic, 

bi 1 atera 1 

Leukemic infiltrates, monocytic, 
unilateral/bilateral 

Cortex, cytomegally, focal, unilateral 
Cortex, hyperplasia, focal, unilateral 

Cortex, metamorphosis, fatty, 
unilateral/bilateral 

Cortex, angiectasis, unilateral/ 
bilateral 

M "' C, - N 

"' "' "' "' "' m m m m m 

"' "' "' "' "' ' ' ' ' ' C, C, C, C, C, 

"' "' "' "' "' 

NN NN NM NN NN 

LL LL NN LL NN 

p 

1 2 1 

M m w "' - N M ~ 

"' "' "' "' C, C, C, C, 
m m m m w w w w 
"' "' "' w "' w "' w 
' ' ' ' ' ' ' ' C, C, C, C, C, C, C, C, 

"' "' "' "' "' "' "' "' 

p 

NN NN NN NM NM NN NN NN 

NN NL LL NL LL NL LL LL 
p p 

p 

3 
I 

2 1 1 2 

2 1 1 

"' "' C, - N M "' C, C, - - - - -w w w "' w "' w 

"' w "' "' w "' w 
' ' ' ' ' ' ' C, 0 0 0 0 g 0 

"' "' "' "' "' "' 

NN NN NN NN NN NN NN 

LL NN LL NL LL LL NN 

p 

p 

' 

1 1 

1 1 2 2 

Code: l = ·dnirnal 
2 ,. mild 

J "' moderate P " present N = within norMl limits M = tissue not present * .. spontaneous death 
~ = severe l .. lesion present 1 = tiss11e section inadequate O ,. moribund sacrifice 

f~ ~ tPrmin~\ s~crifice 5DMS : spont~neous death/moribund sacrifice 

I 

continued 
next page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0,0 mg/kg/day 

\ 
ORGAN 
Lesion 

EYE (continued) 
Phthisis bulbi, unilateral 

OPTIC NERVE 

Degeneration, unilateral 

ADRENAL 
Pheochromocytoma, unilateral 

~ 
0 -~ ~ 
~ "' ~D 
"' E u ~ 
uz « 

Pheochromocytoma, malignant, unilateral 
Cortex, adenoma, unilateral 

Leukemic infiltrates, lymphocytic, 

bilateral 
Leukemic infiltrates, monocytic, 

unilateral/bilateral 

Cortex, cytomegally, focal, unilateral 
Cortex, hyperplasia, focal, unilateral 

Cortex, metamorphosis, fatty, 
unilateral/bilateral 

Cortex, angiectasis, unilateral/ 
bi 1 ateral 

Code: 1 .. 111ini111al 
2 "' mild 

3 " 111oderate P = present 
4 = severe 

15."' t~~rmio2.\. '>~crifir.P 

~ "' N .,. 
"' "' 0 M .,. 

"' ~ "' "' 0 -- - N N N N M M M M M M M .,. .,. 
"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' 

NN NN NN NL NN NN NN NN NN NN NM NN NN NN NN 
2 

LL NL LL LL LL LL NL NL LL LL NL LM NL LL NL 

p p 

3 l 

l l l l l l 

l 2 l l l 2 l l 2 

N = within normal limits M = tissue not present 
l I = tissue section inadeQuate lesion present 

SOMS ~oont~n('nus rleath!'nrnrib1Jnd sacrifice 

M .,. ~ N M .,. .,. .,. 
~ ~ 

"' "' "' "' "' "' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 

NN NN NN NN NN 

NL LL LL LL NL 

p 

3 

4 

l l l 

* = spontaneous death 
** = moribund sacrifice 

' 

continued 
next ,:age 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

ORGAN 
i 

Lesion 

EYE (continued) 

Phthisis bulbi, unilateral 

OPTIC NERVE 
Degeneration, unilateral 

ADRENAL 
Pheochromocytoma, unilateral 

C 
0 -~ ~ 
~ "' ~ .0 
o, E 
u " uz 

<C 

Pheochromocytoma, malignant, unilateral 

Cortex, adenoma, unilateral 
Leukemic infiltrates, lymphocytic, 

bilateral 
Leukemic infiltrates, monocytic, 

unilateral/bilateral 
Cortex, cytomegally, focal, unilateral 

Cortex, hyperplasia, focal, unilateral 

Cortex, metamorphosis, fatty, 

unilateral/bilateral 
Cortex, angiectasis, unilateral/ 

bi 1 at era 1 

Code: " 111ini1al 
2 " mi Id 

3 " moderate P = present 
4 .. severe 

TS "' terminal sacrifice 

• • • • • • • • • • • • • • • • ... ~ ~ "' ~ "' ~ ... ~ 0 ~ N "' ~ ~ ~ ro 0 ~ M 0 ~ N N M ... 
"' "' "' ~ "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 
ro ro ro ro ro ro ro ro ro ro ro ro ro 

I 

NN NN NN NN NN MM NN NM NN NN NN NN NN 

LL LL LL LL LL LN NN NN LL LL NL LL LL 
p 

p 

p p p 

2 
2 

3 l l l 1 l 
.. 

l 1 l l l 

N = within normal limits M = tissue not present 
L = lesion present I ~ tissue section inadequate 

SOMS ~ soontane~us de~th/moribund sacrifice 

• 0 
C • 
~ .. 
0 

~ 

1/43 

l /43 

2/43 
1/43 

2/43 

1 /43 

5/43 
2/43 

2/43 

13/43 

24/43 

* = spontaneous death 
** = moribund sacrifice 

• 0 
C 

• 
~ . . 
0 
C -
~ 
~ 
D 
~ 

0/10 

0/9 

t---MMM• 

l /lO 
0/10. 
0/10 ---

0/10 

2/10 
1 /10 
l /10 

6/10 

3/10 

" .. 
0 



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 
ORGAN ' 

Lesion 

ADRENAL (continued) 

C 
0 
·~ ... 
~ " 
~~ 
o, E 
u ~ 
uz 
-< 

Medulla, hyperplasia, focal, unilateral 

Extamedullary hematopoiesis, focal, 

unilateral 

SPLEEN 

Malignant lymphoma 

Monocytic leukemia 

Congestion, diffuse 

Increased extramedullary hematopoiesis 

Increased pigment, diffuse 

Infarction, focal 

PANCREAS 

Islet cell adenoma 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Hyperplasia, islet cell, focal 
Atrophy, acinar cell, focal/multifocal 

Arteritis, chronic, focal 

Code: 1 ,. minimal 3 - moderate P = present 
2 • mild I+ .. sevHe 

TS w teMinal sacrific" --

M ~ 
ro ro 
w w 

"' "' ' ' 0 0 
ro ro 

1 

L L 

p 

1 2 

L L 

1 

1 

I{ ,. withi'n 
L ,. lesion 

0 - N M w "' "' - N M ~ ro "' "' "' "' "' "' "' "' 0 0 0 0 0 0 
w w w w w w w "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 ro ro ro ro ro ro ro ro ro ro ro ro ro 

2 

L N L l : L L L L L L L L L 

p p p p p 

1 
2 2 1 2 2 

2 

N N L N L L N N N N N N N 

p 

1 

3 

normal limits M = tissue not present 
present 

SOMS 
I • tissue section inadequate 

soontaneous death/moribund sacrifice 

0 - N M ~ - - - - -"' "' "' "' "' "' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 
ro ro ro ro ro 

N L N L L 
p 

1 2 

N N L L L 

p 

1 3 3 

* s spontaneous death 
** s moribund sacrifice 

I 

continued 
next page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY !NC!OENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

l 
ORGAN 
lesion 

AORENAL (continued) 

C 
0 -~ ~ru 
~D 
WE 
u ~ 
uz 
<( 

Medulla, hyperplasia, focal, unilateral 

Extamedullary hematopoiesis, focal, 

unilateral 

SPLEEN 
Malignant lymphoma 

Monocytic leukemia 

Congestion, diffuse 
Increased extramedullary hematopoiesis 

Increased pigment, diffuse 

Infarction, focal 

PANCREAS 
Islet cell adenoma 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Hyperplasia, islet cell, focal 

Atrophy, acinar cell, focal/multifocal 

Arteritis, chronic, focal 

~ "' N " "' - - N N N 

"' "' "' "' "' "' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 

L L L L L 

p p 

2 l l 

1 

L L L N L 

p 

2 3 l 

~ 0 M " "' - "' ~ N M M M M M M M 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' 

1 

N L L N L L L N 
I 

p p p 

l 

2 2 

L L L N N N N N 
p 

l 

l 

! 

0 - M " ~ N M 

" " " " " ~ ~ "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 

"' ro ro ro ro "' ro 

L L L L L L L 

p p 

l l l l l 

l l 2 l l 

L N L L N N N 
p 

p 

1 

Code: mini111al 
2 = llli Id 

3 " moderate P .. present N ,. within normal limits H = tissue not present • • spontaneous death 
~ = severe L .,,, lesion present • I ., tissue section inadequate i>ll-,. 111oribund sacrifice 

TS • tr.r-ninal 5acrific~ SDI-IS,{ soont.1neous death/moribund sacrifice 

I 

continued 

ne~t paqe 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

ORGAN 
1 

Lesion 

ADRENAL (continued) 

C 
0 ·- ~ ~ w 
~ .0 
WE 
u ~ 
uz 
-a: 

Medulla h"nernlasia. focal, unilateral 

Extamedullarv hematoooiesis, focal, 

unilateral 

SPLEEN 
Malianant lvmohoma 
Monocvtic leukemia 

Conaestion, diffuse 
Increased extramedullarv hematonoiesis 

Increased oiament, diffuse 

Infarction, focal 

PANCREAS 
Islet cell adenoma 
Leukemic infiltrates, lymohocytic 

Leukemic infiltrates, monocytic 

Hvoerolasia, islet cell, focal 
Atroohv, acinar cell, focal/multifocal 

Arteritis, chronic, focal 

Code: l .. 111inirnal 
2 "' mild 

3 = moderate P ~ present 
4 = severe 

TS = terminal sacrifice 

• • • • • • • • • • • • • • • • ST m ~ "' m "' m ST ~ 0 m N "' m m m 00 0 - ,.., 0 - N N ,.., ST 

"' "' "' m "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 
00 00 00 00 00 00 00 00 00 00 00 00 00 

2 

L L L L L N L L L L L L L 

p p p p p 

l 4 2 l l 

2 l 2 2 2 2 2 

2 

L N N N L N N N N N N L N 
p 

l 2 

N = within normal limits M = tissue not present 
L = lesion present I = tissue section inadequate 

SOMS ~ spont~neous death/moribund sacrifice 

• u 
C • 
~ ·-u 
C 

~ 

2/43 

l /43 

l /43 

15/43 
l/43 

19/43 

10/43 
0/43 

2/43 
l /43 
3/43 

2/43 
ll/43 

• = spontaneous death 
•• = moribund sacrifice 

l /43 

• u 
C 

• 
~ ·-u 

C -
~ 
~ 
0 
~ 

l /10 

0/10 

0/10 

3/10 
0/10 

4/10 
6/10 
l /l 0 

l /10 
0/10 
0/10 
0/10 

l /10 
0/10 
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L06121 SN6 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

ORGAN 
Lesion 

MESENTERIC LYMPH NODE 

Monoc_rtic leukemia 
Mali9nant lymphoma 

An~iectasis, multifocal 

OVARY 

Leukemic infiltrates, monoc_t_t_is 

unilateral/bilateral 

Cyst(s), follicular, unilateral/ 

bilateral 

UTERUS 

Hemangioma 
Mali~nant fibrous histiocytoma 

Endometrial stromal po]yp 

Hyperplasia, endometrial 

Cyst, endometrial 
Luminal dilatation-hydrometra 

HISTDPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

~ i I 
0 -~ ~ M "' O .-,NIM ~ "' m - N M ~ co m 0 - N M 

~I ~ w co co 
0, 0, O'I I°' m m m 0 0 0 0 0 0 - - - -
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Code: 1 • 111ini111al 
2 • mild 

3 .. moderate P .. present N • within normal lim"its. M • tissue not present * • spontaneous death 
4 • severe L .. lesion present I • tissue sectioo inadequate **" moribund sacrifice 

g ~ hr.,in~l ~~crificP · $OMS c,• soontaneous rleatli/:iorib,111d sacrifice 

I 

co11tinued 
next page 

t 



-0 

"' N 

L06121 SN6 
FINAL REPORT 
F344 Female Rats 
ROX D.O mg/kg/day 

\ 
ORGAN 
Lesion 

MESENTERIC LYMPH NODE 
Monocytic leukemia 

Malignant lymphoma 

Angiectasis, multifocal 

OVARY 
Leukemic infiltrates, monocytic, 

unilateral/bilateral 
Cyst(s}, follicular, unilateral/ 

bi 1 atera 1 

UTERUS 
Hemangioma 

Malignant fibrous histiocytoma 
Endometrial stromal polyp 
Hyperplasia, endometrial 

Cyst, endometrial 

Luminal dilatation-hydrometra 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
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*'" spontaneous death 
**" moribund sacrifice 
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L06121 SN6 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 
ORGAN 
Lesion 

MESENTERIC LYMPH NODE 
Monocvtic leukemia 
Ma 1 iQnant lymphoma 

AnQiectasis, multifocal 

OVARY 
Leukemic infiltrates, monocytic, 

unilateral/bilateral 

Cvst(s), follicular, unilateral/ 

bilateral 

UTERUS 

Hernanqioma 
MaliQnant fibrous histiocytoma 

Endometrial stromal polvp 

Hyperplasia, endometrial 

Cvst, endometrial 
Luminal dilatation-hydrometra 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
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:..v Code: 1 ,, 111ini111al 3 " moderate P = present If = within normal limits ti = tissue not present * ,, spontaneous death 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX D.O mg/kg/day 

, 
ORGAN 

Lesion 

URINARY BLADDER 
Leukemic infiltrates, 

LUNG-MAINSTEM BRONCHI 

monocytic 

Bronchiolar-alveolar adenoma 

Carcinoma, metastatic, squamous cell 

Malignant fibrous histiocytoma, 

metastatic 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

C 
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•r ~ 

~ "' ~ .D 

"' E u ~ 
uz 

<C 

~lveolar macrophages, focal/multifocal 

Lymphoid infiltrates, 

peribronchial/iolar, focal 

Congestion, agonal, diffuse 

ESOPHAGUS 

TRACHEA 
Inflammation, chronic 

Mucocele(s), submucosal, focal 

Code: l .. minimal 
2 ,. mi Id 

3 w moderate P = present 
4 ,. severe 

TS • terninal sacrifice 
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N .. within normai limits M • tissue not present 
l 1 w tissue section inadequate lesion present 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
RDX 0.0 mg/kg/day 

I 
ORGAN 
Lesion 

URINARY BLADDER 
Leukemic infiltrates, 

LUNG-MAINSTEM BRONCHI 

monocytic 

Bronchiolar-alveolar adenoma 
Carcinoma, metastatic, squamous cell 

Malignant fibrous histiocytoma, 

metastatic 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 
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Alveolar macrophages, focal/multifocal 

Lymphoid infiltrates, 

peribronchial/iolar, focal 

Congestion, agonal, diffuse 

ESOPHAGUS 

TRACHEA 
Inflannnation, chronic 
Mucocele{s), submucosa1, focal 

Code: 1 " 11inimal 
2 = rnild 

3 = moderate P " present 
I+ s severe 

TS = termin~l sacrific~ 
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N ,. within normal limits M = tissue not present 
l = lesin~ present I = tissue section inadequate 
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* = spontaneous death 
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"' "' LO6121 SN6 HISTDPATHDLDGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

ORGAN ' Lesion 

URINARY BLADDER 

Leukemic infiltrates 

LUNG-MA I NSTEM BRONCHI 

monocytic 

Bronchiolar-alveolar adenoma 

Carcinoma, metastatic, sauamous cell 

Malianant fibrous histiocvtoma, 

metastatic 

Leukemic infiltrates, lvmohocvtic 

Leukemic infiltrates, monocvtic 
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« 

Alveolar macroohaaes, focal/multifocal 
Lymphoid infiltrates, 

peribronchial/iolar, focal 

Congestion, aaonal, diffuse 

ESOPHAGUS 

TRACHEA 

Inflammation, chronic 

Mucocele{s), submucosal, focal 
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Code: J = moderate P = present ~ = within normal limits M " tissue not present * " spontaneous death 
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t = minimal 
2 = mild t, ~ severe L = lesion present I = tissue section inadequate -,Ht ~ moribund sacrifice 

TS ~ terminal sacrifice SDMS ~ spontaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
RDX 0.0 mg/kg/day 

' ORGAN 
Lesion 

THYROID 
C-cell carcinoma, unilateral 
C-cell adenoma, unilateral/bilateral 

Hyperplasia, C-cell, unilateral/ 

bilateral, focal 

Cystic fo11icle(s), unilateral/ 

bi l atera 1 

PARATHYROID 

HEART 
Leukemic infiltrates, monocytic 

C 
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~ '" ~n 
'" E u ~ 
uz 
« 

Myocarditis, chronic, focal/multifocal 

LIVER 

Neoplastic nodule 
Leukemic infiltrates, lymphocytic 

leukemic infiltrates, monocytic 
Area(s) of hyperplasia with cystic 

degeneration 
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Code: l ,. 111inimal J • moderate P • present tl = within normai limits M = tissue not present * ,. spontaneous death 
2 ,. mild 4 = severe l = lesion present I = tissue section inadequate ** ~ moribund sacrifice 

Vi - t,,r.,in:il ~;icrifir,<> SDI-IS <,oont;ineou~ ,fo~th/morihunrl <,acrifice 

I 

continued 
ne~t page 

.. 
'" °' 



' ' ' 
L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 
ORGAN 

Lesion 

THYROID 
C~cell carcinoma, unilateral 

C-cell adenoma, unilateral/bilateral 
Hyperplasia, C-cell, unilateral/ 

bilateral, focal 
Cystic follicle(s), unilateral/ 

bi l atera 1 

PARA TH YRO IO 

HEART 
Leukemic infiltrates, monocytic 

~ 
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« 

Myocarditis, chronic, focal/multifocal 

LIVER 

Neoplastic nodule 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 
Area(s) of hyperplasia with cystic 

degeneration 
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Code: I = minimal 
2 .. mild 

J .. moderate P ., present N "'within normal limits M ,. tissue not present * .. spontaneous death 
4 x severe L " lesion present I "' tissue section inadequate ** "' moribund sacrifice 

T.S...:_....!;t>rmi,l)ill sacrj_fir.~ -·--·· ~ S[)~S =_'U)<J..!)t11n~Q!J-~_.dP11t~!.m"~~ibund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 
ORGAN 
Lesion 

THYROID 

C-cell carcinoma, unilateral 
C-cell adenoma, unilateral/bilateral 
Hvnerplasia, C-cell, unilateral/ 

bilateral, focal 

Cystic follicle(s), unilateral/ 

bilateral 

PARATHYROID 

HEART 
Leukemic infiltrates, monocytic 
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« 

Myocarditis, chronic, focal/multifocal 

LIVER 
Neoplastic nodule 

Leukemic infiltrates, lymphocytic 
leukemic infiltrates, monocytic 

Area(s) of hyperplasia with cystic 

degeneration 
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Code: 3 ,. moderate P = present ~ = within normal li111its M = tissue not present 11 = spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 
ORGAN 
Lesion 

LIVER (continued) 
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Foci of cellular alteration-basophilic 

Foci of cellular alteration-eosinophilic 

Area of cellular alteration-clear cells 

Foci of cellular alteration-mixed cells 

Necrosis, random, focal 

Necrosis, agonal, centrilobular 

focal/multifocal/diffuse 

Bile duct proliferation, focal/ 

multifocal 

Cholangiofibrosis, focal/multifocal 

Metamorphosis, fatty, periportal/ 

centrilobular/random, focal/ 

multifocal/diffuse 
Extramedullary hematopoiesis, focal/ 

multifocal 

Microgranulomas, focal/multifocal 
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Code: 1 = fflinimal J ,. moderate P .. prese11t N ~ within normal limits M s tissue not present * = spontaneous death 
2 ,. mild I+ ,. severe L "' lesion present l "' tissue section inadequate ** -= moribund sacrifice 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 
ORGAN 
Lesion 

LIVER (continued) 

e 
0 ·- ~ ~ ID 
~D 
ID E 
u ~ 
uz 
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Foci of cellular alteration-basophilic 

Foci of cellular alteration-eosinoohilic 

Area of cellular alteration-clear cells 

Foci of cellular alteration-mixed cells 

Necrosis, random, focal 

Necrosis, aaonal, centrilobular 

focal/multifocal/diffuse 

Bile duct proliferation, focal/ 

multifocal 
Cholanaiofibrosis, focal/multifocal 

Metamorphosis, fatty, periportal/ 

centrilobular/random, focal/ 

multifocal/diffuse 

Extramedullary hematopoiesis, focal/ 

multifocal 

Microaranulomas, focal/multifocal 

Code: l - 11ini111al 
2 .. mild 

3 .. 111oderate P "' present N 
I+ " severe L 
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within nor~al limits K ~ tissue not present • 2 spontaneous death 
lesion present I = tissue section inadequate ** 2 moribund sacrifice 

SOMS = ~oontaneous death/moribund sacrifice 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 
ORGAN 
Lesion 

LIVER lcontinuedl 
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~D 
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u~ 
uz 

<C 

Foci of cellular alteration-basonhilic 

Foci of cellular alteration-eosinonhilic 
Area of cellular alteration-clear cells 

Foci of cellular alteration-mixed cells 

Necrosis random focal 

Necrosis aaonal centrilobular 

focal/multifocal/diffuse 

Bile duct nroliferation focal/ 

multifocal 
Cholanaiofibrosis. focal/multifocal 
Metamornhosis fatt" nerinortal/ 

centrilobular/random. focal/ 

multifocal/diffuse 

Extramedullarv hematoooiesis. focal/ 

multifocal 
Microaranulomas. focal/multifocal 
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2 .. mild 

3 ,. moderate P ~ present 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 
ORGAN 
Lesion 

KIONEY 

Leukemic infiltrates. monocytic, 

unilateral/bilateral 

Nephropathy, chronic, unilateral/ 

bi 1 atera l 

" 0 ·- ~ ~ "' ~ .0 
<U E 
<.> ~ 
<.>Z 
<( 

Inflammation, lymphocytic. unilateral/ 

bi 1 at era 1 

Microconcretions, tubular, unilateral/ 

bi 1 at era 1 

Cortex, protein resorption droplets, 

bi 1 ateral 

Infarction, unilateral/bilateral, focal 

Pelvic dilatation, bilateral 

STOMACH 
InflatTITlation, forestomach 
Mucosal erosion(s), glandular region 

DUODENUM 

M 

"' ~ 
"' ' 0 

"' 

LL 

2 

N 

N 

.,. 0 - "' "' "' "' "' ~ ~ ~ ~ 

"' "' "' "' ' ' ' ' 0 0 0 0 

"' "' "' "' 

LL LL LL LL 

2 l 2 l 

2 l l 

N N N L 

2 

N N N N 

M ~ "' "' - "' M ~ 

"' "' "' "' 0 0 0 0 
~ ~ ~ ~ "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' 
LI LL LL LL LL LL LL L 

l 3 2 l 2 l l 2 

l l l l 

N N N N N N N N 

N N N N N N N N 

"' "' 0 - "' M .,. 
0 0 - - - - -"' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' 
L' L LL LL LL LL LL 

l l 2 2 2 2 2 

l l l 

2 

N N N N N L N 

2 

N N N N N N N 

Code: l "' niinimal 
2 .. mild 

J " moderate P = present N ,. within normal limits l'1 • tissue not present * = spontaneous death 
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0 _.,. L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 
ORGAN 
Lesion 

KIDNEY 
Leukemic infiltrates, monocvtic, 

unilateral/bilateral 

Neohrooathv, chronic, unilateral/ 

bilateral 

C 
0 ·- ~ ~ "' ~ .0 
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<( 

Inflammation, lvmnhocvtic, unilateral/ 

bilateral 

Microconcretions, tubular, unilateral/ 

bi 1 at era 1 

Cortex, orotein resorotion droolets, 

bilateral 

Infarction, unilateral/bilateral, focal 

Pelvic dilatation, bilateral 

STOMACH 
Inflammation, forestomach 

Mucosal erosion(s}, alandular reQion 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 
ORGAN 
Lesion 

KIDNEY 

Leukemic infiltrates, monocytic, 

unilateral/bilateral 

Nephropathy, chronic, unilateral/ 

bi 1 at era 1 

C 
0 -~ ~ 
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" E u ~ 
uz 
<C 

Inflammation, lymphocytic, unilateral/ 

bi 1 at era l 
Microconcretions, tubular, unilateral/ 

bi 1 at era 1 

Cortex, orotein resorption droplets, 

bi 1 atera l 
Infarction, unilateral/bilateral, focal 

Pelvic dilatation, bilateral 

STOMACH 

Inflammation, forestomach 

Mucosal erosion{s), glandular region 
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"' L06121 SN6 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 
ORGAN 
Lesion 

JEJUNUM 

ILEUM 

CECUM 

COLON 
Nematode parasites in lumen 

RECTUM 
Nematode parasites in lumen 

SKIN 
Squamous ce11 carcinoma 
Basal cell tumor, cystic 
Malignant fibrous histiocytoma 

lnfla111T1ation, dermal 

MAMMARY GLANO 
/'\denoma 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
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2 .. 111ild I+ z severe L 2 lesion present I ~ tissue section inadequate u 9 moribund sacrifice 

l'-- --"-t erm.LD~.L. sac r.i f i ~...e ---·. ___ _5QMS ,,, ___ ,;_Mn tan~9_1,15_ di? a t_h/ 111or i bund ~ ~c ri f ice 

I 

conti11ued 
next paqP. 

