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QUALITY ASSURANCE STATEMENT 
L6121 SN 7 

Necropsy and h i s to logy  procedures were inspected on January 1, 
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FINAL PATHOLOGY REPORT 
o f  Twenty-four Month Chronic Toxi c i  ty-Carcinogenici  t y  

Study o f  Hexahydro-1,3,5-trinitro-1,3,5-triazine 
(RDX) ' i n  B6C3F1 Hybr id  Mice 

MATERIAL AND METHODS 

I n  accordance w i t h  the  amended experimental p ro toco l  gross and h i  s to -  
pa tho log ic  examinations were performed on organs and t issues o f  B6C3F1 
h y b r i d  mice f o r  I I T R I  P r o j e c t  L6121, Study Number 7. 

The mice were d i v ided  i n t o  f i v e  groups, each cons i s t i ng  o f  85 males 
and 85 females. Four o f  t he  f i v e  groups were each t rea ted  w i t h  d i f f e r e n t  
doses o f  HEXAHYDRO-1,3,5-TRINITRO-1,3 &TRIAZINE (RDX) f o r  twenty-four 
months. The mice o f  the  f i f t h  group d i d  n o t  rece ive  RDX and d i d  serve 
as a c o n t r o l  group. The group number, treatment, number o f  mice per group, 
and the  corresponding dose l e v e l s  a re  o u t l i n e d  below. 

Treatment Dose Level 
Group Treatment Number o f  Males - Number o f  Females mg/kg/day 

I - 85 85 0.0 

I I RDX 85 85 1.5 

I 1 1  RDX 85 85 7.0 
L 

I V  RDX 85 85 35.0 

V RDX 85 85 175.0/100* 

* Due t o  h igh  m o r t a l i t y ,  dose l e v e l  o f  175 mg/kg was reduced f o r  
bo th  sexes t o  100 mg/kg, commencing on 4/20/81 (Week 11 o f  the  
Study). 

I n  accordance w i t h  the  experimental design, 10 mice per  sex, per dose 
l e v e l  were s a c r i f i c e d  a f t e r  s i x  months and twelve months o f  t he  study. A l l  
su rv i v ing  mice were s a c r i f i c e d  a f t e r  twenty- four  months o f  the  study. 

1. Gross Pathology All mice were anesthet ized by carbon d iox ide  
i n h a l a t i o n  and exanguinated from t h e  o r b i t a l  s inus ordbominal aor ta .  
Mice t h a t  d ied  o r  were s a c r i f i c e d  moribund were a l s o  necropsied. A t  necropsy 
thorac ic ,  abdominal, and c r a n i a l  c a v i t i e s  o f  each mouse were opened and 
organs were examined and c o l l e c t e d  i n  bu f fe red  n e u t r a l  10% formal in .  The 
lungs were f i x e d  by i n t r a t r a c h e a l  pe r fus ion  o f  fo rmal in .  Eyes were f i x e d  i n  
3% glutaraldehyde, tes tes  were f i x e d  i n  Bouin 's  s o l u t i o n  f o r  24 hours, and 
then placed i n  70% ethanol be fore  processing. The bra in ,  hear t ,  kidneys, 
1 i v e r ,  spleen, t es tes  were weighed a t  necropsy be fore  f i x a t i o n  except 
f o r  spontaneous deaths and moribund s a c r i f i c e s .  
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The f o l l o w i n g  t i ssues  were co l lec ted .  

q *adrenals 3, ovar ies 
L 3 *bra in  ( f r o n t a l ,  p a r i e t a l ,  ce rebe l l a r )  c *pancreas 

*cecum I p i t u i t a r y  
*colon 1 *prostate ~ f l  
costobrondia l  junc t ion ,  r i b  

I *duodenum 
~ * e p i d i d y m e s  
1 *esophagus 
A *eyes and o p t i c  nerves 
( g a l l  b ladder 
1 *heart  
I *i leum 

*jejunum 

I rectum 
1 s a l i v a r y  gland 
2 seminal vesic les , s c i a t i c  nerve 
2 *sk i  n/mammary g l  and 

*spinal  cord ( c e r i v a l ,  thorac ic ,  ' lumbar) 
8 *spleen 

*sternum w i t h  marrow 
S. *kidneys *stomach 
t * larynx g tes tes  
a * l i v e r  thymus 
a *lungs w i t h  mainstem bronchi a * thyro ids /para thyro i  ds 

lymph nodes: *trachea 
t mandibular , *uterus 
( *mesenteric *ur inary  bladder 

1 muscle, s k e l e t a l  5 bone marrow smear --- 
3 nasal t u rb ina tes  *ti ~ s u e  masses ,- 

and any o the r  t i ssues  w i t h  *gross les ions .  
5 \ 

5 b  4 %  -/' 

2. Hi  stopathology Tissues marked w i t h  an a s t e r i s k  from con t ro l  and 
h igh  dose l e v e l  (175/100 mg/kg) were p a r a f f i n  embedded, sect ioned a t  5 y ,  

L s ta ined w i t h  hematoxyl in and eosin and examined microscop ica l l y .  The l i v e r ,  
b ra in ,  sp ina l  cord, kidneys, heart ,  spleen, gonads, lungs, gross les ions  and 
t i s s u e  masses were examined microscop ica l l y  f o r  a l l  remaining t e s t  mice. 

The grading system and abbreviat ions used i n  the  tab les  are  as fo l lows.  

Grade 1 = minimal s e v e r i t y  
Grade 2 = m i l d  s e v e r i t y  
Grade 3 = moderate s e v e r i t y  
Grade 4 = marked s e v e r i t y  
N = Wi th in  Normal L i m i t s  
M = Tissue Not Present 
- = Tissue Not Appl icable 
P = Lesion -Present, No Grade 

PATHOLOGY RESULTS 

1. Gross observat ions A summary o f  gross observat ions i s  presented 
by group and sex f o r  S i x  Month I n t e r i m  S a c r i f i c e ,  Pathology A p ~ e n d i x  I - 
Table I; Twelve Month I n t e r i m  S a c r i f i c e ,  Pathology Appendix I 1  - Table 11; 
and Twenty-Four Month Terminal S a c r i f i c e ,  Pathology A p ~ e n d i x  I 1 1  - Tables 
1114 and I I I R .  
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S I X  MONTH OBSERVATIONS - TABLE I 

L 

' There was f i g h t i n g  among t h e  male mice, espec ia l l y  a t  t he  1751100 mg/kg/ 
\ day dosage l e v e l .  Th i s  f i g h t i n g  induced damage t o  external  g e n i t a l i a  and 

induced s k i n  les ions .  These l es ions  were considered t o  be on ly  secondary t o  
$ the  compound admin is t ra t ion .  Crusty and dark red  s k i n  was observed a t  these 
h f i g h t i n g  wounds. 

fa 
VI T h i r t y  male and 36 female mice t h a t  d ied  dur ing  the  f i r s t  s i x  months of 
I, t he  study a t  t h e  175/100 mglkglday dose l e v e l  had dark red  mot t led  lungs, 
$ dark red  spleen and dark r e d  l i v e r .  Distended w i t h  red, ye l low and brown f l u i d  
\ u r i n a r y  bladder was observed i n  14/39 male mice a t  the  1751100 mq/kg/day dose 

l e v e l .  These l es ions  observed a t  necr0ps.y were considered t o  be induced by 

\ 

9 t h e  RDX admin is t ra t ion .  

v' 
? 9 TWELVE MONTH OBSERVATIONS - TABLE I 1  

Mice t h a t  d ied  o r  were s a c r i f i c e d  moribund between s i x  and twelve months 
and a l l  mice t h a t  were s a c r i f i c e d  a t  twelve month i n t e r i m  per iod and were 

\ . t rea ted  w i t h  RDX d i d  n o t  have l es ions  observed a t  necropsy i n  greater  
frequency than those observed i n  t h e  con t ro l  group. 

TWENTY-FOUR MONTH TERMINAL SACRIFICE - TABLE I 1 1  A,  I 1 1  B 

Lesions observed a t  necropsy i n  mice t h a t  d ied  spontaneously o r  those 
s a c r i f i c e d  as moribund between twelve and twenty- four  months are present i n  
Pathology Appendix 111 i n  Tables I I I A  and I I I B .  Mice which were t rea ted  w i t h  
RDX when compared w i t h  the  con t ro l  group, appear t o  have h iqher  incidences of 

L l i v e r  nodules o r  masses and enlarged l i v e r s  than t h e  con t ro l  group. 

Gross observat ions a t  te rmina l  s a c r i f i c e  are  presented i n  Table I11 B. 
Lesions observed a t  necropsy i n  female mice as l i v e r  nodules o r  masses 
appear t o  occur i n  h igher  incidences i n  RDX t rea ted  female mice which was 
probably r e l a t e d  t o  t h e  compound admin is t ra t ion .  

A l l  o ther  l es ions  observed a t  necropsy a t  s i x  month i n t e r i m  s a c r i f i c e s ,  
t w e l v e  month sac r i f ce  and i n  mice t h a t  were sac r i f i ced  a t  the  twenty-four 
month of the  study and a l l  mice t h a t  d ied  spontaneously o r  were s a c r i f i c e d  
as moribund du r ing  t h e  study were considered t o  be spontaneously occu r r i ng  
inflammatory, degenerat ive and/or neop las t i c  les ions  which are comnonly 
observed i n  t h i s  s t r a i n  of mice and were considered t o  be unre la ted  t o  
the  admin i s t ra t i on  o f  RDX. 
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2. Histopatholoqy 

SIX MONTH INTERIM SACRIFICE 

L Microscopic examination o f  t i ssues  from mice s a c r i f i c e d  a f t e r  s i x  
months, mice t h a t  d ied  spontaneously o r  were s a c r i f i c e d  moribund dur ing  
t h i  s study period, revea l  ed rena l  t ubu l  ar cytoplasmic vacuol i z a t i o n  i n  
male mice a t  a l l  dose l eve l s .  Renal t u b u l a r  cytoplasmic vacuo l i za t i on  
was seen i n  one c o n t r o l  mouse, 10 mice r e c e i v i n g  1.5 mg/kg/day, 12 mice 
rece i v ing  7.0 mg/kg/day, 11 mice rece i v ing  35.0 mg/kg/c!ay and 12 mice 
rece i v ing  175/100 mg/kg/day. I n  t h i s  les ion ,  s i n g l e  o r  m u l t i p l e  sharply  
de l ineated cytoplasmic vacuoles were found i n  rena l  t ubu la r  epi thel ium. 
Renal t u b u l a r  cy top l  asmic vacuol i z a t i o n  was considered t o  be compound- 
induced a t  s i x  month i n t e r i m  s a c r i f i c e  bu t  was no t  considered t o  be RDX- 
induced a t  t he  twelve month i n t e r i m  s a c r i f i c e  and a t  the  twenty-four month 
te rmina l  s a c r i f i c e .  There was excessive f i g h t i n g  i n  male mice causing 
cutaneous trauma and an increased inc idence o f  de rma t i t i s  i n  male mice. 
This  increased inc idence o f  s k i n  l es ions  i s  a secondary compound e f f e c t .  

TWELVE MONTH INTERIM SACRIFICE 

No compound-related microscopic l es ions  were observed i n  male and 
female mice s a c r i f i c e d  a f t e r  twelve months o f  t he  study, mice t h a t  d ied  
spontaneously nor i n  mice which were s a c r i f i c e d  moribund. The increased 
inc idence o f  dermal l es ions  r e f l e c t s  compound-induced behaviora l  changes 
( f i g h t i n g  wounds) r a t h e r  than s p e c i f i c  e f f e c t s  on the  s k i n  as a t a r g e t  orqan. 

TWENTY-FOUR MONTH TERMINAL SACRIFICE 

- Microscopic examination o f  t i ssues  from mice a f t e r  the  terminal  s a c r i f i c e  
revealed s t a t i s t i c a l l y  s i g n i f i c a n t  ( a t  p < 0.05) compound-induced t e s t i c u l a r  
degeneration a t  the  35 and l i 5 /100  mg/kg/day dose l e v e l  (Pathology Appendix 
I V  - Table I V ) .  There was necrosis  o f  germinal epi  thel ium, i n t e r s t i t i a l  
f i b r o s i s  and aspermia i n  male mice.   he s t a t i s t i c a l l y  s i g n i f i c a n t  increase 
o f  the  hepa toce l l u la r  adenoma/carcinoma was observed i n  female mice a t  the 
7.0, 35, and 175/100 mg/kg/day dose l e v e l  (Pathology Appendix I V  - Tables 

I 

V and V I ) .  Chronic d e r m a t i t i s  observed i n  male mice was a compound-induced 
hyperesthesia and f igh t - induced dermal l es ion .  

I 
H i s t o r i c a l  c o n t r o l  data from the  Nat ional  Toxicology Program (NTP 

B u l l e t i n  # l o )  were the re fo re  inc luded i n  the  anal-yses as the female con- 
cu r ren t  c o n t r o l  group demonstrated a low inc idence o f  l i v e r  tumors. When I 

t h i s  was performed (Pathology Appendix I V  - Table V I )  female mice rece i v ing  
35 mglkglday s t i l l  showed a - s i g n i f i u n t  i n y e a s e  i n  he c a r c i  n , A 
p value of = m o w e v e r ,  seen f o r  175/100 n g / k ~ y - t r f l f e m a l e s  
when compared t o  h i s t o r i c a l  con t ro l s .  The small number o f  su rv i v ing  animals 
i n  t h i s  h igh  dose group (31) compared t o  60-65 f o r  the o t h e r  groups may have 
con t r i bu ted  t o  t h i s  s t a t i s t i c  e ac tua l  inc idence (9.7%) was greater  
than t h a t  seen a t  35 mg/kg/day % When combined adenomalcarci noma data 
were analyzed, s t a t i s t i c a l l y  sign1 i c a n t  increases were observed f o r  both 
35 and 1751100 mglkglday females compared t o  e i t h e r  concurrent o r  h i s t o r i c a l  
con t ro l  data. This  was apparent even though concurrent con t ro l s  had a 
s i g n i f i c a n t l y  lower inc idence than h i s t o r i c a l  con t ro l s ,  The d a t a  there fore  
suggest t ha t -  RDX i s  a suspect c a r c i  nogen. 

I 
Y 

I I T  R E S E A R C H  I N S T I T U T E  
I 



The inc idence  o f  a1 veo la r / b ronch io l a r  carcinoma i n  male mice (Pathology 
Appendix I V  - Table IV) was s t a t i s t i c a l l y  s i g n i f i c a n t  on l y  a t  t he  175/100 
mg/kg/day dose l e v e l .  

A1 1 o t h e r  l e s i o n s  observed m i c r o s c o p i c a l l y  i n  t i s sues  f rom t h e  
twenty - four  month ch ron i c  t o x i  c i  t y / ca rc i nogen i c i  t y  s tudy o f  HEXAHYDRO-1,3,5- 
TRINI TRO-1,3,5-TRIAZINE (RDX) were cons idered spontaneous, n a t u r a l  l y  occu r i ng  
degenerat ive,  in f lammatory  and/or n e o p l a s t i c  diseases which commonly occur  
i n  an ag ing mouse p o p u l a t i o n  o f  t h e  B6C3F1 s t r a i n  (see References 1 and 2 ) .  

SUMMARY AND CONCLUSIONS 

Gross l e s i o n s  observed a t  s i x  months o f  t h e  s tudy f o r  t h e  175/100 
rng/kg/day dosage l e v e l  as r e d  lungs, dark  red  spleen, dark  r e d  1 i v e r ,  
d is tended w i t h  r e d  f l u i d  u r i n a r y  b ladder  were considered t o  be induced 
by RDX. Compound-related l e s i o n s  observed i n  k idnqys f o r  male mice 
as r e n a l  t u b u l a r  cy top lasmic vacuol i z a t i o n  ( S i x  Month I n t e r i m  Report)  
a t  a l l  dosage l e v e l s  was n o t  observed i n  male mice a t  t h e  Twelve Month 
nor  t h e  Twenty-four Month H i s topa tho l  o g i  c Examination a t  any dosage 
l e v e l .  Increased inc idence  o f  d e r m a t i t i s  i n  male mice was considered 4 t o  be a secondary compound e f f e c t .  

\ 
\ No compound-related gross nor  h i s t o p a t h o l  o g i c  l e s i o n s  were observed 

a t  t h e  Twelve Month I n t e r i m  Sac r i f i ce .  The increased inc idence  of 
dermal l e s i o n s  d u r i n g  t h i s  s tudy  pe r i od  r e f l e c t  compound-induced 

J 
p 

behav io ra l  changes ( f i g h t i n g  wounds) r a t h e r  than  s p e c i f i c  e f f e c t s  on 
4 
'r 

t h e  s k i n  as a t a r g e t  organ. 
A 

Lesions observed a t  necropsy a t  t h e  t e rm ina l  s a c r i f i c e  f o r  female 
mice as 1 i v e r  nodules and masses were cons idered t o  be compound-induced. 
M ic roscop ic  examinat ion revea led  s t a t i s t i c a l l y  s i g n i f i c a n t  increased 
inc idence  of  hepa toce l l  u l  a r  adenomas and carcinomas i n  femal e mice 
f o r  7.0, 35.0, and 175/100 mg/kg/day dose l e v e l s  which was a carc inogen ic  
e f f e c t  o f  RDX i n  the  B6C3F1 s t r a i n  when t r e a t e d  f o r  twenty - four  months. 
I n  male mice t e s t i c u l a r  degenerat ion was cons idered t o  be induced by RDX a t  
t he  35 and 175/100 mg/kg/day dosage l e v e l s .  The occurrence o f  combined 
a l veo la r -b ronch ia l  carcinoma/adenoma i n  male mice was s t a t i s t i c a l  l y  s i g n i f i c a n t  
( a t  p < 0.05) o n l y  a t  the  175/100 rng/kg/day dose l e v e l .  

On t h e  bas i s  o f  compound-induced h i s t o p a t h o l o g i c  l e s i o n s  observed i n  
t h i s  study, no e f f e c t  l e v e l s  f o r  RDX i n  B6C3F1 Hyb r i d  Mice were 7.0 mglkglday 
f o r  male mice and 1.5 rng/kg/day dose l e v e l  f o r  female mice. 

V lad i s l ava  S. Rac, D.V.M., M.S. 
Head, Pathology 
Pathology Sec t ion  
L i f e  Sciences Research 
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LO6121 SN 7 
Six  Month I n t e r i m  S a c r i f i c e  

and Deaths 0-6 Months 
B6C3F1 Hybr id  Mouse 

Table I 

NECROPSY OBSERVATIONS 

ORGAN 
Les i on 175/ 175/  

0.0 1.5 7.0 35 
t 1 --- 100 0.0 1.5 7.0 35 - - 100 

I Number o f  Mice Examined I 

I Ha i r  loss ,  focal/mul t i  foca l  1 
-- I D a r k  red, f o c a l / d i f f u s e  1 

I Firm, f oca l  I 
-- 

I Dry I 
I Nodule I 
I Mass I 
1 Crusty, dark r e d / f i g h t i n g  wounds 1 
I Thickened 1 

( THYMUS I 

HEART 1 



LO6121 SN 7 
S i x  Month I n t e r i m  S a c r i f i c e  
and Dea ths  0-6 Months 

B6C3F1 H y b r i d  Mouse NECROPSY OBSERVATIONS 

ORGAN 
L e s i  on 175, 175/  

1.5 7.0 35 100 0.0 1.5 7.0 35 100 
1 - - 
I LUNG I 
I M o t t l e d  I 
I Dark r e d / r o t t l e d  r e d  I 
I Dark I 

S p o t t e d  
M o t t l e d  b l a c k  

Oozed r e d  m a t e r i a l  

I 
L IVER 

M o t t l e d  r e d / d a r k  r e d  

I L i  g h t  brown/pal  e/ t a n  I 
I S o f t  I 
I White ,  f o c a l / m u l t i f o c a l  I 
1 Dark brown I 

Oozed r e d  m a t e r i a l  

SPLEEN 

Dark r e d / p u r p l  e/ d a r k  

En1 a r g e d / r o u n d  e d g e s  



LO6121 SN 7 
S i x  Month I n t e r i m  S a c r i f i c e  

and Deaths 0-6 Months 
B6C3F1 Hybr id  Mouse 

ORGAN 
Leslon 

t 
SPLEEN (cont inued) 

So f t  

Black, f o c a l / d i  f f u s e  

Oozed red  mater ia l  

Brown/dark brown 

Pale/ l  i g h t  red 

PANCREAS 

Dark red  

KIDNEY 

L i g h t  brown/tan/pal e 

S o f t  

Mot t led  red  

~ o d u l e ( s )  

URINARY BLADDER 

D i  stended w i  t h  f l  u i  d, r e d j y e l  1 owjbrown 

Mass (es)  
L 

NECROPSY OBSERVATIONS 



LO6121 SN 7 
S i x  Month I n t e r i m  S a c r i f i c e  
and Deaths 0-6 Months 

B6C3F1 H y b r i d  Mouse 

ORGAN 
Les i on 

# 

b. 

URINARY BLADDER (con t inued)  

F i  rm 

TESTES 

Small - 

SEMINAL VESICLES 

Ye1 1 ow 

Sma 1 1 

Enlarged 

PENIS 

Crus ted /c rus ted  r e d  

Swol 1 en/en l  arged 

F i  rm 

Dark r e d  

Discharge, wh i t e / r ed / ye l l ow  

I r r i t a t i o n  

Extended f rom prepuce 
i 

NECROPSY OBSERVATIONS 



LO6121 SN 7 
S i x  Month I n t e r i m  S a c r i f i c e  

and Deaths 0-6 Months 
B6C3F1 Hyb r i d  Mouse 

O f f i  AN 
Lesion 

, 

PREPUCE 

Abscess 

PREPUTIAL GLAND 

Cyst - 

SCROTUM 

Lesion 

UTERUS 

Swol len/d is tended 

Segmented 

Dark red  

Contained r e d  m a t e r i a l  

Mass 

O V A R I E S  

Mass 

Cyst 

NECROPSY OBSERVATIONS 



LO6121 SN 7 
S i x  Month I n t e r i m  S a c r i f i c e  
and Deaths 0-6 Months 

B6C3F1 H y b r i d  Mouse NECROPSY O B S E R V A T I O N S  

ORGAN 
175/ Les i on 175/ 

0.0 1.5 7.0 35 100 0.0 1.5 7.0 35 100 

I Distended I 
I F i rm I 

I DUODENUM I 
I Red f o c i  I 
I F l a c c i d  1 

- - 

Contained r e d  m a t e r i a l  

Distended w i t h  gas 

I JEJUNUM I 
- - -- 

I F l a c c i d  I 
I Distended w i t h  gas 1 
I Contained r e d  m a t e r i a l  I 

ILEUM 

Contained r e d  m a t e r i a l  

I Distended w i t h  gas I 



LO6121 SN 7 
S i x  Month I n t e r i m  S a c r i f i c e  

and Deaths 0-6 Months 
B6C3F1 H y b r i d  Mouse 

ORGAN 
Lesion 

NECROPSY OBSERVATIONS 

MESENTERIC LYMPH NODE 

Dark r e d  

Black 

RECTUM 

Dark red 

ANUS 

Red d ischarge 

Irri t a t e d  

EYES 

Whi te/opaque 

S o f t  

PITUITARY GLAND 

Dark r e d  

$ 



LO6121 SN 7 
S i x  Month I n t e r i m  S a c r i f i c e  

and Deaths 0-6 Months 
B6C3F1 Hybr id  Mouse NECROPSY OBSERVATIONS 

ORGAN 
Les i on 

I Enlaraed 1 
1 Red I 

I LUMBAR LYMPH NODE I 
I Enlarged I 

1 INGUINAL REGION I 
1 Mass I 

I Enlarged I 

NOSE 

1 Red d ischarge I 

I MOUTH 1 
1 Red d ischarge gl 



LO6121 SN 7 
S i x  Month I n t e r i m  S a c r i f i c e  

and Deaths 0-6 Months 
B6C3F1 Hybrid Mouse NECROPSY OBSERVATIONS 

ORGAN 
Les ion  

ABDOMINAL CAVITY 

Contained r e d  m a t e r i a l  

INGUINAL LYMPH NODE 

En1 arged 

PELVIC REGION 

Mass 
I 

C t 
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H i s t  opathology Nar ra t ive  Report 



His topa tho log ic  Evaluation Methods 

Microsl ides ,  prepared by I.I.T.R.I., were examined by John W .  

Saga r t z ,  D.V.M. Histopathologic  observat ions  f o r  each mouse 

were recorded on s tandard  forms provided by I .I .T .R .I. Tissue 

counts  were recorded on a second s tandard form. Both forms were 

s igned by t he  pa tho log i s t  and were i n i t i a l l e d  by Barbara E .  

Sagar tz  who t r ansc r ibed  observa t ions  and t i s s u e  counts .  

These d a t a  were t r a n s f e r r e d  t o  a handwritten Histopathology 

Incidence Table and submitted f o r  typing.  Accuracy of the  

typed Histopathology Incidence Table was v e r i f i e d  by a reviewer 

who i n i t i a l l e d  t h e  i nd iv idua l  animal d a t a  forms. 



Personnel Record 

Study: I.I.T.R.I. Pro jec t  No. L 06121 SN 7 
Sponsor Pro jec t  No. ~~MI)-17-79-~9161 
Chronic ~oxicit~/~axcinogenicity Study 
R E X  - B 6 ~ 3 ~ 1  Mice 
6 Month Inter im S a c r i f i c e  

The personnel  l i s t e d  below have pa r t i c ipa t ed  i n  t h e  t echn ica l  

and/or c l e r i c a l  a c t i v i t i e s  of t h i s  s tudy:  

Name - Signature  I n i t i a l s  Date 

John w.. Saga r t z ,  D.V.M. . $hr / / d p ~  

Barbara E.  Sagartz  & /-/4-Y> 

John E.  Saga r t z  

W i l l i a m  M .  ~ a g a r t z  bl / / t !  m,4*C.- L;&J /,h/+$~ 
7 



I n  t h i s  experiment,  425 male and 425 female ~ 6 ~ 3 ~ 1  mice were 

randomly d iv ided  i n t o  5 dosage groups.  The groups a r e  i d e n t i -  

f i e d  as fo l lows:  

Group Dose 
b!!dmd 

Number of Animals 
Male Female - 

I n  accordance with t h e  experimental  des ign ,  10 mice per  s e x  p e r  

t rea tment  group were s a c r i f i c e d  a f t e r  26 weeks on t e s t .  

Microscopic examination was performed on hematoxylin and eosin- 

s t a i n e d  s e c t i o n s  from all mice i n  t h e  con t ro l  and h ighes t  dose 

(175/100 mg/kg) groups,  inc lud ing  those  mice which d ied  o r  were 

s a c r i f i c e d  p r i o r  t o  scheduled s a c r i f i c e .  The fol lowing t i s s u e s  

were examined : ad rena l s  , bra in  (3 s e c t i o n s ) ,  cecum, colon,  

duodenum, epididymides,  esophagus, eyes ,  o p t i c  nerves ,  gonads, 

g r o s s  l e s i o n s ,  h e a r t ,  i leum, jejunum, kidneys,  l i v e r ,  l ungs ,  

mammary g l and ,  mesenter ic  lymph node, pancreas,  p r o s t a t e ,  rectum, 

s k i n ,  s p i n a l  cord ( 3  s e c t i o n s ) ,  sp l een ,  sternum & bone marrow, 

stomach, t h y r ~ i d / ~ a t h y r o i d ,  t i s s u e  masses, t r a chea ,  u r i na ry  

b ladder ,  and u t e ru s .  

( ' ) h e  t o  high m o r t a l i t y ,  d a i l y  dosage of 175 m g / k g  was reduced f o r  
both sexes  t o  100 mg/kg, comnencing on 4/20/81 (week 11 ) .  Four high 
dose males (82-1082, 82-1089, 82-1109, and 82-1113) d ied  a f t e r  t h i s  
reduc t ion  i n  d a i l y  dosage, 



For mice i n  t h e  2 in te rmedia te  dose groups,  gonads, l i v e r ,  b r a in  

(3 s e c t i o n s ) ,  s p i n a l  cord (3 s e c t i o n s ) ,  kidneys,  h e a r t ,  sp l een ,  

and g r o s s  l e s i o n s  were examined microscopical ly .  

I n  t h e  Histopathology Incidence Tables ,  t h e  presence o r  absence 

of a t i s s u e  is expressed by t h e  fol lowing symbols: 

N = Within Normal Limits  
L = Lesion Present  
M = Tissue  Not Present  - = Tissue  Not Applicable 

Lesions were graded from 1 t o  4,  according t o  s e v e r i t y  
on t h e  fol lowing s c a l e :  

1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 

P = presence o f  a l e s i o n  which cannot be graded 
according t o  s e v e r i t y .  Examples include neoplas ia  
and u r i n a r y  c a l c u l i .  

The inc idences  of  var ious  l e s i o n s  i n  each t reatment  group were 

summarized i n  Incidence Comparison Tables.  Lesions considered 

t rea tment - re la ted  were ex t r ac t ed  from t h e s e  t a b l e s  and placed 

i n  a sepa ra t e  t a b l e  e n t i t l e d  "Incidence of Lesions Considered 

t o  be Treatment-Related" . 
There was a spontaneous and random occurrence of a v a r i e t y  of 

nonneoplas t ic  l e s i o n s  i n  c o n t r o l s  and t r e a t e d  groups.  Some 

l e s i o n s  occurred s o l e l y ,  o r  with g r e a t e r  f requency,  in mice of 

t r e a t e d  groups as compared with  c o n t r o l s ,  These l e s i o n s ,  

however, a r e  n o t  uncommon in the  un t r ea t ed  mice of t h i s  s t r a i n .  



I n  t h e  first s i x  months of t h i s  s tudy ,  t he r e  were numerous 

spontaneous dea th s  and moribund s a c r i f i c e s  among males and 

females r ece iv ing  t he  h ighes t  dose (175/100 mg/kg). The 

inc idences  of e a r l y  dea th s  i n  v a i o u s  t reatment  groups a r e  

as  fol lows:  

Group Males Females - 

Because of high m o r t a l i t y  among males and females rece iv ing  

175.0 mg/kg, t h e  number of t i s s u e s  examined from t h i s  group 

g r e a t l y  exceeds t h a t  from c o n t r o l s  and lower dosage groups. 

Consequently, p r ec i s e  comparison of inc idences  is n o t  pos s ib l e ;  

t h i s  s i t u a t i o n  was taken i n t o  account in prepar ing t h i s  r e p o r t .  

Male Mice 

Among males r ece iv ing  175/100 mg/kg, pulmonary congestion was 

observed in 27 mice. This  l e s i o n  is  a common agonal change 

and does n o t ,  in my opinion,  i n d i c a t e  t h a t  t he  lung i s  a t a r g e t  

organ of compound t o x i c i t y .  

Renal t ubu l a r  cytoplasmic vacuol iza t ion  was seen in one c o n t r o l ,  

10 r ece iv ing  1.5 mg/kg, 12 mice r ece iv ing  7.0 mg/kg, 11 mice 

r ece iv ing  35.0 mg/kg, and 12 r ece iv ing  175/100 mg/kg. I n  t h i s  

l e s i o n ,  s i n g l e  o r  mul t ip le  sha rp ly  de l i nea t ed  cytoplasmic vacuoles 

were found in r e n a l  t ubu l a r  ep i the l ium.  These vacuoles occurred 

most f r equen t ly  in  c o r t i c a l  tubules .  



Acute o r  chronic  d e r m a t i t i s  was found i n  2 c o n t r o l s ,  3 males 

r ece iv ing  7.0 mg/kg (one mouse had d e r m a t i t i s  in two s i t e s ) ,  

and 14 males r ece iv ing  175/100 mg/kg. These l e s i o n s  cons i s ted  

of  accumulations of leukocytes  in t h e  epidermis and s u p e r f i c i a l  

dermis;  in some in s t ances ,  t he r e  was f o c a l  epidermal nec ros i s  

and u l ce r a t i on .  I n  each of t he  2 a f f e c t e d  c o n t r o l s ,  the derma- 

titis was found in rout inely- taken s k i n  s e c t i o n s  in the absence 

of  g ross  l e s i o n s .  The d e r m a t i t i s  found in each of the  3 males 

r ece iv ing  7.0 mg/kg occurred i n  g r o s s l y  observed l e s ions .  Among 

t h e  14 a f f e c t e d  males r ece iv ing  175/100 %/kg, 7 mice had derma- 

t i t is  in t h e  rout inely- taken s e c t i o n s ;  t he  remaining 7 males had 

d e r m a t i t i s  in s e c t i o n s  taken from g r o s s  l e s ions .  

Female Mice 

The most important  occurrence among females w a s  t he  high r a t e  of 

spontaneous dea th s  in mice r ece iv ing  175.0 mg/kg. These e a r l y  

dea th s  were g e n e r a l l y  accompanied by pulmonary congest ion,  seen 

in 31 mice. A s  noted in t h e  males,  t h i s  is  a nonspec i f ic  agonal 

change. 

The remaining h i s topa tho log i c  l e s i o n s  occurred spo rad i ca l l y  and 

were n o t  r e l a t e d  t o  compound admin i s t r a t i on .  

Discussion 

A t  t h i s  s t a g e  of t he  s t udy ,  t he r e  is c l e a r l y  a t o x i c  compound 

e f f e c t  among males and females r e c e i v i n g  t he  175.0 mg/kg dose 

of  RDX. 

I n  males,  t he  r e n a l  tubule  is a l i k e l y  s i t e  of t e s t  compound 

e f f e c t .  Th i s  e f f e c t  was manifested by increased  incidence of 



r e n a l  t u b u l a r  cytoplasmic vacuol iza t ion  in a l l  treatment groups.  

This  change w a s  however n o t  accompanied by c e l l u l a r  nec ros i s  o r  

inflammatory response,  and is regarded as a mild,  r e v e r s i b l e  

e f f e c t .  

There was an increased  incidence of d e r m a t i t i s  i n  males r ece iv ing  

175/100 mg/kg. I have been advised by I .I .TOR .I. t h a t  the  175/100 

mg/kg males exh ib i t ed  c l i n i c a l  s i g n s  of hyperes thes ia  which 

r e s u l t e d  in excess ive  f i g h t i n g  and cutaneous trauma. Although 

t h e  increased  incidence of d e r m a t i t i s  is t rea tment - re la ted ,  t he  

r e l a t i o n s h i p  is apparen t ly  due p r imar i l y  t o  abnormal behavior 

r a t h e r  than a s p e c i f i c  compound e f f e c t  on t he  s k i n  as a t a r g e t  

organ. 

Conclusions 

I n  the  first 6 months of t h i s  2-year s tudy  , t he  t e s t  substance , 
RDX, caused numerous dea th s  among male and female mice rece iv ing  

175.0 w/%. 

In  males, t he  u r ina ry  t r a c t  is a probable t a r g e t  of t ox i c  

compound a c t i o n  as evidenced by pye loneph r i t i s ,  r e n a l  tubulaz  

cytoplasmic vacuol iza t ion  and u r ina ry  c a l c u l i .  A t  the  175/100 

%/kg dose ,  t h e r e  was an increased  incidence of  d e r m a t i t i s  i n  

males. This  increased incidence is a secondary compound e f f e c t  

on behavior caused by hyperes thes ia  and excess ive  f i gh t i ng .  

I n  females ,  t h e  t a r g e t  organ f o r  compound t o x i c i t y  was 

undetermined. 

Vete r inary  Pa tho log i s t  



Histopath- Tables 



I .  I .  I . K . I .  

Study  N o . :  L 06121 SN 7 
Conipound : RDX 

:'::': D i e d  a f t e l  week I I  and dose I .  ~ r c t i o n  

%V?!!r(vq/-kg/day): 0.0 - 
H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  

M = Tissue Not Present  
- = Tissue Not Applicable 

;': D i e d  on S t u d y  -3at.e Mice - Controls 

3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot, be graded. 

m 
hr o r  G r o u p  
00 Mor i bund Sacr i f i ce - 
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m w  - - - N C V  
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Symbols: N = Within Normal Limits 

EPID IDYMIDES 

UR l NARY BLADDER 

C a l c u l u s  

LUNGS 
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0 0 0  

W ~ J ~ J W  - - -  
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. I .  . 1 .  
Study  No.: L 06121 SN 7 
Compound : RDX 
Dose (mg/kg/day) : 0.0 

$: D ied  on Study 
or  

H I S T O P A T t i O L O G Y  I N C I D E N C E  T A B L E  

%le Mice  - Controls (Con1$ . )  

Synbols:  N = Within Normal L imi t s  
L = Lesion Presen t  
M = Tis sue  Not P r e sen t  
- = Tissue  Not Appl icable  

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded. 



Study No.: L 06121 SN 7 
Compound: R D X  
Dose (mg/kg/day) : 0.0 

:': Died on S t u d y  
or 

Mor i bund Sacr  i f i ce 

ORGAN 
Les i on 

t i I S T O P A T t l O L O G Y  I N C I D E N C E  T A B L E  

'Rate Mice % C o n t r o l s  ( ~ o n ' t . )  
Group I 

Symbols: N = Within Normal Limits  
L = Lesion Present  
M = Tissue Not Present  
- = Tissue Not Applicable 

Sever i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded. 



I . I . T . K . I .  
Study No.: L 06121 SN 7 
Compound: RDX 
Dose (mg/kg/day) : 1 . 5  

;': D i e d  on Study 
or  

Mor i bund Sacr i f i ce 

ORGAN 
L e s i o n  

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  
Male Mice 4 
Group I I 

Symbols: N = Within Normal L imi t s  
L = Lesion P r e s e n t  
M = Tissue  Not P r e s e n t  
- = Tissue  Not Appl icable  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannol be graded.  



l . I . l . K . 1 .  

Study  No.: L 06121 SN 7 
Compound: RDX 
Dose (mg/kg/day): 1.5 

;': D i e d  on Study 
o r  

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  
Male Mice  ( ~ o n ' t . )  

Group I I 



I .  I I .  
S t u d y  No.:  L 06121 SN 7 
Coli~pound : RDX 
Dose (mg/kg/day):  7 .0  

;': Died on Study 
o r  

Moribund S a c r i f i c e  

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  

Male Micd 
Group I I I 

Symbols: N = Within Normal Limits 
L = Lesion Presen t  
M = Tissue Not Present  
- = Tissue Not Applicable 

Seve r i t x :  1 = Minimal 
2 = Mild 

Lm'm-,rl:l m *  ,, * a  m a  5 :,:,:,: 5 5  , , , 11 C 
0 . r- 

ORGAN m L  

Les i on 
W E  

2 2  

3 = Moderate 
4 = Marked 
P = Presence of l e s ion  which cannot be graded. 
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. . * . s .'.. ' . 
S t u d y  No.: L 06121 SN 7 
Compound: R D X  
Dose (rng/kg/day) : 7.0 

g: D i e d  on Study 
o r  

Moribund  S a c r i f i c e  . 