.., 
~ 
•O 



=> 

L06121 SN6 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 
ORGAN 
lesion 

JEJUNUM 

ILEUM 

CECUM 

COLON 

Nematode oarasites in lumen 

RECTUM 

Nematode oarasites in lumen 

SKIN 

Sauamous cell carcinoma 

Basal cell tumor, cvstic 

Malignant fibrous histiocytoma 

Inflannnation, dermal 

MAMMARY GLAND 

Adenoma 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
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-..J Code: l "' 111inimal J "' 111oderate P : present N "' within normal limits M "' tissue not present * .. spontaneous death 
2 s 111ild 4 "' severe L "' lesion present I "' tissue section inadequate ••"' moribund sacrifice 
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L0612l SN6 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 
ORGAN 
Lesion 

JEJUNUM 

ILEUM 

CECUM 

COLON 
Nematode oarasites in lumen 

RECTUM 
Nematode • arasites in lumen 

SKlN 
Squamous cell carcinoma 
Basal cell tumor, cystic 

Malignant fibrous histiocytoma 

Inflarm11ation, dermal 

MAMMARY GLAND 
Adenoma 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
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Code: l = 111inimal 
2 ,. mild 

3 ~ moderate P = present N = within normal Iill\its H "' tissue not present 

4 ,. severe l z lesion present I "' tissue section inadequate 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 

ORGAN 
Lesion 

MAMMARY GLANO (continued) 
Fi broadenoma 

Galactoce1es 
Cystic hyperplasia 

STERNUM 

BONE MARROW 
Leukemic infiltrates, lymphocytic 
Megakaryocytosis, diffuse 
Myelofibrosis, focal 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 

MESENTERY/ABDOMINAL CAVITY 
Lipogranuloma/fat necrosis 

CLITORAL GLAND 
Carcinoma 

Adenoma 
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4 = severe 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 

ORGAN 
Lesion 

MAMMARY GLAND (continued) 
Fibroadenoma 
Galactoceles 

Cvstic hvoerolasia 

STERNUM 

BONE MARROW 
Leukemic infiltrates, 1ymphocytic 

Meqakaryocytosis, diffuse 

Mvelofibrosis 1 focal 

TISSUES NOT SPECIFICALLY REQUIREO 
BY PROTOCOL FOR ANY GROUP 

MESENTERY/ABDOMINAL CAVITY 
LiooQranuloma/fat necrosis 

CLITORAL GLAND 
Carcinoma 

Adenoma 
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Code: 1 • •inbal 3 .. moderate P = present H "within normal li11its M , tissue not present * .,. spontaneous death 
2 .. 111ild 4 " severe L ,. lesion present i " tissue section inadequate •• _, moribund sacrifice 
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L0612l SN6 
F !NAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 
ORGAN 
Lesion 

MAMMARY GLAND {continued) 

Fibroadenoma 
Galactoceles 
Cvstic h""ernlasia 

STERNUM 

BONE MARROW 
Leukemic infiltrates. lvmohocytic 

Menakarvocvtosis. diffuse 

Mvelofibrosis, focal 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 

MESENTERY/ABDOMINAL CAVITY 
Liooqranuloma/fat necrosis 

CLITORAL GLAND 
Carcinoma 
Adenoma 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
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L06121 SNG HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
RDX 0.0 mg/kg/day 

I 
ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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~ " ~n 
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« 

BY PROTOCOL FOR ANY GROUP {continued) 
LYMPH NODE{S), NOS 
Monocytic leukemia 

Malignant lymphoma 
Carcinoma, metastatic, C-cell 

Carcinoma, metastatic, squamous cell 

Malignant fibrous histiocytoma, 

metastatic 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 
ORGAN 
Lesion 

• 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR ANY GROUP (continued) 
LYMPH NOOE(S), NOS 

Monocytic leukemia 

Malianant lymohoma 
Carcinoma. metastatic, C-cell 
Carcinoma, metastatic, squamous cel 1 

Malignant fibrous histiocytoma, 
metastatic 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.0 mg/kg/day 

I 

ORGAN 
Lesion 

• 

TISSUES NOT SPECIFICALLY REOUIRED 

~ 
0 -~ ,._ 
~ "' 
~ .D 
"' E u~ 
uz 

""' 

BY PROTOCOL FOR ANY GROUP (continued) 

LYMPH NOOE(S), NOS 

Code: 

Monocvtic leukemia 

Malianant lvmohoma 

Carcinoma, metastatic, C-cell 

Carcinoma, metastatic, sauamous cell 
Maliqnant fibrous histiocvtoma, 

metastatic 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
RDX 0.3 mg/kg/day 

! 
ORGAN 
Lesion 

BRAIN 
Ependymoma, anaplastic 

Leukemic infiltrates, monocytic 

Hemorrhage, focal 

SPINAL CORO 
Leukemic infiltrates, monocytic 

Hemorrhage, focal 

PITUITARY 
Adenoma 
Carcinoma 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Cyst 
Hyperplasia, chromophobe-cell 

LIVER 
Neoplastic nodule 
Hepatocellular carcinoma 
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Code: ,. 1i1ini111al 3 ., moderate P = present N ~ ~ithin normal limits H = tissue not present * ~ spontaneous death 
2 "' mild 4 • severe L ~ lesion present I z tissue section inadequate ** z moribund sacrifice 

Vi tn.,in.,\ ~.acriFicl' SOMS ~ ~nont.1nl'~W, ,l~~th/o,orib,ind ~acrifir,e 
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L06121 SN6 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

I 

ORGAN 
Lesion 

BRAIN 
Enendvmoma, ananlastic 

leukemic infiltrates, monocvtic 

Hemorrhane, focal 

SPHIAL CORD 
leukemic infiltrates, monocvtic 

Hemorrhaae, focal 

PITUITARY 
Adenoma 
Carcinoma 

Leukemic infiltrates, lvmnhocvtic 

Leukemic infiltrates, monocvtic 

Cvst 
Hvnerolasia, chromoohobe-cell 

LIVER 
Neonlastic nodule 

Heoatocellular carcinoma 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
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Code: I "' 111ininial 
2 ,. mild 

J = moderate P = present N = within normal lir,.its 11 ,. tissue not present • ., spontaneous death 
4 .. severe L ,. lesion present I "' tissue section inadequate 1"'1·"' moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

BRAIN 

Ependymoma. anaolastic 

Leukemic infiltrates, monocvtic 

HemorrhaQe, focal 

SPINAL CORD 

Leukemic infiltrates, monocvtic 

Hemorrhaae, focal 

PITUITARY 

Adenoma 

Carcinoma 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Cyst 

Hyperplasia, chromophobe-cell 

LIVER 

Neoplastic nodule 
Hepatocellular carcinoma 
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Code: 1 .. mininl 
2 " mi Id 

J " moderate P = present 
4 = severe 

TS = terminal sacrifice 
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N = within normal limits M = tissue not present 
l ~ lesion present I = tissue section inadequate 

SDMS = spontaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
Leukemic infiltrates lvmnhocvtic 

Leukemic infiltrates. monocvtic 

Focus of h"nernlasia with cvstic 

deoeneration 
Area(s) of h"nernlasia with cvstic 

deneneration 

C 
0 -~ 
~ w 
~D 
w E 
u ~ 
uz 

"" 

Foci of cellular alteration-basonhilic 
Foci of cellular alteration-eosinonhilic 
Foci of cellular alteration-clear cells 
Area of cellular alteration-clear cells 

Foci of cellular alteration-mixed cells 
Area of cellular alteration-mixed cells 
H""ernlasia, reaenerative. focal 

Necrosis, anonal, centrilobular 
focal/multifocal/diffuse 

Bile duct nroliferation. focal/ 
multifocal 

Cholanniofibrosis. focal/multifocal 
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Code: l = llinimal 
2 5 mild 

J " moderate P = present N "within normal limits 
4 s severe L ,. lesion present 
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H " tissue not present • " spontaneous death 
I = tissue section inadequate ** ~ moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SE.VERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 

Leukemic infiltrates. lymphocytic 

Leukemic infiltrates, monocytic 

Focus of hyperplasia with cystic 

degeneration 
Area(s) of hyperplasia with cystic 

degeneration 
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Foci of cellular alteration-basophilic 

Foci of cellular alteration-eosinophilic 
Foci of cellular alteration-clear cells 

Area of cellular alteration-clear cells 

Foci of cellular alteration-mixed cells 

Area of cellular alteration-mixed cells 

Hyperplasia, regenerative, focal 
Necrosis, agonal, centrilobular 

focal/multifocal/diffuse 

Bile duct proliferation, focal/ 

multifocal 

Cholangiofibrosis, focal/multifocal 
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Code: 111inimal J "moderate P,. present N ~ within normal limits H"' tissue not present *: spontaneous death 
2 "' mild 4 "' severe l "' lesion present I ~ tissue section inadequate ** : moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 

Leukemic infiltrates. lvmnhocvtic 

Leukemic infiltrates. monocvtic 

Focus of hvnernlasia with cvstic 

deaeneration 
Area(s) of hvner• lasia with cvstic 

deQeneration 

" 0 ·- ~ ~ "' ~~ 
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Foci of cellular alteration-basoohilic 

Foci of cellular alteration-eosinonhilic 

Foci of cellular alteration-clear cells 

Area of cellular alteration-clear cells 

Foci of cellular alteration-mixed cells 

Area of cellular alteration-mixed cells 

Hvoerplasia, reqenerative, focal 

Necrosis, aaonal, centrilobular 

focal/multifocal/diffuse 

Bile duct proliferation, focal/ 

multifocal 

Cholanqiofibrosis, focal/multifocal 
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Code: 3 ,. 111oderate p ,. present N = within normal li11its H = tissue not present * = spontaneous death 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
Metamorphosis, fatty, periportal/ 

centrilobular/random, focal/ 

multi focal/diffuse 
Microgranulomas, focal/multifocal 

KIDNEY 
Tubular cell carcinoma, unilateral 
Leukemic infiltrates, lymphocytic, 

unilateral/bilateral 

Leukemic infiltrates, monocytic, 

unilateral/bilateral 

Nephropathy, chronic, unilateral/ 

bi lateral 
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Inflarrmation, lymphocytic, unilateral/ 

bi l atera 1 

Microconcretions, tubular, unilateral/ 

bilateral 
Cortex, increased oiament, bilateral 
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Code: miniul 
2 .. ffl i l d 

3 • moderate P = present N ,. within normal limits H = tissue not present •., spontaneous death 
4 ~ severe L ., lesion present I .. tissue section inadequate ••" moribund sacrifice 

T', " ~~r,.,inal s.1~rifir.P SflMS" ~oontane<JrJs d~ath/rnoribund sacrifice 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
Metamorphosis, fatty, perioortal/ 

centrilobular/random, focal/ 

multifocal/diffuse 

Microaranulomas, focal/multifocal 

KIDNEY 

Tubular cell carcinoma, unilateral 
Leukemic infiltrates, lvmnhocvtic, 

unilateral/bilateral 
Leukemic infiltrates, monocvtic, 

unilateral/bilateral 

Nenhrooathv& chronic, unilateral/ 
bilateral 

C 
0 ·- ... ~ " 
~ .0 
" E u ~ 
uz 
.,: 

Inflamnation, lvmohocvtic, unilateral/ 

bilateral 
Microconcretions, tubular, unilateral/ 

bi 1 at era 1 

Cortex, increased oiqment, bi 1 at era l 
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Code: 1 '" 111ini111al 
2 ., mild 

3 .. moderate P ~ present N = within normal linits M ,. tissue not present *" spontaneous death 
4 ,. -;evere l " le-;ion present I ,. tissue o;ection inadequate ** ~ moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

LIVER !continued) 
Metamornhosis. fattv nerinortal/ 

centri1obular/random, focal/ 

multifocal/diffuse 
Micronranulomas- focal/mu1tifoca1 

KIDNEY 
Tubular cell carcinoma, unilateral 
Leukemic infiltrates, lvmohocvtic, 

unilateral/bilateral 
Leukemic infiltrates, monocvtic, 

unilateral/bilateral 
Neohrooathv, chronic, unilateral/ 

bilateral 

C 
0 ·- ~ m <V 
m .c 
<U E 
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Inflammation, l"mnhocvtic, unilateral/ 

bi lat era 1 

Microconcretions, tubular, unilateral/ 

bilateral 

Cortex. increased oiament, bilateral 
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Code: J 9 111oderate P = present N = within non.al limits I', "' tissue not present * " spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERlTY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

KIDNEY (continued) 

Cortex, protein resorption droplets, 

bi l atera 1 

C 
u ·~ ~ ~w 
~ _Q 
WE 
u ~ 
uz 
<t 

Infarction, unilateral/bilateral, focal 

Lipomatosis, interstitial, focal, 

uni 1 ateral 

HEART 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Myocarditis, chronic, focal/multifocal 

SPLEEN 

Malignant lymphoma 

Monocytic leukemia 

Congestion, diffuse 
Increased extramedullary hematopoiesis 

Increased pigment, diffuse 

Infarction, focal 

Fibrosis, focal/multifocal 

Code: " minimal 
2 ~ mild 
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' 
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severe l 

1S " terminal sacrifice 
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I ~ tissue section inadequate 
= spontaneou~ death/moribund sacrifice 
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• = spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

KIONEY (continued) 
Cortex, orotein resorntion droolets. 

bi l atera 1 

C 
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•r ~ 
~ <V 
~ .0 
<V E 
u ~ 
uz ., 

Infarction, unilateral/bilateral- focal 
Upomatosis, interstitial, focal. 

uni lateral 

HEART 

Leukemic infiltrates, lvm• hocvtic 

leukemic infiltrates, monocvtic 
Myocarditis, chronic, focal/multifocal 

SPLEEN 
Malignant 1•,,.,nhoma 

Monocvtic leukemia 
Congestion, diffuse 
Increased extramedullarv hematonoiesis 
Increased oiament, diffuse 
Infarction, focal 
Fibrosis, focal/multifocal 
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Code: 1 ,. 111ini111al J ,. 111oderate P e present N .,, within normai limits M " tissue not present " = spontaneous death 
2 • 111ild 4 .. severe l" lesion present l w tissue section inadequate **,. noribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

KIDNEY (continued) 
Cortex, protein resorption droplets, 

bilateral 

C 
0 ·- ... ~ w 
~D 
WE 
u " uz .. 

Infarction, unilateral/bilateral, focal 

Lipomatosis, interstitial, focal, 

uni 1 at era l 

HEART 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Myocarditis, chronic, focal/multifocal 

SPLEEN 
Malignant lymphoma 

Monocytic leukemia 
Congestion, diffuse 

Increased extramedullary hematopoiesis 

Increased pigment, diffuse 

Infarction, focal 
Fibrosis, focal/multifocal 
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Code: 1 "11ini111al J,. moderate P = present Na within normal li111its M = tissue not present •,. spontaneous death 

• u 
0 

• 
V -u 

0 -
~ 

2/45 

2/45 

1 /45 

1/45 
0/45 

43/45 

1/45 

1B/45 
1/45 

11/45 

21 /45 
0/45 
0/45 

2 = mild I, = severe l ,. lesion present I = tissue section inadequate •*,. moribund sacrifice 
_r<: --term.i."-~ 1 sacr;f;~.e -- -·-- SOMS .;,-=i.rintan°'!HS. rleathh•oribu,rirl s11crif!r.P 

• u 
0 • V ·-., 
0 -
~ 
~ 
0 
~ 

3/10 

0/10 

0/10 

1 /10 
5/10 
5/10 

1 /10 
5/10 

1 /10 

1 /10 

2/10 
1 /10 
1 /10 

' 

"' " .. 



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

OVARY 
Leukemic infiltrates 

unilateral/bilateral 

Leukemic infiltrates 

unilateral/bilateral 

1,...,..,,hocvti c 

monocvtic 

Cvst(s) follicular- unilateral/ 

bilateral 

TISSUES NOT SPECIFICALLY REOUIRED 
BY PROTOCOL FOR THIS GROUP 

EYE 
Leukemic infiltrates lvmnhocvtic 

Keratitis chronic unilateral 

foe a 1 /multi foe al 

C 
0 ·~ ~ 
~ w 
~ .0 
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u ~ 
uz 
« 

Lens cataract unilateral/bilateral 

Oeneneration retinal unilateral/ 

bilateral 

Phthisis bulbi- unilateral 

Cvst choroid. unilateral 
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Code: 1 = mini111al 
2 " mi Id 

3 .. moderate ? = present N .. within nor111al limits M = tissue not present •" spontaneous death 
4 ,. severe L .. l~sion present I ,. tissue section inadequate ** = moribund sacrifice 
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L06121 SN6 HISTDPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
RDX 0.3 mg/kg/day 

ORGAN 
Lesion 

OVARY 
Leukemic infiltrates, 1ymphocytic, 

unilateral/bilateral 
Leukemic infiltrates, monocytic, 

unilateral/bilateral 
Cyst(s), follicular, unilateral/ 

bi 1 atera 1 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR THIS GROUP 

EYE 
Leukemic infiltrates, lymphocytic 

Keratitis, chronic, unilateral, 

focal/multi focal 
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Lens, cataract, unilateral/bilateral 

Degeneration, retinal, unilateral/ 

bilateral 
Phthisis bulbi, unilateral 

Cyst, choroid, unilateral 
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Code: 1 .. minimal 
2 .. mild 

3 = moderate P = present N "' within norul limits M ,. tissue not present * "' spontaneous death 
4 ,. severe L = lesion present I = tissue section inadequate ** "' moribund sacrifice 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

OVARY 
Leukemic infiltrates, lvmohocvtic. 

unilateral/bilateral 
Leukemic infiltrates, monocvtic, 

unilateral/bilateral 

Cvst(s), follicular, unilateral/ 

bi l atera 1 

TISSUES NOT SPECIFICALLY REQUIRED 

BY PROTOCOL FDR THIS GROUP 

EYE 
Leukemic infiltrates, lymphocytic 

Keratitis, chronic, unilateral, 

focal /multifocal 
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Lens, cataract, unilateral/bilateral 

OeQeneration, retinal, unilateral/ 

bilateral 

Phthisis bulbi, unilateral 
Cvst, choroid, unilateral 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REnUIRED 

C 
0 ·- ~ ~ w 
~ .0 
WE 
u~ 
uz 
« 

BY PROTOCOL FOR THIS GROUP (continued) 

ADRENAL 
Leukemic infiltrates. lvmahocvtic 

bilateral 

Cortex, metamornhosis. fatt" 

unilateral/bilateral 

Cortex, anaiectasis, unilateral/ 

bi 1 atera 1 

PANCREAS 
Islet cell carcinoma 

MESENTERIC LYMPH NODE 
Monocvtic leukemia 

Malianant lvmohoma 

UTERUS 

Code: 

Endometrial stromal sarcoma 

Endometrial stromal nol"n 

Leukemic infiltrates, monocvtic 
Hvnerolasia, endometrial 

Cyst endometri a 1 

I = rnini111al 
2 = mi Id 

3 .. 111oderate 
4 ~ severe 

P = present 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REOUIRED 
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BY PROTOCOL FOR THIS GROUP {continued) 
ADRENAL 

Leukemic infiltrates 1,nnnhocvt i c. 

bilateral 

Cortex metamorohosis. fattv 
unilateral/bilateral 

Cortex, anoiectasis, unilateral/ 
bi 1 atera l 

PANCREAS 
Islet cell carcinoma 

MESENTERIC LYMPH NODE 
Monocvtic leukemia 

Malionant lvmohoma 
UTERUS 
Endometrial stromal sarcoma 

Endometrial stroma 1 no, ..... 

Leukemic infiltrates. monocvtic 
H•merolasia endometrial 

Cvst. endometrial 
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Code: minimal 
2 = mild 

J .. moderate P = present H = within nor111al limits ti = tissue not present • = spontaneous death 

4 ., severe L = lesion present I a tissue section inadequate ** = moribund sacrifice 
TS~ t ... rmin;i\ ~~~rific~ Sf"11'15 ~ ~01Jntaoe0us death/moriburid ~acrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REOUIREO 

C 
0 ·~ ~ mm 
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< 

BY PROTOCOL FOR THIS GROUP (continued) 
ADRENAL 

Leukemic infiltrates, lvmohocvtic, 

bi 1 at era l 

Cortex, metamorphosis, fattv, 
unilateral/bilateral 

Cortex, anqiectasis, unilateral/ 

bi 1 atera l 

PANCREAS 
Islet cell carcinoma 

MESENTERIC LYMPH NODE 
Monocvtic leukemia 
Maliqnant lymphoma 

UTERUS 
Endometrial stromal sarcoma 
Endometrial stromal oolvn 

Leukemic infiltrates, monocytic 
Hyperplasia, endometrial 
Cvst, endometrial 
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Code: l .. minimal J"' 111oderate P ,. present N ~ within normal li111its M = tissue not present * 2 spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
RDX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

C 
0 
•r ~ 
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BY PROTOCOL FOR THIS GROUP (continued) 

UTERUS (continued) 
Luminal dilatation~hydrometra 

URINARY BLADDER 

Leukemic infiltrates, monocytic 

LUNG-MAINSTEM BRONCHI 
Leukemic infiltrates, monocytic 

Lymphoid infiltrates, 
peribronchial/iolar, focal 

Congestion, agonal, diffuse 

SKIN 
Malignant fibrous histiocytoma 

MAMMARY GLAND 
Carcinoma 

Adenoma 

Fibroadenoma 

Galactoceles 
Cystic hyperplasia 

Code: " mini1ul 3 • moderate- P : present N 
2 .. 111ild /,,-severe l 

TS , ter~inal ~acrifice 
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within normal limits 11 " tissue not present * = spontaneous death 
lesion present 1 = tissue section inadequate ** = moribund sacrifice 

SOMS , 5po;,t.1ne.,1rs rl~ath/rioribunrl sacrifice 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 
UTERUS (continued) 

Luminal dilatation-hydrometra 

URINARY BLADDER 
Leukemic infiltrates, monocytic 

LUNG-MAINSTEM BRONCHI 
Leukemic infiltrates, monocytic 

Lymphoid infiltrates. 
peribronchial/iolar, focal 

Congestion, agonal, diffuse 

SKIN 
Malignant fibrous histiocytoma 

MAMMARY GLAND 
Carcinoma 

Adenoma 
Fibroadenoma 
Galactoceles 
Cystic hyperplasia 
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Code: ininimal 
2 = mild 

3 - 111oderate P " present N " within nor111al limits l'I = tissue not present * = spontaneous death 
I+ .. severe L = lesion present I ,. tissue section inadequate ** = moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REOUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 
UTERUS (continued) 

Lumina1 di1atation-hvdrometra 

URINARY BLADDER 
Leukemic infiltrates, monocvtic 

LUNG-MAINSTEM BRONCHI 
leukemic infiltrates. monocvtic 
Lvmnhoid infiltrates, 

oeribronchial/iolar, focal 
Conoestion, aoonal, diffuse 

SKIN 
Malianant fibrous histiocvtoma 

MAMMARY GLAND 
Carcinoma 
Adenoma 
Fibroadenoma 
Galactoceles 
Cvstic hvnerolasia 
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Code: z minimal J,. IPioderate P = present N,. 1<1ithin norul li111its M = tissue not present *,. spontaneous death 
2 ,. mild 4 .. severe L ~ lesion present I = tissue section inadequate O = moribund sacrifice 

TS = terminal sacrifice SOMS = spontaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 
BONE MARROW 
Leukemic infiltrates, 1ymohocvtic 

Myelofibrosis, focal 
MESENTERY/ABDOMINAL CAVITY 
L1nonranuloma/fat necrosis 

CLITORAL GLAND 
Adenoma 

LYMPH NOOE(S), NOS 
Monocvtic leukemia 
Malianant lymohoma 
Lvmohoid hunerolasia 

Lvmnhadenitis 

SALIVARY GLANO 
Leukemic infiltrates, monocvtic 
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* = spontaneous death 
** = moribund sacrifice 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

C 
0 ·~ ~ 
~ " ~D 
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BY PROTOCOL FOR THIS GROUP (continued) 
BONE MARROW 

Leukemic infiltrates, 1ymohocytic 

Myelofibrosis, focal 
MESENTERY/ABDOMINAL CAVITY 
Lioogranuloma/fat necrosis 

CL! TORAL GLAND 
Adenoma 

LYMPH NODE(S), NOS 
Monocytic leukemia 
Maliqnant lyffiphoma 
Lymphoid hyperplasia 
Lymphadenitis 

SALIVARY GLAND 
Leukemic infiltrates, monocytic 

FEMUR/VERTEBRAE 
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Code: 1 = minimal 3 • moderate P = present N = within normal limits M ,. tissue not present • = spontaneous death 
2 5 mild r. = severe l = lesion present I = tissue section inadequate ** ~ moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 0.3 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 
BONE MARROW 

Leukemic infiltrates. lvmohocvtic 

Mvelofibrosis. focal 
MESENTERY/ABDOMINAL CAVITY 
Liooaranuloma/fat necrosis 

CLITORAL GLAND 
Adenoma 

LYMPH NODE(S), NOS 
Monocytic leukemia 

Malianant lvmnhoma 
lymohoid hyoerolasia 
Lvmohadenitis 

SALIVARY GLAND 
Leukemic infiltrates, monocvtic 

FEMUR/VERTEBRAE 
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L06121 SN6 
FINAL REPORT 
F344 Female Rats 
RDX 1.5 mg/kg/day 

ORGAN 
Lesion 

BRAIN 
Leukemic infiltrates, monocytic 

Hemorrhage, focal 

SPINAL CORD 
Leukemic infiltrates, monocytic 
Hemorrhage, focal 

PITUITARY 
Adenoma 
Carcinoma 

Leukemic infiltrates, lymphocytic 
Cyst 
Hyperplasia, chromophobe-cell 

LIVER 
Neoplastic nodule 
Malignant fibrous histiocytoma 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
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Code: ,. ininiul 3 • 111oderate P "' present N = within normal li111its M ,. tissue not present • =- spontaneous death 
2 ,. mild 4 = severe L = lesion present l ~ tissue section inadeciuate •• • moribund sacrifice 

TS= t~rmin~l <";~crifirP S[HIS = soont.,n .. ~us n~ath/Mrib11nrl s~crifice 
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LO6121 SN6 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

BRAIN 
Leukemic infiltrates, monocytic 

Hemorrhage, focal 

SPINAL CORD 
Leukemic infiltrates, monocytic 
Hemorrhage, focal 

PITUITARY 
Adenoma 

Carcinoma 
Leukemic infiltrates, lymphocytic 
Cyst 
Hyperplasia, chromophobe-cell 

LIVER 
Neoplastic nodule 

Malignant fibrous histiocytoma 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
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Code: l "' mini..al 
2 " mild 

3 .. moderate P = present N ,. within nor111al limits H ,, tissue not present * = spontaneous death 
4 ,. severe L ,. lesion present I = tissue section inadequate ** " moribund sacrifice 

TS .,,_ t.erJ11inal_.s:1.c.rifir..f' ·-- SD.MS_.,, ,;pJ)nt.;in~'lus __ d~_'!Jh/mor_ib•!nd -s.ai;rifice 
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L06121 SN6 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

BRAIN 

Leukemic infiltrates 
Hemorrhaae. focal 

SPINAL CORD 

monocvtic 

Leukemic infiltrates. monocvtic 
Hemorrhane focal 

PITUITARY 
Adenoma 
Carcinoma 
Leukemic infiltrates. lvmnhocvtic 

Cvst 
Hvnerolasia. chromoohobe-cell 

LIVER 
Neoolastic nodule 
MaliQnant fibrous histiocvtoma 

leukemic infiltrates. lvmohocvtic 
Leukemic infiltrates. monocvtic 

HISTDPATHDLOGY LESION SEVERITY INCIDENCE TABLE 
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Code: 3 • 111oderate P "' present N ,. within normal limits M = tissue not present 
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2 .. mild i. 2 severe L ~ 11:!sion present I = tissue section inadeQuate 

TS = terninal sacrifice SDMS =: ~pontan~0us rleath/morihunrl sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL RE PORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
Focus of hvnerolasia with cvstic 

deaeneration 
Area(s) of h"nernlasia with cvstic 

deqeneration 

C 
0 ·- ~ ~ ., 
~D 
W E 
u ~ 
uz 

"' 

Foci of cellular alteration-basonhilic 
Foci of cellular alteration-eosinoohilic 
Foci of cellular alteration-clear cells 
Area of cellular alteration-clear cells 
Foci of cellular alteration-mixed cells 
Area of cellular alteration-mixed cells 
Hvnerolasia. reaenerative. focal 

Necrosis, random focal 

Necrosis. aaonal. centrilobular 

focal/multifocal/diffuse 
Bile duct oroliferation, focal/ 

multifocal 
Cholanoiofibrosis. focal/multifocal 

Code: l .. 11inimal 
2 .. 11i ld 

3 "' 111oderate P = present 
4 .. severe 
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* "' spontaneous death 
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L0612l SN6 HISTOPATHOLDGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
Focus of hyperplasia with cystic 

degeneration 

Area(s) of hyperplasia with cystic 

degeneration. 

C 
0 ·- ~ ~ " ~D 
w E 
u ~ 
uz 
"" 

Foci of cellular alteration-basophilic 

Foci of cellular alteration-eosinophilic 
Foci of cellular alteration-clear cells 
Area of cellular alteration-clear cells 
Foci of cellular alteration-mixed cells 
Area of cellular alteration-mixed cells 

Hyperplasia, regenerative, focal 
Necrosis, random, focal 
Necrosis, agonal, centrilobular 

focal/multifocal/diffuse 

Bile duct proliferation, focal/ 

multifocal 

Cholangiofibrosis, focal/multifocal 
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Code: l = 111ini111al 
2 "' mild 

J "' 111oderate P = present N = within 
4 " severe l = lesion 

TS = termin~l sacrifice 
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pr~sent I = tissue section inadequate 
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* = spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 

Focus of hvnerolasia with cvstic 

degeneration 
Area(s) of hvnerolasia with cvstic 

deqeneration 

C 
0 -~ ~ 
~ "' ~ .0 

"' E u ~ 

~z 

Foci of cellular alteration-basoohilic 
Foci of cellular alteration-eosinoohilic 

Foci of cellular alteration-clear cells 
Area of cellular alteration-clear cells 
Foci of cellular alteration-mixed cells 
Area of cellular alteration-mixed cells 

Hvoerolasia, reaenerative, focal 

Necrosis, random, focal 
Necrosis, aaonal, centrilobular 

foca1/multifocal/diffuse 
Bile duct proliferation, focal/ 

multifocal 

CholanQiofibrosis, focal/multifocal 
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Code: l ,. 111ini11.al 
2 = mild 

J .. moderate P ,. present N = within normal limits M = tissue not present 

4 • severe l 5 lesion present I 5 tissue section inadequate 

TS=~ ter.]Jinal__sacrifii;e___ --· ';_':l.~S_ " sp,o.n.ta!leou~ d~_a_.th/moripund sacri_fice 

• u 
C • V -u 
C 

~ 

2/42 

5/42 
40/42 
3/42 

3/42 
12/42 
4/42 

l /42 

2/42 
1/42 

1 /42 

19/42 

• = spontaneous death 
•• ~ moribund sacrifice 

5/42 

• u 
C 

• 
V 

u 
C 

~ 
~ 
D 
~ 

0/12 

l /12 

5/12 
0/12 
0/12 

0/12 
0/12 

0/12 
0/12 

0/12 

2/12 

6/12 
l /12 

"' ·• .. 



LO6121 SN6 HISTOPATHOLOGY LESION SEVERITY [NC[DENCE TABLE 
FlNAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
Metamorphosis, fatty, periportal/ 

centri1obular/random, focal/ 

multi focal/diffuse 
Extramedullary hematopoiesis, focal/ 

multifocal 

Microgranulomas, focal/multifocal 

Cyst 

KlONEY 

Tubular cell adenoma, unilateral 

Leukemic infiltrates, lymphocytic, 
unilateral/bilateral 

Leukemic infiltrates, monocytic, 

unilateral/bilateral 
Nephropathy, chronic, unilateral/ 

bi lateral 
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~ "' ~D 
<V E 
u ~ 
uz 
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lnfla011lation, lymphocytic, unilateral/ 
bi 1 ateral 

Code: 1 = minir,.al 
2 ,. mi Id 

3 .. moderate P = present 
4 " severe 
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* ~ spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
Metamorphosis, fatty, periportal/ 

centrilobular/random, focal/ 

multifocal/diffuse 

Extramedullary hematopoiesis, focal/ 
multi focal 

Microgranulomas, focal/multifocal 

Cyst 

KIDNEY 

Tubular cell adenoma, unilateral 

Leukemic infiltrates, lymphocytic, 

unilateral/bilateral 

Leukemic infiltrates, monocytic, 

unilateral/bilateral 

Nephropathy, chronic, unilateral/ 

bilateral 
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Inflammation, lymphocytic, unilateral/ 
bilateral 
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Code: 1 = 111ini11al 
2 .. mild 

3 .. moderate P .. present ff= within normal limits M " tissue not present •., spontaneous death 
I+ " severe L - lesion present I ~ tissue section inadequate •• ~ l!IOribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVcRITY INCIDENCE TABLE 
F !NAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 

Metamornhosis fatt" nerinortal/ 

centrilobular/random. focal/ 

multifocal/diffuse 
Extramedullary hematopoiesis, focal/ 

multi focal 

Microgranulomas, focal/multifocal 
Cyst 

KIDNEY 
Tubular cell adenoma, unilateral 

Leukemic infiltrates, lymphocytic, 
unilateral/bilateral 

Leukemic infiltrates, monocytic, 

unilateral/bilateral 

Nephropathy, chronic, unilateral/ 
bi l atera 1 
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~D 
., E 
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Inflammation, lymphocytic, unilateral/ 

bi lateral 
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Code: l ,. 111ini11al 3 .. moderate P = present N " within nor111al limits M = tissue not present * ,. spontaneous death 
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LO6121 SN6 HISTOPATHOLOGY LESION SEVERlTY INCIOENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

KIDNEY (continued) 

C 
0 -~ ~ 
~ "' ~~ 

"' E u ~ 
uz « 

Microconcretions, tubular. unilateral/ 
bilateral 

Cortex, increased oi ament. bi1 atera 1 

Cortex, protein resorotion dronlets 
bilateral 

HEART 
Leukemic infiltrates, lvmnhocvtic 

Leukemic infiltrates, monocvtic 

Myocarditis, chronic, focal/multifocal 

Auricular thrombosis 

SPLEEN 
Ma 1 i an ant l vmnhoma 

Monocvtic leukemia 
Increased extramedullarv hematonoiesis 

Increased pigment, diffuse 

Fibrosis, focal/multifocal 
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Code: l .. mini111al 
2 • mild 

J ,. moderate P ~ present N ,. within normal limits M .. tissue not present * .. spontaneous death 
I+ - severe L ,. lesion present I "' tissue section inadequate **"' 111oribund sacrifice 

TS ~ ter~in~\ s~criFice ,nMS ~ spont~neous death/moribund sacrificP. 
~··· -- ~- ~·-· ~ --
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L06121 SN6 HISTOPATHOLOGY LESION SEVER,.'.Y !NCIOENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

KIDNEY (continued) 

C 
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•r ~ 

~ " ~ .0 
W E 
u ~ 
uz 
-< 

Microconcretions, tubular, unilateral/ 
bi 1 at era 1 

Cortex, increased ni nment, bi lat era 1 

Cortex, nrotein resorotion dronlets, 
bilateral 

HEART 

Leukemic infiltrates, l"mnhocvtic 
Leukemic infiltrates, monocvtic 
Myocarditis, chronic, focal/multifocal 
Auricular thrombosis 

SPLEEN 

Malinnant 1·-~homa 

Monocvtic leukemia 
Increased extramedullarv hematonoiesis 
Increased ninment, diffuse 
Fibrosis, focal/multifocal 

Code: l "' 111ini111al 
2 ~ nri ld 

3 • 111oderate P = present 

I+ • severe 
TS = tPrminal s~crifir.P 
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normal limits M = tissue not present 
present I .. tissue section inadequate 
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* ~ spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

KIDNEY (continued) 

" 0 -~ ~ 
~ "" ~ .0 
"' e u ~ 
uz 

""' 

Microconcretions, tubular. unilateral/ 

bi lat era 1 

Cortex, increased ni nment, bi 1 atera 1 

Cortex. arotein resorntion droalets, 
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Mvocarditis, chronic, focal/multifocal 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

OVARY 
Leukemic infiltrates, lymohocytic, 

unilateral/bilateral 
Leukemic infiltrates, monocytic, 

unilateral/bilateral 
Cyst(s), follicular, unilateral/ 

bi 1 atera 1 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR THIS GROUP 

EYE 
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Lens, cataract, unilateral/bilateral 
Lens-induced inflamnation, 

unilateral/bilateral 
Degeneration, retinal, unilateral/ 

bilateral 

OPTIC NERVE 

Code: 

Degeneration, unilateral 
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4 ,. severe 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FlNAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

OVARY 
Leukemic i nfi1 tr ates 1 1,nnnhocvti c 1 

unilateral/bilateral 
Leukemic infiltrates, monocvtic. 

unilateral/bilateral 
Cvst(s), follicular, unilateral/ 

bilateral 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR THIS GROUP 

EYE 
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Lens, cataract, unilateral/bilateral 

Lens-induced inflarrmation, 
unilateral/bilateral 

Deoeneration, retinal, unilateral/ 

bilateral 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

OVARY 
Leukemic infiltrates 11,mnhoc"tic 

unilateral/bilateral 

Leukemic infiltrates. monocvtic 

unilateral/bilateral 
Cvst(s), follicular unilateral/ 

bi 1 at era 1 

TISSUES NOT SPECIFICALLY REOUIRED 
BY PROTOCOL FOR THIS GROUP 

EYE 
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Lens, cataract, unilateral/bilateral 

Lens-induced inflammation, 

unilateral/bilateral 

Deneneration, retinal, unilateral/ 

bilateral 
OPTIC NERVE 
Deneneration, unilateral 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

C 
0 ·- ~ ~ "' 
~ .c 
"' E u ~ 
uz 
< 

BY PROTOCOL FOR THIS GROUP (continued) 
ADRENAL 
Pheochromocytoma, unilateral 

Cortex, adenoma, unilateral 
Medulla, hyperplasia, focal, 
uni 1 atera 1 

PANCREAS 
Leukemic infiltrates, lymphocytic 

MESENTERIC LYMPH NODE 
Malignant lymphoma 

UTERUS 
Endometrial stromal sarcoma 
Endometrial stromal polyp 

Cyst, endometrial 
Luminal dilatation-cellular debris 

LUNG-MAINSTEM BRONCHI 
Bronchiolar-alveolar carcinoma 
Leukemic infiltrates, lymphocytic 
Leukemic infiltrates, monocytic 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 
ADRENAL 
Pheochromocytoma, uni1ateral 

Cortex, adenoma, unilateral 
Medulla, hyoerolasia, focal, 

uni 1 ateral 

PANCREAS 
Leukemic infiltrates, lymphocytic 

MESENTERIC LYMPH NOOE 
MaliQnant lymphoma 

UTERUS 
Endometrial stromal sarcoma 
Endometrial stromal polyp 
Cyst, endometrial 
Luminal dilatation-cellular debris 

LUNG-MAINSTEM BRONCHI 
Bronchiolar-alveolar carcinoma 
Leukemic infiltrates, lymphocytic 
Leukemic infiltrates, monocytic 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REOUIREO 
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BY PROTOCOL FOR THIS GROUP (continued) 
ADRENAL 
Pheochromocvtoma unilateral 

Cortex adenoma uni 1 atera 1 
Medulla. hvnerolasia focal. 

uni 1 ateral 

PANCREAS 
Leukemic infiltrates , ,,.,..,...hocvt i c 

MESENTERIC LYMPH NODE 
Malianant lumnhoma 

UTERUS 
Endometrial stromal sarcoma 

Cod·e: 

Endometrial stromal oolvo 
Cvst. endometrial 
Luminal dilatation-cellular debris 

LUNG-MAINSTEM BRONCHI 
Bronchiolar-alveolar carcinoma 
Leukemic infiltrates, lvmnhocvtic 

Leukemic infiltrates, monocvtic 

1 .. 111ini11al 
2 "' mild 

3 • .Mderate P = present 
4 • severe 

TS.., ter111inal sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 
LUNG-MAINSTEM BRONCHI (continued) 
Alveolar macrophages, focal/ 
multi focal 

lymphoid infiltrates, 
peribronchial/iolar, focal 

Congestion, agonal, diffuse 
Hemorrhage, focal/multifocal 

THYROID 
C-cell carcinoma, unilateral 
C-cell adenoma, unilateral/bilateral 

STOMACH 
Mucosal erosion(s), glandular region 
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Code: 1 = r.inimal 
2 .. mild 

3 • 111oderate P = present N "' within norinal li111its M = tissue not present *,. spontaneous death 

4 ., severe l .. lesion present I C = tissue section inadeQuate ** = moribund sacrifice 
n; = ~~rriiinal sacrific~ <;nf.ls = ,;n~ntan~ous ri~~th/rnoribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL RE PORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REOUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 

LUNG-MAINSTEM BROtlCHI (continued) 
Alveolar macronhanes, focal/ 

multifocal 

L'""nhoid infiltrates, 

neribronchial/iolar, focal 
Connestion, aaonal, diffuse 
Hemorrhaae, focal/multifocal 

THYROID 
C-cell carcinoma, unilateral 

C-cell adenoma unilateral/bilateral 
STOMACH 
Mucosal erosion(s), nlandular renion 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 
LUNG-MAIMSTEM BRONCHI (continued) 

Alveolar macroohaqes, focal/ 

multi focal 

Lvmohoid infiltrates, 

oeribronchial/iolar, focal 

Conqestion, aaonal, diffuse 

Hemorrhaoe, focal/multifocal 

THYROID 
C-cell carcinoma, unilateral 
C-cell adenoma, unilateral/bilateral 

STOMACH 
Mucosal erosion(sl, glandular region 
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L06121 SN6 HISTOPATHOLDGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 
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TISSUES NOT SPECIFICALLY REOUIRED 
BY PROTOCOL FOR THIS GROUP (continued) 

MAMMARY GLAND 
Carcinoma 

Adenoma 
Fibroadenoma 
Galactoceles 
Cystic hyoerolasia 

BONE MARROW 
Myelofibrosis, focal 

MESENTERY/ABDOMINAL CAVITY 
Lipoqranuloma/fat necrosis 

CLITORAL GLAND 
Carcinoma 
Adenoma 

LYMPH NODE(S), NOS 
Malignant lymphoma 
Angiectasis, focal 

HARDER IAN GLAND 
Dacryoadenitis, unilateral 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REOUJREO 
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BY PROTOCOL FOR THIS GROUP (continued) 
MAMMARY GLAND 
Carcinoma 
Adenoma 

Fibroadenoma 
Galactoceles 

Cvstic h""ernlasia 

BONE MARROW 
Mvelofibrosis- focal 

MESENTERY/ABOOMINAL CAVITY 
Lioooranuloma/fat necrosis 

CLITORAL GLAND 
Carcinoma 
Adenoma 

LYMPH NODE(S). NOS 
Malinnant lvm"'homa 

Anaiectasis. focal 
HAROERIAN GLAND 
Oacrvoadenitis unilateral 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REOUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 
MAMMARY GLAND 
Carcinoma 
Adenoma 

Fibroadenoma 
Galactoceles 
Cvstic hvnerolasia 

BONE MARROW 
Mvelofibrosis, focal 

MESENTERY/ABDOMINAL CAVITY 
Lioociranuloma/fat necrosis 

CLITORAL GLAND 
Carcinoma 

Adenoma 
LYMPH NODE(S), NOS 
Malignant lymnhoma 
Anqiectasis, focal 

HARDERIAN GLAND 
Oacryoadenitis, unilateral 
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TS= terminal sacrifice SDHS,. spontaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
lesion 

TISSUES NOT SPECIFICALLY REQUIRED 

" 0 -~ ~ ~w 
~ .D 
WE 
u ~ 
uz 
« 

BY PROTOCOL FOR THIS GROUP (continued) 
THYMUS 
Malionant lvmnhoma 

FEMUR/VERTEBRAE 

M .,. 
~ "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' 0 0 0 0 

"' "' "' "' 

a, - ~ "' - N .,. ~ 
"' a, a, a, 0 0 0 0 

"' "' "' "' a, a, a, a, 

"' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' 

"' "' a, 0 M .,. 0 N 
0 0 0 - - - N N 
a, a, a, a, a, a, a, a, 

"' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' 

N 

Code: l .. llinima.l 
2 e rnild 

3 • 111oderate P "" present N e within normal limits M "' tissue not present *,. spontaneous death 
4 " severe L ~ lesion present l ,. tissue section inadequate •• m rnoribund sacrifice 

TS~ ter,,,in~] ~.acrifice SOMS ~ soont,1nenus d~a~h/morib,rnd ~acrifice 

continued 
next page 
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LO6121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ORGAN 
Lesion 

C 
0 ·- ~ ~ ., 
~ .a 
a, E 
u ~ 
uz « 

TISSUES NOT SPECIFICALLY REOUIREO 
BY PROTOCOL FOR THIS GROUP (continued) 

Code~ 

THYMUS 
Malianant lvmnhoma 

FEMUR/VERTEBRAE 

I .. 111ininial 
2 "mild 

3 • 111oderate P " present 
4 - severe 

TS ~min,' :ri. f' 

H 
l 

I 
' 

"' ... "' 
,_ 

"' - N "' 
,_ 

"' 0 N "' ~ "' 
,_ 

"' - N "' N N N N N "' "' "' "' M ... ... ... ... ... ... ... ~ ~ ~ 
"' "' "' "' "' "' "' "' "' m m m "' "' "' "' m "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 al 0 0 al 0 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' 

N N 

' 

; 

within nor~al limits M " tissue not present * " spontaneous death 
lesion present I - tissue section inadequate ** = moribund sacrifice 

_,.,,__.,_,._ = s~-•-11eo1.<-< rlQ_~th/.,,nrih.unrl ~~.rrificE' 

continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
RDX 1.5 mg/kg/day 

ORGAN 
Lesion 

C 
0 -~ ,._ 
~ "' ~ .0 

"' E 
u " uz 
« 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR THIS GROUP (continued) 

THYMUS 
Malionant lymohoma 

FEMUR/VERTEBRAE 

Code: l ,. 111ini111al 
2 "' mild 

J ~ Mderate P n present 
4 ,. severe 

TS = terminal sacrifice 

' 
1· • • • • • • • • • • • • • • • • • • • 

"' ~ 0 M ~ ~ "' M 0 - N a, 0 "' ~ ~ "' 0 - l.O ' CX) "' 0 - - N M M 
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T .. . . 
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L ' 
Ir . 

N 

. 