ORGAN 
Les i on 

.. ,. u I C'U c 1  I C C : I  W C C ' t .  I t a I I U  U \ I > t '  I t 'LlUL C I  O I I .  

t I I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  
Male  Mice ( ~ o n ' t . )  

Group I l l  

M = T i s s u e  Not P r e s e n t  
- = T i s s u e  Not A p p l i c a b l e  

3 = Modera te  
4 = Marked 
P = P r e s e n c e  of l e s i o n  which  cannot b e  g r a d e d .  



I .  1 .I ..*. I .  
S t u d y  No.:  L 06121 SN 7 
Compound : RDX 
Dose (rng/kg/day) : 35.0  

:': D i e d  on Study 
o r  

;;',. i) i ed J I t e r  ~ d e e k  1 I d 1 1 d  d b b e  I - e d u c  t I on. 

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  
M a l e  M i c e  
Group I V  

Symbols: N = Within Normal L imi t s  
L = Lesion Presen t  
M = T i s s u e  Not P r e s e n t  
- = T i s s u e  Not Applicable 

Moribund S a c r i f i c e  I - -,--- 

S e v e r i t y :  1 = Minimal 
2 = Mild 

C 
0 

ORGAN v, L m 
Lesion ~ J D  u E  

U 3 
4 2  

3 = Moderate 
4 = Marked 
P = Presence of  l e s i o n  which cannot be graded.  

2, 

- 
g o o  

- - - 

& m ~ ~ m m o - c J , & 3 l n c  
- L ~ ~ L ~ ~ L ~ \ D \ o ~ \ c , \ D \ D ~  

l l I 1 l 1 1 1 1 1 1 1 1  - 
0 0 0 0 0 3 0 0 0 0 0 3 ~ o O c O 0 0 ~ 0 0 0 0  

- 
, - 4 - -  

- 
C A c n C \ ( ~ ~ h l c V h l ( V C \ ( ~ C \ (  

- - - - 
- - , --  

- - 



. . . .  

Study No.: L 06121 SN 7 
Compound: R D X  
Dose (mg/kg/day) : 175.0/100 

;': Died on Study 
o r  

,. ., IJ  I tso J I C ~ I  w e e l \  I I C I I I ~ I  c105c I c . < ~ u ~  i I on. 

H I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  

Male Mice 
Group V 

Moribund S a c r i f i c e  
t 
0 -. , -1 - -. , 

-r- ,. & -k 
ORGAN Ci\ - rn L L n m  m m  

2 0 0 0 0  Lesion a- 7 , - -  

LJ E I I I  I I  
L J  - , - -  <= o o m o o a o m  

Symbols : N = Within Normal Limits  
L = LRsion Presen t  
M = Tissue Not Present  
- = Tissue Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of lesion which cannot be traded. 



I .  1 & . I \ .  1 .  u i e d  ; I I L ~ I -  , + ~ t : r ;  I I  d t t d  d ~ a c  I - C J U L C I O ~ ,  
Study No.: L 06121 SN 7 
Compound : R D X  

;': Died on Study  
or 

Moribund Sacrifice 

ORGAN 
Lesion 

W I S T O P A T H O L O C Y  I N C I D E N C E  T A B L E  
M a l e  Mice ( ~ o n ' t . )  

Group V 

Symbols: N = Within Normal Limits 
L = Lesion Present  
M = Tissue Not Present  
- = Tissue Not Applicable 

Sever i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s ion  which cannot be graded. 



I . I . T . R .  I .  
Study No.: L 06121 SN 7 
Compound : RDX 
Dose (rng/kg/day) : 175.0/100 

;':Died on S t u d y  
or  

:'.-;'. D i ed  a I t e r  wcvlc I I and  dose ~ ' c t l u t .  l i on. 

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  

Male Mice  ( ~ o n ' t . )  
Group V 

be graded. 



I .  I .  1 & * * .  I .  
Study No.: L 06121 SN 7 
Compound: RDX 
Dose (mg/kg/day) : 175.0/ 100 

:':Died on Study 
or 

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  

Symbols: N = Within Normal Limits 
L = Lesion Present 
M = Tissue Not Present - = Tissue Not Applicable 

Male Mice ( ~ o n ' t . )  
Group V 

Severi tx:  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of les ion which cannot be graded. 



\ . i , \ . n . \ .  

Study No.: L  06121 SN 7 
Com~ound : RDX 

H I S T O P A T t I O L O G Y  I N C I D E N C E  T A B L E  

Male Mice ( ~ o n ' t . )  
Group V 

be graded. 

Moribund S a c r i f i c e  
C 
0 

ORGAN 
L e s  i on  

1 

LUNGS N L N L N L L L C L N N N N L L  -. 
Conqest ion,  d i f f u s e  

ESOPHAGUS 

TRACHEA 

HEART 

L I V E R  

H e p a t i t i s ,  d i f f u s e ,  acu te  

Heoat i t i s  .mu1 t i  f o c a l  . a c u t e . n e c r o t i c  

KIDNEYS 

2 

I 
1 

-.- 

L = Lesion Presen t  2 = Mild 
M = Tissue Not Present  3 = Moderate 
- = Tissue Not Applicable 4 = Marked 

P = Presence of l e s i o n  which cannot 
e 

- - - --  

3 

N  N  

P y e l o n e p h r i t i s ,  m u l t i f o c a l ,  acu te  I 
Cytoplasmic vacuol iza t ion  , d i f f u s e  I 

2 

JEJUNUM 

l LEUM 

COLON 

STERNUM 

BONE MARROW 

Hyperp las ia ,  mye lo id ,  d i f f u s e  
Symbols: N = Within Normal Limits  
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1 .  I .  I & I \ .  I .  
S t u d y  No.: L 06121 SN 7 
Compound: RDX 
Dose (mg/kg/day) : 175.0/ 100 

:':Died on Study  
or  

Moribund S a c r i f i c e  

ORGAN 
Les i on 

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  

Male M i c e  ( ~ o n ' t . )  
Group V 

Symbols: N = Within Normal Limits  
L = Lesion Presen t  
M = Tissue Not Presen t  
- = Tissue Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of  l e s i o n  which cannot be graded. 



::-.: 0 i ea ;I r t el-  \\/t:c! k I I and OUSCT veduc t i on I .  I .  : . I \ .  I .  
Study No.: L 06121 SN 7 
Compound: RDX 
Dose (rng/kg/day) : 175.0/100 

;': D ied  on S t u d y  
o r  

L A  . I  I e - r .  

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  
Male M i c e  ( ~ o n ' t . )  

Group V 

Symbols : N = Within Normal L i m i t s  
L = Les ion  Presen t  
M = T issue  N o t  Present  
- = T issue  N o t  A p p l i c a b l e  

Symbols: 1 = M in ima l  
2 = Mild 

-- 

3 = Moderate 
4 = Marked 
P = Presence o f  l e s i o n  which cannot he graded. 
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1 . -  
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*r 
In L ORGAN V, Q, 
a J n  Les i o n  U E  
U 3 
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Congest ion,  d i f f u s e  - - - -  
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- 
fl 
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LIVER 

H e p a t i t i s ,  d i f f u s e ,  a c u t e  

Hepat i  t i s , r n u l t i f o c a l  , a c u t e , n e c r o t i c  

K I DNEY S 

P y e l o n e p h r i t i s ,  m u l t i f o c a l ,  acu te  

I 

Cytop lasmic  v a c u o l i z a t i o n ,  d i f f u s e  1 
STOMACH 

DUODENUM 

JEJUNUM 

ILEUM 

COLON 

STERNUM 

BONE MARROW 

H y p e r p l a s i a ,  rnye lo id ,  d i f f u s e  
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. . . . . . .  
Study No.: L 06121 S N  7 
Compound: RDX 

9: D ied on Study 
or 

U i e d  J l t era weel, I I and d o s c  ~.ccluc t i uli. 

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  

Male  Mice ( ~ o n ' t . )  
Group V 

Symbols: N = Within Normal Limits  
L = Lesion Present  
M = Tissue Not Present  
- = Tissue Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of  l e s ion  which cannot be graded. 



. a .  

' . I .  , I .  
Study No.: L 06121 SN 7 
Compound : RDX 
Dose (mg/kg/day) : 175.0/100 

ed : t -  w I I do: 2duc 

;': D ied on Study 
o r  

Mor ibund Sacr i  f i c e  

ORGAN 
Les i o n  

It I S T O P A T H O L O G Y  I N C I D E N C E  T A U L E  
M a l e  Mice ( ~ o n ' t . )  

Group V 

------ 
S ,  f o c a l ,  acu te  
I - - . - - . . -  

- - - - . - -  --_- 
Symbols: N = Within  Normal L i m i t s  S e v e r i t y :  1 = Minimal 

L = Lesion P r e s e n t  2 = Mild 
M = T i s s u e  N o t  P r e s e n t  3 = Moderate - = T i s s u e  Not A p p l i c a b l e  4 = Marked 

P = Presence  o f  l e s i o n  which canno t  be graded.  



Study No.: L 06121 SN 7 
Compound: R D X  
Dose (lng/kg/day) : 115.0/100 

f: Died on Study 
or 

Moribund S a c r i f i c e  

ORGAN 
Lesion 

If T S T O P A T H O L O G Y  J N C  I D C N C C  T A B L E  
Male M i c e  ( con i t  . )  

Group V 

Symbols: N = Within Normal Limits 
L = Lesion Present  
M = Tissue Not Present  
- = Tissue Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s ion  which cannot be graded.  



:':-'; D ied  a f t e r  week I I  arid dose reduct ion.  I . I .T .K . I .  
study N O . :  L 06121 SN 7 
Compound: R D X  
Dose (mg/kg/day) : 175.0/ 100 

H I  S T O P A T t i O L O G Y  I N C  1 D E N C E  T A B L E  +: Died on Study Male  M i c e  ( C o n ' t . )  
or Group V 

Moribund S a c r i f i c e  
C 
0 
-r 

ORGAN 
Lesion 

-- -- 

Symbols: N = Within Normal Limits 
L = Lesion Present  
M = Tissue Not Present  
- = Tissue Not Applicable 

Sever i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannr $ 



Study No.: L 06121 SN 7 
Compound: RDX 
Dose (rng/kg/day) : 1 75.0/ 100 

:': D i e d  on Study 
or  

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  
8 

Male  Mice ( ~ o n ' t . )  
Group V 

Symbols: N = Within Normal Limits 
L = Lesion Presen t  
M = Tissue Not Present  
- = Tissue Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded. 



I .  1 . I  .n. l. 
Study No.: L 06121 SN 7 
Compound: RDX 
Dose (rng/kg/day) : 175.0/100 

;': Died on Study. 
or  

;:>I.- Died a t  t e r  week I I and dose reduct ion.  

H I  S T O P A T H O L O G Y  I F I C I  D E N C E  T A B L E  
Ma le  Mice  ( c o n 1 t . )  

Group V 
Mor i bund Sacr  i f i ce - --- 

C -': 
0 - C \ ( m * ' n a  
.r 0 0 o O o O o o O o o O  

ORGAN v, L C \ I N C \ I c v C \ ( l ' J  
C C - C - C  

Les i on , , I , , ,  a J 1 ,  
" E  - - - - - -  
0 1  C D o O o O o O 0 0 0 0  
< z  

Svmbols: N = Within Normal Limits  
L = Lesion Presen t  
M = Tissue  Not Presen t  - = Tissue Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which canno" graded. 'F 



,. ,, U I C'CI cl l l t ' l  W C C K  I I r l l l C 1  U ( j b t '  I'C'LICIC t l UI1. 
Study No.:  L 06121 SN 7 
Compound: RDX 
Dose (mg/kg/day) : 175.0/100 

* ~ i e d  on Study 
o r  

Moribund S a c r i f i c e  

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  
Male M i c e  ( C o n ' t . )  

Group V 

Symbols: N = Within Normal L i m i t s  
L = Lesion P r e s e n t  
M = T i s s u e  Not P r e s e n t  
- = T i s s u e  Not Appl icab le  

C 
0 

S F  

ORGAN ,,,L 
* a J  

Lesion  a~ o " E  

2 2  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence  of l e s i o n  which cannot  be graded.  

LESIONS (TISSUES NOT SPECIFICALLY 

REQUIRED BY PROTOCOL) Con ' t . 
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l.1.1.n.l. 
Study No.: L 06121 SN 7 
Compound : RDX 
Dose (mg/kg/day) : 175.0/ 100 

;': Died on Study 
or 

;:;: D i e d  a f t e r  week I I and dose reduct  i o n .  

t i I S T O P A T t 4 O L O G Y  I N C I D E N C E  T A B L E  
Male Mice ( ~ o n ' t . )  

Group V 

M = T i s s u e  Not P r e s e n t  - = T i s s u e  Not Applicable 
3 = Moderate 
4 = Marked 
P = Presence  of l e s i o n  which c a n n o t  be graded.  

0 
0 



I . I . T . R . I .  
S t u d y  No : L 06121 SN 7 
Compound: RDX 
Dose (mg/kg/day) : 175.0/100 

:': D i e d  on S t u d y '  
or  

Moribund S a c r i f i c e  

ORGAN 
Les i on 

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  

Male M i c e  ( ~ o n ' t . )  
Group V 

Symbols: N = Within Normal Limits 
L = Lesion Present 
M = Tissue Not Present 
- = Tissue Not Applicable 

Severi ty:  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of les ion  which cannot be graded. 



8 , ; , I ,*. . 
$ t u d y N (  L 0 6 1 2 1 S N 7  ( 3 i eo I t e r  rvt;c k I 8 u, ,c l  d u d  weduLL, on. 

Compound : RDX 
7 

Dose (rng/kg/day): 0.0 
H I  S T O P A T t i O L O G Y  I N C I D E N C E  T A B L E  

;$ Died on Study 
o r  Female Hice - Controls , 

Moribund S a c r i f i c e  Group I A -. 

aJ 
v 
c 

ORGAN 
r u - 4 r L " \ D  
- - c - c  

cU 
U 

( V N ( V N l l  
c - c - C  

.C Lesion 
1 1 8 1 1  

V 
C - C - C  

t 
W 

c O o O 0 3 c O o O  

graded. 



. . . . . -  
Study N o :  L 06121 SN 7 
Cornpour/ RDX 
Dose (mg, kg/day) : 0.0 

9: Died on Study 
or 

Moribund S a c r i f i c e  

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  

Female Mice - Controls (can't.) 
Group I 

C 
0 
l- 

ORGAN m t  m Q, 

Les i o n  

- -  

Symbols: N = Within Normal L i m i t s  
L = LRsion P r e s e n t  
M = T i s s u e  Not P r e s e n t  
- = T i s s u e  Not App l i cab le  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence  o f  l e s i o n  which c a n n o t  be graded.  



I I l  I. 
Study . LO6121  S N 7  
Compound : RDX 
Dose (mg/kg/day) : 0.0  

f: Died on Study. 
or 

Mor i bund Sacr i f i ce 

ORGAN 
Les ion 

t l I  S T O P A T t 1 O L O G Y  I N C  I D E N C E  T A B L E  
Female Mice - Controls  ( ~ o n ' t . )  

Group I 

Symbols: N = Within Normal L imi t s  
L = Lesion P r e s e n t  
M = Tissue  Not Presen t  
- = Tissue  Not Appl icable  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded. 



I ,  I ,  I * I \ .  0 b 

: L 06121 SN 7 
RDX Compou 

Dose (mg/kg/day) : 1 - 5  

9; Died on Study, 
or 

Moribund Sacrifice 

I t  I S T O P A T H O L O G Y  I t l C  I D E N C E  T A B L E  
Female Mice 

Group I I 

;';+: D i ed a f t e r  week I I and dosc r.educ t i on .  ~ 
( 

M = ' T i s s u e  Not Present  
- = Tissue  Not Applicable 

3 = Moderate 
4 = Marked 
P = P r e s e n c e  of l e s i o n  which c a n n o t  be graded.  



( 
Died a f t e r  week 1 1 and do( -educ  t i on .  

~ o m ~ b u n d :  RDX 
Dose (mg/kg/day) : 1 .5 

+; Died on Study 
o r  

H I  S T O P A T I I O L O G Y  I N C I D E N C E  T A M E  
Female Mice - Con ' t .  

Group I I 
Moribund S a c r i f i c e  

ORGAN 
Lesion u E 

v 3 

- -  - 

Symbols: N = Within Normal Limits 
L = Lesion Present  

* 

M = Tissue Not Present 
- = Tissue Not Applicable 

Seve r i t v :  1 = Minimal 

LESIONS (TISSUES NOT SPEclFlcALLY I 
REQU I RED BY PROTOCOL) Con I t . I 

MED IAST l NAL LYMPH NODE 

-- 

2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded. 

L - - - - - - - - - -  

1 

- 

Lymphadenit' is, d i f f u s e ,  acute,  

b a c t e r i a l  e t i o l o g y  

ABDOM l NAL CAV l TY 

Abscess ,mu1 t i o c u l a r  ,acute,bact. e t .  

SKIN 

Dermatitis, d i f f u s e .  chronic  

- 

- 

---- 

I 

I 
I 

4 

4 1 
_ j _  

1 

-,, 

N 

1 

MAMWRY GLAND I 
- 

- 

-.- 

!A 

L - - - - - - - - - -  

- 

----. 

- 

L 

I- 

2 

L - - - -  

I N - - - : - - - -  

-., 

I 

,.- 

~- 

I 

---- 

1 

- 

C- 
- 

.. . 

L - L l - l - - L ~  

--.-.- 

- - 

- 



I .  I . T . H .  I .  
Study( . L 06121 SN 7 
Compo~ J !  RDX - 
Dose (rng/kg/day) : 7.0 

ORGAN 
Lesion 

H I  S T O P A T I . i O L O G Y  I N C I D E N C E  T A B L E  
Female Mice 
Group I I  I 

M = Tissue Not Present - - - Tissue Not Applicable 
3 = Moderate 
4 = Marked 
P = Presence of lesion which cannot be graded. 



- I .  
.: L 06121 SN 7 

Compound: RDX . 
Dose (rng/kg/day) : 35.0 

* Died on Study 
or  

:':A- Died  a f t e r .  week I 1  and dof - e d u c t i o n .  

H I S T O P A T I I O L O G Y  I N C I D E N C E  T A B L F  
Female Mice 
Group I V  

Moribund S a c r i f i c e  --.- - -- ---.- --.. -- 
C 
0 
-r 

ORGAN v, L 

Lesion a13 
", - - - - -  - - - - -  
a~ C O 0 0 o O  0 0 0 0  0 0 a O  0000 00 1 

- -- 
Dermat i t i s ,  mul t i f o c a l ,  chronic 

Symbols: N = Within Normal Limits 
L = Lesion Present  
M = ?'issue Not Present 
- = Tissue Not Applicable 

Sever i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded. , 



1  a *  b @ \ b I  

L 06121 SN 7 
Compou Study !- ' RbX 
Dose (mg/kg/day) : 175 .0  

;':Died on S t u d y  . . 
or 

M o r i b u n d  S a c r i f i c e  

ORGAN 
Les i on 

.'-.I. 
, . . 8  Died  af tc?r  \.reek I I and dose r c d u c t  i o n .  

( 

H I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Female M i c e  

Group  V 

Symbo ls :  N = Within N o r m a l  L i m i t s  
L = L e s i o n  P r e s e n t  

. -. 
BRA l N - - -- 

SPINAL CORD - 
EYES 

-. - ,- 

M = T i s s u e  N o t  P r e s e n t  
- - - T i s s u e  N o t  A p p l i c a b l e  

OPTIC NERVES -. 
ADRENALS 

SPLEEN 

PANCREAS 

P a n c r e a t i t i s ,  f o c a l ,  a c u t e  

S e v e r i t y :  1 = M i n i m a l  
2 = M i l d  
3 = M o d e r a t e  
4 = M a r k e d  
P = P r e s e n c e  o f  l e s i o n  w h i c h  c a n n o t  k R g r a d e d .  

MESENTER l C LYMPH NODE - N N N N N N N N M N N N N I N N N N N M ' M  
- 7  

OVAR I ES ~ N N N N N N N ! N N N N N ~ N N N N N N N N  

UTERUS I N N N N L N N N N N N N N N L N N N N N  -+ 
Hyperplasia,cystic,glandular,diffuse -- . -. 2 - 
H y p e r p l a s i a ,  c y s t i c ,  g l a n d u l a r ,  - -.- 

mu1 t i  f o c a l  -- -.- 2, - - - . . - , 
UR l NARY BLADDER -- .- 

LUNGS L_ L L L 

C o n g e s t  ion, d i f f u s e  --- 3 . 3  2 2 3 
ESOPHAGUS 

TRACHEA 

- - 
I 

.--- 

- 
---- ... 

N ~ M N N N N N M M N N N N M N M M 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  

N N N N N N N N N N N N N N N N N N N N  

-. 

- 

. 

--. 

--. 
- -  

- 
.- 



I :';A- D i e d  a f t e r  week I1 a n d  d o s e !  l u c t i o n .  I .  I'.T.R( 
Study NZ.. L 06121 SN 7 
Compound: RDX 
D o s e  (mg/kg/day) : 1 7 5 . 0 / 1 0 0  t I I S T O P A T I i O L O G Y  I N C I D E N C E  T A B L E  

>'c D i e d  on Study 
or  

M o r  i b u n d  

ORGAN 
Les i on 

S a c r i f i c e  c 
0 
.r 

2 
a, 
u 
u 
Q: 

F e m a l e  Mice  ( ~ o n ' t . )  
G r o u p  V 

graded. 

L = Lesion P r e s e n t  2 = Mild 
M = Tissue  Not P r e s e n t  3 = Moderate 
- = Tissue  Not Appl icable  4 = Marked 

P = Presence of l e s i o n  which cannot  be 

N  

N  

N  

N  

N  

L N  

BRA l N  

SPINAL CORD 

EYES 

OPTIC NERVES 

ADRENALS 

SPLEEN 

PANCREAS 

P a n c r e a t i  t i s ,  f o c a l  , a c u t e  

MESENTER I c LYMPH NODE 

N  

-. 
L 

N  N ' N  

I ,  

+ 
N ( N  

1 

-.-. 

I 

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  
Minimal 

3 

-.-- 

- 
L - L  

OVAR I ES 

UTERUS 

N  

N 

3 3 3  

L  

2  2 - - 2 1 3 1 3 1 2 [ 1 2 1 3  

- - - + 

Hyperplasia,cystic,glandular,diffuse 

H y p e r p l a s i a ,  c y s t i c ,  g l a n d u l a r ,  

mu1 t i  f o c a l  

UR 1 NARY BLADDER 

LUNGS 

Liiii;;tion,~ffuse - 

N  N I N  

L  

2 

Symbols: N = Within Normal L imi t s  S e v e r i t y :  1 = 

L 

3 

N  

N N N N N N N N N N N N N N N N M N N N  

N  

I N N N N N N I N N N N N N N M N N N N N N  

L 

N  

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 N N N N N N N  

N  

N N N M M N M M N N N M N M N M M M N N  

N N N M N N N N N N N N M 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 I N N N N N N N N N N N N M N N N N N N  

N N N M N H N ~ M N N M N N M N N M M 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  

N  

L 

N  

L L ~ L  



I .  I , T . R .  I. 
Study N( L 06121 SN 7 
Conipouno. RDX 
Dose (rng/kg/day) : 175.0/100 

;': Died on Study 
or 

Mor i bund Sacr i 

ORGAN 
Les i o n  

I l l  S T O P A T I I P L O G Y  I F I C T  D E M C E  T A D L E  
Female Mice ( ~ o n ' t . )  

Group V 

i;:: D i e d  a f t e r  week I 1  and dose t-ncluction, 
i 

f i c e  

M = Tissue Not Present 
- = Tissue Not Applicable 

3 = Moderate 
4 = Marked 
P = Presence of les ion  which cannot be graded. 



1 .  i .T.R 
Study NL L O 6 1 2 1  SN 7 
Compound : R D X  
Dose (mg/kg/day) : 175.0/100 

;': Died  on Study 
o r  

++ Died a f t e r  week 1 1  and dose1 duction. 

H I  S T O I ' A T I I O L O G Y  I N C I  D E N C E  T A B L E  

Symbols: N = Within Normal Limits 
L = Lesion Presen t  
M = Tissue Not Presen t  - = Tissue Not Applicable 

Female Mice ( ~ o n ' t . )  
Group V 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded. 



Study No.! L 06121 SN 7 

: 1 75.0/ 100 

t': Died on Study 
or 

Mor i bund Sacr i f i ce 

ORGAN 
L e s i o n  

:':;': U I e d  at tcl- week I I and dose r e d u c t  ion,  

I 

H I  S T O P A T l i O L O G Y  I M C I  D E N C E  T A B L E  
Female Mice (Con't.) 

Group V 

M = Tissue Not Fresen t  
- = Tissue Not Applicable 

3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded. 



* L 06121 SN 7 
Compound ! RDX 
Dose (rng/kg/day) : 175.0/100 

+: Died on Study 
o r  

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  
Female Mice (Con ' t  . )  

Group V 

Mor i bund Sacr i f i ce 
c 
0 
.r 

ORGAN V ) Q )  ~ N W  

Les ion  cu o -;- -;- - 

Symbols: N = Within Normal Limits  
L = Lesion P r e s e n t  
M = Tissue  Not Presen t  
- = Tissue  Not Appl icable  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence o f  l e s i o n  which cannot .be graded. 



I .  I b I . I \ .  I ,  

L 06121 SN 7 
Compou 
Dose (mg/kg/day) : 175.0/100 

:': Died  on Study 
o r  

Moribund S a c r i f i c e  

ORGAN 
Lesion 

H I S T O P A T H O L O G Y  I N C l D f  N C E  TAIJLE 
Female Mice ( ~ o n ' t . )  

Group V 

M = Tissue  Not Presen t  
- = Tissue  Not Applicable 

3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot  be graded.  



.l-.l- ,... D i e d  a f t e r -  week I 1  and dose / ' u c t i o r ~ .  I 6  l.'r.l\.. 
Study ~d 1. 06121 $N 7 
Compound ! R D X  
Dose (mg/kg/day) : 175 .0 /100  

2': D ied  on Study 
o r  

Moribund S a c r i f i c e  

H I  S T O P A T I i O L O G Y  I N C I D E N C E  T A R L E  
F e m a l e  Mice (Con't.) 

Group V 

ORGAN 
Lesion 

- --.---- 

Symbols: N = Within Normal L imi t s  S e v e r i t y :  1 = Minimal 
L = Lesion P r e s e n t  2 = Mild 
M = Tissue  Not P r e s e n t  3 = Moderate 
- = Tissue  Not Appl icable  4 = Marked 

P = Presence of l e s i o n  which cannot  be graded.  



I  8  b  I  b I \ b  @ A  

r L 06121 SN 7 a 

Study Compou RDX 
Dose (mg/kg/day) : 175.0/100 

1'; D ied on S t u d y  
or  

Moribund S a c r i f i c e  

ORGAN 
Lesion 

Died  a f t e r  week I 1  and dose rcduc t ion .  

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  
Female Mice ( C o n ' t . )  

Group V 

M = Tissue Not Present 
- - - Tissue Not Applicable 

3 = Moderate 
4 = Marked 
P = Presence of lesion which cannot be graded. 



INCIDENCE COMI'AIIXSMJ I .I .T.R .I. 
s tudy  NO. : L 06121 SN 7 
Compound : RDX 

OI\CNJ 
les ion 

URINARY BLADDER 

C y s t i t i s ,  chronic  

I ca l cu lus  I 

I LUNGS I 

I LIVER I 
I H e p a t i t i s ,  a cu t e  I 

Hepa t i t i s ,  n e c r o t i c ,  acu te  
I I 
I KIDNEYS I 
I P y e l i t i s ,  a cu t e  I 
1 P y e l ~ n e ~ h h r i t i s ,  acu te  I 

-- - - -  - -- --  I Lymphocytosis, i n t e r s t i t i a l  I 

I SKIN I 
1 Dermati t is ,  a cu t e  I 

- -- - - 

Perma t i t i s ,  chronic  I 
* Due t o  high mor t a l i t y ,  d a i l y  dosage of 172 ; was reduc :ed f o r  both sexes  t o  

82-1113) d ied  
100 mg/kg, 
a f t e r  t h i s  

commencing on 4 
reduc t ion  i n  d a  (week 11); Four high -dose males (82-1082, 82.1089, 82-1109, and i l y  dosage. 

P 
03 

** Agonal phenomenon, no t  s p e c i f i c a l l y  r e l a t e d  t o  t reatment .  



I .I .T.R .I. 
cr\ Study No.: L 0 6 1 2 1 S N 7  m 
m Compound: RDX 

ORGAN 
lesion 

INCX DENCE COMI'AIlX!;OIJ ' T A l 3 1 ~  \ 9 

. . . . 
-- 

PANCREAS (11) 
L .- (46) 

I Pancrea t i  tis , acu t e  0/11 0/46 

L 

i EONE MARROW (11) .- (45 1- 
Hyperplasia ,  myeloid 0/11 .- 1/45 

MESENTERIC LYMPH NODE ( 1 0 ) -  (35) 
Hyperplasia,  lymphoid - 0/10 1 /35. 
Lymphadenitis, b a c t e r i a l  e t . ,  a cu t e  0/10 0/35 

PROSTATE (11) ( 4 6 )  

P r o s t a t i t i s ,  chron ic  0/11 1/46 

UTERUS - - 
Hyperplasia ,  c y s t i c ,  g l andu la r  

I 

I 
< 

v i u I 
* Due t o  high m o r t a l i t y ,  d a i l y  dosage of 175 mg/kg was reduced f o r  both sexes  t o  100 mg/kg, 
Four high dose males (82-1082, 82-1089, 82-1109, and 82-1113) d i e d  a f t e r  t h i s  reduct ion in d 

commencing on 4/20/81 (w 
. a i l y  dosage. 

e e k  11) 



I .I .T.R.I.  
s tudy  NO.: ~ 0 6 1 2 1  SN 7 
Compound : RDX 

INCIDENCE COMI'AIIXSOTJ 

LESIONS (TISSUES NOT SPECIFICALLY 

REQUIRED BY PROTOCOL) 

MEDIASTINAL LYMPH NODE 

Lymphadenitis, b a c t e r i a l  e t , ,  a cu t e  

SEMINAL VESICLES 

Seminal v e s i c u l i t i s ,  chron ic  

PENIS 

B a l a n i t i s ,  acu te  

B a l a n i t i s ,  chron ic  

Calculus  

URETHRA 

U r e t h r i t i s ,  chronic  

Calculus  

PREPUCE 

P o s t h i t i s ,  chron ic  
b 

* Due t o  high m o r t a l i t y ,  d a i l y  dosage of 175 mg/kg was reduced f o r  
Four high dose males (82-1082, 82-1089, 82-1109, and 82-1113) d i ed  

both sexes  t o  100 mg/kg, commencing on 4/20/81 (week 11). 
a f t e r  t h i s  reduc t ion  i n  d a i l y  dosage. 



INCIDENCE COMI'ARXSMJ I .I .T.R.I.  
Study NO.: L 06121 SN 7 
Compound : RDX 

I PREPUCE (con t . I 
Abscess, chronic  I 

PREPVTIAL GLAND I 
I Adeni t i s ,  acu te  I 
I Cysts I 

I SCROTUM I 
I C e l l u l i t i s .  chronic  I 

I LUMBAR LYMPH NODES I 
Hyperplasia ,  lymphoid 

SUBCUTANEOUS FAT 
I -h 

S t e a t i t i s ,  chronic  I 
SUBCVTIS 

Abscess 

Hematoma 

eek 11). m g / k g ,  commencing on 4 
.on i n  d a i l y  dosage. 

both sexes  t o  100 
a f t e r  t h i s  r educ t i  

+ Due t o  h i g h  mor t a l i t y ,  d a i l y  dosage of 175 rng/kg was reduced f o r  
Four high dose males (82-1082, 82-1089, 82-1109, and 82-1113) d i e d  



INCIDENCE COMI'ARXSOI.( 'I'AUIJ'CS I .I .T.R .I. 
S tudy  No.: L 06121 SN 7 
Compound : REX 

ABDOMINAL CAVITY 

Abscess, b a c t e r i a l  e t a ,  acu t e  

.r - - 

, commencing on 4/20/81 (week 11). * Due t o  high m o r t a l i t y ,  d a i l y  dosage o f  175 mg/kg was reduced f o r  both s 



ORGAN 
Les i on 

I.I.T.R.I. INCIDENCE OF LESIONS CONSIDERED TO BE TREATMENT RELATED 
Study No.: L 06121 SN 7 
Compound : RDX 

KIDNEYS 

Cytoplasmic vacuol iza t ion  
, 

I 

* Due t o  high mor t a l i t y ,  d a i l y  dosage of 175 mg/kg was reduced f o r  both sexes t o  100 mg/kg, commencing on 4/20/81 (week 11).  



PATHOLOG Y APPENDIX I I : 

Twelve Month Inter im Sacr i f i ce  

I I T  R E S E A R C H  I N S T I T U T E  



FINAL PATHOLOGY REPORT 

o f  Twenty-Four Month Chronic Toxici  ty-Carci nogenici t y  
Study o f  Hexahydro-1,3,5-trini t ro -1 ,3 ,5 - t r iaz i  ne 

(RDx) i n  B6C3P1 Hybrid Mice 

I I T R I  P r o j e c t  No. L6121 
Study Number 7 

Twelve Month In te r im  Report 
NECROPSY OBSERVATIONS 

. 
1 / 

Carol A. Thompson, D.V.M., M.S. 
Senior Veter inary Path01 ogi s t  
Pa tho1 ogy Section 
L i f e  Sciences Research 

I I T  R E S E A R C H  I N S T I T  U T E  



LO6121 SN 7 
Twelve Month I n t e r i m  S a c r i f i c e  

and Deaths 6-12 Months 
B6C3F1 Hyb r i d  Mouse 

ORGAN 
Lesion 

, 

Number o f  Mice Examined 

No Gross Lesions 
# 

I SKIN/Subcutis 

Hai r loss ,  f oca l  /mu1 t i  f o c a l  

1 Dark red, f o c a l / d i f f u s e  

Mass 

Crust fo rmat ion  

Abscess 

j Crusty, dark r e d / f i g h t i n g  wounds 
Thickened 

Black focus 

LUNG 

1 Red/mottled r e d  

I Mo t t l ed  
L 

LIVER 

Mo t t l ed  red/dark  r e d  

Table I 1  

NECROPSY OBSERVATIONS 



LO6121 SN 7 
Twel  ve Month I n t e r i m  S a c r i f i c e  
and Deaths 6-12 Months 

B6C3F1 Hyb r i d  Mouse 

ORGAN 
Les i on 

t 
LIVER (con t inued)  

L i g h t  brown/pal e / t a n  

F i  rm # 

Dark brown 

Nodule 

1 Enlarged 

Mass 

: GALL BLADDER 

Red 

Di stended 

ADRENAL GLANDS 

Mass 

SPLEEN 

Dark red /purp l  e /dark  

Enlarged/round edges . 

Black, f o c a l / d i  f f u s e  

NECROPSY OBSERVATIONS 



LO6121 SN 7 
Twelve Month I n t e r i m  S a c r i f i c e  

and Deaths 6-12 Months 
B6C3F1 Hyb r i d  Mouse 

ORGAN 
Les i on 

NECROPSY OBSERVATIONS 

SPLEEN (con t inued)  

Dark brown 

P a l e / l i g h t  r e d  

I 

PANCREAS 

F i rm ! 

1 
I KIDNEYS 

L i g h t  brown/tan/pal  e 

S o f t  

M o t t l e d  r e d  

Sma 1 1 

D i l a t e d  p e l v i s  

Nodule 

URINARY BLADDER 

Distended w i t h  f l u i d ,  red/yel low/brown 
F 

Dark red, f o c a l / d i  f f u s e  

t 



LO6121 SN 7 
Twelve Month I n t e r i m  S a c r i f i c e  

and Deaths 6-12 Months 
B6C3F1 Hybr id  Mouse 

ORGAN 
Lesion 

NECROPSY OBSERVATIONS 

TESTES 

Small 

F i r m  v 

Tan 

SEMINAL VESICLES 

Ye1 1 ow 

Enlarged 

1 Firm 

PENIS 

Swol 1 en/enl arged 

Dark red  

Discharge, whi t e / r e d  

I r r i t a t i o n  

Extended from prepuce 

\ 



LO6121 SN 7 
Twel ve Month I n t e r i m  S a c r i f i c e  
and Deaths 6-12 Months 

B6C3F1 Hybr i d  Mouse 

ORGAN 
Lesion 

NECROPSY OBSERVATIONS 

i 

* 

PREPUTIAL GLAND 

Enlarged 

I Abscess 
r 

# 

1 

1 UTERUS + 
I Swoll en /d i  stended 
I 

/ Dark r e d  

0 

L 

O V A R I  ES 

Cyst 

F i rm 

t 

I MESENTERIC LYMPH NODE 

Dark r e d  

Enlarged 

Small 

Dark brown 



LO6121 SN 7 
Twel ve Month I n t e r i m  S a c r i f i c e  
and Deaths 6-12 Months 

B6C3F1 Hybr id  Mouse 

ORGAN 
Lesion 

a 

EYE 

Whi te/opaque/gray 

Small 

F i  r m  

I SKULL 

Contained red  ma te r ia l  

PITUITARY GLAND 

Dark red  

TAIL 

Nodule 

PELVIC REGION 

Mass 

I 

RESPIRATORY LYMPH NODE 

Enlarged 

NECROPSY OBSERVATIONS 



L O 6 1 2 1  SN 7 
Twel  v e  M o n t h  I n t e r i m  Sacr i  f i c e  

and  Dea ths  6-12 M o n t h s  
B6C3F1 Hybr id  Mouse NECROPSY OBSERVATIONS 

OMAN 
L e s  i on 

t 

LUMBAR LYMPH NODE 

I E n l a r g e d  I 

[ INGUINAL LYMPH NODE I - - I E n l a r g e d  

j Brown 
b 

Dark r e d  

1 PERINEAL REGION I 
/ Swol len  I 
1 Red I 

I RENAL LYMPH NODE I 
I 

I E n l a r a e d  I 

; ABDOMINAL FAT 1 
I - -  - 

- - 

I Yellow I 
F i r m  I 



LO6121 SN 7 
Twe l  ve Month I n t e r i m  S a c r i f i c e  
and Deaths 6-12 Months 

B6C3F1 Hybr id Mouse 

ORGAN 
Lesion 

NECROPSY OBSERVATIONS 

t 
THORACIC CAVITY 

Mu1 t i p l e  masses 

v 

ABDOMINAL CAVITY 

Mu1 t i p l e  masses 

Contained red  f l u i d  

I 
I 
I 

I 

I 

\ 
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Histopathology Narrative Report 



Histopathologic  Evaluation Methods 

Histopathologic  examination was performed by John W .  Sagar tz ,  D.V.M. 