' 
ff ,. 11ithin 
L ·~ lesion 

nor111al liniits M = tissue not present 
presen,t 

sn,Ms 
I ~ tissue section inadequate 

= spontaneous death/moribund sacrifice 

* = spontaneous death 
** = moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

BRAIN 
Astrocvtoma 
Leukemic infiltrates. monocvtic 

SPINAL CORD 
Leukemic infiltrates. monocvtic 
Hemorrhaae, focal 

PITUITARY 
Adenoma 
Carcinoma 

Leukemic infiltrates. monocvtic 
Cvst 
Hvnerolasia. chromoohobe-cell 

LIVER 

Leukemic infiltrates. monocvtic 
Focus of hvnernlasia with cvstic 

deaeneration 

" 0 
•~ L 

~ "' 
~ .0 
o, E 
u ~ 
uz 

"" 

Code: I .... inimal 
2 .. lli Id 

J ., moderate P = present 
4 .. severe 

TS"· •~=inal- ···--·ifi.• 
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' ' ' 
., 

' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 g 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' 
N N N N N N N N N N N N N N N 

N N N N N N N N N N N N N N N 

L L L L N L L L L L N L L L L 
p p p p p p p p p p 

p 

p p p p p p p p p 

l i 

L L L L L L L L L L L L L L L 
p p p 

p 

N = within normal limits ti = tissue not present 
l 5 lesion· present I ,, tissue section inadequate 

~-"''"-- so·-·- enu~-- ~, · -+h I mr-,__a ... .,rJ s • • ·; ~ice 

~ "' 0 - N 
m m "' "' "' 0 0 0 0 0 
~ ~ ~ ~ ~ 

' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 
N N N N N 

N N N N N 

L L N L L 
p p p p 

p p 

L L· L L L 
p p 

* t spontaneous death 
** • moribund sacrifice 

continued 
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L06121 SN6 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

BRAIN 

Astrocvtoma 
Leukemic infiltrates 

SPINAL CORD 

monoc,,tic 

Leukemic infiltrates. monocvtic 

Hemorrhane focal 

PITUITARY 

Adenoma 

Carcinoma 

Leukemic infiltrates. monocvtic 

Cvst 

Hvnerolasia. chromonhobe-cell 

LIVER 

Leukemic infiltrates monocvtic 

Focus of h"nernlasia with C"stic 

deQeneration 

HISTOPATHDLDGY LESION SEVERITY INCIDENCE TABLE 

~ ! 
0 

M ~ "' "' 0 M ~ ro "' M 0 ·- ~ -
~ "' "' "' "' "' ~ ~ ~ ~ ~ "' "' "' ~"' 0 0 0 0 0 0 0 0 0 0 0 0 
a, E ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

u ~ ' ' ' ' ' ' ' ' ' ' ' ' uz 0 0 0 g.g 0 0 0 0 g g 0 
<( "' "' "' "' "' "' "' "' 

N N N N N N N N N N N N 

N N N N N N N N ti N N N 

L L L L L L L L L L L L 

p p p p p p p p p p p 

p p p p p 

L L L L L L L L L L L L 

p p 

p· 

- N M ... "' ~ "' ... 
"' "' "' "' "' "' "' 0 
0 0 0 0 0 0 0 -~ ~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' ro "' 

N N N N N N N N 

N N N N N N N N 

L L L L L L L L 

p p p p p p p 

p 

p 

p p 

L L L L L L L L 
p 

Code: minimal 3 .. moderate P = present N = within normal li111its H ,. tissue not present • " spontaneous death 
2" 111ild i. ~ severe L"' lesion present I,. tissue section inadequate **=moribund sacrifice 

TS ter111in;i\ ~acrifii:P. SOM) ,;pnnt;in~,:,•JS rl~ath/morih1mrl 5acrificP 
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L06121 SN6 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

BRAIN 
Astrocvtoma 
Leukemic infiltrates, monocytic 

SPINAL CORD 
Leukemic infiltrates, monocytic 

Hemorrhaoe, focal 

PITUITARY 

Adenoma 
Carcinoma 
Leukemic infiltrates, monocytic 

Cyst 
Hyperplasia, chromophobe-cell 

LIVER 
Leukemic infiltrates, monocytic 

Focus of hyperplasia with cystic 

degeneration 

HlSTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

~ i ! 
-IC ! ... • • • • • 0 • • • i< : -;t • • • • • • • • • ·- ~ ~ 

.,. 
"' N "' "' M "' <O M 0-, - ~ ... 0-, 

~ "' 0 ~ ~ "' "' "' 0 0 M "' "' ~ ~ "' 0-, 
~ .c - 0 0 0 0 0 - - 0 0 0 0 0 0 0 
<U E ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 
u~ ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' uz g g 0 0 0 0 0 0 0 0 0 0 0 0 0 
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N N N N N N N N N N N N L N N 
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N N N N N N N N N N N N L N N 

p 

3 

N L L N L L L L L L L L L L L 
p p p p p p p p p p p 

p p p p 

p p p p p 

1 

L L L L L L L L L L L L L L L 

p p p p p p p p p p 

Code: l ,. mini11al J ,. 111oderate P "' present N ,. within normal limits M = tissue not present • = spontaneous death 
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2,. mild ~~severe l., lesion present 1 • tissue section inadequate ·H,. r,1oribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
Area(s) of hyperplasia with cvstic 

deaeneration 

C 
0 -~ mw 
mD 
WE 
u ~ 
uz 
<t 

Foci of cellular alteration-basonhilic 

Foci of cellular alteration-eosinoohilic 
Foci of cellular alteration-clear cells 

Area of cellular alteration-clear cells 
Foci of cellular alteration-mixed cells 

Hyperplasia, reoenerative, focal 

Necrosis, random, focal 

Necrosis, aoonal, centrilobular 

focal/multifocal/diffuse 

Bile duct oroliferation, focal/ 

multifocal/diffuse 

Cholangiofibrosis, focal/multifocal 

Metamorphosis, fatty, oerioortal/ 

centrilobular/random, focal/ 

multifocal/diffuse 

Code: 1 " minimal 3 " moderate P "' present 
2 a mild I+ = severe 

g ~ tP.rrn in;i I ~acrifice 

M ~ 
M M 
0 0 
~ ~ 

' ' g g 

p p 

p 

2 

N"' within 
L ,. lesion 

! I 

~ co "' 0~ ~ N M .,. "' N .,. ~ "" ~ co 0 - N 
M M M qi~ .,. .,. .,. .,. ~ ~ ~ ~ ~ ~ "" "" "" 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 
0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
co co co "' co co co co co co co co co co co co co co 

p p p 

p p p p p p p p p p p p p p p p p 

p p 

p p p 

p 

l 

2 l l l l l l l 1 

1 l 

' 

' 

normal limits M = tissue not present • = spontaneous death 
present I : tissue section inadequate •• s moribund sacrifice 

SrJMS = soont;ineous d~ath/moribund s~crifice 

continued 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TA8LE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
Area(s) of hvoernlasia with cvstic 

deoeneration 

C 
0 ·~ ~ 
~ ru 
~D 
ru E 
u ~ 
uz 
« 

Foci of cellular alteration basoohilic 

Foci of cellular alteration-eosinoohilic 

Foci of cellular alteration-clear cells 
Area of cellular alteration-clear cells 

Foci of cellular alteration-mixed cells 

Hvnerolasia, reaenerative, focal 

Necrosis, random, focal 
Necrosis, aoonal, centrilobular 

focal/multifocal/diffuse 

Bile duct oroliferation, focal/ 

multi focal/diffuse 
Cholanoiofibrosis, focal/multifocal 

Metamornhosis, fattv, nerioortal/ 

centrilobular/random, focal/ 

multifocal/diffuse 

M ~ "' "" "' "' "' "' 0 0 0 0 ~ ~ ~ ~ ' ' ' ' 0 0 0 0 

"' "' "' "' 

p p p p 

p 

p p 

1 1 1 1 

1 

0 M ~ "' "' - M 0 ~ ~ ~ ~ ~ "' "' "' 0 0 0 0 0 0 0 0 ~ ~ ~ ~ ~ ~ ~ ~ ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' 

p p 

p p p p p p p p 

p 

3 

1 2 1 2 

1 

-"' 0 ~ ' 0 

"' 

p 

Code: moderate P = present N = within normal limits M = tissue not present 

N 

"' 0 ~ ' 0 

"' 

p 

p 

1 

2 
"'minimal 

mild 

3 
4 sev'?re L = lesion present I = tissue section inadequate 

M 

"' 0 ~ ' 0 

"' 

p 

p 

1 

.!~ :-ter,.__L,;.,J sac.,_;_Vi.•.e • •- ,- .. !;.!JMS """lltan;-.I!.!.t~_deat~J.,,..ribur,.rl._ s.~crifi~r 

s,- "' ~ "' s,-

"' "' "' "' 0 
0 0 0 0 -~ ~ ~ ~ ~ ' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 

p 

p p p p p 

p 

1 1 1 1 

• ~ spontaneous death 

•• ~ moribund sacrifice 

continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 

Area(s) of hyoerolasia with cvstic 

degeneration 

C 
0 
·~ ~ 
~ " ~D 

" E u ~ 
uz 
d'. 

Foci of cellular alteration-basoohilic 

Foci of cellular alteration-eosinophilic 

Foci of cellular alteration-clear cells 
Area of cellular alteration-clear cells 

Foci of cellular alteration-mixed cells 

Hyperplasia, regenerative, focal 

Necrosis, random, focal 

Necrosis, agonal, centrilobular 

foca1/multifocal/diffuse 

Bile duct proliferation, focal/ 

multifocal/diffuse 

Cholangiofibrosis, focal/multifocal 

Metamorphosis, fatty, periportal/ 

centrilobular/random, focal/ 

multifocal/diffuse 

• • • • ~ tj- "' N = 
0 ~ ~ "' "' - 0 0 0 0 ~ ~ ~ ~ ~ ' ' ' ' ' 0 0 0 0 0 
ro "' "' "' "' 

p p p p 

2 2 l 

l 

4 

! • • • • • .:,: [ .I( • • • • • • 0>' M = "' M "' - ~ coio 0 M ~ = ~ ~ 0 - - 0 0 0 0 0 ~ ~ ~ ~ ~ ~ ~ ~ ' ' ' ' ' ' ' ' ' o;o 0 0 0 0 0 0 

"' "' "' co "' "' "' co 
-

p p p 

! 

2 

' ' ' 
2 2 2 l 2 

l 2 2 

2 2 3 

• • • • .,,. 
"' "' "' 0 0 ~ ~ ' ' 0 0 

"' 00 

p 

2 

l 

Code: J "moderate P "present N "within normal li1i1its M" tissue not present -11" spontaneous death 

• u 
C 
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C 
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u u 
C C - -
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'" 

7/41 0/14 

40/41 7/14 

4/41 0/14 

3/41 0/14 

5/41 0/14 
1/41 0/14 

1/41 0/14 

1/41 0/14 

0/41 2/14 

25/41 8/14 

5/41 3/14 

0/41 4/14 

l " minimal 
2 " mi Id 4 " severe L " lesion present I " tissue section inadequate -11-11 " moribund sacrifice 

TS ~ terr,inal sacrifice SOMS spontanenus death/moribund sacrifice " .., 
~ 



" a 
0 

L06121 SN6 HlSTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
Extramedullarv hemato•oiesis, focal/ 

multifocal 

Microaranulomas. focal/multifocal 

KlDNEY 
Leukemic infiltrates, monocvtic. 

unilateral/bilateral 
Nephronathv, chronic, unilateral/ 

bi 1 atera l 

~ 
0 -- ~ ~ w 
~D 
WE 
u ~ 
uz 
"" 

Inflammation, lvmnhocvtic, unilateral/ 

bi 1 atera 1 

Microconcretions, tubular, unilateral/ 

bilateral 

Cortex., increased ni ament, bilateral 

Cortex, orotein resorotion droplets, 

bilateral 

Cortex, cvst, unilateral 
Bacteremia, bilateral 

M ~ ~ 00 
M M M M 
D D D D 
~ ~ ~ ~ 

' ' ' ' D D D D 
a, a, a, a, 

2 

LL LL LL LL 

1 1 1 l 

I 

"' D ~ N M ,,. 
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M ,,. ,,. ,,. ,,. ,,. ,,. ~ 
D D D D D D D D 
~ ~ ~ ~ ~ ~ ~ ~ ' ' ' ' ' ' ' ' D D D D D D D D 
a, a, a, a, 00 a, a, a, 

1 1 
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LL LL LL LL LL LL LL LL 

l l 1 l 2 l 1 l 

l l 1 l 1 

1 

,,. ~ w ~ a, D ~ N = ~ ~ = ~ w w w 
D D D D 0 D D D 
~ ~ ~ ~ ~ ~ ~ ~ ' ' ' ' ' ' ' ' D D D D D 0 D D 
a, a, a, a, a, 00 a, a, 

1 2 l 1 1 

L LI L' LL LL LL LL LL 

p 

2 1 1 l l l l l 

1 l 

l 

' 
2 l 

p 

Code: l ,. J1ini111al 
2 ., mild 

J • 111oderate P = present N =- within nonal Ha.its H = tissue not pre-;ent * .. spontaneous death 
4 a severe l .. lesion present I ,. tissue section inadequate ·H " moribund sacrifice 

TS- •---,..•tttin-L.•-r;rif-'.-. -~-~.;,,;",;.. -~1n1>n:,~--<:l. 0.~th/,"-~~;hund ""-r-~.'tfic,: 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 

Extramedullar" hematonoiesis 

multifocal 

focal/ 

Micronranulomas- focal/multifocal 

KIDNEY 

Leukemic infiltrates- monoc"tic 
unilateral/bilateral 

Nenhronathv chronic unilateral/ 

bilateral 

" 0 ·- ... ~ "' 
~ .0 

"' E u ~ 
uz 

"' 

Inflanmation, lvmnhocvtic- unilateral/ 

bilateral 
Microconcretions. tubular unilateral/ 

bi1 ateral 

Cortex, increased ninment- bilateral 
Cortex, nrotein resorntion dronlets-

bi lateral 

Cortex, cvst, unilateral 

Bacteremia, bilateral 

M = <O 
<O <O <O 
0 0 0 
~ ~ ~ 

' ' ' g g 0 
ro 
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1 1 

LL LL LL 

1 1 1 
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' T 
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'3 1 l 
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1 1 

~ N M .,,. <O ~ ro .,,. 
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' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 
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1 ? l l 

II " " II ' ' " ' 

2 1 l l l l l 1 

l l l ? 

' 

Code: 1 = 111inimal 
2 s 111ild 

3 '""111oderate P = present N = within normal limits H ,. tissue not present • " spontaneous death 

i. ~ severe L ~ lesion present I ~ tissue section inadequate ** ~ moribund sacrifice 
TC - t~ro,in.,.\ ~"[rifir~ ';OMS ~ ~nnn~ .. 1nM1J~ ,J~;,.tt,/o,nrihunrl ~~uiFicr 
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L06121 SNG HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 

. 

Extramedullary hematonoiesis, focal/ 

multifocal 

Microgranulomas, focal/multifocal 

KIDNEY 

Leukemic infiltrates, monocytic, 

unilateral/bilateral 

Nephropathy, chronic, unilateral/ 

bi l atera 1 

C 
0 ·- ... ~ " 
~ .D 

" E u~ 
uz 
« 

Inflammation, lymphocytic, unilateral/ 

bi 1 at era 1 

Microconcretions, tubular, unilateral/ 

bi 1 atera l 

Cortex, increased pigment, bilateral 

Cortex, protein resorption droplets, 

bilateral 

Cortex, cyst, unilateral 
Bacteremia, bilateral 
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Code: 1 ,. mininial 3 ,. moderate P = present N = within normal limits M = tissue not present * = spontaneous death 
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0/41 ,____ 
17 /41 

2/41 
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1/41 
D/41 

2 ~ mild 4 ~ severe L = lesion present I ,. tissue section inadequate ** = moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 
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Infarction focal 
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Cvst f s l follicular unilateral/ 
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Hematnrusts unilateral 
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Code: ,. 1inimal 3 .. moderate P = present N = within normal limits M = tissue not present • = spontaneous death 
2 = mild 4 = severe l = lesion present I = tissue section inadequate O = moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TA8LE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

HEART 
Leukemic infiltrates, monocytic 
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Myocarditis, chronic, focal/multifocal 

SPLEEN 
Monocytic leukemia 

Congestion, diffuse 

Increased extramedullary hematopoiesis 

Increased pigment, diffuse 

Infarction, focal 

Fibrosis, focal/multifocal 

OVARY 
Leukemic infiltrates, monocytic, 

unilateral/bilateral 
Cyst(s), follicular, unilateral/ 

bilateral 

Hematocysts, unilateral 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

HEART 
leukemic infiltrates. monocvtic 
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u " uz 

""' 

Mvocarditis, chronic. focal/multifocal 

SPLEEN 

Monocvtic leukemia 
Conqestion, diffuse 

Increased extramedullarv hematoooiesis 
Increased niament, diffuse 

Infarction. focal 

Fibrosis. focal/multifocal 

OVARY 
Leukemic infiltrates. monocvtic, 

unilateral/bilateral 

Cvst(s), follicular, unilateral/ 

bi 1 atera l 

Hematocvsts, unilateral 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY JNCIOENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY RE0 UJREO 
BY PROTOCOL FOR THIS GROUP 

EYE 
Phthisis bulbi- unilateral 

ADRENAL 
Leukemic infiltrates monocvtic-
unilateral/bilateral 

Cortex anniectasis. unilateral/ 

bi 1 ateral 

PANCREAS 
Leukemic infiltrates. monocvtic 

MESENTERJC LYMPH NOOE 
Monoc"tic leukemia 
Reticular cell h··-er"lasia 

UTERUS 
Adenocarcinoma endometri al 

Endometrial stromal sarcoma 
Endometrial stromal nol"-

C"st. endometrial 
Luminal dilatation-hvdrometra 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REOUIRED 
BY PROTOCOL FOR THIS GROUP 

EYE 
Phthisis bu1bi, unilateral 

ADRENAL 
Leukemic infiltrates, monocvtic-

unilateral/bilateral 

Cortex, anciectasis, unilateral/ 

bi 1 atera 1 

PANCREAS 
Leukemic infiltrates, monocvtic 

MESENTERIC LYMPH NODE 
Monocvtic leukemia 
Reticular cell h"nernlasia 

UTERUS 
Adenocarcinoma, endometrial 

Endometrial stromal sarcoma 

Endometrial stromal nolyn 

Cyst, endometri_a l 

Luminal dilatation-hvdrometra 
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Code: 1 .. 111inimal 3 ., moderate P = present N 5 within normal limits K = tissue not present • = spontaneous death 
2 ,. mild 4 = severe L ,, lesion present I = tissue section inadequate •• 2 moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REDUIRED 
BY PROTOCOL FOR THIS GROUP 

EYE 
Phthisis bulbi uni 1 at era l 

ADRENAL 
Leukemic infiltrates monocvtic 
unilateral/bilateral 

Cortex, anaiectasis. unilateral/ 
bilateral 

PANCREAS 
Leukemic infiltrates, monocvtic 

MESENTERIC LYMPH NODE 
Monocvtic leukemia 
Reticular cell hvnerolasia 

UTERUS 
Adenocarcinoma, endometrial 

Endometrial stromal sarcoma 
Endometrial stromal pol_yp 
Cyst, endometrial 
Luminal dilatation-hydrometra 
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Code: l • 111ini11al 
2 .. mild 

3 ,. moderate P ,. present 
4 .. severe 

lS_=~ terml~al. sacri fic.e 
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L .. lesion present I - tissue section inadequate 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 

URINARY BLADDER 
Leukemic infiltrates, monocytic 

LUNG-MAINSTEM BRONCHI 
Bronchiolar-alveolar adenoma 

Leukemic infiltrates, monocytic 

Lymphoid infiltrates, 

peribronchial/iolar, focal 

THYROID 
C-cell carcinoma, unilateral 

STOMACH 
Mucosal ulcer, glandular region 

OUOOENUM 
JEJUNUM 
CECUM 
SKIN 
Basal cell tumor 
Malignant fibrous histiocytoma 
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Code: moderate P = present N = within normal li111its H., tissu1 not present 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 
URINARY BLADDER 
Leukemic infiltrates, monocvtic 

LUNG-MAINSTEM BRONCHI 
Bronchiolar-alveolar adenoma 
Leukemic infiltrates, monocytic 
Lymphoid infiltrates, 

peribronchial/iolar, focal 
THYROID 
C-cell carcinoma, unilateral 

STOMACH 
Mucosal ulcer, glandular reoion 

DUOOENUM 
JEJUNUM 
CECUM 
SKIN 

Basal cell tumor 
Malinnant fibrous histiocytoma 
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L06121 SN6 111 STOPA THOLOGY LES ION SEVER I TY I NC IOENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 
URINARY BLADDER 

Leukemic infiltrates, monocytic 

LUNG-MAINSTEM BRONCHI 
Bronchiolar-alveolar adenoma 
Leukemic infiltrates, monocytic 

lymphoid infiltrates, 

peribronchial/iolar, focal 
THYROIO 
C-cell carcinoma. unilateral 

STOMACH 
Mucosal ulcer, glandular region 

DUODENUM 
JEJUNUM 
CECUM 
SKIN 
Basal cell tumor 

Malignant fibrous histiocytoma 
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J ,. moderate P = present N = within normal limits M = tissue not present 11 = spontaneous death 
4 .. severe L .. lesion present I = tissue section inadeQuate ..,. = moribund sacrifice 

TS ~ trrminal sacrifice SDHS = spontaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP {continued) 
MAMMARY GLAND 

Carcinoma 

Fibroadenoma 

Galactoceles 
Cystic hyperplasia 

MESENTERY/ABDOMINAL CAVITY 
Lipogranu1oma/fat necrosis 

CLITORAL GLAND 
Carcinoma 

LYMPH NODE{S), NOS 
Monocytic leukemia 
Angiectasis, focal 

SALIVARY GLAND 
HAROERIAN GLAND 

Leukemic infiltrates, monocytic 

MUSCLE, NOS 
LARYNX 

Code: 1 " "'ini111al 
2 - mild 

J - moderate 
t, "' severe 

P "' present 
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* = spontaneous death 
** ~ moribund sacrifice 
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L06l2l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REQUIRED 
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BY PROTOCOL FOR THIS GROUP (continued) 
MAMMARY GLAND 
Carcinoma 

Fibroadenoma 
Galactoceles 

Cystic hyperplasia 

MESENTERY/ABOOMINAL CAVITY 
Lipogranuloma/fat necrosis 

CLITORAL GLAND 
Carcinoma 

LYMPH NOOE(S), NOS 
Monocytic leukemia 

Angiectasis, focal 

SALIVARY GLAND 
HAROERIAN GLAND 

Leukemic infiltrates, monocytic 

MUSCLE, NOS 
LARYNX 

Code: l • miniinal 
2 = mild 

J = moderate P = present 
i. = severe 

TS ~ terminal sacrifice 
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Na within normal limits M = tissue not present 
L = lesion present I = tissue section inadequate 
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* ~ spontaneous death 
** = moribund sacrifice 
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"' L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ORGAN 
Lesion 

TISSUES NOT SPECIFICALLY REOUIREO 
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BY PROTOCOL FDR THIS GROUP (continued) 
MAMMARY GLAND 

Carcinoma 

Fibroadenoma 
Galactoceles 
Cvstic hypern1asia 

MESENTERY/A8DOMINAL CAVITY 
Linooranuloma/fat necrosis 

CLITORAL GLAND 
Carcinoma 

LYMPH NODE(S), NOS 
Monocytic leukemia 
Angiectasis, focal 

SALIVARY GLAND 
HARDERIAN GLAND 
Leukemic infiltrates, monocytic 

MUSCLE, NOS 
LARYNX 
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4,.severe Le 
TS "• JermiM) s.acrifice .. 

lesion present 
.s.JlJ'IS " 

I = tissue section inadequate 
SJ)nn...t aneo,-1!_~. ~_ea th{ ~~-r ibund s_acr if ice 

' 

* = spontaneous death 
- = moribund sacrifice 
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7/12 
1/12 

5/5 

1 /1 

0/l 
0/l 

1 /l 

• u 
C • 
~ . . 
u 
.5 
~ 
~ 
Q 
~ 

0/3 
2/3 
0/3 
1 /3 

1 /l 

-

5/7 
1/7 

-

~ 



~ 
~ 

00 
~ 

L06121 SN6 HISTOPATHOLOGV LESlON SEVERI1Y INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

BRAIN 
Leukemic infiltrates, lymphocytic 
Leukemic infiltrates, monocytic 

Hemorrhage, focal 

Cerebrum, mineralized foci 

SPINAL CORD 
Leukemic infiltrates, monocytic 

Hemorrhage, focal 

PITUITARY 
Adenoma 

Carcinoma 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 
Cyst 
Hyperplasia, chromophobe-cell 

EYE 
Leukemic infiltrates, lymphocytic 

C 
0 
·~ L 
~ "' 
~~ 
o, E 
u ~ 
uz « 

Code: 1 "' mini111al 
2 ., mi Id 

3 • moderate P ,. present 

4 "' severe 
T~ ~ ~~rmin;,,\ <;~~rifir,~ 

' 

M = "' N M "' 0 N st = '° st '° ~ "' 0:, 0:, 0:, "' "' "' 0 0 0 0 0 - - - N - - - - - - N N N N N N N N N 
~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
0:, 0:, 0:, 0:, 0:, 0:, 0:, "' 0:, 0:, "' 0:, 0:, 0:, 0:, 
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N N N N N N N N N N N N N N N 

L L N L L L L M L ' L L N L L " 
p p p p 

p 

p 
, 

' l 
p p ! p p p p 

2 ? 

LL LL NL LL LL LL NL LL LL LL LL NL NN NL LL 
p 

N =- within normal lindts 11" tissue not present 
l ,. lesion present I ,. tissue section inadequate 

SOl'IS" ~oontanP<Ju~ deat.h/111oribund sacrifice 

"' - M '° 0 
N M M M "' N N N N N 
~ ~ ~ ~ ~ 

' ' ' ' ' 0 0 0 0 0 
0:, "' 0:, 0:, 0:, 

N N N N N 

N N N N N 

L L L L L 
p p p p 

p p p 

1 

LL NN LL NL NN 

•,. spontaneous death 
*• = moribund sacrifice 

continued 
next page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
lesion 

BRAIN 
Leukemic infiltrates, lymphocytic 
Leukemic infiltrates, monocytic 
Hemorrhage, focal 

Cerebrum, mineralized foci 

SPINAL CORD 
Leukemic infiltrates, monocyt1c 

Hemorrhage, focal 

PITUITARY 

Adenoma 
Carcinoma 

Leukemic infiltrates, lymphocytic 

leukemic infiltrates, monocytic 
Cyst 

Hyperplasia, chromophobe-cell 

EYE 
Leukemic infiltrates, lymphocytic 

C 
0 ·~ ~ M 
~ "' .,,. 
~~ N 
"' E ~ 
u~ ' uz 0 
« "' 

N 

N 

L 
p 
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.,,. 
"' "' - N .,,. .,,. .,,. 

"' "' N N N N N 
~ ~ ~ ~ ~ 

' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 
N N N N N 

N N N N N 

L L L L N 
p p p p 

p 

LL LL LL LL NL 

Code: 1 .. 111inimal 
2 ,. mi Id 

3 - moderate p .. present N .. within normal limits 
4 ,. severe l .. lesior1 present 

· - · · ·ter•C' , sac·· r• ~ .-~1Ms -

• • • • • • • .,,. 
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.,,. .,,. 0 M ~ "' "' "' "' "' "' - N N N M 
N N - - N N N N N 
~ ~ ~ ~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' ' ' ' g 0 0 g 0 0 0 0 0 
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3 1 
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N N N N N N L N N 
p 

3 

L L L L L L L L L 
p p p p 

p p 

p p p 

p p p p p 

2 1 

NN NN NN NN NL NN NN NL NN 

H = tissue not present 
I ~ tissue section inadeQuate 

··nt~n~ . .,,,c rleaH,./'"".ribu".d qcrifirP 

• • • • • • • • • M "' "' "' "' "' "' "' 0 0 
N - - N N 
~ ~ ~ ~ ~ ' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 
N N N N N 

N N N N N 

L L L L L 
p p p 

p p 
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NN NN NL NN LL 

* = spontaneous death 
** ,. moribund sacrifice 

continued 
ne~t page 
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L06121 SN6 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

BRAIN 
Leukemic infiltrates, lvmnhocvtic 

Leukemic infiltrates, monocvtic 

HemorrhaQe, focal 

Cerebrum, mineralized foci 

SPINAL CORO 
Leukemic infiltrates. monoc~tic 

Hemorrhaae. focal 

PITUITARY 
Adenoma 
Carcinoma 
Leukemic infiltrates, lymphocytic 
Leukemic infiltrates, monocytic 

Cyst 
Hyperplasia, chromophobe-cell 

EYE 
Leukemic infiltrates, lymphocytic 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

C • • • • • • • • 
0 • • • • • • • • -~ ~ - N "' "' ... "' N ~ 

~ w - - - - M M ... "' ~ .0 N N N N N N N N 

w E ~ ~ ~ ~ ~ ~ ~ ~ 

u " ' ' ' ' ' ' ' ' uz 0 0 0 0 0 0 0 0 
« co co co co co co co co 

N N N N N N N N 
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-~ 

N N lN 1N N N 
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I \ 
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M L L L L L L L 

p p p p p 
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p p p 

LM LL NL NN NN NL LM NL 

Code: l .. 111inii,,al J = moderate P " present N = within normal linits M = tissue not present -11 " spontaneous death 

• u 
C 
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• u 
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C 
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~ ~ a -

0/2B l /20 

0/28 1/20 

0/28 2/20 

0/2B 1/20 

0/28 ·1120 

0/28 . -1 /20 

15/27 10/19 
l /27 1 /19 

1/27 3/19 

0/27 5/19 

12/27 7/19 

3/27 2/19 

l/2B 0/20 

2 ,. 111ild lo - severe l = lesion present I = tissue section inadeQuate ** ,. moribund sacrifice 
TS = terminal sacrifice SOMS ~ spontaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
RDX 40.0 mg/kg/day 

ORGAN 
Lesion 

EYE (continued) 
Keratitis, chronic, unilateral, 

focal/multi focal/diffuse 
Lens, cataract, unilateral/bilateral 

C 
0 ·~ ~ 
~ '" ~ .a 
'" e u ~ 
uz « 

Lens-induced inflammation, unilateral/ 
bi 1 ateral 

Degeneration, retinal, unilateral/ 

bi 1 atera 1 
Phthisis bulbi, unilateral 

OPTIC NERVE 

ADRENAL 
Pheochromocvtoma, unilateral 
Leukemic infiltrates, lvmnhocvtic, 

bilateral 
Leukemic infiltrates, monocvtic, 

unilateral/bilateral 
Cortex, cytomeaallv, focal, unilateral 
Cortex, hvoerolasia, focal, unilateral 

M 
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3 
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2 

Code: 1 • 111ini111al J .. i.oderate P .. present N • within nor111al li111its M ,. tissue not present * ., spontaneous death 
2 ., 111ild 4 • severe L "' lesion present I .. tissue section inadequate ** z moribund sacrifice 

F- --1:l'rm>-· sacr•r• ·-·-- _...,,.~11S ,,,---- -·tan~~~--dP.~tl..L---~ibur---1_,,~-:rifirr 

continued 

next page 
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L06121 SN6 H!STOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

EYE (continued) 

Keratitis, c_hronic, unilateral 

f.ocal/multifocal/diffuse 

Lens, cataract, unilateral/bilateral 

~ 
0 ·- ~ ~ ru 
~D 
ru E 
u ~ 
uz 
« 

Lens-induced inf1arrmation, unilateral/ 

b1l ateral 

Degeneration, retinal, unilateral/ 

b_i.ll._teral 

Phthisis bµlbi, unilateral 

M -=:I" LO U) .
tj- tj" tj" Q' U"l 
N N N N N 
r-- ,-... r-- r-- r--

1 I l I I 
O O O O O 
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!lpl;l~lpl: 1 111 lpl I lpl 11 lpl I! 
i· .•• I 

J ' -,- . 
PIPIP! : ' i I I I i I IP 

W' 
LL_L_J i 2 , .... : ~-.--~ 

j-: 

OPTIC NERVE I NNj NN INN INN INN I NM! NN INN INN INN INN INN I NNI NNI NNI NNI NN INN INN I NM 

ADRENAL NLI NLI NN ILL INL I LLI NN INN I LL INN ILL ILL I LLIJLI NNI NNL!JJ1.L]lL I NL 

Pheochromocvtoma, unilateral PI I I I I I I I 1~~ 

IPUkemic infiltrates, lymphocytic 
bilateral ]'_ 

l Pukemic infiltrates, monocytic, 

11n; lat era 1 /bi 1 at era 1 ~ p P IP 

Cortex, cytomegally, focal, unilateral 

rnrtex, hyperplasia, focal, unilateral 

Code: t .. minimal 
2 ,. rni Id 

3 ,. 111oderate P ,, present N "'11ithiri norinal (ir;jits M " tissue not present 
4 ,. severe L " lesion present I .. tissue section inadequate 

TS ~ tP.rmin;i\ s:icrifice : i '_sqMs soont;inP.r•, rleath/moribund ,;acrifi~e 

p 

z 
* m spontaneous death 
** = moribund sacrifice 

continued 
next page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

pc- ''""ntinu"'dl 

Keratitis. ,..hronic unilat--- 1 

focallmultifocal/diffuse 
1 ens ra+arart 11ni1at.,.ra1 lbi1"',..,..r~1 

I ens-inducer! inflammatinn_ un;i 

bilateral 

Oeaeneration. retinal uni 1 at era l ' 

bilateral 
Phthisis bulbi uni 1 ateral 

OPTIC NERVE 

ADRENAL 
Pheochromocvtoma uni lateral 

Leukemic infiltrates. 1·--hocvtic 

bilateral 

Leukemic infiltrates monocvtic-

unilateral/bilateral 

C 
0 -~ ~ 
~ " 
~ .0 
o, E 
u ~ 
uz 
« 

I 

Cortex cvtomenall" focal unilateral 

Cortex 
Code: 

hunernlasia. focal. unilateral 
I .. inini..al 
2 - 111ild 

J "' 111oderate P .. present 

4 .. se"ere 
.. TS~-~ . .Ler111ii;!:'ll. sacrifice 

• • • • • • • • • • • • • • • • - N ~ "' 
.,. 
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N .. within norul liiaits M s tissue not present 
L .. lesion present I ~ tissue section inadequate 

- ~fill."!S "' ]_Jlnntane~~ -~eathf.~.r\bund sacrifice 

' 

• c spontaneous death 
•• M moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

ADRENAL (continued) 
Cortex, metamorohosis. fatt" 

unilateral/bilateral 

Cortex. anQiectasis. unilateral/ 

bi 1 at era l 

C 
0 

•~ L 
~ w 
~ .0 
WE 
u ~ 
uz 

""' 

Medulla, hvnernlasia. focal. unilateral 

SPLEEN 
Mal icmant lvmohoma 

Monocvtic leukemia 

Congestion, diffuse 

Increased extramedullarv hematoooiesis 
Increased oiament, diffuse 

Infarction, focal 

PANCREAS 
Islet cell adenoma 
Leukemic infiltrates, lvmnhocvtic 
Leukemic infiltrates, monocvtic 
Hvnerolasia, islet cell, focal 

Code: l ,. lllininl 
2 .. 111ild 

3 - moderate P = present 
4 • severe 

TS • terminal sacrifice 

I ! i I I 
(Y'-d l,l"J g; p;,: i ~; g; 0 N .,. ~ "' 
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N = within normal limits M • tissue not preseAt 
l ,. lesion preserit 

SDMS 
I·,. tissue siction iiiadequate 

spont1neous death/moribund sacrifice 
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* .. spontaneous death 
** ~ moribund sacrifice 

continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

ADRENAL (continued) 
Cortex, metamorphosis, fattv, 

unilateral/bilateral 

Cortex, angiectasis, unilateral/ 

bilateral 

" 0 ·~ ~ 
~ ., 
~ .0 ., " u ~ 
uz « 

Medulla, hyperplasia, focal, unilateral 

SPLEEN 
Malignant lymphoma 
Monocytic leukemia 
Congestion, diffuse 

Increased extramedullary hematoooiesis 
Increased pigment, diffuse 
Infarction, focal 

PANCREAS 
Islet cell adenoma 

Leukemic infiltrates, l•nnphocytic 

Leukemic infiltrates, monocytic 

Hyperplasia, islet cell, focal 

Code: l • 111inhal 
2 • mild 

3 - moderate 
4 ,. severe 

P,. present 

M "' ~ '° - N 

"' "' "' "' ~ ~ N N N N N N 
~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' D D D g D g 
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1 2 1 l 
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2 l 1 
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L N N N N N 

N .. within nor111al limits 
l ~ lesion present 
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1 
M "' tissue not present * "' spontaneous death 
I = tissue section inadequate ** ,. moribund sacrifice 

-•-- rr _....1;~rmi.,., 1 ~~r,r;r;~~- _so._~<; ~ --"-"Mt ~ne)"111.5 J~ at hJ:,.or.i h11od '!.~r. r if ice 

continued 
next page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

ADRENAL (continued) 
Cortex, metamorphosis. fatty, 

unilateral/bilateral 
Cortex, angiectasis, unilateral/ 

bilateral 

~ 
0 ·- ~ ~ "' ~ .0 

"' e u => 
uz 
« 

Medulla, hyperplasia, focal, unilateral 

SPLEEN 
Malignant lymphoma 

Monocytic leukemia 
Congestion, diffuse 
Increased extramedullary hematopoiesis 
Increased pigment, diffuse 

Infarction, focal 

PANCREAS 
Islet cell adenoma 
Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Hyperplasia, islet cell, focal 
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Code: t .. inininl 3 ,. moderate P " present N = within normal limits M = tissue not present • = spontaneous death 
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2 .. Mild 4 ,. severe L ~ lesion present 1 ~ tissue section inadequate •• " moribund sacrifice 
TS = terminal sacrifice SOMS ~ spontaneous death/moribund sacrifice 
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"' L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

PANCREAS (continued) 

C 
0 ·- '-~ .. 
~ .0 
., E 
u ~ 
uz .., 

Atrophy, acinar cell, focal/multifocal 

MESENTERIC LYMPH NOOE 
Monocytic leukemia 
Malignant lymphoma 

Angiectasis, multifocal 

OVARY 
Leukemic infiltrates, lymphocytic, 

unilateral/bilateral 
Leukemic infiltrates, monocytic, 

unilateral/bilateral 
Cyst(s), follicular, unilateral/ 

bilateral 

UTERUS 
Endometrial stromal polyp 

Leukemic infiltrates, lymphocytic 
Leukemic infiltrates, monocytic 

M m m N 
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Code: l • 111ini111al 3 .. inoderatl! P ., present N " within norul li111its M ,. tissue not present * = spontaneous death 
2 .. 111ild 4 " severe l ,. lesioo present 1 • tissue section inadequate ** ~ 111oribund sacrifice 

TS· '--:-111in-l ,r,ri_F, ------~ ,"-"-".L",. ,-··._,_--int'f}'' __ _,1_.,_~th/.,_o,,..;b11r1d -~~"ific,. 

continued 
ne~t page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 4D.0 mg/kg/day 

ORGAN 
lesion 

PANCREAS 'continued' 

C 
0 -~ ~ 
~ "' ~ .0 
WE 
U 0 
uz 

"" 

Atronhv acinar cell focal lmultiforal 

MESENTERIC LYMPH NODE 

Monocvtic leukemia 
Ma1innant l"mnhoma 

An,.iectasis multi focal 

OVARY 
Leukemic infiltrates l"mnhoc"tic 

unilateral/bilateral 

Leukemic infiltrates monoc"tic 

unilateral/bilateral 

C"st 1s 1 follicular unilateral 1 

bi 1 ateral 

UTERUS 
Endometrial stromal nol"-

Leukemic infiltrates l"mnhoc"tic 
Leukemic infiltrates monoc"tic 

Code: minimal 
2 = mild 

3 = rnoderate P = present N 

4 = severe L 
Vi • •~r-in.il ~.ic.rificn 
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within nor111al limits H = tissue 11ot present • " spontaneous death 
lesion prese~t I = tissue section inadequate ** = moribund sacrifice 

~[)M~ : ;l.'ont~nr,:,u; ,J~,1t,h/<:1oribund sai:rifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

PANCREAS (continued) 

<= 
0 ·- ,.. 
~ "' ~ .0 
<U E 
u => 
uz 

"" 

Atroohv acinar cell focal /multifocal 

MESENTERIC LYMPH NODE 

Monocvtic leukemia 

Malianant l1.m1nhoma 

Anoiectasis mul tifocal 

OVARY 

leukemic infiltrates, lvmohocvtic, 
unilateral/bilateral 

Leukemic infiltrates, monocvtic, 

unilateral/bilateral 

Cyst(s), follicular. unilateral/ 

bi l atera 1 

UTERUS 

Endometrial stromal oolvn 

Leukemic infiltrates, lvmohocvtic 

Leukemic infiltrates, monocvtic 

• • • • - N - -N N 
~ ~ 

' ' 0 0 
a) a) 

M L 

p 

NN NN 

L N 
p 

• • • • • • • • • • • • = "' 
.,,. 

"' N ~ - - M M .,,. = N N N N N N 
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' ' ' ' ' ' 0 0 0 0 0 0 
a) a) a) a) a) a) 

1 

N N N M N N 

NN NN NN NN NN NN 

N N N N N N 

Code: J = moderate P = present N = within normal limits M = tissue not present 11 .. spontaneous death 

• u 
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• 
~ 

• u 
C 

• 
~ 

u 
U C 
C 

"' ., 
~ ~ 

~ 

4/28 1 /20 

1/28 5/18 

2/28 4/18 

0/28 l /18 

2/28 1/20 

1 /28 2/20 

0/28 2/20 

10/28 6/20 
1 /28 0/20 

0/28 4/20 

I = minimal 
2 = mild 4 "' severe L = lesion present I = tissue section inadequate O " moribund sacrifice 

TS= terminal sacrifice SOMS = spontanrous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
lesion 

UTERUS (continued) 

Hypr;r_p_lasia, endometri_al 

Cy:s_t_.___endometri a 1 
Luminal dilatation-hydrometra 

J,uminal_di 1 atati on-hemorrhage 

URINARY BLADDER 

Eapi l l_Ql!l~ 

C 
0 ·~ ~ 
~ "' 
~ .0 

"' E u ~ 
uz 

c,: 

,[~-
M ~,~IN!M;I,~ 0 N q ~ ~ q ~ ~1~ ~ - M ~ 0 
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oo,ro ooiro oocm oo ro ro oo ro oo ro oo oo oo ro m ro 00 1 . ~:-~-.--
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' 7-- ·r. 
\ I• 

]'_ 
I ! 

I 
]'_ ]'_ ]'_ 

!! IN IN IL IN I_N I_N_ LN I NI N I N I N IN IN I NI NIN IN IN IN 

j Leukemic infiltrates, lymphocytic I I I IP I I I I I I I I I I I I I I I I I 
L,eu~~mic __ i_nfiJtrc1_tg~. monoc_ytic 

LUNG-MAINSTEM BRONCHI LLLI LIL IL IL IL I LI L_LJ.J_!,l_U_LL~ IL IL IL I LJL IL 

Carcinoma, metastatic, ~afTir!lar.v 
Carcinoma, metastiitt!;:_._S_™mous cell 

-'=-~u_k,e_!llic infiltrates, lymR.h_qgtic p p 

Leukemic i nfi l_t_r_ates, monoc_yt i c PIP P IP 

Alveolar macrophages_, focal/multjfocal 1 11 2 1 

Lymphoid i nfi l tra_t~s_. 

peribronchjal[iolar, focal 2_li Ll 2111212121111111112111212111212 

Bronchopneumonia, foca_l 

Code: l s 111inimal 
2 • mi Id 

3 • moderate P"' present N " within norinal li~its H ,. tissue not present 
4 = severe l ., lesior. ::i,•~s~nt I = tissue section inadeQuate 

TS= t~rmina\ sacrific~ SDi'iS"' soqntan~ous death/moribund ~acrifice 

* ~ spontaneous death 
** = ~oribund sacrifice 

continued 
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L06121 SN6 H!STOPATHOLOGY LESION SEVERITY !NC!OENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
lesion 

UTERUS (continued) 
Hyperplasia, endometrial 

Cyst, endometrial 

Luminal dilatation-hydrometra 
Lumina1 dilatation-hemorrhage 

URINARY BLAOOER 
Papi llama 

Leukemic infiltrates, lymphocytic 

leukemic infiltrates, monocytic 

LUNG-MA! NSTEM BRO NCH l 
Carcinoma, metastatic, mammary 
Carcinoma, metastatic, squamous cell 
leukemic infiltrates, lymphocytic 
leukemic infiltrates, monocytic 

C 
0 -~ ~ 
~ '" ~ .D 

'" E u ~ 
uz 
-,: 

Alveolar macrophages, focal/multifocal 

lymphoid infiltrates, 

peribronchial/iolar, focal 

Bronchopneumon1a, focal 
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p 

p 
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2 1 

Code: ,. minimal 
2 ,. mild 

3 
4 

moderate P = present n,. within nor111al li111its M = tissue not present 
severe L " lesion 

T1 . ....= ter~in,1\ s;irr_if_lce __ 
present 
---~SOMS~_ 

1 .. tissue section inadequate 
spontaneous death/moribund sacrifice 

• • • • • • • • • M a, a, a, O> 
~ a, O> D D 
N - - N N 
~ ~ ~ ~ ~ 

' ' ' ' ' D D D D D 
00 00 a, 00 00 

p 
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* ~ spontaneous death 
** .. moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

UTERUS (continued) 

Hvnerolasia. endometrial 

Cvst. endometrial 
Luminal dilatation-hydrometra 

Luminal dilatation-hemorrhaae 

URINARY BLADDER 

Paoilloma 
leukemic infiltrates. l"mnhocvtic 

Leukemic infiltrates. monocvtic 

LUNG-MA!NSTEM BRONCHI 
Carcinoma. metastatic, mammary 
Carcinoma, metastatic, snuamous cell 
Leukemic infiltrates, 1,,mnhocytic 

Leukemic infiltrates, monocvtic 

C 
0 ·~ ~ 
~ " 
~ .0 

" E u ~ 
uz 
<( 

Alveolar macroohaaes, focal/multifocal 

L"rn"hoid infiltrates, 
oeribronchial/iolar, focal 

Bronchooneumonia, focal 

Code: t "' 111inhal 
2 .. mild 

3 "'moderate P "' present 
4 ,. severe 

TJ = terminal sacrifice 

• • • • • • • • • • • • • • • • - N ~ "' 
.,,. 
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l l 1 ·1 ! 2 2 l l 

N ,. within nor~al limits !'I " tissue not present 
l ,. lesion present l ,. tissue section inadequate 

SONS " spontaneous de~th/moribund sacrifice 

• u 
C 

• u ·-u 
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~ 

2/2B 

7/2B 

0/28 

l /28 

1/28 
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2/28 
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27/28 

* m spontaneous death 
** a moribund sacrifice 
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• u 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

LUNG-MAINSTEM BRONCHI (continued) 
Congestion, agonal, diffuse 

C 
0 -~ ,_ 
~ ., 
~ .c 
<> E 
u " uz 

"" 

Alveolar septae, fibrinoid deaeneration, 

focal 

ESOPHAGUS 

TRACHEA 
Leukemic infiltrates, lymphocytic 
Inflanwnation, chronic 
Mucocele{s), submucosal, focal 

THYROID 
C-cell adenoma, unilateral/bilateral 

Follicular cystadenoma, unilateral 
Hyperplasia, C-cell, unilateral/ 

bi 1 atera 1, foe al 

Cystic follicle(s), unilateral/ 
bilateral 

M ~ "' N M 

"' "' "' "' "' - - - - -~ ~ ~ ~ ~ 

' ' ' ' ' al al al al al 

N N N N N 
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2 l 1 
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p p 
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' 
l l ? 1 
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Code: 1 '" mini.al 
2 '" mild 

3 • 111oderate P ,. present N ,. within nonal liraits 11 " tissue not present * ,. spontaneous death 
I+ • severe L ,. lesion present I ., tissue section inadequate ••,. 111oribund sacrifice 

TS "-rmin-· ·crif- ··---· ~---," -~- ·~neo···--·'-.. ath/--- "'),ind· ific 

continued 
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L06121 SN6 H[STOPATHOLOGY LESION SEVERITY [NC[OENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

LUNG-MAINSTEM BRONCHI (continued) 

Congestion, agonal, diffuse 

C 
0 ·~ ... 
~ "' ~~ 

"' E u => 
uz 

"" 

Alveolar septae, fibrinoid degeneration, 
focal 

ESOPHAGUS 

TRACHEA 
Leukemic infiltrates, lymphocytic 

Inflammation, chronic 
Mucocele(s), submucosal, focal 

THYROIO 
C-cell adenoma, unilateral/bilateral 
Follicular cystadenoma, unilateral 
Hyperplasia, C-cell, unilateral/ 

bi 1 atera 1 , foe al 

Cystic follicle(s), unilateral/ 
bi 1 atera 1 

M <t m <O 
<t <t <t <t 
N N N N 
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0:, 0:, 0:, 0:, 
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Code: 3 • moderate P ., present N "'within normal li111its M ,. tissue not present 

• 0:, 
N 
N 
~ 

' g 

N 

N 

NN 

1 ,. 11ini.al 
2 "' mild 4 "' severe L "' lesion present I ,. tissue section inadequate 

• m 
M 
N 
~ 

' g 

N 

N 

NN 

TS ~ terminal sacrifice SDMS ,. spontaneous death/moribund sacrifice 
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* ~ spontaneous death 
** ~ ~oribund sacrifice 

continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

LUNG-MAINSTEM BRONCHI fcontinuedl 

Conaestion anonal diffuse 

C 
0 
·~ ~ 
~ "' ~ .0 
<U E 
u " uz 
<C 

Alveolar sentae. fibrinoid deneneration 

focal 

ESOPHAGUS 

TRACHEA 

Leukemic infiltrates l ·-... hocvt i c 

Inflammation. chronic 
Mucocele(s)- submucosal- focal 

THYROIO 
C-cell adenoma. unilateral/bilateral 

Follicular cvstadenoma. unilateral 
Hunernlasia. C cell. unilateral/ 

bi 1 ateral focal 

Cvstic follicle(s). unilateral/ 

bilateral 

Code: l .. 11inillal 
2 .. 1ni ld 

J ,. 111oderate P = present 

4 ~ severe 
TS ~ terminal sacrifice 
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N ,. within normal li111its M = tissue not present 
L ~ lesion present I ~ tissue section inadequate 

SOMS ~ spontaneous death/moribund sacrifice 
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• u 
C 

• 
~ ·-u 
C -
~ 

2/28 

0/28 

0/28 

16/28 

* ~ spontaneous death 
•• = moribund sacrifice 

1/28 

5/28 
1/28 

7/28 

5/28 

• u 
C 

• 
~ ·-u 
C -
m 
X 
0 
m 

2/20 

1/20 

~-
.. 

l /20 

2/20 
l /20 

5/20 
0/20 

7/20 
.. 
4/20 

.. .. .. 