His topathologic  f i nd ings  f o r  each mouse were recorded on a 

s t a n d 6  form provided by I.I.T.R.I. Tissue counts were re- 

corded on a second form. Both forms were signed by the  path- 

o l o g i s t  and were i n i t i a l l e d  by Barbara E.  Sagartz  who t rans-  

c r ibed  t h e  observat ions and t i s s u e  counts.  

These d a t a  were t r ans fe r r ed  t o  a handwritten Histopathology 

Incidence Table and submitted f o r  typing. Accuracy of t he  typed 

Histopathology incidence Table was v e r i f i e d  by reviewers who 

i n i t i a l l e d  the  i nd iv idua l  animal d a t a  forms. 

Following v e r i f i c a t i o n  of t he  d a t a  on the  Histopathology 

Incidence Table,  incidences of vazious h i s topa thologic  l e s i o n s  

were ca l cu l a t ed  on an Incidence Comparison Table. These 

c a l c u l a t i o n s  were v e r i f i e d  by the  pa tho log i s t  who then used 

t h e  Incidence Comparison Tables as the  b a s i s  f o r  preparat ion 

of t he  Histopathology Narrat ive Report. 



Personnel Record 

Study: I.I.T.R.I. P ro j ec t  No. L 06121 SN 7 

Sponsor P ro j ec t  No. D~MD-17-79-~9161 

Chronic ~oxicit~/~arcino~enicit~ Study 

RDX - ~ 6 ~ 3 ~ 1  
12 Month In te r im S a c r i f i c e  

The personnel l i s t e d  below have p a r t i c i p a t e d  i n  t h e  t echn ica l  and/or 

c l e r i c a l  a c t i v i t i e s  of t h i s  s tudy:  

Name - Signa ture  I n i t i a l s  Date 

I 

John W. Sagar tz ,  D.V.M. . 

F ~ 3 - 8 2  Barbara E. Sagartz  

Michael J .  Sagaztz 

W i l l i a m  M.  Sagartz  
I 



I n  the  second s i x  months of t h i s  s tudy,  there were occasional 

spontaneous deaths and moribund s a c r i f i c e s  among t r ea t ed  and 

c o n t r o l  mice of both sexes. The incidences of e a r l y  deaths in 

various groups a re  as follows: 

Dose 
Group ( r n g r ~ / d a Y )  Males - Females 

I 0.0 1 0 
I1 1.5 3 2 

I11 7.0 0 0 
I V  35.0 3 1 

V 175.0/100 2 0 

Male Mice 

Noteworthy microscopic changes were found in the bra in  and in 

various cutaneous s i t e s .  

Corpora amylacea were observed i n  the midbrains of 8 mice 

rece iv ing  1.5 mg/kg, 2 mice rece iv ing  7.0 mg/kg, 6 mice 

rece iv ing  35.0 mg/kg, and 7 mice rece iv ing  175/100 %/kg. 

No corpora amylacea were seen in male cont ro ls .  Morphologically, 

these  s t r u c t u r e s  cons i s t  of mult iple  basophi l ic ,  g ranular ,  

mineralized f o c i  which were no t  accompanied by l o c a l  t i s s u e  

damage o r  c e l l u l a r  r eac t ion .  These bodies a r e  f requent ly  seen 

in adu l t  mice and, i n  t h i s  ins tance ,  t h e i r  occurrence among 

t r e a t e d  mice is regarded as spontaneous. 

A v a r i e t y  of cutaneous l e s ions  were found in cont ro ls  and t r e a t e d  

males. These l e s ions  included chronic de rma t i t i s ,  dermal and 

subcutaneous abscess ,  hyperkeratosis ,  u l ce ra t ion ,  granuloma, and 

hematoma. Also ex te rna l  g e n i t a l  l e s i o n s  such as p repu t i a l  gland 



a d e n i t i s ,  p o s t h i t i s ,  b l a n i t i s ,  and peni le  c a l c u l i  were found 

among c o n t r o l  and t r e a t e d  males. 

The incidence of chronic  d e r m a t i t i s  w a s  increased among males 

r ece iv ing  1.5 and 175/100 %/kg of t e s t  compound. Throughout 

t h i s  s tudy ,  t h e r e  has r epo r t ed ly  been increased f i g h t i n g  and 

cutaneous trauma among t r e a t e d  males. This  behavior is probably 

due t o  compound-induced hyperesthesia .  

Female Mice 

Corpora amylacea were found in the  b r a i n s  of s e v e r a l  t r ea t ed  

females. These s t r u c t u r e s  were noted i n  4 mice rece iv ing  

1.5 mg/kg, 4 mice r ece iv ing  7.0 mg/kg, 5 mice r ece iv ing  

35.0 mg/kg, and 7 mice r ece iv ing  175/100 %/kg. No corpora 

amylacea were found in female con t ro l s .  A s  with males, the  

occurrence of these aggregates  is considered random. 

Discussion 

I n  comparing t h i s  experimental phase with the 6 month in te r im 

sacrif ice,  the increased incidence of renal t ubu la r  cytoplasmic 

vacuol iza t ion  seen among t r e a t e d  males a t  6 months was n o t  

de tec ted  at t h i s  12 month s a c r i f i c e .  

The presence of corpora amylacea i n  b ra in s  of s e v e r a l  t r e a t e d  

mice of both sexes is,  a t  t h i s  s t a g e ,  regarded as a spur ious ,  

random f i n d i n g  in view of t he  small sample s i z e  from each 

group and the  h i s t o r i c a l l y  f requent  i d e n t i f i c a t i o n  of these  

apparen t ly  harmless s t r u c t u r e s  i n  a d u l t  mice. 



Conclusions 

In t h e  second 6 months of t h i s  s tudy ,  t he  t e s t  compound apparent ly  

continued t o  cause hyperes thes ia  and excessive f i g h t i n g  among 

males. The increased incidences of var ious  cutaneous l e s ions  

r e f l e c t  compound-induced behavioral. changes r a t h e r  than s p e c i f i c  

e f f e c t s  on t he  s k i n  as a t a r g e t  organ. 

A t  t h i s  s t a g e ,  t h e r e  is no apparent  t a r g e t  organ f o r  compound 

t o x i c i t y  in e i t h e r  sex.  

//#/83 
John W .  Sagar tz ,  D.V.M.  ate ) 
Veter inary Pa thologis t  



L0.L 1 . l l * L *  

s tudy  NO. : L 06121 SN 7 
0, co( md: RDX 

Dos, (mg/kg/day) : 0.0 
0 

* Died on Study 
o r  

~ o r i b u n d  S a c r i f i c e  

ORGAN 
Les i on 

HISTOPATHOLOGY I N C I D E N C E  TABLE 
Male Mice 
Group I 

BRAIN N N L N N N N N N N N  

Hemorrhage, mul t i foca l  2 

SPINAL CORD N N L N N N N N N N N  I 

Hemorrhage, f o c a l  2 

EYES N N N N N N N N N N N  

OPTIC NERVES N N N N N M N N N N N  

ADRENALS N N N N N N N N N N N  

SPLEEN N N N N N N N N N N N  

PANCREAS N N N N N N N N N N N  I 

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

Hyperplasia,  lymphoid, d i f f u s e  1 3  
-C 

TESTES N N N N N N N 9 L N N N  

Hyperplasia,  i n t e r s t i t i a l  c e l l ,  I 

mu l t i foca l  2 

PROSTATE N N N N N N N N N N N  

EPIDIDYMIDES 
--  

N N N N L N N N I N N N  

Sperm granulomata, mul t ip le  3 
URINARY BLADDER 

-- -- 

N N N N L N N N L L L  

Calculus P P P P I - 
Symbols : N = Within Normal L i m i t s  . Sever i ty :  1 = Minimal 

L = Lesion Present  2 = Mild 
M = Tissue Not Present 
- = Tissue Not Applicable 

3 = Moderate 
4 = Marked 
P = Presence of l e s ion  which cannot be graded. 



1.1 ' "  H . I .  
~ t d  No. : L 06121 SN 7 
Compound : RDX 
Dose (mg/kg/day) : 0.0 

* Died on Study 
o r  

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  
Male Mice 

Group I (con ' t . ) 

Symbols: N = Within Normal Limits  
L = Lesion P re sen t  
M = Tissue Not Present  
- = Tissue  Not Applicable 

m i  

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of  l e s i o n  which cannot be graded, 

-r 
~ V 3 V 3 \ O ~ * d \ ~ a o o  

8 8 8 8 8 8 8 2 3 3 3  
d d d 4 4 d d d d A A  
O D O D O D a D a , O D ~ O D a ) o o O D l  

c 
0 
C 

ORGAN m L  

Lesion a n  
V E  
az 

00 

C 

LUNGS 

Congestion,  d i f f u s e  

ESOPHAGUS 

TRACHEA 

THYROIDS 

PARATHYROIDS 

HEART 

LIVER 

Hepa toce l lu la r  adenoma, s o l i t a r y  

Necrosis ,  coagula t ive ,  mu l t i f oca l  

* 

J L L L N L L L L L L L  

2 

N N L N N N N N N N N  

N N N N N N N N N N N  

O O d - r d r n  

1 

1 1 1 1 1 1 1 1 1  

N N L N N  

2  

N N N N N  

N N N N N  

N N N N N  

M N N N N  

N N N N N  

N N L N N N  

2 

KIDNEYS 

N N N N N N  

N N N N N N  

M M M N M ! N  

N N N N N N  

N N N N N N  

! ? ! I N N N N  

N N N L N  

2  

Pye loneph r i t i s ,  mu l t i f oca l ,  a c u t e ,  

b a c t e r i a l  e t i o l o g y  

Hyperplas ia ,  t u b u l a r ,  mu l t i f oca l  

Cytoplasmic vacuo l i z a t i on ,  d i f f u s e  

Nephrocalc inosis ,  m u l t i f oca l  

STOMACH 

Minera l iza t ion ,  mu l t i f oca l (g l andu l a r )  

DUODENUM 

2 

. . -  

P 

3 

1 

2 

2 

2 2 2 3 1 2 2 2  

I 



- . - -  - . . 
s tudy  NO.  : L 06121 SN 7 
Comv 7d: RDX 

* Died on Study 
o r  

H I S T O P A T H O L O G Y  I N C I D E N C E  TABLE 
Male Mice 

Croup I ( ~ o n ' t .  ) 

M = Tissue Not Presen t  
- = Tissue Not Applicable 

3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot , be graded. 



L 06121 SN 7 
Compound: R23X 
Dose (rng/kg/day) : 0.0 HISTOPATHOLOGY I N C I D E N C E  TABLE 

* Died on Study 
o r  

Moribund S a c r i f i c e  

ORGAN 
L e s i o n  

Male Mice 
Group I ( ~ o n ' t  .) 

Symbols: N = Within Normal Limits 
L = Lesion Present  
M = Tissue Not Present  
- = Tissue Not Applicable 

? 

- - 

Sever i ty :  1 = Minimal 
2 = Mild 

- 

3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded. 

I 
--------- 

-- 

a 

P 

-- 
4 

- 

0 

= 

I I I I I I I I  

t 
0 

'C ,, 
.la, 

,, 

fi 

- 

* 
O O d b r c  

I 

SUBOUTIS 

Granuloma, s o l i t a r y  

Hematoma, f o c a l  

SEMINAL VESICLES 

INGUINAL LYMPH NODE 

Lymphadenitis, d i f f u s e ,  chronic  

L 

4 
- 

* 
~ I O N S  (TISSUES NOT SPECIFICALLY 

REQUIRED BY PROTOCOL) (con ' t . ) 
tTRETHRA 

Calculus 

u \ \ o W W P C % ; : d \ ? 3 0 0  

d a d ; 3 3 ? 3 ? 3 3 3 3 3  
, : , ! , , , r c , d , d  
a c o a c o a ~ a a c o C O a I  

1 

- 

3 

- - - - - L  - - o w -  

- 

3 

- 0 

Hyperplasia,  lymphoid, d i f f u s e  I 
ABDOMINAL FAT 

S t e a t i t i s ,  f o c a l ,  chronic  

L - - - - - - - -  

w L 

3 

- - - L - - - - - - L  

N N N N N N N N N N N  

0 0 . 0  

I 



a. .A. * .*..-. 
Study No. : L 06121 SN 7 

nd: RDX w t Dos ,mg/kg/day) : 1.5 

* Died on Study 
o r  

Symbols: N = Within Normal L imi t s  
L = Lesion P r e s e n t  

HISTOPATHOLOGY I N C I D E N C E  TABLE 
Male Mice 
Group I1 

M = Tissue  Not Presen t  
- = Tissue  Not Applicable 

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be traded. 



1.1 ' I '  H . I .  
~ t u (  lo. : L 06121 SN 7 
Compound : RDX 
Dose (mg/kg/day) : 1.5 

* Died on Study 
o r  

H I S T O P A T H O L O G Y  I N C I D E N C E  TABLE 
Male Mice 

Group I1 ( ~ o n ' t . )  
B *  

C 
0 * * * 

• r- 0 0 ; f ~ d b O ~ O J ~ C h N  
ORGAN ,L 

O d r c d  
\ O \ O \ O \ O \ O \ O  

Uv-,\O3 
OJ(-"3$3\o\O\O\o 

Lesion g z  0 0 0 0 0 0 0  0 0 0 0 0  
I I I I I f  I d A A d d , d , A A , A A  

m c o m a m m c o m c o m a l m m ]  L 

F = Presence of l e s ion  which cannot  be graded. 



I .I a 1 . I \  a l  r 

 stud^ NO. : L 0612: LN 7 
comi d :  RDX 
Dose (mg/kg/day): 1.5 

* Died on Study 
o r  

HISTOPATHOLOGY INCIDENCE T A B L E  
Male Mice 

Croup I1 (Con't .)  

C 
0 .r 

ORGAN m L  

Lesi on 

Symbols: N = Within Normal Limits 
L = Lesion Presen t  

LESIONS (TISSUES NOT SPECIFICALLY 

REQUIRED BY PROTOCOL) (Con't .) 

PREPUTIAL GLAND 

Adeni t i s ,  d i f f u s e ,  chronic  

PENIS 

B a l a n i t i s ,  d i f f u s e ,  chronic ,  a c t i v e ,  

u l c e r a t i v e  

B a l a n i t i s ,  d i f f u s e ,  chronic  

SUBCUTIS 

Abscess, s o l i t a r y ,  p e n i l e  a r e a  

M = Tissue Not Present - = Tissue Not Applicable 

Seve r i t y :  I = Minimal 
2 = Mild 

o d r c  

3 = Moderate 
4 = Marked 
P = Presence of l e s ion  which cannot be graded. 

* 

1 1 1 1 1 1 I  

cv 

- - 

SEMINAL VESICLES 

LUMBAR LYMPH NODE 

Hyperplasia,  lymphoid, d i f f u s e  

URINARY BLADDER 

C 

c1 

I - - - - -  
- - - - - -  

- - -  

- 
3 
0 

3 

3 ,  

4 

* 
0 0 - 3 ~ ~ ~ - 0 - + ~ ~ o \ c v  

\ O \ O V 3 \ O \ O \ O ; d \ O \ O \ O V 3 \ O \ O  
0 0 0 0 0 0 0 0 0 0 0 0 0  

44.-,4444,!,!44,4 
c o c o c o c o c o c o a o c o c o c o Q 1 c o a o  

- - - I , - - - - - - - - -  

- - - - - L - - - - - - -  

L . 

* 

N - - - - - - -  

- - , 

L L - - - - - - -  

- 

2 

- 

* . 3 ~ 1 \ r \ V 3 3  

1 

N - - - - - - - - -  

I 

T 

1 1 1 1  

- o 

1 

- 



~ompuund : RDX 
Dose (mg/kg/day) : 7.0 

* Died on Study 
o r  

Moribund S a c r i f i c e  

ORGAN 
Les i on 

HIST O P A T H O L O G Y  INCIDENCE T A B L E  
Male Mice 
Croup I11 

t 
B R A I N  N L N N L N N N N N  

Corpora amylacea, mult i focal  2 1 

S P I N A L  CORD N N N N N N N N N N  

S P L E E N  N N N N L N N N N N  

Hematopoiesis,extramedullary,diffuse 4 

HEART N N N N N N N N N N  

LIVER N N L N N L N L N N  

Hepatocel lular  adenoma, s o l i t a r y  I P 

Focal c e l l u l a r  a l t e r a t i o n  P P 

F a t t y  change ,pe r i ac ina r  , multif  oca l  1 

KIDNEYS N L L L L N L N L L  

P y e l i t i s ,  mul t i foca l ,  chronic ! 
Hyperplasia, t ubu la r ,  mult i focal  2 2 2 

Cytoplasmic vacwolization, d i f f u s e  1 2 2  1 2 1 

I n f a r c t ,  s o l i t a r y  4 

TESTES N N N N N N N N I N N  

Symbols: N  = Within Normal L i m i t s  Sever i ty :  1 = Minimal 
L = Lesion Present  2 = Mild 
M = Tissue Not Present 3 = Moderate 
- = Tissue Not Applicable 4 = Marked 

P = Presence of les ion  which cannot be graded. 



A . J .  . A . A I . A .  

Study No. : L 06121 SN 7 

* Died on Study 
o r  

Moribund Sacrifice 

ORGAN 
L e s  i on 

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  
Male Mice 

Group 111 (con't .) 

, be graded. 



1.1.1 I \ . I .  

s t ud (  I. : L 06121 SN 7 
Compound : RDX 
Dose (m@;/kg/day : 35 00 

* Died on Study 
o r  

Moribund S a c r i f i c e  

ORGAN 
Lesion 

HISTOPATHOLOGY I N C I D E N C E  T A B L E  
Male Mice 
Group I V  

Symbols: N = Within Normal Limits 
L = Lesion Present  
M = Tissue Not Present  
- = Tissue Not Applicable 

Sever i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded. 

2 

3 
4 

3 
N 

, 3  
P 

L 

4 

1 

N 

B R A I N  

Corpora amylacea, mul t i foca l  

SPINAL CORD 

SPLEEN 

S p l e n i t i s ,  d i f f u s e ,  acu te  

Hematopoiesis , extramedullary , d i f fu se  

Hyperplasia,  lymphoid, d i f f u s e  

HEART 

LIVER 

H e p a t i t i s ,  d i f f u s e ,  a cu t e  I 

N , N  N 

N 

N 

N 

1 

1 2  

2 

N 

N 

3 

2 

N 

L 

N 

L 

1 

L 

Pye lonephr i t i s ,  mu l t i foca l ,  a cu t e ,  

b i l a t e r a l  

Pye lonephr i t i s ,  d i f f u s e ,  a cu t e ,  

u n i l a t e r a l ,  b a c t e r i a l  e t i o logy  

Hyperplasia,  t u b u l a r ,  mul t i foca l  

CyLoplasmic vacuol iza t ion ,  d i f f u s e  

TESTES 

Focal  c e l l u l a r  a l t e r a t i o n  I 

N 

L 

N , N  

L 

2 

N N N L N N L L L N L N 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 N N N L  

N N N N N N N N N N N N L  

2 

KIDNEYS 

2 

1 

4 

N 

N * L , L  

N N N N N N N N N N N N N  

L 

I 
2 

1 1  



&.&.A .... -. 
s tudy  NO.  : L 06121 SN 7 
Corn md: RDX 

* Died on Study 
o r  

Moribund S a c r i f i c e  

ORGAN 
Les ion  

1 

HISTOPATHOLOGY INCIDENCE TABLE 
Male Mice 

Croup I V  ( ~ o n ' t .  ) 

Symbols: N = Within Normal Limits  
L = Lesion Present  
M = Tissue Not Present  - = Tissue Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
I) = Marked 
P = Presence of l e s i o n  which cannot be graded. 



S t t ,  lo.: 061. 3N' ,  
Coml 7d: RDX 

H I S T O P A T H O L O G Y  I N C I D E N C E  TABLE 
* Died on Study 

o r  
Moribund S a c r i f i c e  

ORGAN 
Lesion 

Male Mice 
Croup IV ( c o n ' t .  ) 

- 

M = Tissue  Not Presen t  
- = Tissue  Not Appl icable  

b 

LESIONS (TISSUES NOT SPECIFICALLY 

REQUIRED BY PROTOCOL) (con ' t . ) 
COmN 

PROSTATE 

PITUITARY 

MESENTERIC LYMPH NODE 

GALL BLADDER 

SEMINAL VESICLES 

'3  = Moderate 
4 = Marked 
P = Presence of  l e s i o n  which cannot  be graded. 

o . - . - - o  

0 - 0 - 0 . -  

I 

Symbols: N = Within Normal L imi t s  

- - - - - - o - o - - -  

- - - - - - - N - - -  

o - - o o o - - - . -  

o o ~ o - - o o . . ~  

L = Lesion P r e s e n t  2 = Mild 
= Minimal 

N . - -  

S e v e r i t y :  

I 

1 

N o . - - -  

N 

N 

N 

N 

N 
- 

- 
- 
- 



1.1.1 . M . l .  

S tudy No.: L 06121 SN 7 
corn{ ~ d :  RDX 
Dose ,mg/kg/day) : 175/100 

* Died on Study 
o r  

Moribund S a c r i f i c e  

ORGAN 
Les i on 

HISTOPATHOLOGY I N C I D E N C E  T ABLE 
Male Mice 

Group V 

Symbols : N = Within Normal Limits  
L = Lesion P r e s e n t  
M = Tissue  Not P r e s e n t  
- = Tissue  Not Appl icable  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot  be graded. 



- .&. - .- .- . 
st1 , 30. 06: S N ,  

rld: RDX 
,mg/kg/day) : 175/100 

* Died on Study 
o r  

Moribund 

ORGAN 
Lesion 

Sacrifice 

M = Tissue Not Present 
- = Tissue Not Applicable 

H I S T O P A T H O L O G Y  INCIDENCE T A B L E  
Male Mice 

Group V (con ' t . ) 

3 = Moderate 
4 = Marked 
P = Presence of lesion which cannot be graded. 



I .I. 1.11 .I . 
Studv No. : L 06121 SN 7 
con( nd: RDX 
Dose {mg/kg/day) : 175/100 

* Died on Study 
o r  

Moribund S a c r i f i c e  

ORGAN 
Les i on 

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  
Male Mice 

Group V ( ~ o n ' t  . ) 

- - 
P = Presence of les ion  which cannot 



c o d  nd:  RDX 
Dose img/kg/day) : 175/100 

* Died on Study 
o r  

Moribund S a c r i f i c e  

ORGAN 
Lesion 

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  
Male Mice 

Group V ( ~ o n ' t  . ) 

Symbols: N = Within Normal Limits  
L = Lesion Present  
M = Tissue Not Present 
- = Tissue Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s ion  which cannot be graded. 



I . A . L  .11.I. 

Study No. : L 06121 SN 7 
COW .nd: RDX 

* Died on Study 
o r  

Moribund S a c r i f i c e  

ORGAN 
Les i on 

\ 

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  

Symbols: N = Within Normal L i m i t s  
L = Lesion Present  
M = Tissue Not Present  
- = Tissue Not Applicable 

Female Mice 
Group I 

Sever i tx :  1. = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s ion  which cannot be graded. 



l b l  ' Y b J - b  

0 :  L 06121 SN 3 
:::?:%." ~ d :  RDX 
~ o s e  (mg/kg/day) : 0.0 

HISTOPATHOLOGY I N C I D E N C E  TABLE 
* Died on Study 

o r  
Female Mice 

Group I ( ~ o n ' t .  ) 

M = Tissue Not Present 
- = Tissue Not Applicalbe 

3 = Moderatoe 
4 = Marked 
P = Presence of l e s ion  which cannot be graded. 



I . I .T .R. I .  
L 06121 SN 7 

Camp‘ : RDX 
Dose (mg/kg/day) : 0.0 

* Died on Study 
o r  

Moribund S a c r i f i c e  

ORGAN 
Les i on 

H I S T O P A T H O L O G Y  I N C I D E N C E  TABLE 
Female Mice 

Group I (~on't. ) 

M = Tissue Not Presect 
- = Tissue Not Applicable 

3 = Moderate 
4 = Marked 
P = Presence of l e s ion  which cannot 



I.. n.1 

Study No. : L 06121 SN 7 
Compound: RDX 

* Died on Study 
o r  

Moribund S a c r i f i c e  

ORGAN 
Lesion 

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  

Female Mice 
Croup I1 

be graded. 





A b A  1 *.I. 

Study No. : L 06121 SN 7 
Compound: RDX 

* Died on Study 
o r  

Moribund S a c r i f i c e  

ORGAN 
Lesi on 

HISTOPATHOLOGY I N C I D E N C E  TABLE 

Female Mice 
Group I1 ( ~ o n ' t . )  

be graded. 



-I-  - -  -- .  .- 1 

Study No. : L 06121 SN 7 
2 Compound: RDX 
N Dose (mg/kg/day) : 7.0 H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  

* Died on Study 
o r  .. * *  " e m .  

Female Mice 
Croup I11 

Symbols: N = Within Normal Limits  
L = Lesion Presen t  
M = Tissue Not Presen t  - - - Tissue Not Applicable 

Sever i tv :  1 = Minimal 

-- 

2 = Mild 

- 

mormuna a a c r i I  i c e  

3 = Moderate 
4 = Marked 
P = Presence of l e s ion  which cannot be graded. 

I 

t 
0 
' F 

ORGAN m c  
L e s  i on $ 2  

U E  
2 2  

~- 

I 

t 
BRAIN 

Corpora amylacea, mu l t i foca l  
-- 

SPINAL CORD 

SPLEZN 

OVARIES 

Parovarian c y s t ,  hemorrhae;ic,solitary 

HEART 

Myocardi t is ,  mu l t i foca l ,  chronic  

LIVER 

2 

3 

2 

I 
I 

g & & m a m a m a m  
0 0 0 0 0 0 0 0 0 0  

, J A . - , , d , J A d  
m m m m m m m m m m  

1 

I 

' n ' x 'n  

1 

3 

1 1 1 1  

2 

- 

- 

2 

KIDNEYS 

I 

& % ' g & 8 % 2  

- 

L N N L L N N N L N  

2 

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 N N  

L N N N N N N N N N  

N N N N N N N N N N  

LESIONS (TISSUES NOT SPECIFICALLY 

REQUIRED BY PROTOCOL) 

SKIN 

Dermatitis, mu l t i foca l ,  chronic  

URINARY BLADDER 

Hemangioma, s o l i t a r y  

UTERUS 

Hyperplasia,cystic,glandular,multifoc 

[ N N N N N N N N N N  

N - - - -  

J , L L - - - - - -  

2 

- 

- 

2 

L - - - . - . -  

- I -  L 

P 

L 

2 



a t ~ d y  no. t L ~ 6 1 2 ~  3 1 4  7 
Compound : RDX 
Dose (mg/kg/day) : 7.0 

* Died on Study 
o r  

HISTOPATHOLOGY I N C I D E N C E  TABLE 
Female Mice 

Croup I11 ( ~ o n ' t .  ) 
Moribund S a c r i f i c e  - 

C 
0 
.F N v \ j  w o  b d 

ORGAN V, m a  L ~ & i b a a a a a a a  v \ w b &  8 ‘ 0  m 
L e s i o n  QIa 0 0 0 0 0 0 0 0 0 0  

1 1 1 1 1 1  I r ( d d . - , , , A A d  
2 2  Z m a a m a m a a a  

M = Tissue Not Present  
- = Tissue Not Applicable 

3 = Moderate 
4 = Marked 
P = Presence of l e s ion  which cannot be graded. 



Study No. : L 06121 SN 7 
Compound : RDX 

51 P Dose (mg/kg/day): 35.0 
I 

* Died on Study 
o r  

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  
Female Mice 

Group I V  

Symbols : N = Within Normal Limits 
L = Lesion Present  
M = Tissue Not Present  - = Tissue Not Applicable 

Sever i tv :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s ion  which cannot be graded. 



u cudy nu.  : u v5121 7 
Compound : RDX 
Dose (mg/kg/day) : 17.5/100 

* Died on Study 
o r  

Moribund S a c r i f i c e  

H I S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  
Female Mice 

Group V 

ORGAN 
Lesion 

Symbols: N = Within Normal Limits  
L = Lesion Presen t  
M = Tissue Not Present  - = Tissue Not Applicable 

Seve r i t v :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s ion  which cannot be graded. 



Study No. : L 06121 SN 7 
Compound : RDX 
Dose (mg/kg/day) : 175/100 

* Died on Study 
o r  

Symbols: N = Within Normal Limits  
L = Lesion Presen t  

HISTOPATHOLOGY I N C I D E N C E  TABLE 
Female Mice 

Group V (con ' t .) 

M = Tissue Not Presen t  
- = Tissue Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded. 



.udy , : 112i 7 
Compound: RDX 
Dose (mg/&/day) : 175/100 

* Died on Study 
o r  

Moribund S a c r i f i c e  

HISTOPATHOLOGY I N C I D E N C E  T A B L E  
Female Mice 

Group V ( ~ o n ' t .  ) 

C 
1 

0 . C 
c O b O d n c \ d b c O w  

ORGAN "3L ~ ~ 2 ~ 2 ~ z z ~ ~  
v, aJ 

Lesion a13 1 1 1 1  1 1 1 1  
d d d d d d d d d 4  

U E  d d d d A A d d d d  
2 2  c O m a a a m a a a a  1 

A 

Symbols: N = Within Normal Limits  
L = Lesion Presen t  
M = Tissue Not Presen t  - = Tissue Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s ion  which cannot be graded. 



I.I .T.R.I.  
Study No. : L 06121 SN 7 
Compound : RDX 

INCIDENCE COMI'AI7XSOIJ 'I'AIIMS 

I BRAIN I 

I Corpora amylacea I 
Hemorrhage 

SPINAL CORD 

Hemorrhage 

EYES 

P h t h i s i s  bu lb i  

I ADRENALS I 
I Pheochromocytoma I 

Hyperplasia,  medulla 

Hyperplasia,  co r t ex  

I Malignant Lymphoma, lymphocytic type I 
S p l e n i t i s ,  acute  

Hyperplasia,  lymphoid 
: 

Hematopoiesis, extramedullary 

PANCREAS 

I Undifferent iated Sarcoma I 

* Tissues not  s p e c i f i c a l l y  required by protocol .  



INCIDENCE CUM1 I o I o T o R ~ I ~  
Study No. : L 06121 SN 7 
Compound : RDX 

OI\C AN 
l e s i o n  

MESENTERIC LYMPH NODE 

Undi f fe ren t ia ted  Sarcoma 

Malignant Lymphoma, lymphocytic type 

Hyperplasia,  lymphoid 

TESTES 

Hyperplasia ,  i n t e r s t i t i a l  c e l l  

Oligospermia 

Degeneration 

OVARIES 

Malignant Lymphoma, lymphocytic type 

Parovarian c y s t  

Parovarian c y s t ,  hemorrhagic 

Cyst , f o l l i c u l a r  

EPIDIDYMIDES 

Sperm granulomata 

UTERUS 

Endometr i t is ,  a c u t e  

Hyperplasia,  c y s t i c ,  g l andu la r  

* Tissues  n o t  s p e c i f i c a l l y  requi red  by pro t  



I.I.T.R.I. 
s tudy  NO. : L 06121 SN 7 
Compound: RDX 

ORGAN 
lesion 

URINARY ELADDER 

Hemangioma 

C y s t i t i s ,  a cu te  

C y s t i t i s ,  chronic  

Calculus 

LUNGS 

Undif fe ren t ia ted  Sarcoma, me ta s t a t i c  

Pneumonia, i n t e r s t i t i a l ,  chronic  

Hemorrhage 
Congestion 

THYROIDS 

F o l l i c u l a r  adenoma 

HEART 

Myocarditis,  chronic  

LIVER 

Undifferent iated Sarcoma 

Hepatoce l lu la r  adenoma 

Malignant Lymphoma, lymphocytic type 

Hemangioma 

L Focal  c e l l u l a r  a l t e r a t i o n  

INCIDENCE COMl'Al7 XSOIJ 'I'AUMS 

* Tissues  n o t  s p e c i f i c a l l y  requi red  by pro tocol .  



I .I .T.R.I.  
Study No.: L 06121 SN 7 
Compound : RDX 

5 5:' 

LIVER (cont inued)  

. Clear-cel l  f o c u s  

H e p a t i t i s ,  a c u t e  

H e p a t i t i s ,  ch ron i c  

Necrosis ,  coagu la t i ve  I 
F a t t y  change I I Microabscess I 
P e r i a r t e r i t i s ,  ch ron i c  

KIDNEYS 
'L 

Undi f f e r en t i a t ed  Sarcoma ( ~ e r o s a )  I 
I Malignant Lymphoma, l f l phocy t i c  type I 

Pye loneph r i t i s ,  a c u t e  I 
Pyelonephri  tis , a c u t e ,  b a c t e r i a l  e t  . , 
Pye loneph r i t i s  , chronic  

P y e l i t i s ,  a c u t e  

I W e l i t i s .  ch ron i c  I 
I Nephropath y , ch ron i c  

Hyperplasia ,  t u b u l a r  I 
I Cytoplasmic vacuo l i za t i on  

N e ~ h r o c a l c i n o s i s  

* Tissues  n o t  s p e c i f i c a l l y  requi red  by pro toco l .  



I .I .T.R.I.  
Study No. : L 06121 SN 7 
Compound : RDX 

INCIDENCE COMI'AI?I~;OIJ 'I'AUIBS 

OIIC AN 
l es ion  

I KIDNEYS (continued) 1 1-1 
I n f a r c t  I ]!?@I 
Lymphocytosis I Jo/lll 

STOMACH I l(L- 11) 1 
Mineral izat ion 1 I 4  

SKIN 

Dermat i t i s ,  chronic  

I Abscess 1 11/111 
Hyperkeratosis 

Ulcer 

STERNUM l(10)l 
I Undifferent iated Sarcoma I 

BONE MARROW 

I Undiffekent iated Sarcoma 

- --- - - - - 

REQUIRED BY PROTOCOL) 

URETHRA 

Calculus 

b 

* Tissues  not  s p e c i f i c a l l y  required by protocol .  