L06121 SN6 HlSTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

PARATHYROIO 

HEART 
NeurilelTITloma 

Leukemic infiltrates 
Leukemic infiltrates 

C 
0 -~ ,._ 
~ "' ~n 
<1> E 
u c> 
uz 

"' 

lvmnhocvtic 
monocvtic 

Mvocarditis. chronic. focal'multifocal 
Auricular thrombosis 

LIVER 
Neoalastic nodule 

Malinnant fibrous histiocvtoma 
Leukemic infiltrates 1 ·-.. hocvti c 

Leukemic infiltrates. monocvtic 

Foci of cellular alteration-basonhilic 
Foci of cellular alteration-eosinonhilic 
Area of cellular alteration-clear cells 

Foci of cellular alteration-mixed cells 
Hvnernlasia reaenerative. focal 

Necrosis random focal 
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~ Code: l .. •ini111al 3 - iaoderate P ,. present N ,. within normal liaiits H = tissue not present *"' spontaneous death 
~ 2 " 111ild 4 " severe L .. lesion present I • tissue section inadequate ** = moribund sacrifice 

TS= termin;i\ -;,1crifice '>OHS= ,;oont-~nrous <lrath/m~rihun<l ~acrifice 
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L06121 SN6 
FINAL·REPORT 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

PARA THY RO ID 

HEART 
Neurilent11oma 

Leukemic infiltrates 
Leukemic infiltrates 

C 
0 ·- ~ ~ ., 
~ .0 
., E 
u ~ 
uz 

<C 

1·--hoc.,tic 

monoc"tic 
M"ocarditis- chronic focal/multifocal 
Auricular thrombosis 

LIVER 
Neonlastic nodule 

Malinnant fibrous histioc"toma 
Leukemic infiltrates 1 vmnhocvti c 

Leukemic infiltrates monoC"tic 
Foci of cellular alteration-basonhilic 
Foci of cellular alteration-eosinonhilic 
Area of cellular alteration-clear cells 
Foci of cellular alteration-mixed cells 
H··-ernlasia renenerative focal 
Necrosis random 

Code: l .. 111ini• al 
2 .. mild 

focal 

3 .. 111oderate 
4 .. 1>evere 

P = present 

~~ ~ . er 1 ~ar . ,. 
--· ~o 
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3 

N .. within nor111al lillits 
L = le"sion present 
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0 0 0 
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' 
M = tissue not present 
I • tissue section inadequate 
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* • spontaneous death 
** ~ 111oribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

PARATHYROID 

HEART 
Neurile11111oma 

Leukemic infiltrates, lvmohocvtic 
Leukemic infiltrates, monocvtic 

C 
0 
•r L 

~ "' ~ .c 
<U E 
u :, 
uz 
« 

Myocarditis, chronic, focal/multifocal 

Auricular thrombosis 

LIVER 
Neoolastic nodule 
Maliqnant fibrous histiocvtoma 

Leukemic infiltrates, lymohocytic 
Leukemic infiltrates, monocytic 

Foci of cellular alteration-basoohilic 
Foci of cellular alteration-eosinophilic 

Area of cellular alteration-clear cells 

Foci of cellular alteration-mixed cells 
Hyoerolasia, regenerative, focal 

Necrosis, random, focal 
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Code: I .. 111inimal 
2 " mild 

J = moderate P,. present N .. within nor1nal li"!its' Jill= tissue not present 
4 = severe L ~ lesion present I z tissue section inadeQuate 

1S = terminal sacrifice SOMS = spon~aneous death/moribund sacrifice 
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~ L06121 SN6 HISTOPATHDLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
RDX 40.0 mg/kg/day 

ORGAN 
Lesion 

LIVER {continued) 

Bile duct oroliferation focal/ 

multifocal 

Cholanniofibrosis. focal/multifocal 

Metamorahosis. fattv nerinortal/ 
centrilobular/random- focal/ 
multifocal/diffuse 

Microaranulomas. focal/multifocal 

Mononuclear cell infiltrates-
sinusoidal. diffuse 

KIDNEY 

Leukemic infiltrates l·-~hocvtic-

unilateral/bilateral 
Leukemic infiltrates, monocvtic. 

unilateral/bilateral 

Neohronath" chronic. unilateral/ 

bilateral 

~ 
0 
•r L 

~ "' ~ .0 

"' E u ~ 
uz 
<( 

Inflarmnation. lvmohocvtic. unilateral/ 

bi 1 atera 1 

Code: l ,. 1ini111al 

2 - mild 

3 " 111oderate P : present 
I, ,. severe 

T?_ ."..}:eri,ii~t1l _sacrific'!, 
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N .. within nor1al limits M z tissue not present 
L .. lesion 1 • tissue section inadeQuate present 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
Bile duct proliferation, focal/ 

mu1tifocal 

Cholangiofibrosis, focal/multifocal 

Metamorphosis, fatty, periportal/ 
centrilobular/random, focal/ 
multifocal/diffuse 

Microgranulomas, focal/multifocal 
Mononuclear cell infiltrates, 

sinusoidal, diffuse 

KIDNEY 

Leukemic infiltrates, lymphocytic, 

unilateral/bilateral 

Leukemic infiltrates, monocytic, 

unilateral/bilateral 
Nephropathy, chronic, unilateral/ 

bilateral 
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Infla11111ation, lymphocytic, unilateral/ 

bi l atera 1 
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Code: 3 • Moderate P " present N = within normal limits K " tissue not present 

• "' N 
N ~ ' 0 
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l ~ 111iniul 
2 .. ffli ld I+ - severe L " lesion present I " tissue section inadequate 

• ~ 
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p 
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• ~ spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

LIVER (continued) 
Bile duct proliferation, focal/ 

multifocal 

Cholangiofibrosis, focal/multifocal 

Metamorphosis, fatty, periportal/ 

centrilobular/random, focal/ 

multi focal/diffuse 
Microgranulomas, focal/multifocal 

Mononuclear cell infiltrates, 
sinusoidal, diffuse 

KIDNEY 
Leukemic infiltrates, lymphocytic, 

unilateral/bilateral 
Leukemic infiltrates, monocytic, 

unilateral/bilateral 
Nephropathy, chronic, unilateral/ 

bi 1 atera l 

C 
0 ·- ~ ~ "' ~ .0 
<U E 
u ~ 
uz 
« 

Inflammation, lymphocytic, unilateral/ 

bi 1 atera 1 

Code: 1 ,. 111iniul 
2 2 111ild 

J = 111oderate P ,. present 
4 2 severe 

TS __ : !!_rmin~_."._.acrif1c_e 

• • • • • • • • • • • • • • • • 
~ N ~ "' "'" "' N ~ ~ ~ ~ ~ M M "'" ~ N N N N N N N N ~ ~ ~ ~ ~ ~ ~ ~ ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 
a, a, a, a, a, a, a, a, 

2 3 2 

2 

3 3 

1 1 1 

LL LL LL LL NL LL LL L' 

1 2 l 2 l 2 l l 

l 

N " within J1ormal linits M ~ tissue not present 
L • lesion present 
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I ., tissue section inadeQuate 
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L06121 SN6 HISTOPATHOLOGY LESION SEVER;TY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

KIDNEY (continued) 

" 0 
•r '-
~ " 
~ .0 
w E 
u ~ 
uz 
« 

Microconcretions. tubular unil at era 1 / 

bilateral 

Cortex, increased pi qment. bilateral 

Cortex, orotein resoration droolets. 
bi lateral 

Cortex, cvst. unilateral 
Infarction, unilateral/bilateral, focal 

STOMACH 
Leukemic infiltrates, lvmnhocvtic 

Leukemic infiltrates, monocvtic 
Inflam:nation, forestomach 
Mucosal ulcer, alandular reaion 

Mucosal ulcer, forestomach 
Mineralization, uremic 

DUODENUM 

JEJUNUM 

Code: l " mininl 
2 "' mild 

3 

4 
moderate P " present N 
severe L 

TS = terminal sacrifice 
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• ~ spontaneous death 
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continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

KIDNEY lcontinuedl 

C 
0 

•~ L 

~ "' ~ .c 
<U E 
u " uz 

""' 

Microconcretions tubular unilateral/ 
bi 1 atera l 

Cortex - increased ni nment bi 1 atera l 

Cortex nrotein resorntion dronlets 
bi 1 atera 1 

Cortex cust unilateral 
Infarction- unilateral/bilateral- focal 

STOMACH 
Leukemic infiltrates lvmnhocvtic 

Leukemic infiltrates moaocutic 
Infl amation forestomach 
Mucosal ulcer nlandular renion 
Mucosal ulcer forestomach 
Mineralization uremic 

DUODENUM 

JEJUNUM 
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Code: l • 111inill'lal 
2 .. mild 

J • 111oderate P ... present N ... within normal limits M,. tissue not present * = spontaneous death 
4 ., sev,re L .. lesion present: I .. tissue section inadequate 'H .. moribund sacrifice 

TS .. termin;il sac;i_f_i_~e ___ ~-JDMS ,."'_5J)..9nta~p~ deathf_mJlribu_'!1....1acrifi_ce 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

KIDNEY (continued) 

C 
0 ·- ~ ~ " 
~D 
o, E 
u ~ 
uz 
<C 

Microconcretions, tubular, unilateral/ 

bi 1 at era 1 

Cortex, increased pigment, bilateral 

Cortex, protein resorption droplets, 

bilateral 
Cortex, cyst, unilateral 
Infarction, unilateral/bilateral, focal 

STOMACH 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 
Inflarrrnation, forestomach 

Mucosal ulcer, glandular region 
Mucosal ulcer, forestomach 

Mineralization, uremic 

DUODENUM 

JEJUNUM 
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Code: 1 = minimal 
2 = 111ild 

J .. moderate P ,. present N = within normal lir,~ts 1-1 = tissue not present 
4 5 severe l , .. lesion 

TS = terminal sacrifice 
presen_t 

S(1MS j 

, 1 I = tissue sectiqn inadequate 
soOnt~neous death/moribund sacrifice 

* ~ spontaneous death 
- = moribund sacrifice 
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L06121 SN6 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

ILEUM 
Leukemic infiltrates. lvmphocvtic 

CECUM 
Leukemic infiltrates, monocvtic 
Nematode parasites in lumen 
Inflarrmation with ulceration 

COLON 
Leukemic infiltrates, monocvtic 
Nematode oarasites in lumen 

RECTUM 
Leukemic infiltrates, monocvtic 
Nematode parasites in lumen 

SKIN 
Squamous cell carcinoma 

Malignant fibrous histiocvtoma 
Leukemic infiltrates, l"mnhocvtic 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

~ 
0 
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Code: 1 - 111inir.al 3 • 11oderate P ., present N "'within norul li111its M " tissue not present * = spontaneous death 
2 .. mild ft = severe l .. lesion present I " tissue section inadeQuate ** '" 111oribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

ILEUM 

Leukemic infiltrates, lymphocytic 

CECUM 

Leukemic infiltrates, monocytic 
Nematode parasites in lumen 
Inflammation with ulceration 

COLON 

Leukemic infiltrates, monocytic 
Nematode parasites in lumen 

RECTUM 

Leukemic infiltrates, monocytic 

Nematode parasites in lumen 

SKIN 
Squamous cell carcinoma 

Malignant fibrous histiocytoma 

Leukemic infiltrates, lymphocytic 
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Code: 1 "'111inhral 3 " 111oderate P .. present N ~ within normal linits H ,. tissue not present * ~ spontaneous death 
2 ., 111ild I+ .. severe l = lesion present I ,. tissue section inadequate ** = moribund sacrifice 

TS = terminJl sacrifice SDMS ~ spontaneous death/moribund sacrifice 

continued 
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L06121 SN6 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

"c"u 

Io, ; _,::; 1 
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in 1,,m.,.n 

oi r 

;r 

I . ;nfiltrates monocvtic 

de nar-""iti:is in lumen 

roll -"rrinnma 

P,bl ;,. ... ,. ... + f'ihrn"" hi ,tior-"toma 

' ;r • . r••n- lvmohocvtic 

HISTOPATHOLDGY LESION SEVERITY INCIDENCE TABLE 
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Code: I ,. 111inimal 3 .. moderate P = present N ,. within nor1nal liraits M ,, tissue not present * .. spontaneous death 

. 

2 ,. 111ild 4 "' severe l = lesion present I " tissue section inadequate "'* .. flloribund sacrifice 
T<;" terminal ~acrifice __ 5DMS......:- -pont~~_'!~5 de~t-~/~orih_un_~_:,acri_fi_r,e 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

SKIN (continued) 

Leukemic infiltrates, monocvtic 

Inflammation. dermal 

Exudative crusts 

Epidermal inclusion cvst 

Eoidermal ulceration 

MAMMARY GLAND 
Carcinosarcoma 

Fibroadenoma 
Galactoceles 

C~stic hvoerolasia 

STERNUM 
Bone resorotion and fibrosis, focal 

BONE MARROW 
Leukemic infiltrates, lvmohocvtic 
Leukemic infiltrates, monocvtic 

Myelofibrosis, focal 

C 
0 -~ ~ 
~ w 
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u ~ 
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Code: "' 111iniiul J • moderate P = present N 
2 .. mild t, • severe l 

'~ • tcr~inal s~crifice 
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within nor1al limits M ~ tissue not present * = spontaneous death 
lesion present I • tissue section inadequate ** = moribund sacrifice 

SOMS = ~oerit~n<"O'l", death/morib•rnri 5acrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

SKIN {continued) 
Leukemic infiltrates, monocytic 
Inflammation, dermal 

Exudative crusts 

Epidermal inclusion cyst 
Epidermal ulceration 

MAMMARY GLAND 
Carcinosarcoma 
Fibroadenoma 

Galactoceles 

Cystic hyperplasia 

STERNUM 
Bone resorption and fibrosis, focal 

BONE MARROW 
Leukemic infiltrates, lymphocytic 
Leukemic infiltrates, monocytic 

Myelofibrosis, focal 
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Code: I .. 111iniul 3 .. inoderate P = present N"' within nori,.al li11its 
2 ,. mild 4 .. severe L ,. lesion presen.t 
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" ,. tissue not present * a spontaneous death 
I .. tissue section inadequate •• • moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

SKIN (continued) 
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E~idermal inclusion cyst 
Efidermal ulceration 
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Fibroadenoma IP 
Galactoceles p p 

Cy~tic hyperplasia 2 
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Bone resorption and fibrosis, focal 

BONE MARROW NIL IN IN IN IN IN IL 

Leukemic infiltrates, lymphocytic 
Leukemic infiltrates, monocytic 

M1elofibrosis, focal 2 

Code: I = minimal 3 .. moderate P = present N .. within normal limits H ~ tissue not present 11 
"' spontaneous death 

2 .,, mild 4 " severe L = lesion present I = tissue section inadequate ** = moribund sacrifice 
TS= terminal sacrific!' · SOf.iS =; spontanP,oU~ rie;;th/moribi:nd sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

BONE MARROW 'continued) 
H""ocellular 

TISSUES NOT SPECIFICALLY REnUJRED 

BY PROTOCOL FOR ANY GROUP 
MESENTERY/ABDOMINAL.CAVITY 
Linonranuloma/fat necrosis 

CU TOR AL GLAND 
Carcinoma 
Adenoma 

LYMPH NOOE(S) NOS 
Monoc.,tic leukemia 
Malinnant lvmnhoma 

Carcinoma metastatic clitoral 
L·--hoid h··-ernlasia 

SALIVARY GLAND 
HAROERIAN GLAND 
Leukemic infiltrates- l"mnhoc"tic 

THYMUS 
Malinnant 1---homa 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL REPORT 
F344 Female Rats 
RDX 4D.O mg/kg/day 

ORGAN 
Lesion 

BONE MARROW (continued) 
Hypoce 11 ul ar 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 

MESENTERY/ABOOMINAL CAVITY 
Liooaranuloma/fat necrosis 

CLITORAL GLAND 
Carcinoma 
Adenoma 

LYMPH NODE(S), NOS 
Monocvtic leukemia 
Malianant lvmnhoma 

Carcinoma, metastatic, clitoral 
Lvmnhoid hvnerolasia 

SALIVARY GLAND 
HARDER!Atl GLAND 

Leukemic infiltrates, lymohocytic 

THYMUS 
Malianant lvmohoma 
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3 .. moderate P = present N ,. within normal li111its M ., tissue not present * ,. spontaneous death 
4 "' severe L "' lesion present I ., tissue section inadequate ••,, moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
F lNAL REPORT 
F344 Female Rats 
ROX 40.0 mg/kg/day 

ORGAN 
Lesion 

BONE MARROW !continued! 
Hvnocellular 

TISSUES NOT SPECIFICALLY REOUIRED 
BY PROTOCOL FOR ANY GROUP 

MESENTERY/ABOOMINAL CAVITY 
Linoaranuloma/fat necrosis 

Cl ITORAL GLAND 
Carcinoma 
Adenoma 

LYMPH NOOE(S) NOS 
Monocvtic leukemia 
Malianant lvmnhoma 
Carcinoma, metastatic, clitoral 

Lvmnhoid hvnernlasia 

SALIVARY GLAND 
HARDERIAN GLAND 

Leukemic infiltrates, lvmnhocvtic 

THYMUS 
Malionant lvmnhoma 
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PATHOLOGY APPENOIX G 

STATISTICAL EVALUATION OF HISTOPATHOLOGIC LESIONS 
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Time 

6 mos 

12 mos 

24 mos 

6 mos 

12 mos 

24 mos 

TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY/CARCINOGENICITY STUDY 

OF HEXAHYDR0-1,3,5-TRINITR0-1,3,5-TRIAZINE IN THE MALE 
FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose /ma/ka/dav 

0.0 0.3 1.5 8.0 

Lesion ss ' SDMS ss ' SDMS 55 ' SDMS ss ' SDMS 
' ' ' ' ' ' ' ' 

Spleen, extramedullary hernatopoiesis 

' Present 0 ' 0 0 0 ' ' -- -- -- --
Absent 10 ' 10 10 10 ' -- -- -- --

' ' Present 0 ' 0 0 0 0 ' -- -- --
Absent IO ' 10 10 3 10 ' -- -- --

' ' Present 0 ' 0 0 0 0 0 0 0 ' Absent 38 ' 17 36 19 25 27 29 , 26 ' ' 
Spleen. sinusoidal congestion . 

Present 0 ' 0 0 0 ' ' -- -- -- ' --
Absent 10 10 10 10 ' -- -- -- ' --

' . 
' Present 0 -- 0 -- 0 0 0 ' --

Absent 10 10 JO 3 JO ' -- -- ' --
' • 

Present 0 0 0 0 0 0 0 ' 0 ' Absent 38 17 36 19 25 27 29 ' 26 ' ' 

377 

40.0 
55 ' SDMS ' ' 

6*: 2 
4 ' 3 ' ' ' 
0 ' 0 ' 10 ' 18 ' ' ' 
0 ' 0 ' 4 ' 27 ' ' 

0 0 
10 5 

10* 0 
0 18 

0 0 
4 27 

Time= time of sacrifice 

55 

SDMS 

* 

= scheduled sacrifice 
= spontaneous death or moribund sacrifice during interval following 

last scheduled sacrifice 
= significantly different from control group, p < 0.05 



TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY /CARCINOGENICITY STUDY 

OF HEXAHYDR0-1,3,5-TRIN!TRO-l,3,5-TRIAZlNE lN THE MALE 
FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose /ma/knidav 

378 

o.o 0.3 1.5 8.0 40.0 

Time Lesion ss ' SDMS ss ' SDMS ss ' SDMS ss ' SDMS 
' ' ' ' ' ' ' ' 

Spleen, increased pigment . 
Present 0 0 ' 0 ' 0 6 mos -- ' -- ' -- --
Absent 10 10 ' 10 ' 10 -- ' -- ' -- --

' ' • 
Present 0 0 ' 0 ' 0 0 12 mos -- ' -- ' --
Absent 10 10 ' 10 ' 3 10 -- ' -- ' --

' ' ; . 
24 mos Present 0 3 0 ' 1 7*: 4 11* 4 

Absent 38 14 36 ' 1B 1B ' 23 1B ; 22 ' ' ' ' 
Testicular germinal cell degeneration, unilateral/bilateral 

Present 0 ' 0 ' 6 mos ' -- --
Absent 10 ' ' ·-- 10, ---

' ' 
Present 0 ' 0 ' --12 mos Absent 10 ' J.O ' -

' ---~-- . 
Present 0 ' 0 24 mos ' 0 
Absent 38 ' 16 36 ' ' ' ' 

Time= time of scheduled sacrifice 
SS = scheduled sacrifice 

--
--
0 

19 

• . 
0 ' 0 ' ' -- ' --

10 ' 10 ' ' -- ' --
' ' ' ' 

0 ' 1 0 : ' --
10 ' 2 10 ' ' ' --

' ' ; i 
0 0 0 ' 0 ' 

25 ' 27 29 ' 26 ' ' ' ' 

ss ' ' ' 

0 
10 

' 0 
10 

0 
4 

3 ' ' 7 ' ' ' 
4*: 
6 ' ' ' . ' 

' 0 ' 4 ' ' ' 

SDMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* = significantly different from control group, p < 0.05 

SDMS 

0 
5 

0 
18 

1B* 
9 

0 
5 

4 
15 

0 
27 
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TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY/CARCINOGENICITY STUDY 

OF HEXAHYDRO-l,3,5-TRINITR0-1,3,5-TR!AZINE IN THE MALE 
FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose (mn/kn 'da" 

0.0 0.3 1.5 8.0 40.D 

Time Lesion ss ' SDMS ss ' SDMS ss ' SDMS ss ' SDMS ss ' ' ' ' ' ' ' ' ' ' ' 
Prostate, spermatic granuloma 

7 

Present D ' 2 2 ' l ' 6*' 
' -- -- ' -- ' --

6 mos Absent 10 ' 8 8 ' ' -- -- ' --
' ' 

Present 0 ' 0 l ' 0 
12 mos ' -- -- ' Absent 10 ' 10 9 ' 3 ' -- -- ' ' ' ' 

Present 0 ' 0 0 0 0 ' 0 
24 mos ' ' Absent 38 ' 16 36 19 25 ' 27 ' ' ' ' 

Prostate> suppurative inflammation 

Present 0 ' 0 ' 6 ' -- ' mos Absent 10 ' 10 ' ' -- ' ' ' 
Present 0 ' 0 ' 12 mos ' -- ' Absent 10 ' 10 ' ' -- ' ' ' 

' ' 24 mos Present 0 ' 2 1 ' Absent 38 ' 14 35 • 
' ' ' ' 

Time= time of scheduled sacrifice 

SS = scheduled sacrifice 

. 
-- 0 --
-- 10 --

-- 0 0 
-- 10 3 

** 3 2 7** 
16 23 20 

9 ' 4 ' --
' T 

1 ' 0 ' --
9 ' 10 ' --

' • 
0 ' 0 0 ' 29 ! 26 4 

• 
0 -- 0 

10 -- 10 

0 -- 0 
10 -- 10 

4* 8 0 
25 18 4 

SDMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

1 "'J')C. 

* = significantly different from control group, p < 0.05 

** = significant (p < 0.05) at this interval only when both SS and 
SOMS were combined 

. 

' 

SDMS 

2 
3 

0 
19 

0 
27 

0 
5 

0 
19 

19* 
8 

379 



Time 

6 mos 

12 mos 

24 mos 

6 mos 

TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY /CARCINOGENICITY STUDY 

OF HEXAHYDR0-1,3,5-TRINITR0-1,3,5-TRIAZlNE IN THE MALE 
FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose lmo/knldav 

D.0 D.3 1.5 B.O 

Lesion ss ' SDMS ss ' SDMS ss ' SDMS ss ' SDMS 
' ' ' ' ' ' ' ' 

Kidney, medullary papilla necrosis, unilateral/bilateral 
' 

Present 0 -- D ' -- D ' -- D --
' Absent 10 -- 10 ' ' -- 10 -- 10 --
' T ' 

Present 0 -- 0 ' -- 0 0 0 --
' Absent 10 -- 10 ' -- 10 3 10 --
' ' 7 ' 

Present 0 0 0 ' 1 0 0 0 0 
' Absent 3B 17 36 ' 18 25 27 29 , 26 
' ' 
Kidney, pyelit1s 

' 
Present 0 ' 0 ' 0 0 ' ' 

.. I - - -- -- ' --
... ' IO 10 ' 1 - • -- -- ' --

.. 

Absent l.lJ i' IQ 
-4--------. -· ' -+- .. ---· --·,· 

Present 0 ' 0 ' 12 mos ' 
... 

' Absent 10 ' 10 ' ' -- ' ' ' 
Present 0 ' 0 0 ' 24 mos ' ' Absent 38 ' 17 36 ' ' ' ' ' 

Time= time of scheduled sacrifice 
SS = scheduled sacrifice 

0 0 0 ' -- ' --
10 3 10 ' -- ' ··-

' 
1 0 0 0 ' 1 ' 1B 25 27 29 ' 25 ' ' ' ' 

300 

40.D 
ss ' SDMS ' ' 

0 0 
10 5 

0 15* 
10 4 

' 0 1B* 
4 9 

; 
0 0 ' 10 ' 5 ' ' -----.----
0 ' 1 ' 10 ' 18 ' ' ** ' ** 0 ' 5 '. 
4 ' 22 ' ' 

S0MS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* 
** 

= significantly different from control group, p < 0.05 
= significant (p < 0.05) at this interval only when both SS and 

SDMS were combined 
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TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY/CARCINOGENICITY STUDY 

OF HEXAHYDR0-1,3,5-TRINITRO-l,3,5-TRIAZINE IN THE MALE 
FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose /mnlknldav 

381 

0.0 0.3 1.5 8.0 40.0 

Time Lesion ss ' SDMS ss ' SDMS ss ' SDMS ss ' SDMS ss ' ' ' ' ' ' ' ' ' ' ' 
Kidney, plye1onephritis 

• • 
Present 0 ' D ' D 0 ' 0 ' -- ' -- -- ' --6 mos Absent 10 ' 10 ' 10 10 ' 10 ' -- ' -- -- ' --

' ' ' • • 
Present 0 ' 0 ' 0 0 0 ' 0 12 mos ' -- ' -- ' --
Absent 10 ' 10 ' 10 3 10 ' 10 ' -- ' -- ' --

' ' ' • . • 
Present 0 ' 0 0 ' 0 0 2 l ' l 0 

24 mos ' ' ' Absent 38 ' 17 36 ' 19 25 25 28 ' 25 4 ' ' ' ' ' ' 
Urinary bladder, luminal distention 

. . ' 
Present 0 0 --6 mos Absent 10 10 --

Present 0 0 --12 mos Absent 10 10 --

Present 0 0 0 24 mos Absent 38 16 36 
' 

Time= time of scheduled sacrifice 
SS = scheduled sacrifice 

--
--
--
--

2 
17 

0 ' 0 ' 0 ' -- ' --
10 ' 10 ' 10 ' -- ' --

' ' 
0 ' 0 0 ' 0 ' ' --

10 ' 3 10 ' 10 ' ' --
' ' • 

0 ' l 0 ' 3 1* ' ' 25 ' 26 29 ' 19 3 ' ' ' ' 

SDMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* = significantly different from control group, p < 0.05 

• 

• 

SDMS 

0 
5 

l 
18 

l 
26 

0 
5 

18* 
l 

24 * 
4 



Time 

6 mos 

12 mos 

24 mos 

6 mos 
··-

:J.2 mos 
. 

24 mos 

TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY/CARCINOGENICITY STUDY 

OF HEXAHYDR0-1,3,5-TRINITRO-l,3,5-TRIAZINE IN THE MALE 
FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose lm~ knldav 

o.o 0.3 1.5 8.0 

Lesion ss ' SDMS ss ' SDMS ss ' SDMS ss ' SDMS 
' ' ' ' ' ' ' ' . Urinary bladder, cyst1t1s, hemorrhag1c/suppurat1ve/ 

hemorrhanic - su--urative 
' ' ' 

Present 0 ' -- 0 -- 0 ' -- 0 ' --
' Absent 10 ' -- 10 
' -- 10 -- 10 -·-
' -. • 

Present 0 ' -- 0 ' -- 0 0 0 --
Absent 10 ' 10 ' 

-- -- 10 3 10 --
' • . . 

Present 0 ' 0 0 2 0 1 1 0 
' Absent 38 ' 16 36 17 25 26 28 22 
' ' 

• 
Present ' ' ' ' ' ' Absent ' ' ' ' ' ' ' ' ' ·-• ~-.------·· 

' - ' ' Present ' ' ' Absent ' ' ' ' ' ' ' ' ' - . . ; 
Present ' ' ' ' ' Absent ' ' ' ' ' ' ' ' ' 

Time= time of scheduled sacrifice 
SS = scheduled sacrifice 

ss. 

0 
10 

0 
10 

0 
4 

I 
' _ .. , 

SDMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* = significantly different from control group, p < 0.05 

382 

40.0 

' SDMS ' ' ' 

• 
0 
5 

• 
17* 
2 

18* 
9 

' 

• 

. 

, ')')Q 



Time 

6 mos 

12 mos 

24 mos 

6 mos 

12 mos 

24 mos 

TABLE 
TWENTY-FOUR MONTH CHRONIC TOXICITY/CARCINOGENICITY STUDY 
OF HEXAHYDRO-l,3,5-TRINITR0-1,3,5-TRIAZINE IN THE FEMALE 

FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose Cmo/ko/dav 
0.0 0.3 1.5 8.0 
' ' ' ' lesion ss ' SDMS ss .: SOMS ss ' SOMS ss ' SDMS 
' ' ! 

Lenticular cataracts 

' .0 0 ' 0 Presen 0 -- -- ' -- --
' Absent 10 -- 10 . -- 10 ' -- 10 --. ' ' 

0 0 0 ' 0 Pres en -- -- ' -- --
' Absent 10 -- 10 -- 10 ' -- 10 --
' . . ' 

14 1 4 1 17 ' 3 9 3 Presen ' ' Absent 29 9 41 9 25 ' 9 32 8 
' . . 

Spleen, extramedullary hematopoiesis 

' Presen 0 0 0 -- 0 -- 0 --
Absent 10 1 10 -- 10 -- 10 --

' ' 
Presen 0 0 ·o -- 0 0 0 --
Absent 10 1 10 -- 10 1 10 --. ' 
Pres en' 0 0 0 0 0 0 0 0 
Absent 43 10 45 10 42 12 41 11 . . . 

Time= time of scheduled sacrifice 
SS = scheduled sacrifice 

ss 

0 
10 

0 
10 

23* 
5 

5* 
5 

0 
10 

0 
28 

SDMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* = significantly different from control group, p < 0.05 

383 

40.0 
' ' SDMS 
! 

--
--

' 
0 
7 

' 
9* 

11 . 

--
--

0 
7 

' 
0 

20 



TABLE 

TWENTY-FOUR MONTH CHRONIC TOXICITY /CARCINOGENICITY STUDY 
OF HEXAHYORO-J,3,5-TRIN!TR0-1,3,5-TRJAZINE IN THE FEMALE 

FISCHER 344 RAT 

Statistical Evaluation of Histopathologic Lesions 

Dose (mnlko/dav 

384 

0.0 0.3 1.5 8.0 40.0 
' ' ' Time lesion ss ' SOMS ss ' SOMS ss ' SOMS 
' 

., ! 

Spleen, sinusoidal congestion 

' ' Presen 0 ' 0 0 ' --6 mos ' ' Absent 10 1 10 ' --
' ' 

' Pres en 0 0 0 ' --12 mos ' Absent 10 1 10 ' --
' . 
' Presen 0 0 0 ' 0 24 mos ' Absent 43 10 45 ' 10 
' . 

' ' Pres en ' ' 6 mos ' ' Absent ' ' ! ' -· --· 
12 

24 

' ' Presen ' ' mos ' ' Absent ' ' ! ' 
' ' Present ' ' mos ' ' Absent ' ' ! ! 

Time= time of scheduled sacrifice 
SS = scheduled sacrifice 

--· 

0 --
10 --

0 0 
10 1 

' 
.0 0 
42 12 

' ' ' ' ' - -- . 
' ' ' ' ' -~ 
' ' ' ' ' 

• • ss ' SOMS ss ' ! ' 

' 0 -- 0 ' ' 10 -- JO ' I 
9*l 0 --
1 : 10 --

' 
' 0 0 0 ' ' 41 11 28 ' ' ' 

' 

SDMS = spontaneous death or moribund sacrifice during interval following 
last scheduled sacrifice 

* = significantly different from control group, p < 0.05 

SOMS 

--
--

I 
6 

0 
20 
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!ITRI Project Number L0612l, Study Number 6 
Sponsor Project Number DAMD 17-79-C-9161 

ADDENDUM REPORT OF HISTOPATHOLOGIC FINDINGS 

Methods 
At the request of IIT Research Institute, Hematoxylin-Eosin 

stained sections of selected additional tissues from all experimental 
intervals of a twenty-four month chronic toxicity/carcinogenicity 
study of hexahydro-1,3,5-trinitro-1,3,5-triazine {ROX) were examined 
by light microscopy. This examination was conducted to determine 
the changes, if any, caused in specific tissues by ROX at 0.3 
mg/kg/day, 1.5 mg/kg/day, and 8.0 mg/kg/day dose levels and to 
determine, if possible, a no-effect level for ROX in each sex of 
this species. The specific tissues examined were the eye from female 
rats and the urogenital tissues (urinary bladder and/or prostate, 
seminal vesicles, and epididymis) from male rats of these dose 
levels. Previous examination of these tissues from rats which had 
received 40.0 mg/kg/day ROX and from gross lesions observed at these 
dose levels had revealed the presence of treatment related lesions. 
For most animals these tissues had not been previously examined at 
these dose levels 

A total of 218 eye slides from 217 female rats were received 
on October 12, 1983. The table below indicates the distribution of 
these females by study interval, dose level, and fate. 

ROX LEVEL: 0.3 mg/kg/day 1.5 mg/kg/day 8.0 mg/kg/day 
FATE: SS* 

6 month IS+ and 
0-6 month SDMS 10 

12 month JS and 
7-12 month SDMS 10 

24 month TS++ and 
13-24 month SDMS 42 

*=scheduled sacrifice 
+=interim sacrifice 

SDMS** ss SDMS ss SDMS 

10 10 

10 10 

9 39 13 40 14 

**=spontaneous death/moribund sacrifice 
++=terminal sacrifice 

1 



On October 26, 1983 a total of 212 urogenital slides from 212 
male test rats were received. The table below indicates the 
distribution of these males by study interval, dose level, and 
fate. 

ROX LEVEL: 0.3 mg/kg/day 1. 5 mg/kg/day 8.0 mg/kg/day 
FATE: SS* SOMS** ss SDMS ss SOMS 

6 month IS+ and 
0-6 month SDMS 10 10 10 

12 month JS and 
7-12 month SDMS 10 10 10 

24 month TS++ and 
13-24 month SDMS 36 17 25 27 28 19 

*=scheduled sacrifice 
+=interim sacrifice 

**=spontaneous death/moribund sacrifice 
++=terminal sacrifice 

The "Pathology Report" forms and the appendices which 
accompany this report constitute an accountability of all tissues 
examined for tl1is addendum· report· as well as observations 
previously reported for these tissues. The grading system and 
abbreviations used on the ·;rP'affiolog,Y""Report" forms and in the tables 
are as follows: 

Grade l = minimal severity N = within normal 1 imits 
Grade 2 = mild severity L = 1 esi on present 
Grade 3 = moderate severity M = tissue not present 
Grade 4 = marked severity J = tissue section inadequate 

p = present, no grade = not applicable 

Each appendix presents the findings for one study interval as 
indicated below: 

Pathology Appendix A: Six month JS and 0-6 
month SDMS 

Pathology Appendix B: Twelve month JS 
and 7-12 month SDMS 

Pathology Appendix C: Twenty-four month TS 
and 13-24 month SDMS 

2 
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Within each appendix the following tables may by found (in 
order of presentation): 

Incidence of Lesions Considered to be Treatment Related - Males 
Lesion Incidence Comparison Table - Males 
Histopathology Lesion Severity Incidence Table - Males 
Incidence of Lesions Considered to be Treatment Related Females 
Lesion Incidence Comparison Table - Females 
Histopathology Lesion Severity Incidence Table - Females 

Results: 
he examination of ocular and urinary tract tissues from 

female and male rats respectively of the RDX 0.3 mg/kg/day, RDX 1.5 
mg/kg/day, and RDX 8.0 mg/kg/day groups from the 6, 12, and 24 month 
sacrifice intervals did not reveal any additional treatment related 
findings. The changes observed in the tissues examined for the 
first time in preparation of this addendum report were ascribed to 
naturally occurring disease and in most instances were similar in 
incidence and/or grade to those observed among concurrent control 
animals. Therefore, the conclusions presented in the final report 
dated September 15, 1983 are modified to read: 

11 The no-effect level of ROX in female Fischer 344 
rats under the conditions of the present study was 
8.0 mg/kg/day while the no-effect level of RDX in 
male Fischer 344 rats could not be not determined." 

Other observations: 
-- At the time of the 6 and 12 month histopathologic reports, 
spermatic granulomas observed in the coagulating gland of the test 
males were recorded under prostate. These tissues are in close 
proximity to each other and this lesion frequently obscures the 
exact identity of the tissue of origin. For the final report, this 
lesion was reported under the tissue heading of coagulating gland. 
For purposes of data evaluation in the addendum report, spermatic 
granuloma observed among males of the 6 to 12 month study interval 
were recorded under the tissue heading entitled prostate/coagulating 
gland. 

J) //' ' 
__6-2':___,c::-_~J:.~ 
D.:movan E. Gordon, D. V .M., Ph.D. 
Consultant Histopathologist 
Diplanate, American College 
of Veterinary Pathologists 
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L0612l SN6 INCIDENCE OF LESIONS CONSIDERED TO BE TREATMENT RELATED 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
SIX MONTH INTERIM 
F344 Male Rats 
ROX 0.3 mg/kg/day 

DDENDUM REPORT: table includes 
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L06121 SN6 HISTDPATHOLOGY LESION SEVE":TY INCIDENCE TABLE 
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F344 Male Rats 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
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F344 Male Rats 
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L06121 SN6 
SIX MONTH INTERIM 
F344 Female Rats 
ROX 0.3 mg/kg/day 

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
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SIX MONTH INTERIM 
F344 Female Rats 
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L06121 SN6 
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ROX 8.0 mg/kg/day 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
TWELVE MONTH INTERIM 
F344 Male Rats 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
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F344 Male Rats 
ROX 8.0 mg/kg/day 
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. 
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L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
TWELVE MONTH INTERIM 

>, >, 

"' "' FEMALE F344 RATS -0 -0 

' ' "' "' X • X • w 

' 
V w ' 

V 

ADDENDUM REPORT: table includes 
u 
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< - • • w E ~ - E ~ w 
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TISSUES NOT SPECIFICALLY REQUIRED 
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( ) ,. number of animals for 11hich tiViue was represented 

,.-·· 

>, >, 

"' "' -0 -0 

' ' "' "' X • X 
w 

' 
V w 

' u < u - "' • - "' w E ~ w E 
0 .- 0 - ~ 

V - 0 u C u - - - . - - - ro 
~ 

~ X E ~ X - 0 -0 ~ 0 

"' "' 
11 o I I 1 o I 
0/10 1 /10 

' - 1 ll 
- 1 /1 

I 

' I 

I 

' ' ' ! ! 
' ' ! 

b 

• V w 
< u • -~ w ·- " V 
C - u 

z 
~ 
E ~ 
0 -~ 

I 101 
0/10 

' 
j Ill 
I 111 
: 

i 
I 
' I 

' ' 
' I 

' 
1 

' I 

>, 

"' -0 

' "' X 

' "' E 
0 

0 
~ 

X 
0 

"' 

• 
V 

" " ~ ·-V 
C -
~ 
E 
0 
~ 

171 

o/7 I 

-
-

.., ... 

I 
I 

! 
. 
I 

' ! 
! 

I 
l 
I 



A 

L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
TWELVE MONTH INTERIM 
F344 Female Rats 
ROX 0.3 mg/kg/day 

DllENDUM REPORT: tahlc includes 
prcvlously n•portcd data C 

0 ·- ~ ~ "' ~ .0 

ORGAN <U E 
u ~ 

Lesion uz 
<C 

EYE 

Code: mi11imal 3 = "1od-:rate P ,, present 

2 = mi Id 4 " severe 
,-. ' - interim sacrifice 
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SOMS ~ spontaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Female Rats 
ROX 1. 5 mg/kg/day 

)DENDUM REPORT: 
previously 

ORGAN 
Lesion 

EYE 

Code: ,. 111inimal 
2 ~ mild 

, 

table includes 
reported clnta C • 0 • •r ~ ~ ~ m ~ a:, .,,. ~ m - .,,. .,,. 
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L06121 SN6 HI STOPATHOLOGY LES ION SE VER !TY I NC IOENCE TABLE 
TWELVE MONTH INTERIM 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ADDENDUM REPORT: tahle includes 
previously reported data 

ORGAN 
Lesion 

EYE 
Lens. cataract 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 
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Oacryoadenitis, unilateral 
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ADDENDUM TO FINAL HISTOPATHOLOGY REPORT 
OF A TWENTY-FOUR MONTH CHRONIC 

TOXICITY/CARCINOGENICITY STUDY OF 
HEXAHYDRD-l,3,5-TRINITRD-l,3,5-TRIAZINE (RDX) 

IN THE FISCHER 344 RAT 

NOVEMBER 7, 1983 

!!TRI PROJECT NUMBER L0612l 
STUDY NUMBER 6 

Donovan E. Gordon, D.V.M., Ph.D. 
Consultant Histopathologist 
Diplomate, American College 
of Veterinary Pathologists 
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L06121 SN6 INCIDENCE OF LESIONS CONSIDERED TO BE TREATMENT RELATED 
FINAL INTERIM 

>, >, >, 
m m m 

MALE F344 RATS 'O 'O 'O - - -"' "' "' -'" • -'" • -'" • • - u • - u • - u 

ADDENDUM REPORT: table 
u 
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L06121 SN6 LESION INCIDENCE ~OMPARISON TABLE 
FINAL INTERIM 

MALE F344 RATS 

ADDENDUM REPORT: table includes 
previously reported data 

ORGAN 
Lesion 

URINARY BLADDER 

Transitional cell carcinoma 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Cystitis. suppurative 

Cystitis, hemorrhagic-suppurative 
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L0612l SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL INTERIM 

>, >, 
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MALE F344 RATS " " ~ ~ 
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0 C 0 C 

ADDENDUM REPORT: tahle 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Male Rats 
ROX 0.3 mg/kg/day 

)OENDUM REPORT: table includes 
previously reported data 

ORGAN 
Lesion 

URINARY BLADDER 

Leukemic infiltrates, lvmohocvtic 

Leukemic infiltrates, monocvtic 

Cystitis, hemorrhaqic-sunnurative 

Distention, luminal 

PROSTATE 

Leukemic infiltrates, lymphocytic 

Hyperplasia, adenomatous, focal 

Inflammation, chronic-active 

Microabscesses 
Inflammation, suppurative 
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Code: 1 " minimal 
2 = mild 

3 = moderate P = present N ~ within normal limits M = tissue not present * " spontaneous death 
4 " severe l " lesion present I = ti!'>sue section inadequate ** 3 moribund sacrifice 

TS" terminal sacrifice SOMS" soontaneous deat.h/~oribuod sacrifice 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Male Rats 
ROX 0.3 mg/kg/day 

DDENDUM REPORT: table includes 
previously reported data 

ORGAN 
Lesion 

UR I NARY BLAODER 
Leukemic inf i 1 trates. l vmohocvt i c 

Leukemic infiltrates monocvtic 
Cvst iti s, hemorrhaoi c-sunnurat i ve 

Distention, luminal 

PROSTATE 
Leukemic infiltrates, 1vmohocvtic 

Hvnerolasia, adenomatous, focal 
Inflammation, chronic-active 

Microabscesses 
Inflammation, suppurative 

" 0 ·~ ~ 
~ "' ~D 
<U E 
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Code: minimal 
mild 
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' 
moderate P = present N 

2 severe L 
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within normal limits M = tissue not present 
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SOMS 

I ., tissue section inadequate 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Male Rats 
ROX 0.3 mg/kg/day 

JOENDUM \D REPORT: table includes 
~ 

previously reported datn 0 
·~ ~ 
~ ru 
~ .0 

ORGAN ru E 
u ~ 

Lesion uz 
<( 

URINARY BLADDER 

Leukemic infiltrates, lvmohocvtic 
Leukemic infiltrates, monocvtic 

Cystitis, hemorrhaqic-sunnurative 

Distention, luminal 

PROSTATE 

Leukemic infiltrates, lymphocytic 
Hyperplasia, adenomatous, focal 
Inflammation, chronic-active 

Microabscesses 

Inflammation, suppurative 

Code: minimal 
mild 

J 

' 
moderate P = present N 

2 severe L 
TS = terminal sacrifice 
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within normal liITTits M = tissue not present 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL INTERIM 
F344 Male Rats 
ROX 1.5 mg/kg/day 

DDENDUM REPORT: 
previously 

ORGAN 
Lesion 

URINARY BLADDER 

table includes 
reported data 

Leukemic infiltrates lvmnhOC"tic 

Cvstitis hemorrhanic-su~~urative 

C 
0 ·- ~ 
~ "' 
~ .0 
w E 
u ~ 
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<( 

Lvmnhoid a--renates submucosal, focal 
Distention- luminal 

Code: 1 " mini111al J " moderate P ,. present 

2 " mi Id 4 G severe 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Male Rats 
ROX 1.5 mg/kg/day 

1)1)1':NllllM REPORT: t:ihl c' incl 11dc,:; C 
--- ---p-rl'VlOL!Sl y reported data 0 ·- ~ 

~ "' ~ .0 

ORGAN w E 
u ~ 

Lesion uz 
« 

URINARY BLADDER 
Leukemic infiltrates l vmnhocvt i c 

Cvstitis. hemorrhaaic-sunnurative 

Lvmnhoid annrenates 

Distention. luminal 

Code: = minimal 
2 ~ mild 

3 
4 

submucosal. focal 

moderate P = present N 

severe l 
TS ~ terminal sacrifice 

I I I ! I I ,, • • • • • • • • 0, -,"I"' NIM "' - ~ - ~ 0 ~ 0, 

"' lx;i~ ~ ~ 00 - N N M M q q q 

"' "' "' "' "' ro "' "' "' "' "° I "° \D I lO \0 "' "' "' "' "' "' "' "' ' I t I I ; j I ' ' ' ' ' ' ' ' g 0 0 0 0 0 0 0 0 0 0 0 0 0 
co,,oo co1co·oo "' "' "' "' ro "' ro "' ' .. 

N N N N N N N N N N N N N N 

' 

I 

I 

. ' i ~..----·- ' 

within 
lesion 

I 

' " ' u. 
' ' normal li111its: 

I 

M = tissue not present 
1· = tissue section inadeQuate 

• ~ ~ 

"' "' ' 0 

"' 
N 

present 
SDMS ~ sp~ntaoeous rleath/moribund sacrifice 

. I 

' ' • • • • ' • q - "' 0, "' "' "' - - N 

"' "' "' "' "' "' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 
N N L N N 

p 

• ~ spontaneous death 
•• = moribund sacrifice 

continucrl 

next Pil']C 

.. 
<> 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Male Rats 
ROX 1.5 mg/kg/day 

DENDUM REPORT: 
previously 

ORGAN 
Lesion 

URINARY BLADDER 

table includes 
reported data 

C 
0 
•r ~ 

~ " 
~ .c 
o, E 
u ~ 
uz 
« 

Leukemic infiltrates, lvmohocvtic 

Cvstitis, hemorrhanic-sunnurative 

lvmohoid annreoates. submucosal, focal 

Distention. luminal 

Code: ~ minimal 
2 "' mild 

3 = moderate P " present 

4 = severe 
TS "' terminal sacrifice 

• • • • • • • • • • • • • • • • • • • • • • • • .., 
"' 0 N ~ m - "' ~ 00 00 0 .., .., ~ ~ ~ ~ "' "' "' "' ~ 00 

00 00 00 00 00 00 00 00 00 00 00 00 

"' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' g 0 0 0 0 O• 0 0 0 0 0 0 
00 00 00 00 00 00 00 "' "' "' "' 

N N L N N N N N N N N N 

4 

p 

N ~ within normal limits ~ = tissue not present 
L lesion presl!nt 

SOMS 
I 5 tissue section inadequate 

= spontaneous death/moribund sacrifice 

• = spontaneous !•: 1th 

**"moribund sa,.r1fice 

• u 
C 

• 
~ . 
u 
c 
~ 

0/25 

0/25 

l/25 

0/25 

• u 
C • 
~ .• 
u 
C -
~ 
~ 

0 
~ 

I 
_l 172._j 
l/27 I 
0/27 • 

~~7 ·1 ~-
-· 

., ... 