I .I .TOR .I. 
s tudy  NO. : L 06121 SN 7 
Compound : RDX 

INCIDENCE COMI'AI?X!;OlJ 'J'hll lRS 

Lymphadenitis, chronic 

Hyperplasia, lymphoid 

Hemosiderosis 

LUMBAR LYMPH NODE 

RENAL LYMPH NODE 

Malignant Lymphoma, lymphocytic type 

Abscess 

Granuloma 

Hemat oma 

F'REPUTIAL GLAND 

I Adenitis, chronic I 
I Abscess I I PREPUCE 

I Posthitis, acute I 



w 
N 
& 

I .I.T.R.I. 
Study No.: L 06121 SN 7 
Compound : RDX 

LESIONS (TISSUES NOT SPECIFICALLY 

REQUIRED BY PROTOCOL) (con ' t . ) 

0 X 
0 rd 
4 --d 
\ v! 
P( 4 rf 

I B a l a n i t i s ,  chronic  I 
- 
- 
- 
0 

. 1)- 
1/1 
- 

- 

- 
- 
(12), 

0/12 

I Calculus I 

It' 

RESPIRATORY LYMPH NODE I 
Malignant Lymphoma, lymphocytic type 

PLEURA I 
Undifferent iated Sarcoma 

PELVIC BONE 

1 ABDOMINAL FAT I 
I S t e a t i t i s .  chronic  I 

PROSTATE 

P r o s t a t i t i s ,  acute  



PATHOLOGY APPENDIX 111: 

Twenty-four Month Terminal Sacrifice 

I I T  R E S E A R C H  I N S T I T U T E  



FINAL PATHOLOGY REPORT 

o f  Twenty-Four Month Chronic Tox ic i  ty-Carci  nogeni c i  ty 
Study o f  Hexah dro-1,3,5-trini tro-1.3.5-triazi ne 

(RDXf i n  B6tSF1 Hybrid Mice 

I ITRI  Pro jec t  No. L6121 
Study Number 7 

Twenty-Four Month In te r im Report 
NECROPSY OBSERVATIONS 

Carol A. ~hompson, D . v ~ M . ,  M.S. 
Senior Veter inary  Pathologi s t  
Pa tho1 ogy Sect ion 
L i f e  Sciences Research 

I l l  R E S E A R C H  I N S T I T U T E  



Table 111, A 

Deaths 12-24 Months 
B6C3F1 Hybr id Mouse 

NECROPSY OBSERVATIONS 
Scheduled S a c r i f i c e s  

ORGAN 
Lesion 

&> 
c a r  LL' 

NUMBER OF FilICE EXAMINED 

NO GROSS LESIONS 

L 

SKIN/Subcutis 

Ha i r l oss  

Crusted/crusted r e d / f i g h t  wounds/ 

l es ions  

Dry 
Abscess 

Nodule(s) 

Mass (es)  

~ a s i  (es),  u lcera ted /c rus ted  

sur face 

Edema 

MANDIBULAR SALIVARY GLAND 

Mass 

i 



D e a t h s  12-24 Months 
B6C3Fl H y b r i d  M o u s e  

NECROPSY OBSERVATIONS 
S c h e d u l e d  S a c r i  f i ces 

ORGAN 
Lesion 

MANDIBULAR LYMPH NODE 

E n l a r g e d  

F i  r m  

T a n  

MAMMARY GLAND 

STERNUM 

COSTOCHONDIAL JUNCTION/RIBS 

THORACI c CAVITY 

Red f l u i d  

THYMUS 

En1  a r g e d / m a s s  

HEART 



Deaths 12-24 Months 
B6C3F1 Hybr id  Mouse 

NECROPSY OBSERVATIONS 
Scheduled S a c r i f i c e s  

ORGAN 
Lesion 

LUNGS 

Red f o c i /  d i f f u s e  

Tan f o c i  d i f f u s e  

Pale 

Nodul e ( s )  

Mass (es)  

ABDOMINAL CAVITY 

Contained red/brown f l u i d  

Contained c l e a r  f l u i d  

Contained "mi lky"  f l u i d  

Mass (es)  

DIAPHRAGM 

LIVER 

En1 arged 

~ o d u l e  ( s )  

Mass (es) 



Deaths 12-24 Months 
B6C3F-1 Hybr id  Mouse 

NECROPSY OBSERVATIONS 
Scheduled S a c r i f i c e s  

ORGAN 
Les i on 

LIVER (cont inued) 

Tan foc i /mo t t l ed  tan  

Red f o c i  

Pale/tan, d i f f u s e  

Brown, d i f f u s e / f o c i  

Redlrnottl ed red  

Granular 

Cyst(s)  
S o f t  

Focus 

' GALL-BLADDER 

Encompassed i n  mass 

ADRENAL GLANDS 

Red, d i  f f use / foc i /mo t t l ed  red  

Tan 

En1 arged 



Deaths 12-24 Months 
B6C3F1 Hybr id Mouse 

NECROPSY OBSERVATIONS 
Sch'edl~led Sacr i  f i ce<  

ORGAN 
Lesion 

SPLEEN 

En1 arged 

Small 

~ o d u l  e (s  ) . 
Mass (es) 

F i  rrn 

- S o f t  

Mo t t l ed  red/red, d i f f u s e  

White/tan f o c i  

Mo t t l ed  tan/whi te,  d i f f u s e  

PANCREAS 

Cyst (s )  

KIDNEY 

Pal e/ tan - 
Tanlye1 1 ow f o c i  

Whi t e l g r e y  f o c i  

Red, d i f f u s e / f o c i  



Deaths 12-24 Months 
B6C3F1 Hybr id Mouse 

NECROPSY OBSERVATIONS 
Scheduled S a c r i f i c e s  

ORGAN 
Lesion 

b 

, KIDNEY (cont inued) 

Nodule(s) 

. Small 

Mass 

URINARY BLADDER 

Distended w i t h  ye1 lowlbrown f l u i d  

Cal cu l  i 

Thi c kened 

F i  rrn 

TESTES 

Srna 1 1 

Sof t/f 1 a c c i  d 

Mass (es)  

Gray/pal e/ tan 

EPIDIDYMIS 

Srna 1 1 



Deaths 12-24 Months 
B6C3F1 Hybr id Mouse 

NECROPSY OBSERVATIONS 
Scheduled Sacr i  f i ces  

ORGAN 
Lesion 

SEMINAL VESICLES 

Srna 1 1 

PROSTATE 

OVARIES 

Cys t ic  

En1 arged 

Black f o c i ,  d i f f u s e  

Red 

Tan f o c i ,  d i f f u s e  

F i  r m  

~ o d u l e ( s )  

Mass (es)  

UTERUS 

D i  stended/enl arged 

Red foci / focus/endometr i  um(1 urnen) 

+ Nodule(s)/endometri urn (1 umen) 



Deaths 12-24 Months 
B6C3F1 Hybr id Mouse 

NECROPSY OBSERVATIONS 
Scheduled S a c r i f i c e s  

ORGAN 
Lesion 

>s 
ca .. u VJ w &> LT. I 

c a r  LL' 
m \  I < 

u) 175/ 5 175/ 8 E = 0.0 1.5 7.0 35.0 100 0.0 1.5 7.0 35.0 100 

UTERUS (con t i nued ) 

Mass (es)  

Mass encompassed i n  

Red, d i f f u s e  

Cyst 

STOMACH 

Contained green/brown ma te r ia l  

DUODENUM 

Contained yel low/green ma te r ia l  

D i  s tended 

JEJUNUM 

Contained green/black ma te r ia l  

F i  r m  

Nodul e ( s )  

Mass 

i 



Deaths 12-24 Months 
B6C3F1 Hybr id Mouse 

ORGAN 
Lesion 

NECROPSY OBSERVATIONS 
Schedr~led Sacr i  f i c e s  

ILEUM 

Contained green ma te r ia l  

Enlarged Peyer' s patches 

MESENTERIC LYMPH NODE , 

En1 arged 

Red, d i f f use / rno t t l ed / foc i  

Tan/white, d i f fuse / rno t t led  

F i  r m  

S o f t  

Lobul ated 

Cys t ic  

CECUM 

EYES 

Opaque/pale/white 

Small 

Degenerate A 



Deaths 12-24 Months 
B6C3F1 Hybr id Mouse 

NECROPSY OBSERVATION5 
Scheduled Sacr i  f i ces  

ORGAN 
Lesion 

EYES (cont inued) 

Closed (eye l i d )  

Not apparant 

B R A I N  

Concaved ven t ra l  sur face 

S o f t  

P I T U I T A R Y  GLAND 

Enlarged 

Red/black f o c i ,  d i f f u s e  

Clear gray f o c i  

Tan f o c i  

T A I L  

Nodule 

LACUMAL GLAND 

Swol 1 en/enl arged 



Deaths 12-24 Months 
B6C3F1 Hybr id Mouse 

NECROPSY OBSERVATIONS 
Scheduled Sacri  f i ces 

ORGAN 
Lesion 

- 

, LACUMAL GLAND 

Tan 

ORBRIT 

Nodule(s) 

, AXILLARY LYMPH NODE 

. Enlarged 

RESPIRATORY LYMPH NODE 

En1 arged 

Tan 

Red 

ABDOMINAL/MESENTERIC FAT 

Fat body/necrosi s /ye l  1 ow 

Cyst 

\ 



Deaths 12-24 Months 
B6C3F1 Hybrid Mouse 

NECROPSY OBSERVATIONS 
Schedl~l  ed Sacr i  f i ces 

ORGAN 
Les i on  

PANCREATIC LYMPH NODE 

Enlarged 

Red 
I 

Tan 

HEPATIC LYMPH NODE 

En1 arged 

Red, d i f f u s e  

RENAL LYMPH NODE 

Enlarged 

~ a n / ~ r e ~  

Cyst ic  

LUMBAR LYMPH NODE 

En1 arged 

Red, d i f fuse / rno t t led  

Tan, d i f f use /mo t t l ed  

Cys t i c  
L 



Deaths 12-24 Months 
B 6 C 3 F 1  Hybrid Mouse 

NECROPSY OBSERVATIONS 
Scheduled Sacri f ices 

ORGAN 
Les i on 

PENIS 

Swollen/enlarged/thickened 

Red, diffuse/foci 

Crusted/crus ted red 

Fi rm 

White 

PREPUTIAL GLAND 

En1 arged/swoll en 

T a n  

' INGUINAL LYMPH NODE (Ventral S.C. 

L N  
En1 arged 

Red 

Tan/gray/whi te 



L6121 SN 7 
Terminal S a c r i f i c e  

B6C3F1 Hybr id Mouse 

ORGAN 
Lesion 

NECROPSY OBSERVATIONS 
Moribund Sacr i  f l c e s  and 

Spontaneous Deaths 

tu- 
g *  u CTI 
a\ LLJ 
m m  = I 
a r  U 
\ I 8 C" 175/ 2 175/ 
E = 0.0 1.5 7.0 35.0 100 0.0 1.5 7.0 35.0 100 

1 

THYMUS ( c o n t i  nued) 

F i  r m  

HEART 

S o f t / f l  acc id  

F i  r m  

Nodule 

Pale 

White focus 

Enlarged 

LUNGS 

Mot t l ed  red 
Red f o c i ,  d i f f u s e  

Pale 

Mo t t l ed  

Nodule ( s  ) 

Mass (es)  

Cyst ic  



L6121 SN 7 
Terminal S a c r i f i c e  

12-24 Months 
B6C3F1 Hybr id  Mouse 

ORGAN 
Les i on 

NECROPSY OBSERVATIONS 
Moribund Sacr i  f l c e s  and 

Spontaneous Deaths 

NUMBER OF MICE EXAMINED 
NO GROSS LESIONS 

SKIN/Subcuti s 

Hai r l  oss 

Crusted/crusted r e d / f i g h t  wounds/ 

l e s i o n s  

Abscess 

Thickened area 

~ o d u l  e ( s  ) 

Mass(es) 

Mass (es)  u lcera ted /c rus ted  sur face 

Edema 

Red, d i  f f u s e / f o c i  

Ye1 1 ow 

Black area 

MANDIBULAR SALIVARY GLAND 

En1 arged/rnass 



4 
& 
w L6121 SN 7 

Termi na 1 Sacr i  f i ce 
12-24 Months 

B6C3F1 Hybr id Mouse 

ORGAN 
Lesion 
- - 

NECROPSY OBSERVATIONS 
Moribund Sacri  f i c e s  and 

Spontaneous Deaths 

MANDIBULAR SALIVARY GLAND (cont  . ) 
Tan 

Red 

F i  r m  

Encompassed i n  mass 

MANDIBULAR LYMPH NODE 

En1 arged 

Fi rm 

Red 

Tan 

Encompassed i n  mass 

MAMMARY GLAND 

En1 arged 

Nodul e 

Red 

Black focus 



L6121 SN 7 
Terminal Sacr i  f i c e  

12-24 Months . 

B6C3F1 Hybr id Mouse 

NECROPSY OBSERVATIONS 
Moribund S a c r i f i c e s  and 

Spontaneous Deaths 

>, 
rb 

* *  u cK4 
a\ LLJ 
mcr. = I 

ORGAN ca r LC 
Lesion 

m \  I 175/ 2 175/ 

r 
8 

STERNUM 

Mass (es)  

COSTOCHORDIAL JUNCTION/RIBS 

Mass (es)  

~ o d u l e ( s )  

THORAC I C CAV I TY 

Red f l u i d  

Clear f l u i d  

"Mi lky"  f l u i d  

~ o d u l e ( s )  

Mass (es)  

THYMUS 

En1 arged/mass 

Nodule(s) 

Encompassed i n  mass 

Tan 

2 0.0 1.5 
t 

I 

7.0 

1 

1 
- 

2 
- 
- 
- 
1 

- 
- 

1 

I- 

35.0 l o o  0.0 1.5 7.0 35.0 100 

I 



L6121 SN 7 
Terminal S a c r i f i c e  

12-24 Months 
B6C3F1 Hybr id Mouse 

ORGAN 
Les ion 

NECROPSY OBSERVATIONS 
Mori bund Sacr i  f l ces and 

Spontaneous Deaths 

4 

LUNGS (cont inued) 

F i  r m  

Black f o c i  

ABDOMINAL CAVITY 

Con t a  i ned red/brown f 1 u i  d 

Contained c l e a r  f l u i d  

Contained "mi lky"  f l u i d  

Mass (es)  

Nodule(s) 

DIAPHRAGM 

Nodule(s) 

LIVER 

En1 arged 

Lobular 

~ o d u l e ( s )  

~ a s s ( e s )  
i 



L6121 SN 7 
Terminal S a c r i f i c e  

12=24 Months 
B6C3F1 Hybr id  Mouse 

ORGAN 
Lesion 

NECROPSY OBSERVATIONS 
Mori bund S a c r i  f l c e s  and 

Spontaneous Deaths 

* 

LIVER (cont inued) 

Tan foc i /mo t t l ed  tan  

Red f o c i  

Pale/tan, d i f f u s e  

Brown, d i f f u s e / f o c i  

Red/mo t t 1 ed red  

Mot t led  

F i  r m  

Whi t e l g r e y  f o c i  

Granular 

Ridged edges 

S o f t  

GALL BLADDER 

Distended/enlarged 

Contained red  f l u i d  

Encompassed i n  mass 

Red 



L6121 SN 7 
Terminal S a c r i f i c e  

12-24 Months 
B6C3F1 Hybr id Mouse 

ORGAN 
Les i o n  

NECROPSY OBSERVATIONS 
Mori bund S a c r i  f l c e s  and 

Spontaneous Deaths 

ADRENAL GLANDS 

Red, d i  f fuse / foc i /mot t led  red  

Tan 

En1 arged 

Mass 

Encompassed i n  mass 

Adhesions 

SPLEEN 

En1 arged 

Small 

Pale 

Nodule(s) 

Mass (es)  

Granular 

F i  r m  

S o f t  

Rupture 

Mot t led  red/red, d i f f u s e  



L6121 SN 7 
Termi na 1 Sacr i  f i ce 

12-24 Months 
B 6 C 3 F l  Hybr id Mouse 

ORGAN 
Lesion 

- 

NECROPSY OBSERVATIONS 
Mori bund Sacri  f l c e s  and 

Spontaneous Deaths 

SPLEEN (cont inued) 

Whi t e / t an  f o c i  

Mot t led  brown/brown, d i f f u s e  

Mot t led  tan/whi te ,  d i  f f u s e  

Clear f o c i / c y s t  

PANCREAS 

Whi te /pa l  e 

Nodule ( s )  

Mass (es)/encornpossed i n  

KIDNEY 

Pal e/ tan 

Brown 

Tanlyel low f o c i  

Whi t e l g r e y  f o c i  

Red, d i  f f u s e / f o c i  

P i  t ted/depressions 

S o f t / f l a c c i d  



L6121 SN 7 . I 

Terminal S a c r i f i c e  
12-24 Months 

B6C3F1 Hybr id Mouse 

ORGAN 
Lesion 

NECROPSY OBSERVATIONS 
Moribund Sacri  f l c e s  and 

Spontaneous Deaths 

I 

KIDNEY (cont inued) 

Enlarged 

Nodule(s) 

D i l a ted  p e l v i s  

Sma 1 1 

Cyst(s)  
r 

Covered w i t h  w h i t e  ma te r i a l  ( f oc i )  

Mass encompassed/adhered t o  

Mot t led  

URINARY BLADDER 

D i  s tended w i  t h  ye1 1 ow/brown f 1 u i  d 

Calcul i 

Distended w i t h  r e d  f l u i d  

Thickened 

F i r m  

Red, d i  f f u s e l f o c i  

Ruptured 

& 



L6121 SN 7 
Terminal S a c r i f i c e  

12-24 Months 
B6C3F1 Hybr id  Mouse 

ORGAN 
Les i o n  

TESTES 

Small 

S o f t / f l a c c i d  

Greylpal e l t a n  

Red 

En1 a rged 

Yellow f o c i  

EPIDIDYMIS 

Enlarged 

Greylwhi t e  

Red 

SEMINAL VESICLES 

D i  stended/enl arged 

Cyst 

Adhesion 

Fi rm 

NECROPSY OBSERVATIONS 
Moribund S a c r i  f i c e s  and 

Spontaneous Deaths 



L6121 SN 7 
Terminal S a c r i f i c e  

12-24 Months 
B6C3F1 Hybr id Mouse 

ORGAN 
Les i o n  

NECROPSY OBSERVATIONS 
Moribund Sacr i  f l c e s  and 

Spontaneous Deaths 

C 

PROSTATE 

Enlarged 

Nodule(s) 

Red 

Adhes i on 

O V A R I  ES 

Cys t ic  

En1 arged 

Black f o c i ,  d i f f u s e  

Red 

Tan f o c i ,  d i f f u s e  

Grey 
- - 

Nodul e ( s )  

Mass (es)  

Mass encompassed i n  

Sma 1 1 

L- 



L6121 SN 7 
Terminal S a c r i f i c e  

12-24 Months 
B6C3F1 Hybr id  Mouse 

ORGAN 
Les i o n  

r + 

, PARAOVARIAN TISSUE 
Mass 

UTERUS 

Distended/enlarged 

Red foci / focus/endometr i  um(1 umen ) 

Nodule(s)/endometrium (lumen) 

Mass (es)  

Mass encompassed i n  

Red d i f f u s e  

Tan/grey - 
F i  rm, d i  f f u s e / f o c i  

Tors ion 

Cyst 

STOMACH 

Contained green/brown ma te r ia l  

Ye1 1 ow mucosa 

Red f o c i  

NECROPSY OBSERVATIONS 
Mor i  bund Sac r i  f l c e s  and 

Spontaneous Deaths 



L6121 SN 7 
Terminal  S a c r i f i c e  

12-24 Months 
B6C3F1 Hyb r i d  Mouse 

ORGAN 
Les i o n  

-- - - - - - 

NECROPSY OBSERVATIONS 
Mor i  bund Sacr i  f i c e s  and 

Spontaneous Deaths 

STOMACH ( c o n t i  nued) 

Black f o c i  

Nodule(s)  

Mass 

DUODENUM 

Contained ye1 1 ow/green m a t e r i a l  

Red 

Mass 

Contained r e d  m a t e r i a l  

- 
JEJUNUM 

Contained green/b l  ack ma t e r i  a1 

Contained r e d  m a t e r i a l  

Di 1 a ted  

F i  r m  

B lack area 

Red 

Enlarged Peyer '  s patches 



L6121 SN 7 
Terminal Sacrifice 

12-24 Months 
B6,C3F1 tlybri d Mouse 

ORGAN 
Lesion 

NECROPSY OBSERVATIONS 
Moribund Sac r i  f i c e s  and 

Spontaneous Deaths 



1-6121 SN 7 
Terminal Sac r i f i ce  

12-24 Months 
B6C3F1 Hybr id Mouse 

ORGAN 
Les i o n  

NECROPSY OBSERVATIONS 
Moribund S a c r i  f i c e s  and 

Spontaneous Deaths 

2' 
. a  w V d  

a\ u 
mcR I 
c a r  LI' 
~ n \  A 1751 2 175/ 
8 0.0 1.5 7.0 35.0 100 2 0.0 1.5 7.0 35.0 100 

- -- 

CECUM (continued) 

Nodul e ( s  ) 

COLON 

Contained red mater ia l  

RECTUM 

Contained red mater ia l  

EYES 

Opaque/pal e/whi t e  

smai 1 

Not apparant 

BRAIN 

Concaved vent ra l  surface 

Pale 

Red 



16121 SN 7 
Terminal S a c r i f i c e  

12-24 Months 
B6C3F1 Hybr id  Mouse 

ORGAN 
Lesion 

SKULL 

Red 

Contained red  f l u i d  

PITUITARY GLAND 

En1 arged 

Red/black f o c i ,  d i f f u s e  

Clear/grey f o c i  

Mass 

TAIL 

~ o d i l e  

BONE MARROW 

Pale 

HEAD 

Abscess-i ntrarnuscular 

NECROPSY OBSERVATIONS 
Mori  t~und Sacr i  f i c e s  and 

Spontaneous Deaths 



L6121 SN 7 
Terminal S a c r i f i c e  

12-24 Months 
B6C3F1 Hybr id Mouse 

ORGAN 
Lesion 

NECROPSY OBSERVATIONS 
M o r i  bund Sacri  f l c e s  and 

Spontaneous Deaths 

.-. 

LACUMAL GLAND 

Swol 1 en/enl arged 

Tan 

ORBRIT 

Mass (es)  

HARDARIAN GLAND 

Enlarged 

Mass (es )  

' NOSE 
Red discharge 

AXILLARY LYMPH NODE 

En1 arged 

Tan/white, d i f f u s e  

Red, d i f f u s e  

F i  rm 



L6121 SN 7 
Terminal S a c r i f i c e  

12-24 Months 
B6C3F1 Hybr id Mouse 

ORGAN 
Les i o n  

NECROPSY OBSERVATIONS 
Mori bund Sacr i  f l c e s  and 

Spontaneous Deaths 

RESPIRATORY LYMPH NODE 

En1 arged 

Tan 

Red 

F i  rrn 

ABDOMINAL/MESENTERIC FAT 

Fat body/necrosis/yel low 

F i  rrn 

Red, d i f f u s e  

Nodule ( s )  - 

PANCREATIC LYMPH NODE 

En1 arged 

Red 

Tan 

F i  r m  



L6121 SN 7 
Terminal S a c r i f i c e  
12-24 Months 

06C3F1 Hybr id Mouse 

ORGAN 
Lesion 

NECROPSY OBSERVATIONS 
Mori bund Sacr i  f i c e s  and 

Spontaneous Deaths 

r 

HEPATIC LYMPH NODE 

En1 a rged 

Red, d i f f u s e  

F i  r m  

Whi t e / t a n  

RENAL LYMPH NODE 

Enlarged 

Tanlgrey 

F i  r m  

Cys t ic  

Red 

LUMBAR LYMPH NODE 

En1 arged 

Red, d i  f fuse /mot t led  

Tan, d i f fuse / rno t t led  

Cyst ic  

F i  r m  



L6121 SN 7 
Terminal S a c r i f i c e  

12-24 Months 
B6C3Fl Hybr id  Mouse 

ORGAN 
Lesion 

NECROPSY OBSERVATIONS 
Moribund Sacr i  f l c e s  and 

Spontaneous Deaths 

PEN I S  

Swol len /en l  arged/ thickened 

Red, d i f f u s e / f o c i  

Crus t e d k r u s t e d  red  

Firm 

. Blackfblue 

Irri t a  ted  

Discharge, wh i te /ye l low 

B i t e  wounds 

Urethra - n o t  pa ten t  

- 
PREPUCE 

Crusted 

PREPUTIAL GLAND 

Enlarged/swol l e n  

F i  rrn 



m 
o L6121 SN 7 

Terminal S a c r i f i c e  
12-24 Months 

B6C3F1 Hybr id  Mouse 

ORGAN 
Les i on 

NECROPSY OBSERVATIONS 
Moribund S a c r i  f l  ces and 

Spontaneous Deaths 

PELVIC LYMPH NODE 

En1 arged 

Red 

INGUINAL LYMPH NODE (Vent ra l  S.C. 

LN) 
En1 arged 

Red 

Tan/grey/whi t e  

F i  rm 

POPLITEAL LYMPH NODE 

En1 arged 

Tan 

F i  rm 

CERVICAL LYMPH NODE 

En1 arged 

4 
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S i s  t o c a t h o l o ~ i c  Evaluat ion Kethods 

Xls topa tho log ic  exmAnstiori wzs performed by John W. S q z r t z ,  D.V.K, 

E5s topz tho log ic  findings f o r  each mouse were recorded on 2 stand=d 

fom, proviee:', by I . I . T . R . I .  Tissue counts  were recor5ei or. s. seccn6 

o m  30 th  forms %ere  s i p e d  by t he  p a t h o l o g i s t  zqc! XP-C) 3 n i t i a l l e 8  

by E ~ r b ~ a  E m  C q z t z  -.rho t r a q s c r i k d  t he  observa t ions  and t i s s u e  

counts .  

These ?at2 were t r z n s f e r r e d  t o  a h a d w r i t t e n  Histopathology 

InciEence Table 2qd sub r , i t t ed  f o r  typing.  Accuracy of  t h e  typed 

Histopethology Incidence Table was v e r i f i e d  by r e v i e s e r s  who 

iriit l e l l e d  t h e  i n d i v i d ~ z l  a ~ i ~ a l  dzta f 0m.s. 

Polloii ing v ~ r i f i c z t i o f i  cf t h e  k t 5  on the K l s t c ~ a t h o l o g y  

Inc i6ence  Tzble ,  i nc idences  of va r ious  h l s t o p a t h o l c g i c  l e s i o n s  

Kere c a l c u l z t e d  oz zn Inei2ence C o s ~ ~ i s o n  Tzble. T'sse 

c a l c u l z t i o n s  u e r e  v e r i f i e d  by  t he  c a t h o l o g i s t  who then csed  t h e  
- i n c i d e n c e  Co1~~;3risoc ' i ~ b l e s  ES t h e  b a s i s  f o r  p r e p r a t i o n  of t h e  

Eis tc?z thc logy  I t ~ z a t i v e  Report ,  
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Tne p r s o n n e l  l i s t e d  belok- have par t i c ipa ted  in the  technica l  and/or 

c l e r i c a l  a c t i v i t i e s  of t h i s  study: 

In i t i a l s  

v i l l i z n  N. ~ z a r t z  L A -  - 
- 

,, 



In  the  second 12 months of t h i s  s tudy ,  t he re  were seve ra l  

spontaneous dea ths  a d  mcribund s a c r i f i c e s  mong t r ea t ed  and 

c o n t r o l  mice of both sexes.  Tne incidences of e a r l y  dez ths  i n  

va r ious  grougs a r e  as  fol lows:  

Nice 

Dose 
(m&widav)  

Treat9er.t-related l e s i o n s  were observed in t h e  s k b  of males 

receivir ,g  all doses.  Tnzss l?sicr,s incluiied chronic d e r m z t i t i s  

u l c t r a t i o n .  i ~ : i c r o s c o ~ i c ~ l l y ,  t h e  chronic d e r n s t i t i s  cons is ted  

of i n f i l t r a t i o n  of t he  egider;;,is a d  s u ~ r f i c i e l  dermis by mononucleu: 

leukocytes  znd o c c s i o n a l  p o l p o r p h s .  In  the  u l c e r s ,  the cor , t inui ty 

of t h e  e i d e r m i s  Kas f o c a l l y  6 i s rup ted ;  t he re  were v c y i n g  degrees 

of  n e c r c s i s  z i d  vs-lable amounts of i n f l m a t o r y  exudate. 

It should k noted t h a t  i n  e c c ~ r d a n c e  with t h e  pro tocol ,  only g ros s  

skin l e s i o n s  were exmined  m i c r o s c o ~ i c ~ l l y  fcr  n ice  r ece iv ing  t h e  

1.5, 7.0, and 35.0 m g / k g  doses. A t  t h e  1 7 5 / 1 0 ~  mg dose , the t o t a l  

nurr.br of sunriv+.g n i ce  vas ruch lower t h v l  t h a t  of t h e  con t ro l s .  

Taking these  observa t ions  into ~ c c o u r l t ,  it i s  my opinion t h z t ,  as 

noted  a t  t h e  6 aqd 12 month in t e r im  s a c r i f i c e s ,  the  t e s t  compound 

produced hype res thes i a  2nd f i g h t - h d u c e d  derr;.al l e s ions .  

S t a t i s t i c a l l y  s i p i i f i c a n t  i nc reases  i n  the  occurrences of 

t e s t i c u l u  degene r i t i on  were found in the  35.0 and 175/100 mg/& 



groups and a r e  considered t o  be c t e s t  compound e f f e c t .  These 

l e s i o n s  z r e  microscopically chzrac ter ized  by nec ros i s  of germkc1 

e p i t h e l i m ,  asperzia,  aqd i n t e r s t i t i a l  f i b r o s i s .  It is cor. j e c t P 2  

zs  t o  whether the  t e s t  compound acted d i r e c t l y  on the  t e s t e s  o r  

whether the l e s i o n s  2re seconeary e f f e c t s  caused by nervous 

s t in l l l a t ion  with r e s u l t a n t  hyperesthesia  and f i g h t i n g .  

Other noieworthy l e s i o n s  were found in the fo l lowing  orGarls: 

Brzin: Y=kedly increased incidences of corpora 

amylacea xere  seen in t he  7.0 and 175/100 mg/& 

groups. These n i n e r a l  depos i t s  a r e  gene ra l ly  

loca ted  in the #almus and are not accompanied 

by inf l m r l i ~ t o r y  o r  degsnerzt ive changes in 

a2jacent  neu rz l  t i s s u e .  Corpora ~ i y l a c e z  z e  

very commonly found in a d u l t  n i ce  of t h i s  s t r a i n .  

Although the  i n c r e v e d  incidences of these depos i t s  

i n  t h e  7.0 and 175/100 %/kg groups a r e  s t a t i s t i c d l y  

~ i ~ i f i c a n t ,  they h-e n o t  rege-ded as b i o l o g i c a l l y  

s i g n i f i c u l t  . 
k*enzl Cortex:  Hyperplzsia occurred more f r equen t ly  

i n  t h e  175/105 mg/k group. E i c r c s c o p i c d l y  these  

c h a p s  aprmazed as nonneoplast ic  foci of swollen 

c e l l s  which d id  no t  involve the  c o r t i c a l  circunSerencs. 

The p o s s i b i l i t y  t h a t  t hese  changes nay r e p e s e n t  

a response t o  stress xzs considered. Such h i s t *  

l o g i c z l l y  wel l  de l inea ted  f o c i  have n o t  c l e a r l y  

been shokl: t o  r e f l e c t  hype r fmc t ion ,  a d ,  although 

the  increzsed incidence is s t a t i s t i c a l l y  s i p i f i c a n t ,  

I cons ider  it t o  IE a spurious finding of no toxicologic  



S ~ l e e n :  The increased incidences of lynphoid - 
h y p r p l a s i a  in the  1.5 and 7.0 mg/kg g o u p s ,  

although s t a t i s t i c a l l y  s i g n i f i c a n t ,  a r e ,  in my opinion, 

spontaneous and n o t  b i o l o g i c a l l y  s i g n i f i c a n t  . It should 

be noted t h a t  inc idences  of this chmge in the  35.0 and 

175/100 rrig/kg groups are razkedly lower than those in 

the  lower dose groups u l d  similar t o  L la t  of con t ro l s ,  

This i n d i c a t e s  l a c k  of dose response m d  f u r t h e r  supports  

the  l a c k  of r e l a t i o n s h i p  t o  the  t e s t  compound, 

Liver  : The increased incidences of na l ignv l  t lpphoma - 
in the 7.0 and 35.0 rng/kg groups are considered sporadic.  

There were occasional  increased incidences of microscopic c h a n p s  

among groups rece iv ing  the  t e s t  substance (i . e . , subcapsular 

ca t=ac t s ,  p m c r e a t i c  acinar ztrophy,  mesenteric lymph node 

lymphoid hyperplasia, ~ulmonzry  neop lams ,  pulmonvy h i s t i o c y t o s i s  , 
h e p i t i c  neoplzsms, a ~ d  r e n a l  c d i g n a n t  13m3homa). These l e s i o n s  

i r e  considered t o  'be spontaneocs commonly occurr ing aging chznges. 

Females 

Treatnen t - r e l a t ed  l e s i o n s  cons is t iRg of  h e p a t o c e l l c l z  d e n o a z s  

i ~ d  cccinorr.as were observed in sll dose groups. The corrbined 

b c i d e n c e s  u e  dose r e l z t e d .  YLcrosc~p ica l ly ,  h e p a t o z e l l d a r  

denomas were expanding m s s e s  of swollen neop las t i c  c e l l s  wnich 

contained o c c a s i o n d  rriitosis b a t  d i d  n o t  i n f i l t r a t e  ad jacent  

parenchyne, Sepa toce l lu lu '  c a z c i n o x s  cons i s t  of pleomorphic, 

enlzrged, mitotically ective hepatocytes  arranged in i r r e g u l v  

t r abecu la r  a d  invading contiguous n o r m d  h e p a t i c  t i s s u e .  



Otner noteworthy h is topathologic  l e s i o n s  were noted in the  following 

Spleen : The increased frequency of extramedullary 

henatopoiesis  i n  t he  7.0 mg/kg group is regarded 

as  spontmeous and unre la ted  t o  the t e s t  conpound. 

L ~ E :  The combined incidences of a lveolar /bronchio lar  

adenoms and carcinorrias were increzsed in t h e  7.0, 35.0, 
and 175/100 rg/& groups. The v m i a b i l i t y  in sample 

s i z e s  f o r  these  groups, along with t h e  moderate increases  

in incidences l ead  us, with the  Sponsor's au thor iza t ion ,  

t o  begin preparat ion of micros l ides  from all remaining 

f o r ~ d b - p r e s e r v e d  lung specimens in  the 1.5, 7.0, m d  

35.0 %/kg dose g r o u ~ s  of both sexes. Upon r e c e i p t  of 

micros l idss  fror .  'these n i c e ,  h is topathologic  findings 

w i l l  be evaluated and presented in zn addendum t o  

t h i s  repor t .  

The r e l z t i v e l y  h i g h  incidence of pulmonary 

h i s t i o c y t o s i s  foun2 i n  t h e  175/100 cg/kg group 

is considered r a d o n .  Tnis change is commonly 

seen in uc, t rez te f  r i c e  02 t h i s  age aqd s t r z i n .  

Other l e s i o n s  which o c c ~ r r e d  with i n c r e s e d  frequency among 

t r e z t e d  n ice  included s p l e n i c  lymphoid h y p r ? l a s i a ,  malignant 

lymphom in uririarg bladder, a d  chronic d e m a t i t i s .  m e s e  

l e s i o n s  were r e g d e d  as spontmeous and unre la ted  t o  t reatment .  

I n  mice of both sexes ,  t he  retaining nicroscopic chvlges 

observed in t r e a t e d  g o u p s  were considered due t o  common, 

natural ly-occurr ing diseases and were n o t  unusudl in type, 

s e v e r i t y ,  o r  incidence. 



Summan and Conclusions 

Under condi t ions  of t h i s  experiment, t h e  t e s t  conpound produced 

t h e  fol lowing b i o l o g i c a l l y  s i g n i f i c a n t  e f f e c t s :  

Pa les  - 
1) Compound-induced physiologic  hyperes thes ia  

cacsed f i g h t i n g  in all dose groups. This f i g h t i n g  

r e s u l t e s  in increased  occurrences of de rma t i t i s  and 

cutaneous u l ce ra t ions .  This secondary compound e f f e c t  

was a l s o  apparent  in the  175/100 %/kg dose group at  

t h e  6 month in t e r im  s a c r i f i c e  and in the  1.5 and 175/100 

rg/kg doses a t  t h e  12 month in t e r im  s a c r i f i c e .  

2) A t  t h e  24 month terni inal  s a c r i f i c e ,  congound- 

r e l e t e d  t e s t i c u l z r  degeneration wzs observe6 in 

t h e  35.0 and 175/100 mg/kg groups. 

3) A t  t h e  6 month in t e r im  s a c r i f i c e ,  t h e  r e n a l  tubule  

was suspected as a t a r g e t  of compound ac t ion .  This 

suspicion was n o t  subs t an t i a t ed  a t  the  12 month interim 

s a c r i f i c e  o r  a t  the  24 month t e m k a l  s a c r i f i c e .  

- - 

1) No compound-induced pa thologic  e f f e c t s  were found 

at t h e  6 o r  12  month i n t e r im  s a c r i f i c e s .  

2 )  A t  t h e  24 mmth t e r m i n d  s a c r i f i c e ,  the  occuTenc~ 

of hepa toce l lu l a r  neoplasms in a l l  dose groups l e d s  

t o  t he  conclusion that the  t e s t  substance,  RDX, induces 

these  neoplasms aqd should be considered c v c i n o g e n i c  

in female mice. 



Following microscopic eva lua t ion  of add i t i ona l  lung s e c t i o n s  

from the 1.5, 7.0, and 35.0 mg/iKg groups of males and females ,  

an addendum covering pulmonary f indings will be submitted. 

V e t e r i n a y  Pa thologis t  
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1.1:i.R.i. 
Study No. : L 06121 SN 7 
Compound : RDX 
Te.rmina1 Sacrifice 
Dose ( m ~ / k / d a y ) :  0.0 mg/kg/day CROUP I 

* Died on Study FEMALE MICE 
or 

ORGAN 
Lesion 



1 * I  . ' l . . l (  .l . 
Study No. : L 06121 SN 7 
Compound : RDX 
Terminal Sacrifice t I I  S T O P A T l i O L O G Y  1 N C  l D E N C E  T A B L E  
Dose (mg/kg/day ) : 0.0 mg/kg/day GROUP I 

. * Died on Study 
o r  

ORGAN Moribund S a c r i f i c e  

Lesion 

FEMALE MICE 

be graded 



I *1 . ... 1 *I 
Study No. r L 06121 SN 7 
Compound : RDX 
Terminal Sacrifice 
Dose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

* Died on Study 
o r  

ORGAN Moribund S a c r i f i c e  

Lesion 

P = Presence  of l e s i o n  which cannot  



Compound : RDX 
Terminal  Sacrifice I t  I STOPATtiOI.OCY I N C I D E N C E  T A B L E  
Dose (mg/kg/day): 0.0 mg/kg/da~ GROUP I 

* Died on Study 
o r  

ORGAN Moribund S a c r i f i c e  
Lesion u E 

Malignant Lymphoma, lymphocytic type  

Lymphocytosis, m u l t i f o c a l  

Lymphocytosis, pe r i va scu l a r ,mu l t i f oca l  

Symbo1.s: N = Within Normal L imi t s  . . s e v e r i t y :  1 = Minimal 
I, = Lesion P r e s e n t  2 = Mild 
M = Tis sue  Not P r e sen t  3 = Moderate 
- = Tis sue  Not Appl icable  4 = Marked 

P = Presence OF l e s i o n  which cannot  be graded. 