A 

L06121 SN6 HI STOPATHOLOGY LES ION SEVER I TY I NC lOENCE TABLE 
FINAL INTERIM 
F344 Male Rats 
ROX 8.0 mg/kg/day 

DDENDUM REPORT: table includes 
previously reported data 

ORGAN 
Lesion 

URINARY BLADDER 

Cystitis, suppurative 

Lymphoid aggregates, submucosa 1 , 

Distention, luminal 

Mucosal hyperplasia 

C 
0 -~ - "' 0 N M 
~ "' ~ "' "' "' ~ .n °' °' °' °' w E "' "' "' "' u ~ 

' ' ' ' uz 0 0 0 0 « 
"' "' "' "' 
N L N N 

focal 1 

' 

' 

__ , - -· 
• ' ' 

"'IM ~ "' "' ~ °' N 

"' "' ~ ~ "' "' "' °' °' °'' °' °' °' °' °' °' "' "' . "' "' "' "' "' "' ' . ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' 
N N N N N L N N 

1 

' i 
: 

i 

! 

17 
!-r 

' 

. 

M ~ "' ~ "' "' °' -°' °' °' °' °' 0 0 -°' °' °' °' °' 0 0 0 

"' "' "' "' "' ~ ~ ~ ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 
00 00 "' "' "' "' "' "' 
N L N N N N N L 

2 

1 

Code: = minimal 3 ,. moderate P = present n ., within 11ormal limits H ,. tissue not present * = spontaneous death 
2 = mild 4 = severe L = l'!sion present I "tissue section inadeQuate **=moribund sacrifice 

TS= termin;iJ sacrific" SOMS spontaneous death/noribund sacrifice 

continued 

flex t p<HJC 

.. ., 



L06 l 2 l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Male Rats 
ROX 8.0 mg/kg/day 

DDENDUM REPORT: table includes 
C 

previously reported data 0 
•- L 
~ "' ~D 

ORGAN a, E 
u ~ 

Lesion uz 
<( 

URINARY BLADDER 
Cystitis, suppurative 

Lymphoid aggregates, submucosa1, focal 

Distention, luminal 

Mucosa l hyperplasia 

Code: l = minimal 3 = moderate P "' present 
2 = mild 4 m severe 

. " -., i" ..-·. ·ri r· 

... ~ ro m M m - - - - N N 
C, 0 0 0 0 0 
~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' 0 C, 0 0 0 0 ro ro ro ro ro ro 

N N N L N N 

2 

N ~ within normal limits 
L ~ lesion present 

---- "-"J•_A_ 

< 

• • • • • • C, - N - m C, m - m 
M M M .,, .,, 

~ ~ ro ro 
0 0 0 m m m m m m 
~ ~ ~ .,, .,, .,, .,, .,, .,, 
' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 ro ro ro ro ro ro ro ro ro 

N N N N N N M N N 

H = tissue not present 
I ,, tissue section inadequate 

nr~•r '1th/,,,,.~=.1.11nd ~,,._~>Fice 

• • • • • • C, - m .,, .,, 
m N N N .,, 
m 0 0 0 m .,, ~ ~ ~ .,, 
' ' ' ' ' 0 0 0 0 0 ro ro ro ro ro 

L M L L M 

p p p 

* • spontaneous death 
** s moribund sacrifice 

continued 

next paqe 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Male Rats 
ROX 8.0 mg/kg/day 

IDENDUM REPORT: 
previously 

ORGAN 
Lesion 

URINARY BLADDER 

table includes 
reported dota ~ 

0 
•r ~ 
~w 
~~ 

WE 
u ~ 
uz 
« 

Cvstitis, sunnurat i ve 

Lvmohoid annreaates, submucosal, focal 

Distention, luminal 

Mucosal h"ner• lasia 

Jde: l "' minimal 
2 "' mild 

3 = moderate P "' present ~ 
4 " severe L 

lS "' terminal sacrifice 

I 
• • • • • -t< I .,c • • • • • • • • • • • • • .:;c j .;: • • • • • • • • 
N ~ ~ N "' 0 - N ~ 0 N M 0 ~ "' ~ ~ ~ "' "' 0 0 0 0 - - - N N N 
m m m m m 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' 
N N M N N N .. N N N N N . N N N N 

: 
I -'--· . 

i ' 
' 

! 

' ! I 
' i 

' 

within normal limits M"' tissue not present •=spontaneous death 
lesion present I a tissue section inadequate •• D moribund sacrifice 

SDMS : spontaneous death/moribund sacrifice 

• u 
C • 
~ 
a 
u 
~ 
~ -

1/29 

3/29 

0/29 

1/29 

• u 
C 

• 
~ 
.a 
u 
C -
~ 
~ 
0 
~ 

0/22 

0/22 

3/22 

0/22 

,. 
0 



L06121 SN6 INCIDENCE OF LESIONS CONSIDERED TO BE TREATMENT RELATED 

FINAL INTERIM 
~ 

>, 

"' FEMALE F344 RATS -0 -0 

' ' m • m • "" "" • ' 
u • ' 

u 
u C u C 

ADDENDUM REPORT: table includes C ~ • C m • • u • E u 

Previously 
u ·- u ·-reported data ·- 0 

u ·- u 
u C u M C 
C . - C . -- 0 - 0 w w 

IRGAN ~ X 
~ ~ X 

~ - 0 - 0 
0 ~ 0 ~ 

Lesion "' "' 
.YE (43) ( 10) (45) ( 10) 

Lens, cataract 14/43 l /10 4/45 l / l 0 

Lens-induced inflammation 0/43 1/10 0/45 0/10 

Degeneration, retinal 11 /43 0/10 4/45 0/10 
i 

. 

de: TS ~ terminal sacrifice SOHS ~ spontaneous death/moribund sacrifice 
= not applicable ( ) ~ number of animals for which tissue was represented 

~ 
-0 

' m 
"" • u ' C m • E u 

·" u "' C - -~ 
X - 0 

"' 
(42) 

17/42 

4/12 

8/42 

I 

' ' 

H 
d 

• u 
C 

• u ·-u 
C -

w 
~ 
0 
~ 

( 12) 
3/12 

0/12 

2/12 

>, 
>, "' "' -0 
-0 ' ' m 
m "" • "" • ' • u • u 

u ' C u m C 
C m • C E • • E u • u 

u ·- u 0 ·-·- u ·- u 
u 0 C u C 
C - C 0 -- 00 - tj' 

w w 
~ ~ ~ ~ - X 0 - X 0 

0 w 0 ,n 

"' "' 
(41) ( 11 ) (28) (20) 
9/41 3/ ll I 23/28 9/20 

0/41 0/ ll 9/28 2/20 

8/41 2/11 10/28 2/20 J 

! I 
' 

i 
' 
i 
I 

' 

~ 
I 

! 
' 
i 

' ' 
~ 
I I 

I 

! '! 

i i 
.. -



L0612l SN6 LESION INCIOENCE COMPARISON TABLE 
FINAL INTERIM 

>, >, 
~ ~ 

FEMALE F344 RATS -0 -0 - -"' • "' • • X u • X u • u - C u - C u 

\DDENDUM REPORT: tahlc lncludcs C "' • C "' • C 

• E ~ • E ~ • 
~ ·- ~ ·- ~ 

'previously reported data ·- u ·- u ·-u 0 C u M C u 
C - C - C - 0 - 0 -~ ~ 

ORGAN ~ E ~ 
X 

E ~ - X 0 - 0 -0 ~ 0 ~ 

Lesion "' "' 
:YE (43) f I lo) ! !45) I l O) (42) 

Leukemic infiltrates, lymphocytic 0/43 0/10 ! 0/45 l/10 0/42 

Keratitis, chronic 2/43 0/10 l/45 0/10 0/42 

Lens, cataract , 14/ 43 l/10 4/45 l/10 17 ;,12 

Lens-induced inflammation i 0/43 l/10 , -0/ 45 0/10 4/-12 

Deaeneration, retinal 11/43 0/10 4/45 0/10 8/42 

Phthisis bulbi l /43 0/10 l/45 0/10 0/42 

Cyst. choroid 0/43 0/10 l/45 0/10 0/42 

rISSUES NOT SPECIFICALLY REQUIREO 

BY PROTOCOL FOR ANY GROUP 

HARDERIAN GLANO - - (3) - I 2 l 
Leukemic infiltrates. lymphocytic - - 0/3 - 0/2 

Leukemic infiltrates. monocytic - - 0/3 - i 0/2 
Dacryoadenitis - - 3/3 - i 2/2 

' ' 
i 

' ! 
' ; I 

D 
TS = terminal sacrifice SDMS = spontaneous death/moribund sacrifice 

= not applicable ( ) = number of animals for which tissue was represented 

~ >, 
~ 

-0 -0 - -"' • "' X u • X - C u -"' • C "' E ~ • E ·- ~ 
u ·-"' C u 0 - C - - ro 
~ 
E ~ 

X 0 - X 
0 ~ 0 

"' "' 
I 12) (41) 

0/12 0/41 

0/12 l /4 l 

3/12 9/41 

0/12 0/41 

2/12 8/41 

0/12 l/41 

0/12 . 0/41 

; 

- (2) 

-
-

i 012 I 
'in' ., u 

- l /2 

. 
I 

I 

' l 

• u • 
C u 
• C 
~ • ·- ~ 
u ·-C u - -= ~ 

E ~ 

0 --
I l ll l (28) 
0/11 ! l/2B 

0/ll 6/28 

3/l l 23/28 

0/ ll ' · 9/28 

2/ l 1 10/28 
l /l l · I l/28 
0/l l ! 0/28 

i 

' ' 
; ! 

' ! - . ' -
' - ' I -

- ' i -
-

; 

I 
! 

~ 
-0 -"" X • - u 

"' C 
E • ~ 

0 ·-u 
C 

0 -rj" 
~ 

X 
E 
0 

0 ~ 

"' 
120) 

0/20 
2/20 . 

9/20 I 
2/20 I 

2/20 

l.Q!_?_O_ 
0/20· 

---

I l) . 

l /1 

0/l 

0/1 

.. ., 

I 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Female Rats 
ROX 0.3 mg/kg/day 

DDENDUM REPORT: table includes 
previously reported data 

ORGAN 
Lesion 

EYE 
Leukemic infiltrates, lymphocytic 

C 

" ·~ ... 
~ ID 
~ .0 
ID E 
u " uz 

c,: 

Keratitis, chronic, focal/mu1tifocal, 

unilateral 

Lens, cataract, unilateral/bilateral 
Degeneration, retinal, unilateral/ 

bi 1 at era 1 

Phthisis bulbi, unilateral 

Cyst, choroid 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 

HAROERJAN GLAND 
Oacryoadenitis, unilateral/bilateral 

Code: 1 = minimal J ,. moderate P = present 
2 = mild t, = severe 

TS,= J..e.rmin.al.. ~~crif_irP 

... "' M M 
c-. c-. 

"' "' ' ' 0 0 

"' "' 
NN NN 

N "' within 
L = l<?sion 

~ 0 - N M "' c-. "' - M ... "' c-. "' ~ 0 N "' M ... ... ... ... ... ... ... m m m m m m m "' "' "' c-. c-. c-. c-. c-. c-. c-. c-. c-. c-. c-. c-. c-. c-. c-. c-. c-. c-. 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 g 0 0 g g 0 0 0 0 0 g 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' 
NN NL NN NN NN NN NN NN NN NN NN NN NN NN NI NN NN NL 

p p 

2 

L L 
1 2 

' 

normal liITTits M " tissue not present * = spontaneous death 
present I = tissue section inadequate *• = 111oribund sacrifice 

JiO~S = s.onnt._an~ous dP,_ath/~q_r_ibund _sacri.Fice 

continued 

next Pil']e 

.. 
c., 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Female Rats 
ROX 0.3 mg/kg/day 

oNDUM Re PORT: tahl.e includes 
previously reported data 

ORGAN 
Lesion 

EYE 
Leukemic infiltrates. lymphocytic 

C 
0 -~ ~ 
~ ru 
~n 
ru E 
u ~ 
uz 
<C 

Keratitis, chronic, focal/rnultifocal, 

unilateral 
Lens, cataract, unilateral/bilateral 

Degeneration, retinal, unilateral/ 

bilateral 

Phthisis bulbi, unilateral 

Cyst, choroid 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 

Code: 

HARDERIAN GLAND 
Oacryoadenitis, unilateral/bilateral 

"' minimal 
2 .. mi Id 

3 

' 
moderate P "' present N 

severe l 
IS ~ terminal sacrific~ 

I ! 
I ro ~ O'I O N Ml _,:,, "' 0 ... ~ ro 0 - N 

"' <.0 I'--- r--. t-,. ! ;--.. I r--. ~ ro ro ro ro "' "' "' ~ ~ ~ ~ ~ ~ ~ ~ ~ r-- r--. r-- r--1 :-. I r-. 

"' <.D <.D <.D <.D u:, ! <D "' "' "' "' "' "' "' "' ' I I t 1 I I I ' ' ' ' ' ' ' ' 0 0 O•O O O 0 0 0 0 0 0 0 0 0 
00 CO OOl COi CO' 00 CO ro ro 00 00 00 ro 00 ro 

! I • .. , I ----~-
~----1 

LM LM NN NN 'Ni: ,1:;\ !~N NN NN LL NN NL LL NN NN . 

. ; L. ~ 

' \ . ' 
3 

• . ,,. ' 
p p 

2 2 3 

p 

p 

I 

' ' 
L 

3 

'u_ .. 
II i ! 

' 

. 

within no·rmal rimits M "' tissue not present 
lesio~ present I ~ tissue section inadequate 

• S0l1S ~ spontaneous d~;ith/morihund sacrifice 

M ... ~ "' ~ "' "' "' "' "' ~ ~ ~ ~ ~ "' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 
ro ro 00 00 ro 

NN NN NN NN NN 

* ~ spontaneous death 
** ~ moribund sacrifice 

continued 
ne~ t page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL INTERIM 
F344 Female Rats 
ROX 0.3 mg/kg/day 

DDENDUM REPORT: table includes 
----p-reviously reported data 

ORGAN 
Lesion 

EYE 
Leukemic infiltrates, lymphocytic 

C 
0 
•r ~ 
~ ., 
~D 
<> E 
u ~ 
uz 
« 

Keratitis, chronic, focal/multifocal, 

unilateral 
Lens, cataract, unilateral/bilateral 

Degeneration, retinal, unilateral/ 

bi 1 atera 1 

Phthisis bulbi, unilateral 
Cyst, choroid 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 

Code: 

HAROERIAN GLAND 
Oacryoadenitis, unilateral/bilateral 

l ,. 111iniinal 
2 ,. mild 

3 " moderate P = present 

4 = severe 
TS ~ terminal sacrifice 

• • • • • • • • • • • • • • • • 
"' - M st ~ N - "' 0 ro st "' - ~ N 

"' 0 0 0 0 ~ ~ ~ al M st st "' ~ 0 
~ ro ro ro ro ~ ~ ~ ~ ~ ~ ~ ~ ro 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' al al 0 al 0 0 0 al al 0 0 0 0 al 0 
ro ro ro ro ro ro ro ro ro 

NN NN NN NN NN NL LL NN NN NN NN NN NN NN NN 
p 

p 

N = within 11ort11al limih M = tissue not present 
l I ~ tissue section inadequate lesion present 

SDMS = spontaneous death/moribund sacrifice 

• 
0 
C • 
~ 

" 0 

c 
~ -

0/45 

1/45 

4/45 

4/45 
1/45 
1/45 

* • spontaneous death 
** ~ moribund sacrifice 

3/3 

•• 
0 
C • 
~ ·-0 

C -
~ 
~ 

0 
~ 

1/10 

0/10 

l /10 

0/10 

G/IO 

0/10 

-

.. 
u, 

, 



L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ADDENDUM REPORT: table includes 
previously reported data 

ORGAN 
Lesion 

EYE 

C 
0 
-- L 
~ <V 
~~ 

w E 
u ~ 
uz 

""' 

Lens, cataract, unilateral/bilateral 

Degeneration, retinal, unilateral/ 

bilateral 

Lens-induced inflammation, unilateral/ 

bilateral 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 

HARDERIAN GLAND 
Oacryoadenitis, unilateral/bilateral 

M .,,. ~ 00 "' cc cc cc cc cc 
cc cc 00 00 00 

"' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 
00 00 00 00 00 

NN NN NN NN NL 
p 

' 

- = "' - N .,,. = "' "' "' 0 0 0 0 
00 00 00 "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 
00 cc 00 00 00 cc 00 

NL NL LL LL LL NN NN 
p p p p p 

2 3 

p 

' 

; 

I 
I I 
' . 

"' 00 "' 0 M .,,. 0 N 
0 0 0 - - - N N 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 
cc 00 00 00 00 00 00 00 

NN NM NL NN NN LL NN NN 
p p 

3 

' 

Code: minimal 
2 = mi Id 

3 ,. moderate P = present N = within normal liiriits H = tissue not present * = spontaneous death 
4 severe l = l'!sion present I = tissue section inadequate ...., " 111oribuRd sacrifice 

TS = terminal sacrific'! SOHS = spontaneous death/moribund sacrifice 

continurd 
neit pilqe 

.. 
0, 



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ADDENDUM REPORT: table includes 
previously reported data 

ORGAN 
Lesion 

EYE 

C 
0 -~ ~ 
~ w 
~D 
WE 
u ~ 
uz « 

Lens, cataract, unilateral/bilateral 

Degeneration, retinal, unilateral/ 
bi 1 at era l 

Lens-induced inflammation, unilateral/ 
bilateral 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 

HARDERJAN GLAND 
Dacryoadenitis, unilateral/bilateral 

M 
N 

"' "' ' 0 
a, 

NN 

.,,. 
"' ~ "' N N N N 

"' "' "' "' "' "' "' "' ' ' ' ' 0 0 0 0 a, a, a, a, 

NN LL LL NL 
p p p 

2 2 3 

p 

- N M ~ a, 0 N M 
M M M M M .,,. .,,. .,,. 
"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 
a, a, a, a, a, a, a, a, 

NL NN NN NL LM LM NL NN 
p p p p p 

2 3 

2 p 

L L 
l 2 

~ "' ~ "' - N M .,,. .,,. .,,. .,,. 
~ ~ ~ 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 
a, a, a, a, a, a, a, 

NN NN NN NN NN NN NN 

Code: 1 = 111i11imal 
2 ,. mild 

3 = moderate P = present ~ ,. within normal limih H ,. tissue not prese11t * = spontaneous death 
4 = severe L = lesion present I ,, tissue section inadequate ** ., moribund sacrifice 

1s_,, __ tJ1rmiM.l s.acrifir_., -~- 5DM5 = s.oon_l;aneQus death/morihund sacrifice 

continued 
next paqe 

,. 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ADDENDUM REPORT: table includes 
previously reported data 

ORGAN 
Lesion 

EYE 

Lens, cataract, unilateral/bilateral 

Degeneration, retinal. unilateral/ 
bi 1 at era l 

C 
0 ·~ ,._ 
~ ru 
~D 
ru E 
u ~ 
uz 
<( 

lens -induced i nfl ammat ion, uni l atera 1 / 

bi 1 ;itera l 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FDR ANY GROUP 

Code: 

HARDERIAN GLAND 

Dacryoadenitis, unilateral/bilateral 

,. mini11al 

2 " mi Id 
3 '" moderate P .. present ~ 

4 " severe L 
TS~ terminal sacrifice 

• u 
C 

• 
~ 

• • • • • • • • • • • • • • • • • • • • 
"' ~ 0 M ~ ~ "' M 0 - N 00 0 "' 

-u 
c 

~ ~ "' 0 - ~ 00 "' 0 - - N M M 

"' "' 00 "' "' "' 00 00 "' "' "' "' "' "' ~ 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' 6 ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 
00 00 00 00 00 00 00 00 00 00 00 00 00 00 

LI NN NN LL NN NN LL NN NL NN NN NN NN NN 
p p p p 17/42 

2 3 [:/42 

4/42 

l 

2/2 

within normal limits M n tissue not present * ~ spontaneous death 
lesion present I " tissue section inadequate ** c moribund sacrifice 

SOMS ~ spont~neous death/moribund sacrifice 

• u 
C 

• 
~ ·-u 
C -
~ 
~ 

0 
~ 

3/12 

2/12 

0/12 

-

.. ., 



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ADDENDUM REPORT: table includes 
previously reported data 

ORGAN 
Lesion 

EYE 

" 0 -~ ~ 
~ " 
~~ 

" E u ~ 
uz 

"" 

Keratitis, chronic, focal/multifocal 
uni l atera 1 

Lens, cataract, unilateral/bilateral 

Deaeneration, retinal, unilateral/ 
bilateral 

Phthisis bulbi, unilateral 

TISSUES NOT SPECIFICALLY REOUIRED 
BY PROTOCOL FOR ANY GROUP 

HARDERIAN GLAND 

Leukemic infiltrates, monocvtic 
Dacryoadenitis, unilateral/bilateral 

M = ~ M M M 
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NN NN NN 

a) ~ 0 N M st ~ N 
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Code: J " moderate P = present N = within normal limits 11 .. tissue not present 

st ~ = ~ 0 0 
~ ~ 

' ' 0 0 ro ro 

NL NL 

p p 

3 2 

1 ~ minimal 
2 • mi Id 4=severe L= I K tissue section inadequate 

"' ~ 
0 
~ 

' 0 ro 

NI 

lS = terminal sacrifice 
lesion present 

S011S = ~ont_aneous death/moribund sacrifice 

~ a) 0 - N 
~ ~ "' "' "' 0 0 0 0 0 
~ ~ ~ ~ ~ 

' ' ' ' ' 0 0 0 0 0 ro ro ro ro ro 

NN NN LL NL NN 

p p 

2 2 

* = spontaneous death 
** = moribund sacrifice 
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06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
INAL INTERIM 
344 Female Rats 
DX 8.D mg/kg/day 

DENDUM REPORT: table includes 
previously reported clnla 

JRGAN 
Lesion 

EYE 

~ 
0 -~ ~ 
~ ~ 
~D 
~ E 
u " uz 
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Keratitis. chronic focal lmultifocal 

uni l atera 1 

Lens. cataract. unilateral/bilateral 

Deaeneration. retinal unilateral/ 

bilateral 

Phthisis bulbi. unilateral 

TISSUES NOT SPECIFICALLY REQUIRED 

BY PROTOCOL FOR ANY GROUP 

de: 

HARDER!AN GLAND 

Leukemic infiltrates. monocvtic 
Oacrvoadeniti s 

1 = 1Rinimal 
2 ., mild 

J 

' 

unilateral/bilateral 

moderate P = present . N 
severe l 

TS= terminal sacrifice 
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i p p p 
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' ' 
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' i I • 

l ; l 
M = tissue not present normal limits 

presf!nt I = tissue section inadequate 
spontaneous death/moribund sacrifice SOMS ": 
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m m m m D 
D D D D -~ ~ ~ ~ ~ ' ' ' ' ' D D D D D 
co ro ro co ro 

NN NN NM LL rm 

p 

3 
p 

L 
p 
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* ~ spontaneous death 
** ~ ~oribund sacrifice 
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L0612l SN6 
FINAL INTERIM 
F344 Female Rats 
ROX 8.0 mg/kg/day 

HlSTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

\DDENDUM REPORT: A table includes 
previously reported data C • • • • • • • 0 • • • • • • • • • • • • • • ·- ~ ~ .,,. "' N ~ "' M ~ "' M "' - ~ .,,. "' ~ ru 0 ~ ~ co co co 0 0 M ~ ~ ~ ~ co "' ~ .0 - 0 0 0 0 0 - - 0 0 0 0 0 0 0 

ORGAN ru E ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ u ~ 
' ' ' ' ' ' ' ' ' ' ' ' ' ' ' Lesion uz 0 0 0 0 0 0 g g g g 0 g g 0 0 

<( co co co co co co co co co 

EYE LL LL Ml ll NN NN I I NN NN NN NN NN LM NN LI 
Keratitis, chronic, focal/multifocal, 

uni 1 ateral 

Lens, cataract, unilateral/bilateral p p p p 

Degeneration, retinal, unilateral/ 

bilateral 2 3 3 
Phthisis bulbi, unilateral p 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 

HARDERIAN GLAND 
Leukemic infiltrates, monocytic 
Dacryoadenitis, unilateral/bilateral 

Code: 3 ,. moderate P"' present ff= within normal limits M = tissue· not present 1 ,. minimal 
2 "' ,iild 4 = severe L "' lesion present I "' tissue section inadequate 

TS H terminal sacrifice SOMS = spontaneous death/moribund sacrifice 
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* = spontaneous death 
** = 111oribund sacrifice 
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