Compound : RDX 
Terminal  S a c r i f i c e  t I I  S T O P A T I I O L O G Y  1 N C l  O E N C E  T A B L E  
Dose (mg/kg/day ) : 0.0 me;/kg/day GROUP I 

* Pied on Study 
o r  

ORGAN Moribund S a c r i f i c e  

Lesion 

FEMALE MICE 

Symbols: N = Within  Normal L i m i t s  S e v e r i t y :  1 = Minimal 
L = Lesion P r e s e n t  2 = Mild 
M = Tis sue  Not P r e s e n t  3 = Moderate - = T i s s u e  Not A p p l i c a b l e  4 = Marked 

P = Presence o f  l e s i o n  which canno t  be graded 



I . I .T .R . I .  
S tudy  No. : L 06121 SN 7 
Compound : RDX 
Term5 nal  S a c r i f i c e  t I  I S T O P A T I i O L O G Y  I M C  I D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/da~ GROUP I 

M = Tissue Not Present - = Tissue Not Applicable 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 

) 



1 ,- ' t ' e l l  * I  
Stlnly No. : L 06121 SN 7 
Compound : RDX 
Terminal Sacr i f i ce  I I I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  

Dose (mg/kg/day) : 0.0 mg/kg/day ' CROUP I 

* Died on Study 
t or  o 

Moribund Sacr i f ice  C 

ORGAN v, L cn aJ 
Lesion 

FEMALE MICE 

Symbols: N = Within Normal L i m i t s  
L = Lesion Present 
M = Tissue Not Present - = Tissue Not Applicable 

Severity: 1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence o:f l e s ion  which cannot be graded 



Cornpound : RDX 
Terminal  Sacrifice t I I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

ORGAN 
Lesion 

ha graded 
I 



~ o m ~ b u n d :  RDX 
Terminal Sacrifice tI I S T O P A T I I O L O C Y  1 N C  1 D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

ORGAN 
Les ion  

* Died on Study 
o r  

Moribund S a c r i f i c e  C 

ln L 

FEMALE MICE 

be graded 



Compound : RDX 
Terminal  Sacrifice I11 S T O P A T t 4 0 L O C Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

* Died on Study 
o r  

ORGAN Moribund S a c r i f i c e  . 
Les i or] 

FEMALE MICE 

be graded 



1.I.- -9.1.. 
Study  No. : L 06121 SN 7 
Compound : RDX 
Terminal S a c r i f i c e  t I I S T O P A T t ~ O L O G Y  IMCl D E N C E  T A B L E  
Eose (mg/kg/day) : 0.0 mg/kg/day C;ROUP I 

ORGAN 
Les ion  

* Died on Study 
o r  

Moribund S a c r i f i c e  

FEMALE MICE 

Symbols: N = Within Normal L i m i t s  
L = Lesion Present  
M = T i s s u e  Not Present  - = T i s s u e  Not Appl i cab le  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of  l e s i o n  which cannot be graded 



I .I . 'rmRmI.  
SLudy No. : L 06121 SN 7 
Compound : RDX 
Termi.na1 S a c r i f i c e  II I S T O P A T I { O L O C Y  1 t l C I  D E N C E  T A B L E  
Pose (mg/kg/day): 0 . 0  mg/kg/day GROUP I 

* Died on Study 
C 

or o 
*F 

ORGAN Moribund Sacrifice VI L vl aJ 
Lesion O D  U E 

w 2  
< z  

FEMALE MICE 

Symbols: N = Within Normal Limits 
L = Lesion Present 
M = Tissue Not Present - = Tissue Not Applicable 

Sever i ty:  1 = Minimal 
2 = Mild 
3 = Moderate 
lt = Marked 
P = Presence o f  l e s ion  which cannot be graded 



I *  , R e f  
Study No.8 L 06121 SN 7 
Compound t RDX 
Terminal Sacrifice 111 S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/da~ GROUP I 

* Died on Study - a -  

o r  C 
0 

Moribund S a c r i f i c e  - L  C N N N N N ~ \ ~ ~ C ~ C ~  ORGAN 
Lesion ~2 3 3 3 2 3 2 3 3 3 3 3 3 3 3 ~ ~ ~ % ~ ~  . + . + . - I . - , d  

r l r ( d r ( d . - , r ( r ( r l d r ( r l r (  2 2  a 3 m m ~ 0 m Q ) m ~ ) m m a , m m ~ m ~ 0 m ~ m m  

be graded 



I . I . T . R . I *  
s tudy  NO.  : L 06121 SN 7 
Compound : RDX 
T e r m i n a l  Sacrifice t I I  S T O P A ' l I l O L O G Y  INCI D E N C E  T A B L E  

Dose (mg/kg/day ) : 0.0 rng/kg/day GROUP I 

* Died on Study 
C 

o r  o 
Moribund Sacr i f ice  . r- ORGAN m L m Q, 

FEMALE MICE 

be graded 



Compou~d : RDX 
Terminal S a c r i f i c e  t I I  S T O P A T I I O L O G Y  INCl D E N C E  T A B L E  
pose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

ORGAN 
Lcs i o n  

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  P 

v, L 
m aJ 
aJ n 

Symbols: N = Within Normal L imi t s  
L = Lesion FYesent 
M = Tis sue  Not P re sen t  - = Tis sue  Not Appl icable  

S e v e r i t y ;  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of lesion which cannot be graded 



I .I .T.R.I, 
Study No.: L 06121 SN 7 
Compound : RDX 
Terminal S a c r i f i c e  I I I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  

Dose (mg/kg/day) : 0.0 mg/kg/day CROUP I 

ORGAN 
Les ion  

* Died on Study FEMALE MICE 
C 

o r  o . C 
* 

Moribund S a c r i f i c e  w L 
N C1 

vl a 
a- ' 0 ' Q ' O ~ ' Q  

0 0 0 0 0  
1 1 1 1 1  v E  

d . - l d d . - ,  U 3 
a z  C O c O c O c O c O  

Symbols: N = Within Normal Limits 
L = Lesion Present 
M = Tissue Not Presen.t - = Tissue Not Applicable 

Severi ty:  1 = Minimal 
2 = Mild 
3 = Moderate 
11. = Marked 
P = Presence of les ion which cannot be graded 



I r.n, 
study NO. r L 06121 SN 7 
Compound: RDX 
Terminal Sacrifice I l l  S T O P A T I { O L O C Y  I N C I D E N C E  T A n L E  
Dose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

* Died on Study 
o r  

ORGAN Moribund S a c r i f i c e  

Les ion  

-- 

P = Presence of lesion which cannot be graded 



1 . I .T .R . I .  
S tudy  No. : 1, 06121 SN 7 
compbund : RDX 
Terminal  S a c r i f i c e  Ill S T O P A T I I O L O C Y  I N C  1 D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/day GROIJP I 

ORGAN 
Lesion 

* Died on S tudy  
o r  

Moribund S a c r i f i c e  C 

v, L 
m aJ 
U E 
m a  o 

I 
U 3  r( 

Q:Z a 

Symbols: N = Within Normal L i m i t s  
L = Lesion P r e s e n t  
M = T i s s u e  Not P r e s e n t  - = T i s s u e  Not Appl icab le  

S e v e r i t p  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence o f  l e s i o n  which cannot  



1.1 4.1. 
Study No. : L 06121 SN 7 
compound : RDX 
Terminal  Sacrifice t I I  S T O P A T I i O L O C Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/da~ CROUP I 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  . r- 
ORGAN v, L 

Ln aJ 
Lesion ~ J D  U E 

2 2  

FEMALE MICE 

be graded 



I .I .Ten .Ie 
S t u d y  No. : t 06121 SN 7 
Compound : RDX 
Termina l  S a c r i f i c e  t I I  S T O P A T I I O L O G Y  lNCl D E N C E  T A B L E  

Dose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

ORGAN 
Lesion 

* Died on Study FEMALE MICE 

Moribund S a c r i f i c e  

Symbols: N = Within  Normal L i m i t s  
L = Lesion P r e s e n t  
M = T i s s u e  Not P r e s e n t  - = T i s s u e  Not A p p l i c a b l e  

S e v e r i t e :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence  of' l e s i o n  which canno t  be g raded  



1 . - . - ' . R . A .  
Study No.: L 06121 SN 7 
Compound : RDX 
Terminal S a c r i f i c e  t I I  STOPATWOLOGY I N C I D E N C E  TABLE 
Dose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

* Died on Study 
o r  

Moribund Sacr i f i ce  *F 

ORGAN m L vr aJ 
Lesion ~ J D  U E 

FEMA L& MICE- 

Symbols: N = Within Normal Limits  
L = Lesion Present  
M = Tissue Not Present  - = Tissue Not Applicable 

Severi ty8 1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  whicl~ cannot be grated . . 

/ 
W 
d 



Compound : RDX 
Terminal Sacrifice II I S T O P A T I t O L O G Y  1 NCI D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/da~ CROUP I 

* Died on Study 
o r  

ORGAN Moribund S a c r i f i c e  

Lesion 

FEMALE MICE 

Symbols: N = Within Normal Limits  
L = Lesion Present  
M = Tissue Not Presen . t  
- = Tissue  Not Applicable 

Sever i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



Compound : RDX 
Terminal  S a c r i f i c e  I l l  S T O P A T I i O L O G Y  I N C I D r N C E  T A B L E  

Dose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

Symbols: N = Within Normal L imi t s  
L = Lesion P r e s e n t  
M = Tis sue  Not P r e s e n t  
- = Tis sue  Not Appl icab le  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



cornpound : REX 
Termina l  Sacrifice )I1 S T O P A T I I O L O C Y  IMCI D E N C E  T A B L E  
Dose (rng/kg/day) : 0.0 mg/kg/da~ GROUP I 

* Died on o r  Study c o ~~~~~Gr-,lII-,--~,.I --i -, a~ v 

.C 

ORGAN Moribund S a c r i f i c e  * t  q q q q q  gz 0 0 0 0 0  
Lesion t~ E 

t J =  c O o O c O o O ~  u z  

t 
aJ 
u 
v 
C 
W 

- -I - . -- 



1.' R . 1  
Study No. : 1, 06121 SN 7 
Compound : RDX 
Terminal Sacrifice I I I  S T O P A T I { O L O C Y  I N C I D E N C E  T A B L E  
Dose (rng/kg/day) : 0.0 me/kg/day GROUP I 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  . C 

ORGAN 
Lesion 

r -. 
HEART N I N  N N N -.-..- N N N - N N  N - N  N N N - N > - N - L ' N  -- - 

Malignant Lymphoma, lymphocytic type .--. - -..- ,-- -- --. 
Leukemia, myeloid ! 

1 
-- - 1 .-- -- -- --- . I P - --, 

Myocardi t is ,  chron ic ,  mu l t i f oca l  ! 
--, 

LIVER N N N ' N  N N N L N N N N N - N - ~ ' - L  N N L L '  
-- -.  

Malignant Lymphoma, mixed type  -- .- 
P 

Malignant Lymphoma, lymphocytic type 1 
-,-. . 

Malignant Lymphoma, h i s t i o c y t i c  type 1 - 
Leukemia, myeloid P 

~ e ~ a t o c e l l u & ~ a d e n o m a ,  s o l i t a r y  
1 I 

I 
P 

I---. 
Focal  c e l l u l a r  change I ---- -----.-- 

P - -- 
Lipoma, s o l i t a r y  I P 

H e p a t i t i s ,  chron ic ,  a c t i v e ,  f o c a l  -.- . .- --. 
F a t t y  change, p e r i a c i n a r ,  d i f f u s e  - - -.-.*- 

F a t t y  change, p e r i a c i n a r ,  mu l t i f oca l  
I 

Hematopoiesis,extramedullary,multifocal I 2 

Necrosis ,  mu l t i f oca l  

I n f a r c t ,  healed,  s o l i t a r y  
- 

Congestion, d i f f u s e  

Symbols: N = Within Normal Limzts S e v e r i t y  t 1 = Minimal 
L = Lesion P re sen t  2 = Mild 
M = Tis sue  Not Presen t  3 = Moderate - = Tissue Not Appl icable  4 = Marked 

P = Presence of? l e s i o n  which cannot 



1 .l . * l ' . t ( . l ,  
Study No. r L 06121 SN 7 
Compound: RDX 
Terminal  Sacrifice t I I  S T O P A T I I O L O G Y  l N C I D E N C E  T A B L E  
Pose (mg/kg/day) : 0.0 mg/:/kg/day CROUP I 

be graded 



d -,ound: RDX 
Terminal  S a c r i f i c e  
Oose (mg/kg/day): 0.0 mg/k&/da~ GROUP I 

* Died on S tudy  -.. . - FEMALE-MICE 
c 

o r  
Moribund S a c r i f i c e  ORGAN 

Les i on 

Symbols: N = Within Normal L i m i t s  S e v e r i t x :  1 = Minimal 
L = I ~ s i o n  P r e s e n t  2 = Mild 
M = T i s s u e  Not P r e s e n t  3 = Moderate 
- = T i s s u e  Not A p p l i c a b l e  4 = Marked 

P = Fresence o f  l e s i o n  which canno t  be graded 



1 . 1 .'1'.1t . 1 . 
dy No. : 1, 06121 SN 7 
i~ound: HDX 

Terminal S a c r i f i c e  
Dose (rng/kg/day) : 0.0 mg/kg/day 

ORGAN 
Lesion 

* Died on Study 
o r  

Moribund S a c r i f i c e  

t I I  S T O P A T I I O L O C Y  I N C I D E N C E  T A B L E  

CROUP I 

FEMALE MICE 

Symbols: N = Within Nonnal I , imits 
L = Lesion P r e s e n t  
M = Tis sue  Not P r e sen t  - = Tis sue  Not Appl icable  

S e v e r i t p :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of lesion which cannot  



I. a l l .  J 

,P' .ldy No. : L 06121 SN 7 
! .pound: RDX 
Terminal Sacrifice 

1 
III S T O P A T I i O L O G Y  I MCI D E N C E  T A B L E  

pose (mg/kg/day) : 0.0 mg/kg/da~ GROUP I 

* Died on Study 
o r  c 

0 

Moribund S a c r i f i c e  .C 

ORGAN u, L m aJ 
Lesion ~ J D  u E 

v 3 
U Z  

FEMALE MICE 

Symbols: N = Within Normal Limits 
L = Lesion Present 
M = Tissue Not Present 
- = Tissue Not Applicable 

Sever i tx :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



1.1.1 e 1 1 . I .  

- - d y  No. r L 06121 SN 7 
( pound: RDX 
T e r m i n a l  Sacrifice 
Pose (mg/kg/day) : 0.0 mg/kg/day 

ORGAN 
Lesion 

* Died on Study 
o r  

Moribund S a c r i f i c e  

I l l  S T O P A T I I O L O G Y  I N C I D F N C E  T A B L E  

GROUP I 

FEMALE MICE 

Symbols: N = Within  Normal Limits  
L = L e s i o n  Present 
M = Tissue  Not P r e s e n t  - = Tissue Not A p p l i c a b l e  

Severitx: 1 = Minimal 
2 = Mild 
3 = Moderate 
I) = Marked 
P = Presence of l e s i o n  which cannot b e  grarletl 



I.-. - . R . I .  
1.y No. : . L 06121 SN 7 I 

d, .pound: RDX 
Termina l  Sacrifice I I l S T O P A T I i O L O G Y  T M C  I D E N C E  T A M E  
Dose (rng/kg/day) : 0.0 mg/kg/da~ GROUP I 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  ' C 

ORGAN cn L cl7 aJ 
Les i or1 <Urn u E 

FEMALE .- 

rl 

MICE 

0 

rl 
a3 

be graded 



I .I .T.R.I,  
S( y No.: Lo6121 SN 7 
Colllpound : RDX 
'I'cr~r~inal Sacr i f i ce  I I  I S T O P A T I I O L O G Y  1 M C  I D E N C E  T A B L E  

Dose (w/kg/day) :  0.0 mg/kg/day GROUP I 

* Died on Study ---  FEMALE MJSE 
C o r  o 

Moribund Sacrifice ORGAN 
Lesion 

d 

Symbols: N = Within Normal L i m i t s  
L = Lesion Present 
M = Tissue Not Present - = Tissue Not Applicable 

Severity:  1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence of l e s ion  which cannot be graded 



I. , 11  . .I 
**ldy No. : L 06121 SN 7 

Jound: RDX 
~ ' e r h i n a l  S a c r i f i c e  
Oose (mg/kg/day) : 0.0 ng/kg/day 

t I I  S T O P A T I I O L O C Y  I , . , I D E N C E  T A B L E  

CROUP I 

* Died on Study 
o r  

Moribund S a c r i f i c e  ORGAN 
~ c s  i on 3 3 3 3 2 3  

U 3 d d d d d  
GcOCOcOcOCO - 

Symbols: N = Within Normal L imi t s  
L = Lesion P re sen t  
M = T i s s u e  Not P r e sen t  - = T i s s u e  Not Appl icable  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot  be graded 



1.1 .'1'.1(.I. 
* jy No.: L 06121 SN 7 ! flur~d: RDX 

Terminal Sacrifice 
Dose (mg/kg/day) : 0.0 mg/kg/day 

ORGAN 
Lesion 

* Died on Study 
o r  

Moribund Sacrifice 

\ I I S T O P A T ) I O I . O C Y  I N C I D E N C E  T A B L E  

GROUP I 

FEMALE MICE 



1 * , I 1  .J 

r" qtdy NO. r L 06121 SN 7 
yolmd: RDX 

Ternlinal S a c r i f i c e  
Dose ( mg/kg/day) : 0.0 mg/kg/day 

ORGAN 
Lesion 

* Died on Study 
o r  

Moribund S a c r i f i c e  

I I I  S T O P A T I i O L O G Y  1 IUC I D E N C E  T A B L E  

CROUP I 

FEMALE MICE 

Symbols: N = Within Normal Limi ts  
L = Lesion Present  
M = Tissue  Not Present  - = Tissue  Not Applicable 

Seve r i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



~ o . , ~ o u n d  : RDX 
T e r m i n a l  Sacrifice I I  I S T O P A T t i O L O G Y  I N C I D E N C E  T A B L E  
Dose (rng/kg/day) : 0.0 mg/kg/day GROUP I 

M = T i s s u e  Not P re sen t  
- = Tissue Not Applicable 

3 = Moderate 
I) = Marked 
P = Presence of lesion which  cannot  be graded 



1 m e . .  ,H . I .  
l y  No.$ L 06121 SN 7 

Terminal S a c r i f i c e  
Dose (mg/kg/day) : 0.0 mg/kg/day 

ORGAN 
Les i or1 

* Eied on Study 
o r  

Moribund S a c r i f i c e  

t l  I S T O P A T I i O L O G Y  I N C I D E N C E  T A B L E  

GROUP I 

FEMALE MICE 

Symbols: N = Within Normal L imi t s  
L = Lesion P re sen t  
M = T i s s u e  Not P r e s e n t  - = T i s s u e  Not Appl icab le  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot  be graded 



1 .I .'L'.11.1. 
S/ 'y No.: L 06121 SN 7 
C!L .,ound: RDX 
Terminal S a c r i f i c e  

I 

t I I S T O P A T I i O L O G Y  lNCl D E N C E  T A B L E  
Dose ( mg/kg/day) : 0.0 mg/kg/day GROUP I 

ORGAN 
Les ion  

* Died on Study 
o r  

Moribund S a c r i f i c e  tn L 
m aJ 

Symbols: N = Within Normal Limi ts  
L = Lesion Present 
M = Tissue  Not Presen t  
- = Tissue Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



~ l . . . ~ o u n d  r RDX 
Terminal S a c r i f i c e  

\ 

t I I S T O P A T t i O L O G Y  I N C I D E N C E  T A B L E  

Dose (mg/kg/day): 0.0 mg/kg/da~ CROUP I 

* Died on Study 
c 

o r  o 
.C 

ORGAN Moribund S a c r i f i c e  VI ~l L Q, 

Lesion a- u E 
0 3 
< z  

FEMALE MICE 

Symbols: N = Within Normal L imi t s  
L = Lesion P r e s e n t  
M = Tis sue  Not P r e sen t  - = Tis sue  Not Appl icab le  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
I t  = Marked 
P = Presence of 1.esion which cannot be graded 



I .l . 1 a l l  .l . 
q y  NO.: L 06121 SN 7 ? o m d :  RDX 

Termina l  S a c r i f i c e  
Dose (mg/k/day) : 0.0  mg/kg/day 

* Died on Study 
o r  

Moribund S a c r i f i c e  

t I I S T O P A T I i O L O C Y  I ~ v L ~  D E N C E  T A B L E  

CROUP I 

FEMALE MICE 
-.-- -- --- 

c 
0 

* * 
C 

(V C? a Q 

ORGAN o \ o \ & o \ o \  a'n'nq'n 

Lesion g z  I I 
0 0 0 0 0  

u E 
0 3  i;3zi;3cOcO 
4 z  - 

Symbols: N = Within  Normal L i m i t s  
L = Les ion  P r e s e n t  
M = T i s s u e  Not P r e s e n t  - = T i s s u e  Not A p p l i c a b l e  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence  of l e s i o n  which carmot be graded 



. L a .  .L . a. 
S t i d y  No. : L 06121 SN 7 
d mund: RDX 
Term! n a l  Sacrifice 
Posc (my '&/day) : 0.0 mg/kg/day 

OHGAfi 
Lesion 

* Died on Study 
o r  

Moribund Sacrifice 

I I I S T O P A T I i O L O G Y  f I,, I D F N C E  T A B L E  

GROUP I 

be graded 



I .I .T.R .I, 
l y N o . :  L 0 6 1 2 1 S N 7  

t. ..pound: RDX 
l'errninal Sacrifice 
Dose (m~,/kg/day) : 0.0 mg/kg/day 

t I l S T O P A T I 1 O L O G Y  1 N C l  D E N C E  T A B L E  

GROUP I 

* Died on S t u d y  
o r  

Moribund S a c r i f i c e  ORGAN m L m Q, 

Lesion 0.0 u E 
U 3 
< Z  

Synlbols: N = Within Normal Limi ts  
L = Lesion P re sen t  
M = Tis sue  Not Presen t  
- = Tis sue  Not Applicable  

Seve r i t x :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



A 0 .  1 1  .A 

S+*Vly No. : L 06121 SN 7 
d jound: RDX 
Terminal S a c r i f i c e  
Dose (mg/kg/day) : 0.0 mg/kg/day 

* Died on Study 
o r  

Moribund S a c r i f i c e  

t I I S T O P A T l 1 O L O C Y  1 IIL I D E N C E  T A B L E  

GROUP I 

FEMALE MICE 

ORGAN 
Les i o n  

Symbols: N = Within Normal Limi ts  
L = Lesion P re sen t  
M = Tissue  Not P re sen t  - = Tissue  Not Applicable  

Severity:  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



1 * l  * ' l ' . l l * l ,  
' y  No.: L 06121 SN 7 X 2ound: RDX 

Terminal S a c r i f i c e  
Dose (ng/k/day ) : 0.0 me;/kg/day 

ORGAN 
Lesion 

* Died on Study 
o r  

Moribund S a c r i f i c e  

I I I  S T O P A T I i O L O G Y  I M C  I D E N C E  T A B L E  

CROUP I 

FEMALE MICE 

Symbols: N = Within Normal L imi t s  
L = Lesion Presen. t  
M = T i s s u e  Not P r e sen t  - = T i s s u e  Not Applicable  

S e v e r i t x :  1 = Minimal 
2 =t Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot  be graded 



1 * .  It  .I 
S t  'y  No. : L 06121 SN 7 
d, - 6 u . n ~ :  RDX 
T e r n ~ i n a l  Sacrifice I I I S T O P A T I t O L O G Y  INLl D E N C E  T A B L E  
Dose (rng/kg/day) : 0.0 mg/kg/day GROUP I 

* Oied on Study 
o r  

ORGAN Moribund S a c r i f i c e  

Lesion 

F'EMALE MICE 

be graded 



A . A.. 1 . I t .  I. 

S+*vly No.8 L 06121 SN 7 
d jound: RDX 
~ e r m i n a l  Sacrifice 

( 
II I S T 0 I ) A T I i O L O G Y  I r 4 i  1 D E N C E  T A B L E  

Dose (mg/kg/day ) : 0.0 mg/kg/da~ GROUP I 

* Died on Study 
C 

o r  o 
Moribund S a c r i f i c e  .r 

ORGAN v, L m aJ 
Lcs i o n  aJ o U E 

U 3 

FEMALE MICE 

be graded 



I. 11 .1 

;( L 06121 SN 7 
HDX 

Term i n a l  Sacrifice t I I S T O P A T l ~ O L O G Y  ~ ~ L I D E N C E  T A B L E  
Dosf: (m, /kg/day) : 0.0 elg/kg/day GROUP I 

* Died on ::tutty 
C o r  o 

Moribund S a c r i f ' i c e  .F 

ORGAIJ ln L m Q, 

Lcs ion Q ) D  LJ E 
U 3 
< z  

FEMALE MICE 

be graded 



1 .I . ' J ' .H  .I, 
S t  ' y  No.: L 06121 SN 7 
CL ound: RDX 
Terminal  S a c r i f i c e  
Pose (me /kg/day) : 0.0 me/kg/day 

( 
I I I  S T O P A T I I O L O G Y  I N  1 D E N C E  T A B L E  

GROUP 1 

* Died on Study 
o r  

Moribund S a c r i f i c e  ORGAN 
Les ion 

Symbols: N = Within Normal L i m i t s  
L = Lesion P r e s e n t  
M = T i s s u e  Not P re sen t  - = T i s s u e  Not Appl icab le  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot  be graded 



, .*ound: RDX 
Terminal S a c r i f i c e  

( 
II I S T O P A T I I O L O C Y  1 r l C 1  D E N C E  T A B L E  

Dose (mg/kg/day): 0.0 mg/kg/day CROUP I 

Symbols: N = Within Normal Limits 
L = Lesion Present 
M = Tissue Not Present - = Tissue Not Applicable 

Sever i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of les ion which cannot bc graded 



1.1 .T.H.l. 

e 3y  No.: L 06121 SN 7 
, .,lpound : RDX 

'I'erminal S a c r i f i c e  
Dose (mg/kg/day) : 0.0 mg/kg/day 

i 
I I I  S T O P A T t i O L O G Y  I N C I D E N C E  T A B L E  

GROUP I 

ORGAN 
Les ion  

* Died on S t u d y  
o r  

Moribund S a c r i f i c e  

Symbols: N = Within Normal L imi t s  
L = Lesion P re sen t  
M = Tis sue  Not P re sen t  - = Tis sue  Not Appl icable  

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



CL - dund: RDX 
Terminal S a c r i f i c e  

I 
tl I S T O P A T t i O L O G Y  I N L I  D E N C E  T A B L E  

Dose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

* Died on Study FEMALE MICE 

o r  
ORGAN 

Lesion 

Malignant Lymphoma, mixed t ype  

Symbols: N = Within Normal L i mi t s  S e v e r i t y :  1 = Minimal 
L = Lesion P re sen t  2 = Mild 
M = T i s s u e  Not P r e s e n t  3 = Moderate - = T i s s u e  Not Appl icab le  4 = Marked 

P = Presence of l e s i o n  which cannot  be graded 



1.1 .'1'.11 .l. 
7 l y  No.: L 06121 SN 7 
tL .pound: RDX 
Terminal S a c r i f i c e  

I 

t I I  S T O P A T I I O L O G Y  I N C I D E N C E  T A O L E  

Dose (mg/kg/day): 0.0 mg/kg/day GROUP I 

* Died on Study FEMAI 
C 

o r  o . C 

nnr,L\N Moribund S a c r i f i c e  w L -. - 
Lesion ~ + 2  131 

,E MICE 

Symbols: N = Within Normal L i m i t s  
L = Lesion P r e s e n t  
M = T i s s u e  Not P r e s e n t  
- = T i s s u e  Not Appl icable  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
1' = Presence o f  l e s i o n  which cannot be graded 



1. I.( . 1 
' y  No. : L 06121 SN 7 
.our,d: RDX 

~ e r m  ha.:!. Sacrifice I 

Dos(: (m;  /kg/day) : 0.0 rng/kg/day 

ORGAY 
Lesion 

* Died on S tudy  
o r  

Moribund Sacrifice 

I 
tI I S T O P A T I I O L O C Y  I h~ 1 D E N C E  T A B L E  

GROUP I 

FEMALE MICE 

graded 



,mpound: RDX 
Terminal Sacrifice 
1)ose (rni:/kg/day) : 0.0 mg/kg/day CROW I 

* Died on Study 
o r  

ORGAN Moribund Sacr i  f ice 

Lesion 

FEMALE MICE 

be graded 



I. . I 1  .1 

St i:y No. : L 06121 SN 7 
d =ound: RDX I 
Terminal Sacrifice t I I S T O P A T \ { O L O G Y  I h L l  D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

* Died on Study 
o r  c 

0 

Moribund S a c r i f i c e  .r 

ORGAN v, L m aJ 
Lcs i o n  W D  u E 

U 3 
< Z  

MICE 

be graded 



I *I . 1 . I1  *I. 

( xlyNo.r L 06121 SN 7 
, -,npound: RDX 
.J-erminal S a c r i f i c e  
Dose (mg/kg/day) : 0.0 mg/kg/day 

* Died on Study 
o r  

Moribund S a c r i f i c e  

f 
I I I  S T O P A T I I O L O G Y  I t I C  I D E N C E  T A B L E  

C R O U P  I 

be graded 

c 
0 
-C 

ORGAN Lesion "IL m a  C U B  
W E  
L J 3  
z 

SUBCUTANEOUS LYMPH NODE 

Malignant Lymphoma, mixed type 

Malignant Lymphoma, lymphocytic type -- 
Hyperplasia, lymphoid, d i f f u s e  - 

SUBCUTIS 

Leukemia, myeloid -------- 
THYMUS 

Malignant Lymphoma, mixed type 

Malignant Lymphoma, lymphocytic type 

-- - FEMALE MICE- 

0 0 0 0 0  % m q q w w q  Lm (3 rn (3 rl- ll~]-[['[[[[[]-.~ 
I 
rl 

~'LI~LL~UL~~J-~- 
Symbols: N = Within Normal Limits  Sever i ty :  1 = Minimal 

L = Lesion Present  2 = Mild 
M = Tissue Not Present 3 = Moderate - = Tissue  Not Applicable 4 = Marked 

P = Presence of l e s i o n  which cannot 

, 

,.-, 

.-, 

L 

P 

N N  

- 

- 

I 

I 
13 

0 

- 
1 

I 
I 

VAGINA 

Malignan t Lymphoma, lymphocytic type I 

0 0 ~ C O a 3 0 0  

L - - -  

I - - -  

- - -  

~ N N N  

---I. 

, 

! I '  

- L- - 

/ .  

- 

--- 

.- 
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--. - 
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.--, 
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-. 

- 
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.-,  
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.- -. 

,---- 

-L 
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.-, 
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,- 

I 
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--. 
-- 

- 



( ~ o l u ~ d :  RDX 
'J'erminal Sacrifice I l l  S T O P A T I I O L O G Y  I I I C I  D E N C E  T A D L E  
Dose (mg/kg/day): 1.5 mg/kg/day GROUP I1 

* Died on s t udy  FEMALE MICE 
o r  C 

0 
Moribund S a c r i f i c e  ORGAN 

Les i oil 



( lpimmd: RDX 
1-e rminal Sacrifice 

( 
I l l  S T O P A T I I O L O G Y  I NCl DENCE T A B L E  

Dose (mg/kg/day ) : 1.5 mg/kg/day CROUP I1 

* Pied on Study 
o r  C 

Moribund S a c r i f i c e  ORGAN 
Lesion 

------- 
--.--------- 

Lymphocytosis, - --- - ----- 
Compression, f o c a l  ------ 

.-- .--- 

SPINAL CORD --- ----- ---.- - 

ant Lymphoma, lymphocytic type, -- 

--------a 

Malignant Lymphoma, h i  - -  
Hyperplasia ,  lymphoid, d 

Symbols : N =. Within Normal Limits Severity: 1 = Minimal 
L = hsiorr Present 2 = Mild 
M = Tissue Not Present 3 = Moderate - = 'rissue Not Applicable 11 = Marked 

P = Presence o r  3esio11 which ca.nr~ot be graded 



- .  
St **-ly rlo. : L 0 6 1 ~ ~  SN I 
C( ~ u n d :  RDX 
'l'cr~n i nal Sacrifice 
Pose (mc, 'kg/day) : 1.5 mg/kg/day 

Ill STOPATllC1LOGY I r4CI  D E N C E  T A B L E  

CROUP I1 

* Died on S tudy  
o r  

Moribund Sacrifice 

FEMALE MICE 
a, 
U 
CZ 

ORGAFI Q) U 

Les i o n  .- v 
c 

k - 4  

- -- .-- 

Symbols: N =.Within Normal Limits 
L = k s i o n  Present  
M = Tissue Not Present  - = Tissue Not Applicable 

S e v e r i t y  r 1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence of 1.csiorl W~IICII CC'U~~IOL 



S l.ud y No. : L 06121 SN 7 
( ~ o l u ~ d :  RDX 
l'\:nninal Sacrifice 
Dose (me/@/day) : 1.5 mg/kg/day 

I I I  S T O P A T I I O L O C Y  ,,tC JDENCE T A B L E  

CROUP I1 

* Pied on S t u d y  
o r  

Moribund Sacrifice 

FEMALE MICE 

Symbols: N =- Within Normal Limits  
L = Iesior~ P r e s e n t  
M = Tissue Not Present - = Tissue Mot Applicable 

Severi Ly r 1 = Minimal 
2 = Mild 

K 
0 
*r 

ORGAf4 tn L 
0 ,  
0 ,  Lesion U E  zc" 

---- ----- 

3 = Moderate 
14 = Marked 

- - -  - nm-- 
* 
u\ Q 

K i 5  
$, O 
4 
2' 

P = Presence of lesioll w t ~ i c l l  cannot be ~ r m l c d  

- .  * 

- , -  -I-- - - -  

--Ae- 1 -  --1 - - - -  

<U 
U 
c 
aJ 

T I  . P 

u 
#-a C. 

-- - 

----- 

----- 

- - -  

---- 

,--- 

--- 

----.----- 

-&--.A 



f potold: RDX 
' l 'eminal S a c r i f i c e  

( 
llI STOPATIIOLOCIY ' . . t C l D E N C E  T A B L E  

1)ose (mg/@/day): 1.5 m g / k / d a ~  CROUP II 

* Died on Study 
o r  C 

0 
Moribund S a c r i f i c e  -.- 

ORGAN VI L m aJ 
Les ion  ~ J D  v E 

v 3 
< z  -- -- 

FEMALE MICE 

Symbols : N =. Within Normal Limits 
L = Lesion Present 
M = Tissue  Not Present - - - 'I'issue Not Applicable 

Sever i ty:  1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Markeci 
P = Presence of' 1esi.011 which carlnol. be eralet1 





( >otmd: RDX 
'J'erminal Sacrifice 

( 
I I I  S T O P A T l i O L O C Y  I I I C ~ D E N C E  T A D L E  

Dose (mg/kg/da~ ) : 1 5 JK/k@;/day GROUP I1 

* Died on study .-- - 
o r  c 

0 
Moribund Sacrifice . C ~ \ 1  ORGAN m~ ~ \ 1  

W a J  fi 
Lcs ion  ~ J D  0 : 5 I 

< z  6s 

FEMALE MICE 

IE graded 



. . . . -  

S t ~ d y  No.: LO6121 SN 7 
Cd ~ m ~ d :  RDX 
'l'er. 1ni1.1a1 Sacrifice 

I 
t I I  S T O P f i T I I O L O G Y  I : ~ r b  l DFNCE T A B L E  

Dose ( mg/kg/day : 1 5 mg/kg/da~ CROUP 11 

* Died on Study FEMALE MICE 
o r  C d) 

0 U 

Moribund Sacrifice c 
ORGAfj a~ u 

Les ion  .# - U 
(Z 

e z  P -4 - - -- 



-.a .. . * 
51 1uj.y No.: L 06121 SN -1 
d Luald : RDX 
'I'erm .i.nal Sacrifice 

( 
b 

II I S T O P A T I I O L O G Y  ' I  I I C  1 DENCE T A U L E  
Dose (41 /kg/day) : 1.5 mg/kg/da~ GROUP I1 

* Died on Study 
or C 

0 
Moribund Sacrifice at-' ORGAli w L m aJ 

Lcs ion Q)D s 5 
< Z  

FEMALE MICE 

Symbols: N =.Within N o r m a l  L i m i t s  
L = ~ e s i o n  Present 
M = Tissue Not Present - = Tissue N o t  Applicable 

Severity: 1 = Minimal 
2 = Mild 
3 = Moderate 
1t = Marked 
P = Presence of lesion w t l i c l l  cannot 



Stridy No. : L 06121 SN 7 
rotnld : RDX '4. . I  a Sacrifice 111 S T O P A T I I O L O C Y  ( , I  D E N C E  T A U L C  

Ijose (rnt:/kg/day) : 1 5 me/k/da~ GROUP T I  

ORGAll 
Lctr ion 

* Died on Study 
o r  C 

0 
Moribund Sacr i f i c e  r- v, L 

m Q, 
a) n 
u E 
U 3 
< z  

FEMALE MICE 

Symbols : N =. Within N o r m a l  L i m i t s  . 
I, = Lesion Present 
M = Tissue Not Present 
- = Tissue Not Applicable 

Severity:  1 = Minimal 
2 = Mild 
3 = Moderate 
't = Marked 
P = Presence of' lesion w l l i c l ~  cannot he crarlecl 



( $tnid: HDX 
'I t-uminal S a c r i f i c e  ll I S T O P A T l l O L O C Y  , . ..C 1 D E N C E  T A B L E  
Dose (mg/k/day ) : 1.5 mg/kg/day CROUP I1 

* Pied on Study 
o r  

Moribund S a c r i f i c e  
ORGAN 

Lesion 

FEMALE MICE 

----- 

Malignant Lymphoma, mixed type ---- 

Malignant Lym ----- ----- - -- 

a r c  t , healed ,  f o c a l  (cor tex)  

sis, mul t i foca l  

...-- 

Symbols: N =-Within Normal L i m i t s  S e v e r i t y ~  1 = Minimal 
L = Lesiorl Present 2 = Mild 
M = Tis sue  Not Presen t  3 = Moderate 
- = T i s s u e  Not Applicable  1t = Marked 

P = Presence of lesiorl which cannot  



1.1.1 . I l . l .  

St***Iy No.: L 06121 SN 7 
c iu~tl: nDX 
'l'erminal Sacrifice 

I 
I I I  STOI 'ATI1OI ,OCY I 1 1 i  I D E N C E  T A D L E  

I?ose (mg/kg/da~ : 1 . 5 mg/kg/day GROUP. I1 

* Died on Study FEMALE MICE 
C a o r  o v 

Moribund Sacrifice *C C 

ORGAN aJ 
T> 

a, o *e- Lesion u E u 
C 

b-* 

-. - - 

M = Tissue Not Present - = Tissue Not Applicable 
3 = Moderate 
11. = Marked 
P = Presence o f  1.esior1 w l l i c : h  cannot he ~..rale(l 



A .A .-. 
St,~lay No. : L 06lzl SN '/ 
CJ 3md: IIDX 
'1'er:minal Sacrj.fice 
rbse (mg/k/day):  1.5 mdkg/day 

* Died on Study 
o r  

Moribund S a c r i f i c e  

I11 S T O P A T I { O L O G Y  . . " I  D E N C E  T A B L E  

CROUP .I1 

FEMALE MICE 
C flJ 
0 V 

C 

ORGAN aJ 
T J  

Les ion  .P 

U 
C 

e c  
- .- -- 

. - -.-- - __-__- - - -- -_ -- . - .-- - - -  

OVARIES ( ~ o n  ' t . ) --- -- --- 
N L [ N  L ' L  L 

.---- 

Hemangiosarcoma, m e t a s t a t i c  -------- --.. -.-- - ---- --. 

Granulosa-cell  tumor, s o l i t a r y  --- -- - 
1-- 

-- -- - -  

I - -.-- -  

Necrosis,  d i f f u s e  
.---- ----- ---.-- - .- .--- --- .-. .--.-- -- . - ,--. 

Parovarian c y s t s ,  b i l a t e r a l  
..- ---- -- - ,.A- *- - - - ---. 4 3 - -- - --. -- -- ,-- 

Parovarian c y s t ,  s o l i t a x y  -------- - . - - - -  -- 3 2 4 3 - - -. -,, -., _4_ -2 --. 4 

F o l l i c u l a r  c y s t ,  s o l i t a r y  
.-- --. *.--- .-- -- - ---. - 3 

-, 

-- I - __--..--.-.i_.- 

LESIONS (TISSUES NOT SPECIFICALLY . - -< _ _  , - -  - . . - - .  -- -- 

REQUIRED BY PROTOCOL) 1. . A , -  -- -- 

-- - .- . .- _- . - .- -- -- . --I 

ADRENALS - - - - - . - I o  - o o - - - - o - - - -- -- - - ----. 
Pheochromocytoma, s o l i t a r y  -- - -.- ,- -.-. -.-.-- 

Malignant Lymphoma, lymphocytic type - .  
AXILLARY LYMPH NODE - - -  - -  --- - 

Malignant Lymphoma, mixed type ---- --. -. - -- 
Malignant Lymphoma, --- lymphocytic type 

,- 

CECUM - -  0 - - -  
- - 0 -  

Malignant Lymphoma, mixed ty+  . . L -  --. . .-- - 
q k & l s ~  N =.Withirl Normal L i m i t s  Severi ty:  1 = Minimal 

L = l,esiorl Present 2 = Mild 
M = Tissue Not Present 3 = Mmlerate 
- - - Tissue Not Applicable 11 = Marked 

I' = Presence of lesiotl w t l i c l ~  cannol. 



Study No. 1 L 06121 SN 7 
(J i o ~ ~ d :  RDX 
' 1 . ~  .. t n i r l a l  Sacrifice I I I S T O P A T I I O L O G Y  / C l D E N C E  T f i B L E  

~ o s e  (mg/kg/day) : 1.5 mg/kg/day GROUP 11 

* Died on Study 
o r  

Moribund S a c r i f i c e  *v- 

ORGAN v, m L Q, 

Les ion a n  u E 

FEMALE MICE 



St -.-, No.. L Ot .-,- SN , 
ou~cl; RDX i ,p 

.. ~ n i n a l  Sacrifice 111 S T O P A T I ! O L O C Y (  r C 1 D E N C t .  T A B L E  
Do2.x: (nr -;/&/day) : 1 .5 mg/kg/day CROUP I1 

* Pied on Study FEMALE MICE 
o r  C 

0 
Moribund S a c r i f i c e  .C- 

O l ~ G A I l  
Lesion 

-- ---- -- 

LESIONS (TISSUES NOT SPECIFICALLY 

REQUIRED BY PROTOCOL) 

ADRENALS 

Pheochromocytoma, s o l i t a r y  

, Malignant Lymphoma, lymphocytic type 

AXILLARY LYMPH NODE 

Malignant Lymphoma, mixed type 

Malignant Lymphoma, lymphocytic type - 
CECUM 

b -- 
Malignant Lymphoma, mixed type 

Symbols: N =. Within Normal Limits  

.. - __----. 

OVARIES ( ~ o n  ' t . ) 
------- --- 

Hernangiosarcoma, me ta s t a t i c  .------ 

M 
~ 

-. 

- 

..- -. - - - -- .-- 

-- -.- - -- 
-. - - - -- 
- 0 - -  - @ - 0 -  - - -  - 

-. -- 
- ,-. .. - .-. - 

- -  - -  
. --- . --. . . -- 

--. - -- --. - 

- 
-.- . -  

l-~l-l.-l- -- --. 

-- 

L = Lesior~ Present 2 = Mild 
M = Tissue Not Present 3 = Moderate - = Tissue Not Applicable It. = Marked 

P = Presence 01 '  l e s i o ~ l  which cnrinot 

Cranulosa-cell  tumor, s o l i t a r y  
7- .- 

Necrosis,  d i f fu se  
.-- 

Parovarian cys t s ,  b i l a t e r a l  
.- -- 

Parovarian c y s t ,  s o l i t a r y  
----..-- -- .- - -  --- 

F o l l i c u l a r  c y s t ,  s o l i t a r y  ---- 

L 
.*- 

P 

.- 

N ' N  L N L 
- 

-- 
- 

- 
-- 

.-- 

-- 
-.- 

- -- 
L 

--- 

-- 

-. - 
--- 

.--. 

3 

-, 

LZZ 
- 

,--- 

- 

N 
.-- 

.- 

- - - .  

,-.,- 

- 
- 
.-., 

--A- . 

N I L  - 
.- 

I --C 
I 

I 

L 
. 

- 
-- 

-- 

.- 

L - - N  

,.- 

.- 

--. 

. 

8 

-- 

N 
- 

- 
.- 

L ' L  

, 

-- 

- 
- 

4 

4 
3 

.-- 
- 

N 

- 
- --- 

,-,-- 

.---,.-- 

3 .--- 

--- 
- 

d 

-. 

. .- 

3 
-. 

N 

, 

- 

I 

--- 

a- 



S t u d y  No. : L 06121 SN 7 
C/ 3lmd: RDX 
'h;,.,,tinal Sacrifice 
[lose ( mg/kg/day) : 1 .5 mg/kg/day 

I 1 1  S T O P A T I I O L O C Y  ! 1 D E N C E  T A B L E  

GROUP I1 

* Died on Study 
o r  

Moribund Sacraif ice 

EI <U 
0 t J 

c 

ORGAN 
aJ 
v 
S F  

I-cs ion u 
c 

b-a 
-.-- - 

M = Ti~sue Not Present - = Tissue Not Applicable 
3 = Moderate 
11 = Marked 
P = Presence of' 1csi.otl w l ~ i c l l  canrlol be ~ra l cd  



t o : Y 061L.L SN i 
Cy >uid: RDX 
're, . ~ n a l  Sacrifice 
Dose (mg/kg/day : 1 5 mg/kg/day 

* Died on Study 

ORGAN 
Lcs ion 

o r  
Moribund S a c r i f i c e  

I I I S T O P A T I I O L O C Y  I( I D E N C E  T A B L E  
CROUP I1 

FEMALE MICE 

- r __ -- _-- - ---. - - -  .-- - .- -- 

I:, ~ ~ ~ ~ ~ [ ~ i ~ j ~  1 .:I7] \ O \ O \ O \ O \ O \ O \ O Q \ O \ O \ O \ O \ O \ O Q \ O \ O \ O Q \ O  
0 0 0 0 0 0 0 0 0 0 0 0 0 0 0  

r ( d d d r ( r ( d r l d r l r ( ~ d r (  
c O c O c O c O c O 0 0 o O c O c O c O c O c O c O c O a 3 ~ 0 0 c O o O o O  

d -. - - -  - L -  L . . . -. .-- - 



Stwly No.: L 06121 SN 7 
C( olold: RDX 
'1't. . , A n a l  Sacrifice 
Dose (mg/kg/day) : 1.5 mg/kg/day 

* Pied on ~ ' t u d y  
or  

Moribund S a c r i f i c e  

Ill S T O P A T I I O L O G Y  ( . I  D E N C E  T A B L E  

GROUP I1 

FEMALE MICE 
C 
0 

*l- 

ORGAN 
Les ion 

L - - _ -  --. 

. - --- ------- 

Malignant Lymphoma, mixed type 

P h t h i s i s  b u l b i ,  u n i l a t e r a l  --- -- 

LUMBAR LYMPH NODE 

Malignant Lymphoma, plasmac 

t i o n ,  d i f f u s e  
Symbols: N =-Within N o r m a l  L i m i t s  . . Severityr 1 = M i n i m a l  

L = Lesion Present 2 = Mild 
M = Tissue N o t  Present 3 = Moderate - - - Tissue  Not Applicable 1 )  = Market1 

P = Presence of' lesj or) w t l i c l ~  c,mnoL 



-.  -. . - 
Stuciy No. r L 06121 SN 
/ pourld: RDX 
'1 ,l.rnirlal S a c r i f i c e  
Dose (mg/kg/day) : 1.5 mg/kg/day GROUP 11 

* Died on Study 
o r  aJ 

U 

Moribund Sacrifice c 
ORGAN 7 Q) J 

Les ion * #  - 
U 
C 
W 

- ----- - -  -- 

Symbols: N =-Within Normal Limits 
L = Iesiorl Present 
M = Tissue Not Present - = Tissue Not Applicable 

Severi ty:  1 = Minimal 
2 = Mild 
3 = Moderate 
I t  = Marked 
P = Presence OF 1eoi.011 whicli ca~~rto!, 1)e graded 



st,ttcly NO. : I, 06121 SN 7 
9otnlcl: RDX '1 . , i n i l l  sacrifice 111 S T O P A T I I O L O C Y  ( J l  DCNCE T A B L E  

Dose ( ~ / k g / d a ~ ) :  1.5 W/kg /da~  CROUP I1 

* Cied on Study FEMALE MICE 
C o r  

ORGA~XI Moribund S a c r i f i c e  
Lesion u E 

Q:r 
----. 

Symbols: N =. Within Normal Limits 
L = Lesion Present 
M = l ' i s sue  Not Present - = Tissue Not Applicable 

Sever i t r :  1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence o f  1.esj.otl w l l i  (:I1 cannol, 



y polnld : RDX 
minal Sacrifice 

Dose (rntl/kg/day) : 1.5 mg/kg/day GROUP I1 

* Died on Study 
or C 

0 
Moribund Sacrifice a? ORGAf l ur L ur aJ 

Les iori a1 o W E  

FEMALE MICE 

Symbols: N =. Within Normal L i m i t s  
L = Lesion Present 
M = Tissue Not Present - = Tissue Not Applicable 

Severitx:  1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence OF 1esio11 w l l i c 1 1  cannot, bc ,p-atlecl 



Study No.1 L 06121 SN 7 
C oiulcl: RDX 
T( . . i ~ ~ a l  Sacrifice 
nose ! rng/kg/day) : 1 .5 rn(:/kg/d a y  GROUP 1.1 

* Died on Study 
o r  C 

0 
Moribund S a c r i f i c e  SF 0RGAr.l v, L 

VI Q) 

Lcs ion  a, a u E 
U=r 
u z  

FEMALE MICE 

Symbols: N =. Within Noxmal L i m i t s  
L = Lesiot~ P r e s e n t  
M = T i s s u e  Not P r e s e n t  
- = Tissue Not Applicable 

S e v e r i t y :  1 = Minimal 
2 = M i l c l  
3 = Moderate 
't = Marked 
P = Presence of' lesj.011 W ~ I ~ C I I  (:atir~ot, be ~rarle(1 



(  pound: RDX 
. ,rminal Sacrif'ice 
Dose (mg/kg/da~)  : 1 5 mg/kg/day GROUP I1 

* Died on s t u d y  
o r  C 

0 -- 

Moribund Sacrifice . P ORGAN v, L m aJ 

FEMALE MICE 



S t ~ n l y  No. : L 06121 SN 7 
Cp *oiu~cl: RDX 
'l'c 111al Sacrifice t l l  STOPAT110LOCY I I D E N C E  T A B L E  
I)ose (mg/kg/day) : 1.5 mg/kg/day CROUP I1 

* Died on Study - (EMALE MICE 
C a o r  o u 

Moribund Sacrifice *C c 
ORGAN Q) 

U 

Les iorl a t -  

U 
u 3 C B-4 

- -  - 



1 .A I m l ,  

S t,udy No. : 1. 06121 SN 7 
d o~nvl:  nnx 
l'erminal Sacrifice 

( t l  I S T O P A T I I O L O G Y  r .,i 1 D E N C E  T A B L E  
~ o s e  (mg/kg/day) : 1 .5 mg/kg/day CROUP II 

* Died on Study 
o r  C 

0 
Moribund Sacrifice SF ORGAN m t  m aJ 

Les i o n  

FEMALE MICE 

P = Presence of 1esi.or1 w t ~ j c l t  cartnot be ct.aled 



- .- I ̂ .-. 1 -  - 
Study No.: L 06121 SN 7 

/ npoin~d: RDX . drmirlal Sacrifice 111 S T O P A T I I O L O C ~  t l C l  O E N C E  T A B L E  
Dose ( w / k g / d a ~  ) : 1.5 mg/kg/day GROUP 11 

* Died on Study 
o r  

Moribund S a c r i f i c e  .- ORGAN v, L vr aJ 
Les ion 

FEMALE MICE 

Syml)ols: N =- Within Normal L i m i t s  
L = Ilesiorr Present 
M = Tissue Not Present - = Tissue Not Applicable 

Severity: 1 = Minimal 
2 = Mild 
3 = Moderate 
I t  = Marked 
P = Presence of 1esi.011 wI1icI1 canno1 



Study No. r L 0 6 ~ ~  SN '( 
( potuld: RDX 
'., .,nn i n a l  Sacrifice 
Dose (ac/kg/ciay): 1.5 mg/kg/day CROUP I1 

* Died on :;tudy FEMALE MICE 
Q) 

u c 
QI 
u 
.r 
V 

H c 
-- -- 

Moribund0:acrif ice *i ~ ~ ~ I ~ ~ ~ ~ ~ ~ ]  frr] FF ORGAN b b b b b b b b b b b b r - b b f i b b b b  
0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0  Lc5 ion 

d r ( r l r ( r ( r ( r ( r ( r ( r ( d r l d  r ( r ( r (  2 2  ~ 0 0 Q ) 0 0 0 0 Q ) 0 0 C D ~ Q ) c o 0 0 ~ 6 3 ~ ~ 0 0 a ) Q ) ~  
- - - - 1 -- -- -- - --- -![ -- -A 

vf 

- 



pout~ct : RDX 
., - ,. mlnal  Sacrifice 
Ilosa (mc/kg/day) : 1 .5 mg/kg/day GROUP I1 



; study NO. l L 06121 SN 7 I 

I :onpotold t RDX 
'l'errninal S a c r i f i c e  

I 
Ill S T O P A T I I O L O G I  l M C  1 DENCE T A B L E  

pose ( mg/kg/day) : 1 .5 m@;/kg/day CROUP 11 

* Died on Study 
c w o r  o 

ORGAN Moribund S a c r i f i c e  w 
Lesion r- 

U 
C 
H 

- -- - 

Symhols r N =- U l  th in  Normal Limits 
L = Ilesiorl Present 
M = Tissue Not Present - = Tissue Not Applicable 

Severity:  1 = Minimal 
2 = Mild 
3 = Moderate 
I t  = Marked 
P = Presence  of l e s io~ l  which cannot 



1.1.1.1~.1. 

7 f ly  No.; L 06121 SN 7 
. polaldr RDX 
'I'er-minal Sacr i f i ce  

I 
II I STOPATI IO I .OCY I N C  1 DENCE T A B L E  

Dose (mg/kg/day) : 1 .5 mg/kg/day CROUP 11 

Symbols: N =. Within Normal L i m i t s  
L = I s s io~ l  Present 
M = Tissue Not Present - = Tissue  Not Applicable 

Severitv: 1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Market 
P = Presence of lesJ.o~l H I I ~ C I I  c i ~ ~ r ~ o t .  be grarletl 



. l'.H 
qxly No.: L 06121 S N  7 
,npomlda RDX 

'I'erminal Sacrifice 
\ 

II I S T O P A T I I O L O C Y  I rlC 1 DENCE T A B L E  
Dose (mg/kg/day) : 1 5 mg/kg/day GROUP I1 

Symbols: N =- Within N o r m a l  L i m i t s  
L = Ilesion Present 
M = Tissue  N o t  Present 
- = Tissue Not Applicable 

Severity: 1 = Minimal 
2 = Mild 
3 = Moderate 
It = Marked 
P = Presence of l e ~ i o l ~  w11ict1 canrlot be graded 



I .I . 'r.R.I.  
qnty N O . :  L 06121 SN 7 

' rpamld r RDX 
'l'er-minal S a c r i f i c e  I l l  S T O P A T I I O L O G Y  I N I D E N C E  T A B L E  
Dose ( mg/kg/da~ ) : 1 5 W/kg/day GROUP I1 

* Died on Study 
FEMALE MICE 

C a# o r  o u 
Moribund Sacrifice *C t 

ORGAN UJ 
m a t, 

Lesion a n  
-0- 

LJ E U 
C 
H 

- --. - 

Synlbols t N =. Within Noxmal Limits S e v e r i t y :  1 = Minimal 
I, = Ilesiorr l k e s e n t  2 = Mild 
M = Tissue Not  Present 3 = Moderate 
- = 'rissue Not Applicable 1 )  = Marked 

P = Presence of l e s i o ~ l  wtl ictr  cannot 

- -  - 



5t.uciy No.: L O b l ~ l  SN '1 
( lpoimd : RDX 
'1 erminal Sacrifice 
Dose (mg/kg/da~) : 1 .5 mp/kg/da~ GROUP I1 

* Died on Study 
t o r  o 
*P 

ORGAN Moribund Sacrifice w L 
v) aJ 

Lcs ion 

FEMALE MICE 

tn? 





- - 
d 

Accessi  on V, 

I-'. c 
Y a  
I-'. Y 

L n 
v 
% 

TOT z, Incidence 1 



Colnpourld r RDX 
'I'er-minal Sacrifice I I I  S T O P A T I I O L O ~ Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 1.5 mg/kg/da~ GROUP I1 

* Died on Study 
C Q) 

or o u 
C 

ORGAN Moribund Sacrifice U) 
v, aJ T) 

Lcs ion ~ J D  C 
LJ E U C 

W 

-- -- - 



Cornpoiald : RDX 
'I'er-minal Sacrifice I I I  S T O P A T I I O L O G Y  INCl D E N C E  T A D L E  
Eose (ag/kg/day) : 1.5 m g / k / d a ~  GROUP I1 

* Died on Study 
t o r  o 

Moribund S a c r i f i c e  ' C 

ORGAN u, L 
ul aJ 

Lesion ~ J S  E 
U 3 
z 

FEMALE MICE 

Syn~bolsr N =- Within Normal Limits 
L = Iesiolr Present 
M = Tissue Not Present - = Tissue Not Applicable 

Severity: 1 = Minimal 
2 = Mild 
3 = Moderate 
I t  = Marked 
P = Presence of' l ea io~l  which cannot tm grarlml 



Compoia~d t RDX 
'l'erminal Sacrifice Ill S T O P A T l l O L O C Y  I N C  1 DENCE T A M E  

nose (mg/kg/day) : 1.5 mg/kg/da~ CROUP 11 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  *P 

ORGAN 4.n L vr aJ 
Les ion tun 

U E 
0 3 
< z  

FEMALE MICE 



Co~npour~d r RDX 
l'e r.111ina 1 Sacrifice Ill S T O P A T I I O L O C Y  lMCl D E N C E  T A B L E  
Do:.;#: (,ng/kg/day): 1.5 mg/kg/day CROUP I1 

Syml~ols t N =- Within Normal Limits 
L = Ilesiorl Present 
M = Tissue  Not Present - = Tissue Not Applicable 

Severity1 1 = Minimal 
2 = Mild 
3 = Moderate 
It = Marked 
P = Presence of led011 ~I\ict\ cannot be q,rarled 



I . l . 1  . I l . A *  

Study No. t L 06121 SN 7 
C!o,nphund r RDX 
'l'erminal Sacrifice 

Dose (mg/kg/da~) : 1 a 5  mg/kg/da~ CROUP I1 

* Died on Study FEMALE MICE --- 
C 0) 

o r  o CJ I= 

ORGAN Moribund S a c r i f i c e  w U) 
Lcs ion .r 

u E U 
v 3 C 
4 z  w 

--- -.- - 

P = Presence o f  1efiio11 wt~ich cannot 



J I . I t  

Study No.: L 06121 SN 7 
Coinpo~nld : RDX 
Terminal Sacrifice 

Dose (mg/kg/day): 1.5 mdkg/day 

* Died on Study 
o r  

Moribund S a c r i f i c e  

Ill S T O P A T l l O L O C Y  IMCl D E N C E  T A B L E  
C R O I P  I1 

FEMALE MICE 
C 
0 
.C 

ORGAN 
Lesion 

- 
.. - -- 

-- L 

--- 

-- 
- 
-- 

- - 
- N  
- - 

.- 

.- - - - - - - - - - 

-- 

Symbols r N =- Within N o ~ m a l  L i m i t s  

.-- -- 
UTERUS ( ~ o n ' t . )  -- - - 

Endometr i t i s ,  a cu t e ,  f o c a l  -- 
- 
- 
.- 

- 
.-- 

..- 

o 

-. 

L q  

- 
,-- 

-. 

--. 

-. 

- 
-. 

..- 

.-- . 

- L L L  .-. 

- 

L = Iesiotr Present  2 = Mild 
M = T i s s u e  Not Present  3 = Moderate - - - 'rissue Not Applicable It = Marked 

P = Presence of lefiiol~ wtlictl cannot 

-, 

L L - L  L 

- ,  

- 
1 
I 

- 

.,-.- 

-.-. 

- - .  - N  
- - 

-- 

-- - 

-- Hematoma, organized, s o l i t a r y  

Hematoma, s o l i t a r y  

Hydrometra, d i f f u s e  
--.--- 

Hydrometra, f o c a l  - ------- - 
V A G I N A  -- 
VERTEBRAE 

Hemangiosarcoma, invasive 

. ,- ,-- 

------ .. . -- -- --- 

' I  

- .- 
-- - 

-- 
I 

. - -- --, --- .- - 
- - -- ,-. 

-7 

---.y--. 

Severity: 1 = Minimal 

.- 
L 

- -  
L I 1 - L ' L  - 

- 
- 
-- 

- 

- - - 1 -  - 
- - - - -  - 

- 

L 

- -  

L L L  

o o 

--.- 

.- 

- 
L 

. 

- 

--- 

- -- 

,-- 

.- < 

-.--- 

- 
- 

-,.- 

-- 

- 

.---- 
- 

-- 

-.-. 

..- 

o 

- - o - - o o  

- -. 



A . A . 1  * I I . A .  

stu ly  N O .  t L 06121 SN 7 
Co~npourld t RDX 
'I'erminal Sacrifice I I I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day : 1 5 mt%/kg/day CROUP I1 

* Died on Study 

V 

Moribund Sacrifice OF ORGAN rn L m aJ 
Les ion a n  LJ E 

-- 

Hematoma, s o l i t a r y  

-- 

Symlmls : N =- Within Normal Limits Severity: 1 = Minimal 
L = Iesio~r Present 2 = Mild 
M = Tissue Not Present 3 = Moderate - - - Tissue Not Applicable It = Marked 

P = Presence of 1eeio11 wtlich cannot 

- -4  - - .  - .-- -.- - - - --- - 
) 

_ _ _  - -- -- - -- - 



Coinpo~nld : RDX 
'I'ersminal S a c r i f i c e  

Dose (mg/kg/day) : 1 .5 mg/kg/da~ CROUP I1 

* Died on Study 
o r  

Moribund Sacr i f i ce  .C 

ORGAN u, L m Q, 

Lesion 8-2 
tJ 3 
42: 

-- - 

-- 

Symbols r N =- W I  thin Normal Limits Severity:  1 = Minimal 
L = Iesiorl Present 2 = Mild 
M = Tissue Not Present 3 = Moderate 
- = Tissue Not Applicable I t  = Marked 

P = Presence of lesior~ w l l i c t l  cannot 



Co~npomld t RDX 
'I'erminal Sacrifice Ill S T O P A T I I O L O G Y  l N C l  D E N C E  T A B L E  
Dose (mg/kg/day) : 1.5 mg/kg/da~ CROUP I1 

* Died on Study 
C w 

o r  o u 

ORGAN Moribund S a c r i f i c e  u 
Lcs ion D- 

U 
C 

-- - 

S y d ~ o l s :  N =.Within Normal L i m i t s  
L = Iesiorr besent  
M = Tissue Not Present - = Tissue Not Applicable 

Severity:  1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence o f  les3.011 wtlictr carrnot be gralwl  



Co~nyoui~(l r RDX 
l'er-minal S a c r i f i c e  I I I S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (m, /kg/day) : 7.0 mg/kg/day CROUP I11 

Symbols : N =- Within Normal Limits 
L = Lesion Present  
M = Tis sue  Not Present  - = 'Tissue Not Applicable 

Severity:  1 = Minimal 
2 = Mild 
3 = Moderate 
1 )  = M a r l t e d  
P = Presence or  7.esiorl w t l i c l l  cannot IE e;raled 



A . .L . * m. .  .. . 
s t u d y  NO. : L 06iil SN 7 
Cornpotirld : RDX 
Terminal Sacrifice 
Dose (mg/kg/day : 7.0 mg/kg/day 

' ORGAN 
Lesion 

* Pied on Study 
or 

Moribund Sacrifice 

I I I  S T O P A T I I O L O C Y  INCl O E N C E  

GROUP 111 

Symbols : N =. Within Normal Limits 
L = Lesion Present 
M = Tissue Not Present - = Tissue Not Applicable 

T A B L E  

Severity : 1 = Minimal 
2 = Mild 
3 = Moderate 
I t  = Marked 
P = Presence or  lesiorl whj.<:ti cannot, be e,ratlcd 



S ~ U J J  NO.: JJ MALA SN r 
Co~npoind : RDX 
Terminal Sacrifice 
Dose (mg/kg/day): 7.0 mg/kg/day 

ORGAN 
Les ion  

* Died on Study 
o r  

Moribund Sacrifice 

I I I  S T O P A T I ! O L O C Y  INCl DENCE T A B L E  

GROUP I11 

FEMALE MICE 

P = Presence or lefiio~l w h i c t l  cannot be graded 



Study No. : L 06121 SN 7 
Compound : RDX 
Terminal Sacrifice I l l  S T O P A T l l O L O C Y  1 M C l  D E N C E  T A B L E  

Dose (mg/kg/day) : 7.0 mg/kg/day CROUP 111 

* Died on Study 
C d) o r  0 U 

Moribund S a c r i f i c e  C c 
ORGAN T) aJ 

Les ion 
.r- 
U 
c 
H 

- - -. - 



L ... 
Study NO. r L 06121 SN 7 
Cornpound a RDX 
'l'erminal Sacrifice Ill S T O P A T I I O L O G Y  lNCl DENCE T A B L E  
Pose (mg/kg/day) : 7.0 mg/kg/day GROUP 111 



Co~npou~d t RDX 
'l'erminal Sacrifice Ill S T O P A T l l O C O C Y  1NC 1 DENCE T A B L E  
nose (mg/kg/day): 7.0 mg/kg/day GROUP 111 

* Died on Study 
o r  Lf 

0 

Moribund Sacrifice *C 

ORGAN an L 
v) aJ 

Les l on a n  o E 
U 3 
< z  



Conpotuld : RDX 
'l'et.min;~l Sacrifice 
Dose (.ng/kg/day) : 7.0 mg//kg//day 

* Died on Study 
o r  

Ill S T O P A T l l O L O C Y  I N C I D E N C E  T A B L E  

Moribund S a c r i f i c e  O r -  

ORGAN u, L m a 
Lcs i o r ~  a n  U E 

GROUP I11 

FEMALE MICE 

Symbols r N =- Within Normal L i m i t s  
L = Ilesiot~ Present 
M = Tissue Not Present - = Tissue Not Applicable 

Severity: 1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence of lefiio~l wtlictr cannot be graded 



1 .1  .'1'*11 . l .  
*rly No. r L 06121 SN 7 ' rpouldr RDX 

'J'er-minal Sacrifice 
Dose (mg/kg/day : 7 0 mg/kg/day 

( 
Ill S T O P A T I I O L O G Y  l N C  1  D E N C E  T A B L E  

GROUP I11 

* Died on Study 
o r  

Moribund S a c r i f i c e  

FEMALE MICE 
C w 
0 U 

ORGAN -u 
Lcs ion C 

U 
C 
H 

-- - 

Symbols: N =. Within Normal Limits Severity: 1 = Minimal 
L = Iasiorr Present 2 = Mild 
M = Tissue Not Present 3 = Moderate 
- = Tissue Not Applicable It = Marked 

P = Presence o f  lesiorr wtiict1 cannot 

b 



3 L 1  NO. I VCr Sly 

^ -1npour1d r RDX 
( rminal Sacrifice 1 1 1  STOPATIIOLOG! l N C l  D E N C E  TABLE 

Dose (mg/kg/day): 7.0 mg/kg/day GROUP 111 

* Died on Study 
o r  c 0 

Moribund S a c r i f i c e  OF ORG AlJ v, L 
M aJ 

Lcs ion a ~3 u E 

FEMALE MICE 

. - -- - 
KICNFIS (con ' t . ) 

----. - - -- 
Hyperp las ia ,  t u b u l a r ,  mu l t i f oca l  - -- 2 

Hyperplasia,tubular,multifocal,unilatera.l 
d-- - - .- 

Nephropathy, chron ic ,  d i f f u s e  

Necrosis ,  t ubu l a r ,  m u l t i f o c a l  
--. .- --- .- 

Necrosis,tubular,multifocal,unilateral - --------- .--- 

Nephrocalc inosis ,  m u l t i f o c a l  -- 

I n f a r c t ,  a c u t e ,  f o c a l  
.--- I -3. - - .--. --< - .-< --. --. - 

Cysts ,  m u l t i p l e ,  u n i l a t e r a l  ( co r t ex )  - .- L - .- -- ,.- .- --- .-- .- --a. - 
Congestion,  mul t i f  o c a l  L. 

. - - _-- -- -- 
Cytoplasmic vacuo l i z a t i on ,  d i f f u s e ,  .- ,-- -- -.- -- - - . - - . - -  

( ~ u b u l e s  ) 
-.. 2 - - ,---- -- ---- 

OVARIES 
, -- - -.-. .- - -- - .- .- 

Cranulosa-cel l  Carcinoma, b i l a t e r a l  - --. 
Malignam t Lymphoma, mixed type P - .- ---- -- ---. 

Malignant Lymphoma, lymphocytic type -- - -  P -- --- .-- - - 
Renal c e l l  Carcinoma, m e t a s t a t i c  - -  P 

-- * 
Granulosa- t h e c a l  tumor, s o l i t a r y  

.-- 

Cystadenoma, s o l i t a r y  -- A --.. .- - --- - 
Symbols r N =. Hi th in  Normal Limits 

L = 1esi.011 l're~ent 2 = Mild 
M = Tissue Not Present 3 = Motlerate - - - Tissue Not Applicable I t  = Marl<ec\ 

P = Pr:esence o r  I e~s3.011 w l i i ~ : l l  C A I I I I O ~ ,  



St.udy No.! L 06121 SN 7 
( ~ o l ~ n d  : RDX 
'I'e;.r.minal Sacr i f i ce  
Dose ( mg/kg/day) : 7.0 mg/kg/day 

ORGAN 
Les i o n  

* Died on Study 
o r  

Moribund S a c r i f i c e  

I I I  STOPATI IOLOCY '. ..C I D E N C E  T A B L E  

CROUP I11 

FEMALE MICE 

Symbols: N =.Within Normal L i m i t s  
L = Lesion Present 
M = Tissue Not Present 
- = Tissue Not Applicable 

Severitrr 1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Market1 
P = Pre~ence of l e ~ i o r l  w I l j . c t ~  cantlot be fl;raxlefl 



~pocoidz RllX 
- . m i n a l  Sacrifice 
Dose (mg/kg/da~) : 7 0 mg/kg/da~ CROUP I11 

* Died on Study 
C 

ORGAN 
Lcs ion 

o r  L 

0 
Moribund Sacrif ice .? ul L 

m b, 
b,a 
u E 
W Y  
u;Z: - 

FEMALE MICE 

Symbols: N =- Within Normal Limits 
L = Ilesiotr I'resent 
M = Tissue Not Present 
- = Tissue Not Applicable 

Severitr: 1 = Minimal 
2 = Mild 
3 = Moderate 
It  = Marked 
P = Prerencr? or 1.eeJ.orl wli i r : l1  ca~it~ot.  I E  gralecl 



6 2bur1d: RDX 
Terminal Sacrifice 

1 
I I I S T O P A T I I O L O G Y  r I ~ I C I D E N C E  T A B L E  

~ o s e  (mg/kg/day) : 7.0 mg/kg/day CROUP I11 

* Died on Study 
o r  

ORGAN 
Moribund S a c r i f i c e  

Lcs ion u E 



(r-anpound 8 RIJX 
minal  Sacrifice 111 STOPATI IO I -OG~  NCl D E N C E  T A B L E  

Dose (mg/kg/day) : 7.0 mg/kg/day GROUP 111 

* Pied on Study FEMALE MICE 
C o r  o 

Moribund S a c r i f i c e  0RGAf.r 
Les ion  

--- -- 
. -. -- 

OVARIES ( ~ o n  ' t. ) 

--- - -- ..- .- - -- ..- .- 

---- 
Abscesses mul t ip le ,  b i l a t e r a l  - - - -  - --- -- ..--- 
Abscess, s o l i t a r y  .-- 

. - -  ,- -- -- -- .- -- 
LESIONS (TISSUES NOT SPECIFICALLY 

-.--- -. -- --. ..- , - , --. - 
REQUIREE BY PROTOCOL) 

.- - .- - -- -- -- 
ADRENALS - - -  - - -  - -  -  

Pheochromocytoma, s o l i t a r y  

Fibroma, s o l i t a r y  (capsule)  -. .-- - - .- -. . --- -- - 
AXILLARY LYMPH NODE o - -  - .  L - -  - .- - -- -...- -- -- - --- . --- 

Malignant Lymphoma, mixed type - 
Malignant Lymphoma, l m h o c y t i c  type --- 

CECUM - - -  - - -  - 0  - -- - -.-- ---.- -- -- - ..- 
Leiomyoma, s o l i t a r y  

Symbols r N =* Within Normal Limits Severity: 1 = Minimal 
L = Ilesiorr Present  2 = Mild 
M = 'l'issue Not Present 3 = Moderate 
- = Tissue Not Applicable I t  = Marked 

F = Presence of' 1.esj.011 WIIIC:~I  ciulr)ot 



. - .  - - .  - - -  
SCidy NO.: L 06121 SN 7 
C( xuldr RDX 
'I'er-mirial Sacrifice 
pose (mg/kg/day : 7.0 mg/kg/day 

* Died on Study 
Moribund S a c r i f i c e  

ORGAIJ 
Lesion 

III S T O P A T I I O L O G Y  , , ; I  DENCE T A B L E  

CROUP 111 

FEMALE MICE 



>ourld r RDX 7, r inal  Sacrifice 
Dose (mg/kg/day) : 7.0 mg/kg/day CROUP I11 



L.A.. .... 2 .  

$+*dy No. r L 06121 SN 7 
>bund: RDX 

Terminal Sacrifice I I I  S T O P A T I I O L O C Y  n l t C l  D E N C E  T A B L E  
Dose (mg/kg/day) : 7.0 mg/kg/day GROUP 111 

* Died on Study 
t= aJ 

o r  o 
Moribund S a c r i f i c e  C 

ORGAN t, 

Lcs i on .r- 
w 
c 
H 

-- -.- - 

. 

-. -. --- - - -  ,. - ---- .  

OVARIES (con ' t . ) ----- 
N N N N  

- .  - .  . - -ZCI'Z_ - 

Kerat inized c y s t ,  s o l i t a r y  -.-- -- . . .- - -- - -,---- 1- Parovarian c y s t s ,  b i l a t e r a l  -- .--- --C - _ .  - -.-- -I---. . - -  --- 

Parovarian c y s t ,  s o l i t a r y  ! --- - - - ..,--,, -.-- --- -- ,- 

F o l l i c u l a r  c y s t ,  s o l i t a r y  
---.- .- - . . - .  - _-- _- ---. _-- --. - .  

Abscesses, mu1 t i p l e  , b i l a t e r a l  ---- ---- --- ,-, --. - ,- - I--- -C_ .-- 

Abscess, s o l i t a r y  - - ,  .-- ,-- -. -, 

- - - - -- - -- - 
I - - - - - ,  - - -. 

LESIONS (TISSUF,S NOT SPECIFICALLY - - - - - --- -- --. -- 
REQUIRED BY PROTOCOL) 

* I 
-. . . .  - --- -. I- 

,-. . . . I_ . . - -  --- 
ADRENAL. - - - -  0 

,--. , - --. --, --. 

Fheochromocytoma, s o l i t a r y  - - .  - --. - 
Fibroma, s o l i t a r y  (Capsule) --- - -. -, - .- .-a ,-- 

AXILTARY LYMPH NODE - - - -  
-___I 

- --- ----. 

Malignant Lymphoma, mized type -- - 
- 

- 

# '  11 ~ ~ ~ z ~ ~ I : E - ~ z ~  
Malignant -- Lymphoma, lymphocytic type - .  

CECUM - - - -  
- - - ,- . -. - ,.- ---- .- - - - ,  

Leiomyoma, s o l i t a r y  -- -- -- -. --.+- - - 
Symbols : N =- Within No~mal Limits Sever i ty :  1 = Minimal 

L = Lesiorr P r e ~ e n t  2 = Mild 
M = Tissue Not Present 3 = Moderate 
- = 'riscue Not Applicable It = Marked 

P = Presence o f  1 e s j . o ~  which cannot 



:it,\ , No. . A ut ..- SN , 

C( -0u11dr RDX 
'1 I. . t inal Sacrifice 
Oose (mg/kg/day) : 7.0 mg/kg/day GROUP 111 

* Died on Study 
o r  C 

0 
Moribund S a c r i f i c e  .v- ORGAN 

Lcs i or1 

--- 

Symbolo: N =. Within Normal L i m i t s  
I, = Iesiotr Present  
M = Tissue Not Present - = Tissue Not Applicable 

SeveriLrr 1 = Minimal 
2 = MSlc l  
3 = Mwlerate 
11 = Marked 
P = P~:osence of' ler,j.o~l w t l i c : t ~  ca.rlr~ot I,e ~;rarletl 



I .I. 1 . 1 l . I  

S t  - - ' * f  No. : L 06121 SN 7 
Co? undt RDX 
'l'erminal S a c r i f i c e  
Dose (mg/kg/day ) : 7.0 mg/kg/day CROUP 111 

* Died on Study 
o r  

Moribund S a c r i f i c e  

FEMALE MICE 
C 
0 

ORGAN 
Lesion 

--- 
~ c a r c i n o m a ,  s o l i t a r y  

COSTAL MUSCLES 

Symbols: N =.Within Normal L i m i t s  Severity: 1 = Minimal 
L = Lesion Present 2 = Mild 
M = Tissue Not Present  3 = Moderate - = T i s s u e  Not Applicable  I# = Marked 

P = Presence of' 1.esion W I I ~ C I I  c,mr~ol 1 



Colnooul~d r RIIX 
1{ i n a l  Sacrifice 111 STOI 'AT I IO I .OCY ( C l  D F N C E  T A B L E  
nose (mg/kg/day) : 7.0 mg/kg/day GROUP I11 

* Cied on Study 
o r  - 

Moribund S a c r i f i c e  .@- ORGAN v, 4n L a~ 

FEMALE MICE 

.. _.----_C_ --.---.--. -- ---- *--. -.- -I----- . - - '.' 

COLON - -  - -  - - 0  - - -  - - -  - I -  - - 0 

------- - - -. . --. -. ..- - ,-- --.. -- --- -- - . -  - - - - .  -.-- - - 
Malignant Lymphoma, mixed type 

- _ _ I _ - -  - _I-__ - , - __ - _- -- .--- - . --. - ..--. - . - - -  

DUODENUM o - - -  . -  - -  - . I  - -  - -  ---- -- 

-- --.- 

;El: , ,  ---; 
-- ---- .  

I - .- .-.-. . - - _-. ---  -- --. --- 1 - - -  .- - 
EYES -k - - -  - -  - - -  - - -  - - -  - - -  . -  

-- 
-- ,-- -.- ,.- .-.- -- ...- -- 

P h t h i s i s  bu lb i ,  u n i l a t e r a l  - ---- . - ,  . _ - -  - .  . I _  _I -_ - .-- - --. . - -  - - - .  -.- 

Kerat i  tis , chronic ,  f o c a l  , u n i l a t e r a l  - ---------- - ---- -, - .  - - -- -.- ,--. - ,- .-.-. --. - -- - 
HARDERIAN GLAND - - 0 -  0 -  0 . 0  - - -  - - -  - - -  o o  

--- - - .- _ - . - . _  -- .----.- - .- - - - .  --- . .  

Adenocarcinoma, s o l i t a r y  1 ,- - .- - . . - -  --- .- .- - 
Adenoma, s o l i t a r y  a- - .  , -r- . _ _ . -  _ -_ , _  ___ . _ _  _ .  . .  __. - 

HEPATIC LYMPH NODE -. o w  - .  - -  - -  - .  - - -  O w  

.- . .- - - 7 -- --. -- -- 
Malignant Lymphoma, mixed type --. I+- . 

--. ,- -. -- . - - - .  -- 
Malignant Lymphoma, lymphocytic type -- --  - . . - -  - - - -- I - . - - .  .--- --- 

ILEUM - -  - -  - -  - .  o w  - - -  g o  

-TI . -  - - -- .- P , .-- -.--. . ---. - .- -. 

Malignan t Lymphoma, mixed t.m - -- . _  _ . , . . _ _ _ _  __ __ _ _ -  --- .- 

INGUINAL LYMPH NODE - - . - - -  - - -  - -  - -  - - - - - o -  
'- 7- *-- -- --. - -. - --- .-- - --- . --- - 

Malignant Lymphoma, mixed type 
.------- . - - - - -  _ -  _ _ _  --. - .--- --- .--- - - 

Malignant Lymphoma, lymphocytic type -- - -- + . _ - - .  . -_ -_ . - -  - .- - - .-- 
INTERCOSTAL MUSCLES . - - - - - - o - - - - - -  4 - -  0 . 0  

-- -. - -- - - , -- _ _ _ _  . -- - -- -- .-- .---  

Granulosa-cell  Carcinoma, me ta s t a t i c  _____ __a__- _____ _, . _  _ --- 
Symbols r N =- Within Normal Limits severTirr 1 = ~ininal 

L = Iesiorl Present 2 = Mild 
M = Tissue Not Present 3 = Moderate 
- - - 'riscue Not Applicable I t  = Marked 

P = Pr:esencr? or' lec;j.o~l w l ~ j . c : l ~  ca.~lnot, 



1 .1.'1 . I l . l .  

S v  -I No. : L 06121 SN 7 
c;. A amid : RDX 
' l 'erminal Sacrifice 

( 
I I  I S T O P A T I I O L O G Y  1 1 . 1 ~  1 DENCE T A B L E  

Dose ( mg/kg/day ) : 7.0 mg/kg/da~ GROUP 111 

M = Tissue Not Present - = Tissue Not Applicable 
3 = Moderate 
11 = Marked 
P = Presence of' 1esj.011 w h i c t ~  cannot be ~ralecl 



- - .. -. - - -  -.. 
mspourld 1 1tI)X 

n i n a l  Sacrifice 
Ease (mg/kg/day : 7.0 mg/kg/day 

ORGAN 
Lesion 

* Died on Study 
o r  

Moribund Sacr i f i ce  

I I I  STOPATI lO I .OGY(  l C  1 D E N C E  T A B L E  
CROUP I11 

FEMALE MICE 
(I) 
0 



d j o l l ~ l d :  RDX 
'rerrn inal Sacrifice I I I  S T O P A T I I O L O G Y  I t t C 1  O E N C E  T A B L E  
Dose (mt-/kg/day) : 7.0 ag/kg/day GROUP I11 

* Died on Study - I-- - 
o r  L 

0 

OIlGAlJ Moribund Sacrifice .& L 3 Ul a 
Lcs i or] a J a  7 

u E 
u 3  $ 
4 2  



C( ourid: nDX 
'l'c. - . ,ha1  Sacrifice 
Dose ( mg/kg/day ) : 7.0 mg/kg/day GROUP I11 

* Died on Study FEMALE MICE 

o r  c 
0 

'v-  
* 

ORGAN Moribund S a c r i f i c e  

Les i orr 

---- -- 
. -. --- --- - 

JEJUNUM 
---- -. - -.-. -. - .-- _ _ _  _..-  - _-_-_ -.-  - - - - . . - - .  - -  

LUMBAR LYMPH NOPE . 
- -- - -- 

Malignant Lymphoma, mixed type ----- - -- - .-- - -  

, - Malignant Lymphoma, lymphocytic type ---. - -  

Hyperplasia,  lymphoid, d i f f u s e  
.- ----- .- -. - .- 

Hemorrhage, mult i f  o c a l  
-.--- .- --- -- ---- 8-.. . .- ,- 

Hemorrhage, f o c a l  

Edema, d i f f u s e  

Congestion, d i f f u s e  - .  - , . - - - - -  --..-- - - - 
LUNGS - - -  - -  

. I#--. --. 
L - -  --. -- -- 

~ l v e o l a r / b r o n c h i o l a r  Carcinoma, s o l i t a r  . . _ . ,  - - __ _ _ .  . _ _  

Malignant Lymphoma, lymphocytic type .__ - __ __ ___ .____.  . _ -  --- 

Fibrosarcoma, me ta s t a t i c  - __ .._._- _ __._ - - .- 
Granulosa-cell  Carcinoma, me ta s t a t i c  . -  

-_. - . A  - -  --- - 
Renal-cell  Carcinoma, me ta s t a t i c  

~ l v e o l a r / b r o n c h i o l a r  adenoma, s o l i  tar - - - -. .-- - - - ,  .--- -- - .--- P 

Hemorrhage, mul t i foca l  - 
Edema, mu l t i foca l  

Normal L i m i t s  
L = Ilesiorr Present 2 = Mild 
M = Tissue  Not Pre'sent 3 = Moderate 
- - - Tissue Not Applicable I t  = Marltecl 

P = Pr:esence oi' I esj.or~ w I l i c : t 1  c=a.r~~roL 



SJ* - l  y No. : L 06121 SN 7 1 

d otnld: RDX 
'S'ermirlal Sacrifice 
Dose (me/kg/day) : 7.0 mg/kg/da~ GROUP 111 

* Died on Study FEMALE MICE 
C d) o r  o CJ 

Moribund S a c r i f i c e  
rz 

ORGAN aJ 
Z J  

Lesion .P 

U 
C 

4 2 5  C* 
-.-. - 

- -. .- ,-- 

, . . . -  - 

c e l l  Carcinoma, me ta s t a t i c  

--, -- - ---, 
- .- - .-- 

Symbols; N =. Within Normal Limits Sever i ty :  1 = Minimal 
L = Leston Present  2 = Mild 
M = Tissue Not Present 3 = Moderate 
- = Tis sue  Not Applicable I t  = Marked 

P = Presence of lesiorj whlcll cannot 



d ) b ~ n d r  RDX 
Terminal Sacrifice I I I  S T O P A T I I O L O C Y  , O t C l  D E N C E  TABLE: 

Dose (mg/kg/da~) : 7.0 mg/k/day GROUP I11 

* Died on Study 
t o r  o 

Moribund S a c r i f i c e  C 

ORGAN u, rn L a 
Lcs i on aJ.n 

u E 
U 3 
U Z  

MICE 

M = Tissue Not Present 
- = Tissue Not Applicable 

3 = Moderate 
It  = Marked 
P = Presence of' lcsiotl which cannot be eraled 



Conlpound : RDX 
'Sermir~al Sacrifice 111 S T O P A T I I O L O G Y  JNC 1 D E N C E  T A B L E  

nose (mg/kg/day): 7.0 mg/kg/da~ GROUP III 

* Died on Study cll 

o r  v 
C 

ORGAN Moribund S a c r i f i c e  
aJ 
-u 

Lcs ion  
' e- 
V 
C 
H -- .- 



Compound: RDX 
'l'errninrtl Sacrifice II I S T O P A T I I O L O C Y  I N C  I D F N C E  T A B L E  

~ 0 . e  (mg/k/day : 7.0 mg/kg/day GROUP 111 

* Died on Study 
C or o 

Moribund S a c r i f i c e  .C 

ORGAN v, L cn aJ 
Les ion  a n  z 5 

u z  

FEMALE MICE 

Syn~l~o l s  : N =- Within Normal L i m i t s  
L = I~s ior l  Present 
M = Tissue Not Present - = Tissue Not Applicable 

Severity: 1 = Minimal 
2 = Mild 
3 = Moderate 
It = Marked 
P = Presence of' lesiorl w t l i c C ~  canr~ol. 



Stucly No. : L 06121 SN 7 
Co~nyoinld : RDX 
Terminal Sacrifice I I I  S T O P A T I I 0 I . O C Y  1 MCl D E N C E  T A B L E  
Dose (mt:,/kg/day) : 7.0 mg/kg/day GROUP 111 

* Pied on Study FEMALE MICE: a 
o r  V 

C 

OltGAIJ Moribund Sacrifice aJ 
u 

L C S  ion  -v  - 
v f U 

C 
H 

--.- 

M = Tissue Not Present 
- = Tissue Not Applicable 

3 = Moderate 
4 = Marked 
P = Presence 01' leniorl which cannot be eraled. 



Stuuy No.r L 061~1 SN I 
Corn poimd t RDX 
Terminal Sacrifice t I I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (mC,'kg/day) : 7.0 mg/kg/day 

* Pied on Study 
t o r  o 

Moribund S a c r i f i c e  -r 

ORGAlJ tn L m Q, 

Les ion a- f 
U 3 
< z  

CROUP I11 

FEMALE MICE 

be graded 

.. - ---- -* . -  - , .- -.- 
PANCREAS -- -.-. 

Malignant Lymphoma, mixed type 
-- - --. , - a-- I - - - - - -  

Malignant Lymphoma, lymphocy t i c  type 

Cranulosa-cel l  Carcinoma, m e t a s t a t i c  

Necrosis ,  d i f f u s e  

Abscesses,  mu l t i p l e  - -- - - - -- - 
Cys t i c  d u c t s ,  mu l t i f oca l  

PANCREATIC LYMPH NODE 

Malignant Lymphoma, mixed type  

Malignant Lymphoma, lymphocytic type 

PAROVARIAN TISSUE 

Malignant Lymphoma, mixed type  

Malignant Lymphoma, lymphocytic type 

-L 
! 

I 
- 1  - 

- -  

PERI'J'ONEUM - - -  - -  
Renal-cel l  Carcinoma, m e t a s t a t i c  

PITUITARY L - - - - -  
. - 

Adenocarcinoma, s o l i t a r y  -- ( ~ n t e r i o r )  ,-, , ---- - 
Adenoma, s o l i t a r y  ( ~ n  t e r i o r )  P 

Conges Lion, d i f f u s e  
---.--- 

. 

- .  

-- 

. 
Symbols: N =. Within Normal L i m i t s  Severity: 1 = Minimal 

L = I ~ s i o t r  Present 2 = Mild 
M = ?'issue Not Present 3 = Moderate 
- = Tissue Not Applicable It = Marked 

P = Presence of' l e s i o r ~  whictl c a ~ n o l  

.- 

- 
. 

- 

- -  

- - -  
- - 

I 

- 

, 

- 

- -  
.-. 

- 

P 
. 

- 

L -  

P 

v 

. 

.-- 

0 -  

- 

-- 

----..-- 

--- 

. 

. 

.- 

, 

.- 

- -.- 

-- 

..- 

-- 

- 

- - - -  

-- 

, - 
.- 

P 

'- I 

--- 

-,-.---.-.-- 

- 

- 
-..,- 

,- 

- 

- . . . - - - - . . > - I _  

-.- 

.--,-.----- 

.-,-,.-- 

. 

-.-.-.-- 

I , - - - - -  - 
- 

-- 

-- 

_I 

- - - -  
-- 

- 

-- 

--- 

.- 

.- 

.--.. 

- 
- 
-- 
--- 

,-- 



Study No. r L 06121 SN 7 
Compo~nd : RDX 
Terminal Sacrifice Ill S T O P A T I I O L O G Y  lMCl D E N C E  T A B L E  
Dose (mg/kg/day) : 7.0 mg/kg/day GROUP I11 

Symbols: N =.Within Noma1 Limits 
L = Lesion Present 
M = Tissue Not Present - = Tissue Not Applicable 

Severity:  1 = Minimal 
2 = Mild 
3 = Moderate 
1t = Marked 
P = Presence o r  l e s i o t ~  whictl ccannot be grader1 



(:o~nyo~uld : RDX 
'I'er.mina1 Sacrifice I I I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L L  
Dose (mg/kg/day ) : 7.0 mg/kg/day CROUP I11 

* Died on s tudy  
o r  c 

n - 
Moribund S a c r i f i c e  OF ORGAN m L ul a 

Les ion  ~ J D  W E  

FEMALE MICE 



I .I ~ ' l ' ~ J 1 ~ 1  
Stlrdy No.: I, 06121 SN 7 
Co~npotui(l : It  I )X 
'l'c?rn~ir~a.l Sam- i f  i c e  I I I  S T O P A T I I O I , O G Y  I P I C I  DENCI: T A B L E  
DO.. (rng/k/day) : 7.0 mg/kg/day GROUP I11 

ORGAN 
Lcsion 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  

u E 

-- 

a M = T i s s u e  Not Present - = Tissue Not Applicable 
3 = Moderate 
11 = Marked 
P = Presence ol' 1.esio1l which cannot  l-- eraded 



I . * .  . .l?.I. 
Study No. : L 06121 SN 7 
Cornpo~u~d : RDX 
'I'errnir~al Sacrifice I I I  S T O P A T I I O L O G Y  1 M C l O E N C E  T A B L E  
Dose (mg/kg/day) : 7.0 mg/kg/day CROUP I11 

Symbols : N =. Within Normal Limits 
L = Lesior~ Present 
M = Tissue Not Present - = Tissue Not Applicable 

Severity: 1 = Minimal 
2 = Mild 
3 = Moderate 
1) = Marked 
P = Presence of' lesj.011 which ccmriot 



Co~n yo~uld : IIDX 
'l'ermirlal S a c r i f i c e  I I I  S T O P A T I I O L O G Y  I l I C l  D E N C E  T A B L E  
Dose (ny/kg/day) : 7.0 mg/kglday CROUP III 

* Died on s tudy  
o r  C 

0 
Moribund S a c r i f i c e  ORGAtJ 

Lesion 

- . --.- 
PLEURA 

-- - . .- . -- .- .. - . .-. -- - - 
Fibrosarcoma, m e t a s t a t i c  . -- 

RENAL LYMPH NODE 

-- 
E ' L -  --.I- t 

Malignant Lymphoma, mixed type 

Malignant Lymphoma, lymphocytic type 
-.-- 

RESPIRATORY LYMPH NODE -------- 
Malignant Lymphoma, mixed type 

Malignant Lymphoma, lymphocytic type -- 
Edema, d i f f u s e  

- 
o - 

P s  P 

- 

- .  - 

P 

SALIVARY GLAND 

Malignant Lymphoma, lymphocytic type 

O w  

L L - -  

P 

m - 

L, 

.,- 

L 

I 
I 

SKIN 

Squamous c e l l  Carcinoma, s o l i t a r y  

De rma t i t i s ,  ch ron i c ,  a c t i v e ,  f o c a l  

De rma t i t i s ,  chron ic ,  d i f f u s e  

De rma t i t i s ,  chron ic ,  mu l t i f oca l  I 

2 

Derma t i t i s ,  chron ic ,  f o c a l  -- 
Ulcers ,  a c u t e ,  mu l t i f oca l  

F o l l i c u l a r  a t rophy ,  d i f f u s e  

N 

N L N L  L L L  L 
- 6  -.-. . - --. --. -- 

-- -- - - .- - -. -.- - 

1 2 2 -. 
.- 

I 

-- - 4 .-. -- . -. 

-, t- t- -,- 

---. . 

- - - -  
--. 

- -  

- 

Symbols : N =. Within Normal Limits Sever i tx:  1 = Minimal 
L = Lesion Present 2 = Mild 
M = Tissue  Not Present 3 = Moderate - = Tissue  Not Applicable '1. = Marked 

P P = Presence of l e s i o ~ l  which cmno t 

--  ---- --- - ---- -- - - i -_ --_r - - -- . -  -- 

o w  

P 

L -  

- 

P 

,.- 

P 

-.-. 

N - -  
-7 

- 
. 

- '  

-. 

.- 

~- 

-, 

L 

- 

.- 

- 
-,- 

,- 

- 
L L  

,-.- 

- ,  

- -- 

- 

- 

- - 
.--- .- 

- - - -  - 
- 

P -- 
- 

P .-- 

--. 

.-- -- - - - 
, ,  

.- 

- 
L - -  

.--- 

-- 

.- 

- 
P 

- ,  

--- 

- 

-. 

L 
-- 

, 

- 

.- 

-- 
--- 

--- 

- 
- O w -  

. - 
-- 

- - . - . -  

-. 

,-- 

--, 

--- 
. 

- 
P -- 

-. 
L 

P .- 

, -  -. 



Co~nyotul(l: RDX 
'l'crrninal Sacrifice I I  I S T O P A T I I O L O G Y  1 NC 1 Q E N C E  T A B L E  
Dose (mg/kg/day ) : 7.0 mg/kg/da~ GROUP 111 

* Died on Study 
o r  C cU 

0 w 
Moribund S a c r i f i c e  c 

ORGAN u a~ 

Lcs i o n  - m -  
w 
C 

e z  H -.- - 



I . 1 . 1 . 1 l . l .  

study NO.  : L 06121 SN 7 
Co~a~)o~ulcl: HDX 
'I'crrnir~al S a c r i f i c e  I l l  S T O P A T I I O L O C Y  l N C l  D C N C E  T A B L E  
Dose ( mg/k/day ) : 7.0 mg/kg/day CROUP 111 ' 

. - 
PLEURA 

-- 
Fibrosarcoma, m e t a s t a t i c  -- 

RENAL LYMPH NODE 

Malignant Lymphoma, mixed type 

Malignant Lymphoma, lymphocytic type 

RESPIRATORY LYMPH NODE ----------- 
Malignant Lymphoma, mixed type  

Malignant Lymphoma, lymphocytic type 

Edema, d i f f u s e  

SALIVARY GLANL! 

Malignant Lymphoma, lymphocytic type 

SKIN 

Squamous c e l l  Carcinoma, s o l i t a r y  . 
Derma t i t i s ,  ch ron i c ,  a c t i v e ,  f o c a l  

De rma t i t i s ,  chron ic ,  d i f f u s e  

De rma t i t i s ,  chron ic ,  mu l t i f oca l  - 

- 
- 

Derma t i t i s ,  chron ic ,  . - ~ , ~ ~ ~ ~ ~ ~ I  f o c a l  

Ulcers ,  a c u t e ,  mu l t i f oca l  

F o l l i c u l a r  a t rophy ,  d i f f u s e  
Symbols: N =- Within Normal Limits S e v e r i t y :  1 = 

- -  

-=.'L 
I 

- 

I 

- 

L 

3 

L = Lesion P r e s e n t  2 = Mild 
. M = T i s s u e  Not P r e s e n t  3 = Moderate - = Tissue Not Appl icab le  11 = Marked 

P = I'resence o r  les ion whicil cannot  

- 

M i r ~ i m a l  

- 

P 
- -  

- 

- -  

L L  

2 

.- 

- 
. 

. - 
- 

L 

P 

- 

L 

2 

- 

..- 

--- 

1 

I 

.. 

- 

-. 

- 

.- 

--I 

- 
-.-. 

.-.-.. 

. 

- 

. 

.- 

- 

-+ - -  

*- 

,- 

.-.,- 

. - - - - - ,  

- 

- 

-- 

-- 
- 

- 
* 

! I  

I 

-,- 

-- 

. 

. ~ 

.- 

-- 

- -~ 

.- 

-- 

- 
,--- 

-- 
--. 

- 
-,- 

.-. 

-- 

..-- 

- 
,- 

,- 

- 

- --'L 

.-. 

.-- 

- 

- 
- 
- 

, 

.- 

- 

- 

-- 

- 

-- 

. 

-- 

.- 

- 

4 -  

L-- 
.- 

-- 

- 

- 

-- 

- 

-., 

.- 

-- 

I 
, 

-- 

-- 

- 
----- 

-- 

-- 

-- 
- 
.- 

-. 

L 

. 

-- 

.-. 

. .- 

- 
- 

-..-. 

-.. 

s- 

,-.- 

.- 

,--s 

- 

-- 

- 



Cornyotuicl : RDX 
Terrninnl Sacrifice I I I  S T O P A T I I O L O C Y  I M C I D E N C E  T A B L E  

Dose ( mg/kg/day) : 7.0 m g / k g / d a ~  CROUP 111 

M = Tissue Not Present 
- = Tis sue  Not Applicable 

3 = Moderate 
11 = Marked 
P = Presence of lesiorl which cannot be gratlecl 



I .I .'1'.11.1. 
Study No. : L 06121 SN 7 
Coinpoiuld : RDX 
.'l'erminal Sacrifice I11 S T O P A T I I O L O C Y  INCl O E N C E  T A B L E  

Dose (mg/kg/day) : 7.0 mg/kg/day GROUP 111 

Symbols: N =- Within Normal L i m i t s  
L = Les ion  Present  \ 

M = T i s s u e  Not Present - = T i s s u e  Not Applicable 

S e v e r i t r :  1 = Minimal 
2 = Mild 
3 = Moderate 
It. = Marked 
P = Presence of' lesiorl w 1 l i c . h  cannot, 

- - b _ _ _ _  -- C___ -- - --- 
i 

. - -- - -  -- _ -- --- - . k- -- - 
h 



A I * & . :  * l l . l .  
Study No. : L 06121 SN 7 
Cornpo~ald : RDX 
' I 'crlninal S a c r i f i c e  Ill S T O P A T I I O L O G Y  IIICI DENCE T A B L E  
I!ose (rng/kg/day): 7.0 rng/kg/day GROUP I11 

* Died on study 
o r  

Moribund S a c r i f i c e  . r- ORGAN m L  V l a J  O0 

Les i o n  ~ J O  
O 

0 E I 
U 3  g 
u z  

FEMALE MICE 

Symbols : N =. Within Normal Limits  
L = Lesior~ Present  

a M = ?' issue Not Present  - - - Tis sue  Not Applicable 

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence o:T l e s i o l l  which cannot b- 



1.1.1 b11.1. 

SLudy No. r L 06121 SN 7 
Co~n yotnid r RIIX 
'l'erminal Sacrifice I I I  STOPATI IO I ,OGY I EIC I DFNCE T A U - E  
Dose (1ng/kg/day) : 7.0 mg/kg/day GROUP I11 

* Died on Study FEMALE MICE 
. - --  ...-. -.. -- -  - -. 

o r  c 01 
0 1) 

Moribund S a c r i f i c e  C. 
0 nc At4 U) XJ 

Lesion so u - 
C 

b 4  

-,.>.. -- .-- i.- -.. --- - -. -- 



1 .1 . : . I t . I .  
Study No. : L 06121 SN 7 
Coln yo~uld : RDX 
'I'erminal Sacrifice I l l  S T O P A T I I O L O C Y  I ' N C I D E N C C  T A B L E  
1)ose (nlg/kg/day) : 7.0 mg/kg/day CROUP 111 

* Died on s tudy  
o r  

ORGAN Moribund S a c r i f i c e  ln L m aJ 
Lesion ~ J S  

s 5  ," 
a z  

FEMALE MICE 

..- -- --. . . . - - - - . 
UTERUS L - L  L L L L L L L L L L L  L:-L[L L L  L - < -- - . -- .- - -. -- .- 

Hemangiosarcoma, s o l i t a r y  - >.- . . - - - - - - - . - . - .  L-P 
- - 
- 

Malignant Lymphoma, mixed type 
.- --I- - .- ,.--.-. - - -. -- -. - --. --.- - .--- .-- 

Malignant Lymphoma, lymphocytic type ! P - --- --.-.--.-.-.--,- 
Fibrosarcoma, me ta s t a t i c  P -.-- -.-. .- - .-- -. - --.--. - 
Renal-cell  Carcinoma, me ta s t a t i c  ---------- -- P - -.,- --- - .-..- .-- - .-- 
Endometrial s t romal  polyp, s o l i t a r y  

.----, - 
Hemangioma, s o l i t a r y  1 

-. - .---. - - --. -. 

Hyperplasia ,  c y s t i c ,  g l andu la r ,  d i f f u s e  L 4 . 2  -. 3 4 4 3  --- 4 4  - 2 .- --r 2 4 4  
-..- - 

Endometr i t is ,  a cu t e ,  hemorrhagic ,diffuse 
--, .-,- - - .- 

M e t r i t i s ,  a c u t e ,  d i f f u s e  4 
.- -.-. ..-..-- - - -- --- 

tiydrometra, d i f f u s e  -- ---.- - .,- -- -.- -.--. 

VAGINA - r  k- - , -  - - . : -  I-- N a ,  N - - -  - - ,-. - .- - - 
-- - - - -- - -- . - - 
L.-.--. 

'~ 

-. 

.- - .  .-- -. .-- - I - 
. - -  ~ - ,-,. - - -- .-- 

.- - ---- ..- - -.--- - - - - -. 
*- -- - L 

Symbols: N Within Normal Limits Severity: 1 = Minimal 
L = Lesion Present 2 = Mild 
M = Tissue  Not Present 3 = Moderate - = Tissue  Not Applicable 1~ = Marked 

P = Presence of l e s i o ~ l  which cannot 



I .I .91t.1z .I. 
Study No. : L 06121 SN 7 
Co~npotuld : JZDX 
'I'cr~ninal S a c r i f i c e  I11 S T O P A T I I O L O G Y  I N C I D F N C E  T A B L E  

Dose (mg/kg/day ) : 7 0 m ~ / k g / d a ~  GROUP I11 

* Died on Study 
o r  

ORGAN Moribund S a c r i f i c e  

L c s  i on  

FEMALE MICE 

P = Presence o.f 1eai.ot1 whi.cIl ccmnot be graded 



Coa~po~ltld : RDX 
'Scrmina l  S a c r i f i c e  I l l  S T O I ' A T I I O L O C Y  INCl D E N C E  T A B L E  
Dose (mg/kg/day) : 7.0 mg/kg/day CROUP 111 

-ORGAN 
Lesion 

* Died on s t u d y  
o r  

Moribund S a c r i f i c e  

FEMALE MICE 

--.-- 

-. , -- ---- 

--.-.-- - -. - 

.- ,- -- .--- 

- -- .-,- - --. .- ,--  

- - - N o -  N 

Symbols : N =- W i t h i n  Normal L i m i t s  Severity: 1 = Minimal  
L = Lesiorl P r e s e n t  2 = Mild 
M = T i s s u e  Not P r e s e n t  3 = Moderate - - - T i s s u e  NoL A p p l i c a b l e  11 = Marked 

P = Presence of l e s i o t l  w t ~ i c t ~  chnrlot 



Compommd: IIIIX 
'I'c r.minal Sacrifice 
r!~se ( ~ l ~ ~ / k g / d a ~ )  : 7.0 mg/kg/day CROUP 111 

ORGAN 
Lesion 

* Died on Study 
o r  C 

0 
Moribund S a c r i f i c e  .C ln 

' w l  
.a! u 
u u 

: N =* Within Normal L i m i t s  
L = I ~ s i o ~ r  Present 
M = Tissue Not Present 
- = Tis sue  Not Applicable 

Severitvt 1 = Mini.ma1 
2 = Mild 
3 = Moderate 
11. = Market1 
P = 1'~:esence of' l e~j .o l l  w l l i c t ~  c a ~ i r ~ o t  be e;rarle(l 



Compound : RDX 
Terminal Sacri f ice  
dose (mg/kg/day) : 35 0 mg/kg/da~ GROUP I V  

* Eied on Study 
o r  

Moribund Sacrifice . r- 
ORGAN v, m L Q, 

Lcs i on a J a  
u E 
0 3  
< Z  

FEMA 

d 

LE MICE 

symbols: N = Within Normal L i m i t s  
L = Lesion P r e s e n t  
M = Tissue Not Present - - - Tissue Not Applicable 

Severity: 1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence of' lesion which cannot be graded 



I . I .T .R . I .  
S t u d y  No. : L 06121 SN 7 
Compoimd : RDX 
Termitla1 S a c r i f i c e  t I I  S T O P A T I I O L O G Y  1 NCl D E N C E  T A B L E  
Dose (mg/kg/day) : 35 0 mg/kg/da~ GROUP IV 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  .C 

ORGAN v, VI L al 

Les ion  a n  U E 
U 3 

Synibols: N = Within Normal L i m i t s  
L = Lesion Present  
M = Tissue Not Present 
- = T i s s u e  Not Applicable 

Sever i tx :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot graded 



I .I .'iS.R .I. 
( S t u d y  No.: L 06121 SN 7 

Compound : RDX 
T e r m i n a l  Sacrifice 
Dose (mg/kg/day) : 35.0 mg/kg /da~  GROUP IV 



Colnpotu\d : RDX 
'1'er.mir~al Sacrifice I I I  S T O P A T I ! O L O G Y  I f I C l  D E N C E  T A B L E  

Dose (mg/kg/day) : 35.0 mg/kg/da~ CROUP IV 

* Died on Study 
C 

o r  0 
*F 

ORGAN Moribund S a c r i f i c e  IA L 
m a, 

Lesion 

FEMALE MICE 

F t d d  
a 3 a 3 a 3  

. - --- r . - --- 
B R A I N  

--- 
N N  L L  .-.-- ---.,-- 

Malignant Lymphoma, mixed type --. .---,- 
- -- --,-. .-- -.. - - .- 

Malignant Lymphoma, lymphocytic type 
- - -- - - .  : -  . .  - .------7 --- --- I 

Lymphocytosis , mul t i f  o c a l  ( ~ e n i n g e s  ) 
.-- --- - .- -- -- - . - - -- 

Hemorrhage, mu l t i f oca l  - -- - -  -- -- --- -- 

Corpora amylacea, mu l t i f oca l  2 2 - _ - - _ - - _ -  - -. .- . . ,  . - -..-.--. - 
SPINAL CORD N N  N N  - -- - .---.- . - .  -- - - - 

Malignant Lymphoma, mixed type I - ,- ,-  , - - -..-. 
Malignant Lymphoma, lymphocytic type - -, . -  .---. - - ,  

Lymphocytosis, multif  o c a l  ( ~ e n i n ~ e s )  
. , , .  -.- - 

Hemorrhage, mu l t i f oca l  ----- .--. , - - -- --- 
SPLEEN L L L L  I i  . 

,-. , - -. .- --- 
Hemangiosarcoma, mu l t i f oca l  -. . -  

Hemangiosarcoma, s o l i t a r y  
..-.-- - - --- --. - 

Malignant Lymphoma, mixed type - P ,- 

Malignant Lymphoma, lymphocytic type I ,- -- -. - - 
Malignant Lymphoma, h i s t i o c y t i c  type .--. .-..-. - 
Leukemia, myeloid -- .-- --- - - 
Hyperplasia ,  lymphoid, d i f f u s e  3 2 3  - - -  

Symbols : N =- Within Normal Limits S e v e r i t y ~  1 = Minimal 
L = Iesior~ P r e s e n t  2 = Mild 
M = Tis sue  Not Present 3 = Moderate 
- = Tissue Not Applicable I t  = Marked 

P = Presence  o f  l e s i o ~ l  which ca.nnoL 

- _1- --  . - -  - - -  



( l . I . ' lB*R. l .  
S t u d y  No.: L 06121 SN 7 
Conlpo~md : RDX 
T e r n ~ i n a l  S a c r i f i c e  II I S T O P A T 1 I O I . O C Y  I I I C  I D E N C E  T A R L E  
Dose (mg/kg/day) : 35 . 0 ~ / k g / d a ~  CROUP IV 

ORGAN 
Lesion 

* Died on Study 
o r  c 

0 

Moribund S a c r i f i c e  C 

vl L 
m a, 
aJn 
o f 
u 3 
< Z  

FEMALE MICE 

Symbols: N = Within Normal L i m i t s  
L = Lesion P r e s e n t  
M = T i s s u e  Not P r e s e n t  
- = T i s s u e  Not Appl icable  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot  be graded 



I .l .'l'.fl .I, 
( S t u d y  No. : L 06121 SN 7 [ 

~ o m ~ o u n d  : RL)X 
'rernrir~al Sacrifice I l l  S T O P A T I I O I , O C Y  INCl D E N C E  T A B L E  
Dose (me/kg/day) : 35 0 ~ / k g / d a ~  CROUP IV 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  .C 

ORGAN v, L m aJ 
Les i o n  a n  U E 

U 3 
4.z 

be graded 



I .I .'l'.R .I . 
( S t u d y  No.: L 06121 SN 7 

cornpound : RDX 
Termina l  Sacrifice I I I  S T O P A T I I O L O G Y  1 M C l  D E N C E  T A B L E  

Dose (ag/kg/day) : 35 0 ~ / k g / d a ~  GROUP I V  

* Died on Study 
t 

o r  o . C 

ORGAN Moribund S a c r i f i c e  UI L 
m Q) 

Lesion Q ) L ~  u E 
0 3 
e z  

be graded 



1 .1 .'l'.R.T. 
s t u d y  NO.: L 06121 SN 7 
Corn yo~lrld : RlIX 
'loer.rninal S a c r i f i c e  I l l  S T O P A T I I O L O G Y  l NCl DENCE T A B L E  

Pose (rng/kg/day) : 35 0 mg/k/da~ CROUP IV 

* Died on Study 
t o r  o 

ORGAN Moribund Sacrifice .i i$@n-~-[-l-[]-[[[[[ -.---[I- Les ion a n  
W E  
w 3  a 3 a I a 3 0 0  < z  - - ,L- -- - --A 

a M = Tis sue  Not P re sen t  3 = Moderate 
... - - 'rissue Not Applicable 11 = Marked 

P = Presence of' lesion ~ h i c t l  c,mnol 
b 



I *I *' l l .R .I ' SLudy No.: L 06121 SN 7 
~ O I I I ] J O \ L " ~  : RDX 
l'errrlinal S a c r i f i c e  tI I S T O I ' A T I I O L O G Y  I t4C 1 D E N C E  T A B L E  

Dose (rng/kg/day): . 35.0 ~ / k g / d a ~  CROUP IV 

* Died on Study 
c o r  o 

ORGAN Moribund S a c r i f i c e  
Lesion 

be graded 

Y 

. - 
LIVER (con ' t . ) --- 

Hematopoiesis, extramedul lary ,  d i f f u s e  

Hematopoiesis ,extramedul lary ,mul t i f  oca l  

PI L N L  

KIDNEYS 

Malignant Lymphoma, mixed type 

Malignant Lymphoma, lymphocytic type  -- 
Malignant Lymphoma, h i s t i o c y t i c  type 

Leukemia, myeloid 

Hepa toce l l u l a r  carcinoma, m e t a s t a t i c  - 

L = Lesion P re sen t  2 = Mild 
M = Tis sue  Not P r e sen t  3 = Moderate 
- = Tis sue  Not Appl icable  11 = Marked 

P = Presence of l e s i o n  which cannot  

1 
N ! L L L  

1 
I 

1 
I 

- 

-- --- 

P 

2 

L N L L L  

Metaplas ia ,  osseous,  f o c a l  I 
I Hyperplas ia ,  t ubu l a r ,  d i f f u s e  

Hyperplas ia ,  t u b u l a r ,  mul t i foca l  

L L L L N L a , L N L  

N L N L L N  

1- 

2 

.-, 

- 

-- - 

Granuloma, s o l i t a r y  

Pye loneph r i t i s ,  chron ic ,  a c t i v e ,  

mu l t i f oca l  -- 
Nephropathy, chron ic ,  mul t i f  oca l  

I n f a r c t s ,  hea led ,  mul t i f  o c a l  ( co r t ex )  
- 

Nephrocalc inosis ,  mu l t i f oca l  

Necrosis ,  mu l t i f oca l  ( ~ u b u l e s )  

Symbols: N = Within  Normal L imi t s  

2 

2 

-4- 

- 
,-. 

L L L N N  - 

P 

- 

- L 
' 1  

I 

I 

.-- 

--. 

.-. 

- 

-- 

P 

L L L N L  
,-. 

P - 
- 
-. 

-- 

.- 

I 

- 

- 

.- 

2 --- 

. - - - - 
- 

- . 
----.-- . 

i 2 1  

i 

2 
.- 

S e v e r i t y :  1 = Minimal 

2 

-- 

- 

.- 
2 

2 

1 

A - 

1 

- 

2 

1 

.-.- 

., 

2 

.- 

. - 



Compourld : HDX 
Termina l  S a c r i f i c e  I I I  S T O P A T I 1 O L O G Y  I N C I D E N C E  T A B L E  
Dose (ng/kg/day)  : 35 0 m e / k g / d a ~  CROUP IV 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  *F 

ORGAN v, L m Q, 

Lesion (U 9 v E 
V 3 
4 z  

Symbols: N = Within  Normal L i m i t s  
L = Lesion P r e s e n t  
M = T i s s u e  Not P r e s e n t  
- = T i s s u e  Not A p p l i c a b l e  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
Lt = Marked 
P = k e s e n c e  o f  l e s i o n  which cannot be graded 



( T,.I.1'.1I.I. 
S t u d y  No. : L 06121 SN 7 
Compound: RDX 
Terminal S a c r i f i c e  t I  I S T O P A T t i O L O C Y  I t I C I  D E N C E  T A B L E  
Eose (mg/kg/day) : 35.0 mg/kg/da~ GROUP I V  

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  -C 

ORGAN v, L m a 
Ces i o n  Q J ~  U E 

LJ 3 
< z  

FEMATE MICE 

Symbols : N = Within Normal L imi t s  
L = Lesion P re sen t  
M = T i s s u e  Not P r e sen t  
- = Tis sue  Not Appl icable  

Severi ty:  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence or l e s i o n  which canrlot be graded 



1 *.I *'11*11 01. 
( Study No. : L 06121 SN 7 1 

Co~npotuld : RDX 
'Yermillal Sacrifice l l I  S T O P A T I I O L O G Y  I N C l D E N C E  T A B L E  

Dose (mg/kg/day) : 35 0 mg/kg/da~ GROUP I V  

be graded 



( ? . l . ' I ' . H . 1 .  
S t ~ ~ d y  No.: L 06121 SN 7 
Co~npo~md : RDX 
7'er.mil ~ a l  S a c r i f i c e  I I I S T O P A T I 1 O L O G Y  l N C I D E N C E  T A B L E  

Dose (mg/kg/day) : 35.0 ~ / k g / d a ~  CROUP I V  

ORGAN 
Les i o n  

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  *?- 

m  L 
. m a  

symbols: N = Within Normal L imi t s  
L = Lesion P re sen t  
M = Tis sue   NO^ P r e sen t  
- = Tis sue  Not Appl icable  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot  be graded 



( 1 .l .'I'.R .I. 
Study No. : L 06121 SN 7 
Cornpound : RDX 
' l ' c ~ * ~ ~ ~ i n a l  Sacrifice 111 S T O P A T I { O L O G Y  I N C I D E N C E  T A B L E  

Dose ( mg/kg/da~ : . 35 0 mg/kg/da~ GROUP IV 

ORGAN 
Les i on  

* Died on Study 
t 

or o 
Moribund Sacrifice tn L 

ul aJ 
a J 9  
u E 
v 3 
< z  

FEMALE MICE 

be graded 



I .I . ' l '*R .la 
Study No.: L 06121 SN 7 
Con~pourld : RDX 
Terminal S a c r i f i c e  I I I  S T O P A T t 1 O L O G Y  l N C  I D E N C E  T A B L E  

Dose (mg/kg/day) : 35.0 mg/kg/da~ CROUP IV 

* Died on Study --- FEMALE MICE 
C o r  o 
' C 

ORGAN Moribund S a c r i f i c e  
aJn Les i o n  V E  

d d d 7 - i  

Symbols: N = Within Normal Limits  Seve r i t y :  1 = Minimal 
L = Lesion P re sen t  2 = Mild 
M = Tissue  Not Presen t  3 = Moderate 
- = Tissue  Not Applicable 4 = Marked 

P = Presence of l e s i o n  which cannot be graded 



1 * T  *'la.Il .I.  
Study No.: LO6121 SN 7 
(!o~n~)o~n~d : RDX 
'Iac~.rnirial Sacrifice 

35 .(I mg/kg/da~ CROUP IV 

* Died on Study 
o r  

Moribund Sacr i f i ce  OItGAN 
Lcs ion  



1 . ~ : i ' . ! l . l . .  
Study No.: L 06121 SN 7 
Co~npotnld I RI)X 
'I'erminal Sacrifice I 1 1  S T O P A T I I O L O G Y  IMCI DENCE T A B L E  
nose (mg/kg/day) : 35.0 ~ ~ / k g / d a ~  CROUP IV 

* Died on Study 
C a o r  o u 

Moribund S a c r i f i c e  -0- C 

ORGAN u cu 
Lesion r- 

U 
C 
H -- - 

be graded 



( I  * I  .'I'.I( * I  
SLtnly No.: L 06121 SN 7 
Co~npotu~d r nl)X 
'I'er.n~ir~al Sacrifice I I I  S T O P A T I I O L O C Y  IMCl O E N C E  T A B L E  

Syml~ols r N =. Within Normal Limits 
L = Iesiorl Present 
M = Tissue Not Present 
- = Tissue  Not Applicable 

Severity: 1 = Minimal 
2 = M.ild 
3 = Moderate 
11 = Marked 
P = Presence of 1ecj.011 whict~ cannot be eraled 



( i.I.'r."I. 
Study No.: L 06121 SN '7 

( 

Co~npo~nrd r RDX 
'Imer.minal Sacrifice I l l  S T O P A T I I O L O C Y  I M C I D E N C E  T A B L E  
Dose (mg/kg/day) : 35.0 mg/kg/day GROUP IV 

* Died on Study 
or C 

0 

Moribund S a c r i f i c e  ' C 

ORGAN v, L m a ,  
Les ion ~ J - D  U E 

FEMALE MICE 

Bynibols r N =- Within No~'mal Limits 
L = Iesiorr Present 
M = Tissue Not Present 
- = Tissue Not Applicable 

Severity1 1 = Minimal 
2 = Mild 
3 = Moderate 
I t  = Marked 
P = Presence of le~io~l wtlich cannot 



I*l*nI'eR.Ie 
S t t ~ d y  No.: L 06121 SN 7 ( 

I I I  S T O P A T I I O L O G Y  INCl DENCE T A B L E  

Dose (mg/kg/day): 35.0 mg/kg/da~ CROUP IV 

* Died on Study 
o r  

FEMALE MICE 
C 
0 

nor_ n 1.1 Moribund Sacrifice 
U I \ I J 1 \ 1 1  

Les ion u E 

u z  - 

Symbols: N =. Within Normal Limits 
L = 1es5.011 Present 
M = Tissue Not Present 
- = Tissue  Not Applicable 

Severity: 1 = Minimal 
2 = Mild 
3 = Moderate 
It = Marked 
P = Presence  of 1esio11 whictl canrrot be e r a l e d  



( T.I.T.R.1. 
Study No. : L 06121 SN 7 
Compo~md : RDX 
Terlninal S a c r i f i c e  I I  I S T O P A T I I O L O G Y  1 NC I D C N C E  T A B L E  
Dose (mg/kg/day) : 35 0 mg/kg/da~ CROUP IV 

Symbols: N = Within Normal L imi t s  
L = Lesion P re sen t  

, M = Tis sue  Not P r e sen t  - = Tis sue  Not Appl icable  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
It  = Marked 
P = Presence of l e s i o n  which cannot  be graded 



colnpound : RDX 
Terminal Sacrifice t I I  S T O P A T I { O L O G Y  I N C I D E N C E  T A B L E  

Dose (rng/kg/day) : 35 0 mg/kg/day CROUP IV 

Symbols: N = Within Norrnal Limits 
L = Lesion Present 

, M = Tissue Not Present 
- = Tissue Not Applicable 

Severitx: 1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence of lesion which cannot be graded 



Compound : RDX 
' r e r~n ina l  S a c r i f i c e  111 S T O P A T I I O L O C Y  I N C I D E N C E  T A B L E  

Dose (mg/kg/day) : 35 • 0 mg/kg/day CROUP TV 

* Died on Study 
c 

o r  o 
.C 

ORGAN Moribund S a c r i f i c e  ~n a L Q, 

Les i o n  a n  
u E 
U 3  
e z  

P = Presence o f  l e s i o n  which cannot  be graded 

Hemangiosarcoma, m e t a s t a t i c  

Symbols: N = Within Normal L imi t s  
2 = Mild 

. --- 
S e v e r i t y :  1 = Minimal 

L = Lesion P r e s e n t  
M = Tis sue  Not P r e sen t  3 = Moderate 
- = Tis sue  Not Appl icable  4 = Marked 

.-- 

.- 
1. 

, 

- 0 - - m o o  

- 
--! 

- - - -  

.- 

-- - -- 

-- - 
-. 

--. 

-- 

- 
--- 

-- - 

- 

.-. 

. 

. . 
0 

--. 

- 

-- 

- 
i- I 

0 - 
- 

- 

- - - - - - - - - - -  

- 
- 

- - - o  

- 

ILEUM 

Malignant Lymphoma, h i s t i o c y t i c  type 

Congestion,  d i f f u s e  

INTERCOSTAL MUSCLES 

Malignant Lymphoma, mixed type  

JEJUNUM 

Congestion,  d i f f u s e  
* 

LUMBAR LYMPH NODE 

Malignant Lymphoma, mixed type 

Leukemia, myeloid I 

- 

N o - -  

- 

- - - -  

- 
- 
-- 

.-, 

P 

0 - - 0  

.-- 

, 
- N  

I 

! 

- 

- 1 ~  
1 

- 

-.--, - 
-- 
-..-. - - -  

L O -  

0 

..-,- 

- 

- 

P 

- 

- 

.- 

- 

- 

- L L  

- 

- 

Hyperplas ia ,  lymphoid, d i f f u s e  

LUNGS 

~ l v e o l a r / b r o n c h i o l a r  carcinoma, 

m u l t i f o c a l  

~ l v e o l a r / b r o n c h i o l a r  carcinoma, s o l i  t a r y  

Malignant Lymphoma, mixed type 

Malignant Lymphoma, lymphocytic type 

8 

- 

- 

. 

P 

Malignant Lymphoma, lymphocytic type I 

- 

- 

P 

--. 

- 

1. 

- - - - . - -  

-.-- 

- 

: !  
- -  

-I 
I 

L 

- 

- 

I 



Coin yo\ultl: nl)X 
'I 'erlninal Sacrifice 
Dose (rng/kg/day) : 35.0 mg/kg/day CROUP IV 

* Died on Study 
C o r  o 

Moribund S a c r i f i c e  ..- ORGAN tn L m aJ 
Lesion a n E 

w 3  
e z  

FEMALE MICE 

I I  I S T O P A T I I O L O C Y  1 MC 1 D E N C E  T A B L E  



Co~rlpowld : RDX 
Terminal  S a c r i f i c e  ti I S T O P A T I I O L O C Y  I I I C  I D E N C E  T A B L E  
Dose (mg/kg/day) : 35 0 mg/kg/da~ CROUP I V  

* Died on Study 
C o r  0 

Moribund S a c r i f i c e  P 

ORGAN m L m Q, 

L e s i o n  

Symbols: N = Within Normal L imi t s  
L = Lesion P r e s e n t  

, M = T i s s u e  Not P r e s e n t  - = T i s s u e  Not Applicable 

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence o f  l e s i o n  which cannot  be graded 



Compo~~nd : RDX 
l ' e r e ~ i n a l  S a c r i f i c e  II I S T O P A T I I O L O G Y  1 NC 1 D E N C E  T A B L E  
Dose (mg/kg/day ) : 35.0 mg/kg/da~ CROUP IV 

* Died on S tudy  
o r  C 

0 

Moribund S a c r i f i c e  C 

ORGAN m L m a, 
Les ion  a-0 u E 

w 3  
4 z  

FEMALE MICE 

Symbols: N = Within Normal L imi t s  
L = Lesion P r e s e n t  

, M = T i s s u e  Not P r e s e n t  
- = T i s s u e  Not Appl icable  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of  l e s i o n  which cannot  be graded 



I * I e ' l ' a R a I e  
! Study No.: L 06121 SN 7 

~orn~ound. : RDX 
Terminal S a c r i f i c e  H I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 35 0 mg/kg/da~ CROUP I V  

Symbols: N = Within Normal Limits  
L = Lesion Presen t  

, M = Tissue  Not Presen t  
- = T i s s u e  Not Applicable 

Sever i ty t  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



\ 

Cornpo1~1(1: RDX 
'l'enninal Sacrifice I l l  S T O I ' A T I I O L O C Y  IMCl D E N C E  T A B L E  

Dose (mg/kg/day) : 35 0 mg/kg/da~ GROUP IV 

* Died on Study 
o r  

C 

ORGAIJ Moribund S a c r i f i c e  v, L 
m aJ 

Les ion  

FEMALE MICE 

- 

Symbols: N =. Within Normal L i m i t s  
L = Lesiorl Present 
M = Tissue Not Present 
- = Tissue Not Applicable 

Severity: 1 = Minimal 
2 = Mild 
3 = Moderate 
I t  = Marked 
P = Presence of lesion whicll camnot be eraled 



( l . l @ ' l ' * l ~ * l @  
S t l ~ d y  No. : L 06121 SN 7 
Compound : RDX 
T e ~ l n i n a l  S a c r i f i c e  t I  I S T O P A T t i O L O C Y  I t l C  I D F N C E  T A B L E  
nose (mg/kg/day): , 35 0 mg/kg/da~ CROUP IV 

* Died on Study 
t o r  0 

Moribund S a c r i f i c e  ORGAN 
Les ion  

Symbols: N = Within Normal L i m i t s  
L = Lesion P r e s e n t  

, M = T i s s u e  Not P r e s e n t  
- = T i s s u e  Not Applicable 

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence of l e s i o n  which cannot be graded 



Compo~ud : IIDX 
Termina l  S a c r i f i c e  t I  I S T O P A T I { O L O G Y  I N C I D E N C E  T A B L E  

Dose (mg/kg/day): 35.0 m g / k / d a ~  CROUP I V  

* Died on Study --- FEMALE T MICE 
o r  C 

0 * * * * * 
Moribund S a c r i f i c e  ORGAN 

Lesion 

Symbols: N = Within Normal Limits  Seve r i t y :  1 = Minimal 
L = Lesion P re sen t  2 = Mild 

. M = Tissue  Not Present  3 = Moderate 
- = Tissue  Not Applicable 4 = Marked 

P = Presence of l e s i o n  which cannot 

--, - C-- - - - - '---- . .  -- 



I.I.T.R.I. 
! Study No. : L 06121 SN 7 

compound : HDX 
Terminal Sacrifice t I I  S T O P A T I I O L O C Y  lNCl O E N C E  T A B L E  
Dose (mg/kg/day) : 35 . 0 mg/kg/da~ 

* Died on Study 
C o r  o 
C 

ORGAN Moribund S a c r i f i c e  w m L a 
Les ion  

be graded 



I .  I . ' l ' .R .I , 
( Strnly No.: L 06121 SN 7 
1 

(lornpo~nld : H1)X 
'I'errninal Sacr-if ice I I I  S T O P A T I I O L O G Y  1 NCl O E N C E  TABLE 
Dose (mg/kg/day) : 35 .0 m g / k / d a ~  GROUP IV 

Symbols: N =- Within Normal Limits  
L = Lesior~ Present  
M = ?'issue Not Present  
- = T i s s u e  Not Applicable 

S e v e r i  tyt 1 = Minimal 
2 = Mild 
3 = Moderate 
I+ = Marked 
P = Presence of l e s i o ~ l  which ccmnot 



Compourld : RDX 
Terrni n a l  Sacrifice JII S T O P A T J t O L O G Y  I N C I D E N C E  T A B L E  

Pose (rng/kg/day) : 35 ~ / k g / d a ~  CROUP I V  

* Died on Study 
t 

o r  o 
.r 

ORGAN Moribund S a c r i f i c e  VI L m 
Les ion  

FEMALE MICE 

P = Presence of l e s i o n  which cannot  be graded 



I.I.'r.R.I. 
! Study No. : L 06121 SN 7 f 

~ o m ~ o t u ~ d  : RDX 
Terminal S a c r i f i c e  I l l  S T O P A T I i O I , O C Y  INCI D r N C E  T A B L E  

Dose (mg/kg/day) : 35 0 mg/kg/da~ CROUP IV 

* Died on Study 
t o r  o 
P 

ORGAN Moribund Sacrifice a L m aJ 
Les ion  m a  u E 

U 3 
u z  

FEMALE 
I1 

Symbols : N =. Within Normal Limits 
L = Lesiorl Present  

, M = Tissue  Not Present  
- = Tissue Not Applicable 

Sever i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence of l e s i o r ~  which cannot be graded 



1 .I .T.R .I. 
( S t u d y  No. : L 06121 SN 7 

Compound : RDX 
Terminal  Sacrifice t I I  S T O P A T I I O L O G Y  I I I C I  D E N C E  T A B L E  
Dose (mg/kg/day) : 35 0 m g / k / d a ~  GROUP IV 

* Died on Study 
o r  C 

0 

Moribund Sacrifice .F ORGAN rn L rn aJ 
Lesion a n  U E 

P = Presence of  lesion which cannot be graded 



I e l  e ' l ' e l l . I e  
( Study No. : L 06121 SN 7 

Compor~rld : RDX 
'l'ermi~~al Sacrifice I l l  STOPAT110LOCY I M C  I O E N C E  T A B L E  . 
Dose (mg/kg/day): 35.0 m g / k / d a ~  CROUP IV 

j .- ,--. 
-- 
.-. 

-- 

- 
.-- 

- 
.-., 

.-- 

-- 
- 

-- 

-. 

- 

* Died on Study FEMALE MICE 
c= 

o r  o 

ORGAN Moribund S a c r i f i c e  . *: m a  [ ~ ~ ~ - ~ ~ [ I - [ ] - J [ ~ ~  g g z x  
Lcs ion  tJ E 

U 3 

L = Lesion Present 2 = Mild 
M = ?'issue Not Present 3 = Moderate 
- = Tissue Not Applicable 1, = Marked 

P = Presence of' les ion wi~icl~ ccmnol; 

- - -  --.- -.- 

-- 

- 
. 

- 
,--- 

- -- 
,- 

--,- 

, 

_- 
- 
.-, 

- 

.-. 

=x= a 3 c O o O o O  
,.- ---.-- 

RESPIRATORY LYMPH NODE --- 
Malignant Lymphoma, mixed type 

--- 
Malignant Lymphoma, lymphocytic type 

Malignant Lymphoma, h i s t i o c y t i c  type  

SALIVARY GLAND --- 
Malignant Lymphoma, lymphocytic type  ------ -------- 

SKEUTAL MUSCLE 

Malignant Lymphoma, lymphocytic type 

SKIN 

,- 

_-. 

.-C 

- 
- 
- 

. 

. 

, .  

.- 

. 

.- 

- 

, 

- 

.- 

--C 

- 

.- 

.--- 

...-. 

- 
,- 

- 
-. 

- 

- 

, 

-. 

-. 

.-. 
. 

ZI 
- _  

--- 
--- 

-.- 

-- 

,- 

-- 

.- 

- 

.- 

- 
,- 

-- 
---1 
- i 

Flfrrr.{: 
Sever i t r :  1 = Minimal 

-.-.. 

1 

- -  
- 
-.--. 

.- 
I -- 

-.,-.- 

- 
._C 

~ - .  

- 

,.-. 

-.-.-..- 

. 

I.I-. 

Dermat i t i s ,  chron ic ,  d i f f u s e  ' 

Derma t i t i s ,  chron ic ,  f o c a l  

F o l l i c u l a r  a t rophy,  d i f f u s e  

F o l l i c u l a r  a t rophy,  f o c a l  

STOMACH 

SUBCUTIS 

Fibrosarcoma, mul t i foca l  
.---- 

THORACIC CAVITY 
-- - 

~ l v e o l a r / b r o n c h i o l a r  carcinoma, 

me ta s t a t i c  

- 

- -  

- 

- -  

- -  
a-. 

L L  

3 2 3  

---  

--.. 

.--. 

L__ 

. ---  

.- 

- 
-. 

-... 

-- 

r -  

0 -  
- -  

. . . -  

<- 

. 

., 

- 

- i. 
- 

- - -  
0 -  

- -  

-b- 
- -  

- -  
I 

Symbols : N =. Within Normal Limits 
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.- 



I .I .T.R .I. 
Study No.: L 06121 SN 7 

I 
compound : RDX 
Terminal  S a c r i f i c e  t I I  S T O P A T I { O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 35 0 mg/kg/day CROUP IV 

ORGAN 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  a#- 

4.n L 

FEMALE MICE 

Les i o n  

Symbols: N = Within Normal L imi t s  
L = Lesion P re sen t  

. M = T i s s u e  Not Presen t  - = Tis sue  Not Appl icable  

S e v e r i t x :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot  be graded 



6 

Co~npotu~d : RDX 
'I'cr:minal Sacsif ice IIISTOPATIIOLOCY INCIDENCE T A B L E  
Dose (mg/k/day)  : 35.0 ~ / k g / d a ~  CROUP I V  

ORGAN 
Les ion  

* Died on s t u d y  
o r  G 

Moribund S a c r i f i c e  



I .1 .;1'.11 .1. 
( Study No. : L 06121 SN 7 

Compound : RDX 
Terminal Sacrifice I I I  S T O P A T I 1 O L O C Y  I F J C I  D E N C E  T A B L E  

Dose (mg/kg/day) : 35.0 ~ / k g / d a ~  GROUP IV 

Symbols: N = Within Normal Limits  
L = Lesion Presen t  
M = Tissue  Not Presen t  
- = Tissue  Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



I .I .'l'.Il * I .  
( Study No.: LO6121 S N 7  

Co~n yo~ulrl: RDX 
'l'crminal Sacrifice I 1  I S T 0 l ) A T I I O L O G Y  I N C I O E N C E  T A B L E  
Dose (mg/kg/day) : 35 0 mg/kg/da~ GROUP IV 

* Died on s tudy  
o r  C 

0 
Moribund Sacrifice -8- 

ORGAN V) V) 

Lcsion 'Q, v 
U 
4: 

FEMALE MICE 



T .I .'i'.R .l. 
( Study No. : L 06121 SN 7 

Con~pound : RDX 
'1'ernlinal S a c r i f i c e  t I I  S T O P A T I t O L O C Y  I r l C I  D E N C E  T A B L E  
Dose (mg/kg/day) : 175/100 mg/kg/da~ CROUP V 

* Died on Study 
o r  

ORGAN Moribund S a c r i f i c e  

Lesion 

FEMALE MICE 

Symbols: .N = Within Normal Limits  
L = Lesion Presen t  

, M = Tis sue  Not Presen t  
- = Tissue  Not Applicable 

Seve r i t x :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



1 .I .'l'.l\ .I. 
( S Lud y No. : L 06121 SN 7 

Cornpo~ul(1 : RDX 
l'crn~i~lal S a c r i f i c e  I I I S T O P A T I t O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 175/100 ~ / k / d a ~  CROUP V 

ORGAN 
Lesion 

* Died on Study -- - FEMALE MICE 
C o r  o 

Moribund S a c r i f i c e  

u E 

Symbols: N = Within Normal L i m i t s  
L = Lesion P r e s e n t  
M = I ' i s sue  Not P r e s e n t  
- = T i s s u e  Not Applicable 

S e v e r i t y :  1 = Minimal . 
2 = Mild 
3 = Moderate 
I t  = Marked 
P = Presence  of 1-esion which canno t  be graded 



I . l . ' i : . I l . l .  
( S t u d y  No.: L 06121 SN '7 

Co~npound : RDX 
Terminal  S a c r i f i c e  I l l  S T O P A T I I O L O G Y  lNCl D E N C E  T A B L E  
Ilose (rng/kg/day): 175/100 mg/kg/da~ CROUP V 

* Died on Study 
o r  

ORGAN Moribund Sacr i f i ce  

L e s i o n  

Symbols: N = Within Normal L i m i t s  
L = Lesion Present 
M = Tissue Not Present 
- = Tissue Not Applicable 

Severi tx:  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of les ion which cannot be graded 

+' 



Compound : RDX 
Terminal Sacrifice I l l  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 175/100 mg/kg/da~ GROUP V 

* Died on Study 
or c 

0 

Moribund Sacrifice ' r- 

ORGAN u, m Q) L 

Lcs i on  

FEMALE MICE 

graded 



I *I  *:l'.Ii .I 
( s t u d y  NO. : L 06121 SN 7 

I 
Cor~lyound : RDX 
Terniirral S a c r i f i c e  I I I  S T O P A T I i O L O G Y  I N C I D E N C E  T A B L E  

pose (rng/kg/day) : 175/100 mg/kg/day CROUP V 

* Died on Study FEMALE MICE 

o r  C 
0 

Moribund S a c r i f i c e  ORGAN t n a ~  4 

Lesion 

M = Tissue Not Present  3 = Moderate 
- = Tissue Not Applicable 4 = Marked 

P = Presence of l e s i o n  which cannot be graded 



Compo~md : RDX 
Terminal S a c r i f i c e  111 S T 0 P A T ) I O L O G Y  I N C I D E N C E  T A B L E  
Dose (rng//kg/day) : 175/100 mg//kg/day .CROW V 

Symbols: N = Within Normal L i m i t s  
L = Lesion P r e s e n t  

, M = T i s s u e  Not P r e s e n t  
- = T i s s u e  Not Appl icab le  

S e v e r i t r :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot  be graded 



I .I .'i,.R .i. 
( Strldy No. : L 06121 SN 7 

compound : RDX 
Terminal Sacrifice I t  I S T O P A T I 1 O L O G Y  I NC I D E H C E  T A B L E  

Dose (rng/kg/day) : 1?5/100 mg/kg/day CROUP V 

* Died on Study c o r  o 
Moribund S a c r i f i c e  

.*- 
ORGAN Y, L cn aJ 

Les i or1 a m  u E 
0 3 
4 z  

FEMALE MICE 

be graded 



I *I *'1'.Ii *I ' S t u d y  No.: L 06121 SN 7 
conpbund : RL)X 
Terminal S a c r i f i c e  II I S T O P A T I { O L O G Y  I C,IC 1 D E N C E  T A B L E  
~ o s e  (mg/k/day ) : 175/100 mg/kg/day CROUP v 

be graded 

* 

* Died on Study -.- - w FEMALE MICE 

71 

Symbols: N = Within Normal L i m i t s  S e v e r i  by: 1 = Minimal 
L = Lesion P r e s e n t  2 = Mild 
M = T i s s u e  Not P r e s e n t  3 = Moderate 
- = T i s s u e  Not Appl icable  4 = Marked 

P = Presence o f  l e s i o n  which cannot  

- - 

I  

* 
w " a m o m ~ ' & j ~ g &  
" " " > 2 a 2 4 4 d 4  4 
F t d 4 r l d r l r l 4 4 4 4  

I  l l l l 1 4 ~ A d A ~  

s s s z s a a m a m a  

o r  c 
0 

Moribund S a c r i f i c e  .r 
m L ORGAN m a ,  

Lesion a,- 
u E 
U 3 
4 z  

* 
. - i d 4  



( I '1 ""'11'1 . 
Study  No. : L 06121 SN 7 
Cornpound : RDX 
T e r ~ n i n a l  S a c r i f i c e  
Dose (mg/kg/day) : 175/100 mg/k~/day 

I I  I S T O P A T I i O L O G Y  l N C  l D E N C E  T A B L E  

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  F 

ORGAN v, L m Q, 

Les i on OJLI u E 
U 3 
4 z  

CROUP V 

FEMALE MICE 

be graded 



( I.l.'l".R.I. 
Study No. : L 06121 SN 7 
~orn~olu ld  : RDX 
Terminal S a c r i f i c e  l l 1  S T O P A T l l O L O C Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 175/100 mg/kg/da~ CROUP V 

* Died on Study ---.- FEMALE MICE 
C 

o r  o * * 
*r 

- b o o  O \ O c l ~ ~ O \ c l  

ORGAN Moribund S a c r i f i c e  U ~ L  W Q )  d ~~SP-ZZ 4 F I ~ ~ O \ &  4 4 4 
d d r ( d d d 4 d d d d  

Lesion ~ J - D  I I I I I I I I I  u E d d d d d r ( d d A A  
"3 S c ~ c ~ c ~ c ~ r n c o m c o a m  
< z  - 

Symbols: N = Within Normal Limits  Seve r i t y :  1 = Minimal 
L = Lesion Present  2 = Mild 
M = Tissue  Not Present 3 = Moderate 
- = Tissue  Not Applicable 4 = Marked 

P = Presence of l e s i o n  which cannot 
P 

- . . - _ _ _ _  __.-_--- .-- ----  _._ __ ___- . - - 

be graded 

P'  
I 



~oru~ound : RDX 
'l'erminal Sacrifice I I I  S T O P A T t { O L O C Y  I N C I D E N C E  T A B L E  

Dose (mg/kg/day) : 1?5/100 mg/kg/day CROUP V 

* Died on Study 
t o r  o . C 

ORGAN Moribund Sacrifice m ~n L Q) 

Les ion a a  
U E 
U 3 
4 z 

FEMALE MICE 

be graded 



I . I .T .R.I .  
! Study No. : L 06121 SN 7 

( 

Compound : RDX 
Terminal S a c r i f i c e  I I I  S T O P A T I I O L O C Y  lNCl D E N C E  T A B L E  
Dose (mg/kg/day) : 1?5/100 ~ / k g / d a ~  CROUP V 

* Died on Study 
o r  C 

0 

Moribund Sacrifice C ORGAN m m a  L 

Lesion ~ J O  LJ E 
U 3 
u z  

FEMALE MICE 

Symbols: N = Within Normal Limits 
L = Lesion Present  

, M = Tissue Not Present - = Tissue Not Applicable 

-- 

Sever i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
I) = Marked 
P = Presence of l e s i o n  which cannot be graded 



I*1:1 * R * l *  
! Study No.: L 06121 SN 7 

Con~pou~id : RDX 
T e r n ~ i n a l  S a c r i f i c e  II I S T O P A T I t O L O C Y  I N C  1 D E N C E  T A B L E  
Dose (mg/kg/day) : 175/100 mg/kg/da~ . CROUP V 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  r- ORGAN tn L ul aJ 
Les ion  QID u E 

FEMALE MICE 

Symbols: N = Within Normal Limits 
L = Lesion P re sen t  
M = T i s s u e  Not P re sen t  
- = Tissue Not Applicable 

Sever i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot  be graded 



I.I.'I'.R.I. 
! Study No.: L 06121 SN 7 

compbund : RDX 
Termina l  Sacrifice I I I S T O P A T I I O L O G Y  l N C 1  D E N C E  T A B L E  

Dose (rng/kg/day) : 175/100 ~ / k g / d a y  CROUP V 

be graded 



1 .I .'1'.11 .I. 
( S trldy No. : L 06121 SN 7 

Compound : RDX 
T e r m i n a l  Sacrifice 111 S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  

Dose (illg/kg/day) : 175/ 100 mg/kg/day CROUP V 

* Died on Study 
t 

o r  o 
' F 

ORGAN Moribund S a c r i f i c e  w L m Q, 

Lesion QID u E 
0 3 
e z  

FEMALE MICE 

be graded 



I.I.'r.R.I. 
! St.udy No. : L 06121 SN 7 

C O I I I ~ O U I I ~ ~  : RDX 
'rerminal S a c r i f i c e  I I I  STOPATI (OL0GY I N C I D E N C E  T A B L E  
Dose (mg/kg/da~) : 175/100 mg/kg/da~ GROUP V 

* Died on Study 
o r  

ORGAN Moribund Sacrifice 

Lesion 

Symbols: N = With in  Normal L i m i t s  
L = Les ion  P r e s e n t  

, M = T i s s u e  Not P r e s e n t  - = T i s s u e  Not Applicable 

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which canno t  be graded 



I *I *?'mR *I. ' Study No.: L 06121 SN 7 
Compound : RDX 
Termina l  Sacrifice t I I  S T O P A T I I O L O G Y  i N C  I D E N C E  T A B L E  
Dose (mg/kg/da~)  : 175/100mg/kg/day GROIJP V 

* Died on S t u d y  
o r  

ORGAN Moribund Sacrifice 

Les ion  

FEMALE MICE 

be graded 



Cornpound : RDX 
T e r n ~ i n a l  S a c r i f i c e  I I I  S T O P A T I I O L O C Y  lNCl D E N C E  T A B L E  
Dose ( mg/kg/day ) : 175/100 mg/kg/da~ GROUP V 

* Died on Study 
o r  c 

0 

Moribund S a c r i f i c e  .C 

ORGAN v, L vl a, 
Lesion QI-D u E 

u -3 
4 2  

FEMALE MICE 

Symbols: N = Within Normal L i m i t s  
L = Lesion P r e s e n t  
M = T i s s u e  Not P r e s e n t  - = T i s s u e  Not Appl icab le  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence  o f  l e s i o n  which canno t  be graded 



( I .~ . f rbr tb I .  
Study No. : L 06121 SN 7 
Cornpound : RDX 
Termina l  Sacrifice I I I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 175/100 m g / k / d a ~  GROUP V 

* Died on Study 
o r  

ORGAN Moribund S a c r i f i c e  

Lcs i on 

FEMALE MICE 

be graded 



Compou-rd : RDX 
?'er:nii nal Sacrifice H I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/daY): 175/100 mg/kg/daY GROUP V 

* Died on Study 
o r  

Moribund Sacrifice C 

ORGAN m L m aJ 
Lesion 

FEMALE MICE 

be graded 



I .I .'l'.R .1. 
( Study  No.: L 06121 SN 7 

Compound : RDX 
Terminal S a c r i f i c e  I l l  S T O P A T I ! O L O C Y  1 M C  1 O E N C E  T A B L E  
Dose . (mg/kg/day) : 175/100 mg/kg/da~ CROUP V 

ORGAN 
Les ion  

* Died on Study 
o r  

Moribund S a c r i f i c e  

FEMALE MICE 

Symbols: N = Within Normal L imi t s  S e v e r i t y :  1 = Minimal 
L = Lesion P re sen t  
M = Tis sue  Not P r e sen t  
- = Tis sue  Not Applicable 

2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of lesion which cannot  be graded 



1 8 1 8 T . R ~ 1 8  
Study No. : L 06121 SN 7 
Compound : RDX 
Terminal S a c r i f i c e  I I I S T O P A T l i O L O C Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day ) : 1?5/100 mg/kg/da~ GROUP V 

* Died on Study 
o r  

ORGAN Moribund S a c r i f i c e  
Les ion  

Symbols: N = Within Normal L i m i t s  
L = Lesion Present 
M = Tissue Not Present - = Tissue Not Applicable 

Severi ty:  1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence of l e s ion  which cannot be graded 



- 
Clo~npotnd : RDX 
Ter~nit~al Sacrifice t I  I S T O P A T I I O L O C Y  1 N C  I D E N C E  T A B L E  

, Dose (mg/kg/day) : 0.0 mg/kg/day CROUP I 

* Died on Study 
or C 

0 

Moribund Sacrifice OF ORGAN v, L 
' W a J  

Les ion  a 9  
0 E 
U 3 
u z  

MALE MICE 

be graded 



I *I .'l'.I~ *I. 
s t ~ d y  NO. : L 06121 SN 7 
Compound : RDX 
Terminal Sacrifice I 11  S T O P A T I I O L O G Y  I N C I D E t I C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/day CROUP I 

* Died on Study MALE MICE 
a 
U 
C 

ORGAN Moribund S a c r i f i c e  a~ -0 

Lesion S F  V 
t 

W - 

be graded 



1. 1:1 * I t . l .  
Stucly No.: L 06121 SN '7 
Colnl)o\md : IiDX 
Terrninal Sacrifice 
Dose ( mg/kg/day) : 0.0  mg/kg/day 

ORGAN 
Les ion  

* Died on Study 
or 

Moribund Sacrifice 

I I I  S T O I ' A T I { O L O G Y  I N C  I D F N C E  T A B L E  

CROUP I 

MALE MICE 

Symbols: N = Within  Normal L i m i t s  
L = Lesion P r e s e n t  
M = T i s s u e  Not P r e s e n t  - = T i s s u e  Not Applicable 

Severity: 1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence  of l e s i o n  which ca )t be graded 



1 .I .'l'.R .I. 
S L d y  No.: L 06121 SN 7 
Compo~md : HDX 
Terminal Sacrifice 
Dose ( mg/kg/day) : . 0.0 mg/kg/day 

ORGAN 
Lesion 

* Died on Study 
o r  

Moribund Sacrifice 

I1 I S T O P A T I i O L O G Y  1 t l C  I D E N C E  TABLE 

CROW I 

MALE MICE 

graded 



X m I . ' l ' m R . I e  
S t l ~ d y  No.: L 06121 SN 7 
Co~npollntl : IIDX 
'I'crminal Sacrifice I I I S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/day CROUP I 

ORGAN 
Les i o n  

* Died on Study 
o r  

Moribund S a c r i f i c e  .C 

vr L 
ur aJ 
a n  
W E I 
U 3 
< z  s 

MALE MICE 

be graded 



I .I *' l l*R *I. 
study NO. : L 06121 SN 7 
Compound t I3DX 
Terminal Sacrifice III S T O P A T I I O L O C Y  I N C I D E N C E  T A B L E  
Dose ( mg/kg/day ) : 0.0 mg/kg/day CROUP I 

be graded 



1 * l * ' l ' * l ~ . ~ *  
Study No. r L 06121 SN 7 
~orn~otn~d : RDX 
Terniirtal Sacr i f i ce  II I S T O P A T I 1 O L O G Y  1 t l C  1 D C N C E  T A B L E  
Dose (%/&/day) : 0.0 mg/kg/day CROUP I 

* Died on Study 
or C 

0 

Moribund S a c r i f i c e  .r 

ORGAN v, L m aJ 
Lesion 

MALE MICE 

Symbols: N = Within Normal Limits 
L = Lesion Present 

, M = Tissue Not Present - = Tissue Not Applicable 

Severity:  1 = Minimal 
2 = Mild 
3 = Moderate 
I t  = Marked 
P = Presence of lesion which ca ,k be graded 



Cootpo~nld : RDX 
Terminal S a c r i f i c e  I 1 1  S T O P A T I I O L O C Y  lNCl D E N C E  TABLE 
Dose (mg/kg/day) : 0.0 mg/kg/day CROUP I 

Symbols: N = Within Normal L i m i t s  
L = Lesion Fresent 

, 
M = Tissue  Not Present - = Tissue  Not Applicable 

Sever i ty:  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of les ion which ca f be graded 



Cornpourid : RDX 
I'errrri 11a1 Sacrifice I I I  S T O P A T I I O L O C Y  I N C I D E N C E  T A B L E  
Dose (rng/kg/day) : 0.0 mg/k/day C:ROUP I 

* Died on Study _. _* MALE MICE 
o r  C 

0 
*v- 

* * * 
ORGAN Moribund S a c r i f i c e  UI L 

m a 
Les i o n  

U 3  r ( r ( r l r 4 4 4  



I .I .T.R.I .  
study NO.: L 06121 SN 7 
Compound : RDX 
T c r n ~ i n a l  Sacrifice Ii I S T O P A T I 1 O L O G Y  I IIC I D E N C E  T A n L E  

Dose (mg/kg/day) : 0.0 mi/kg/day GROUP I 

* Died on Study --.- 
t or o 

Moribund S a c r i f i c e  .C 

ORGAN v ) i  
m aJ 

L e s i o n  8 u E I 
U 3  4 
z a3 

MALE MICE 

graded 



Colnpound : RDX 
Terminal Sacrifice 111 S T O P A T I I O L O G Y  I N C I D C N C E  T A B L E  

, Dose (mg/kg/day) : 0.0 mg/kg/day CROUP I 

* Died on Study 
or c 

0 

Moribund Sacrifice .? 
ORGAN w L m a  
Lesion O)D 

t.J E 
U 3 
a x  

MALE MICE 

graded 



I . I .T.1~.1.  
S t u d y  No. : L 06121 SN 7 
Compoiu~d : HDX 
Terminal S a c r i f i c e  tII S T O P A T H O L O G Y  INCl D E N C E  TABLE 
Dose ( mg/kg/day) : 0.0 mg/kg/day CROUP 1 

MALE MICE * Died on Study 
C or o 

Moribund Sacr i f i ce  C 

ORGAN 
Lesion u E 

, M = Tissue Not Present - = Tissue Not Applicable 
3 = Moderate 
4 = Marked 
P = Presence of lesion which ca )t be graded 



I .1 . ' I ' . R . I o  
study No. : L 06121 SN 7 
Co~npo~o~d : RDX 
Terminal  Sacrifice 
Dose (mg/kg/day) : 0.0 mg/kg/day 

ORGAN 
Les i o n  

* Died on Study 
o r  

Moribund S a c r i f i c e  

I11 S T O P A T I { O L O G Y  I t I C I D E N C E  T A B L E  

CROUP I 

MALE MICE 

be graded 



compound : RDX 
Terminal  S a c r i f i c e  I l l  S T O P A T I I O L O G Y  lNCl D E N C E  T A B L E  
Dose (nlg/kg/day) : 0.0 mg/kg/day CROUP I 

ORGAN 
Les ion 

* Died on Study 
or  

Moribund S a c r i f i c e  

Symbols: N = Within Normal Limits 
L = Lesion Present 
M = Tissue Not Present 
- = Tissue Not Applicable 

Sever i ty:  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which ca it be graded 



IaI*'l'*R.I. 
Study No. : L 06121 SN 7 
Coml~ound : RDX 
?'cr:minal Sacrifice t I  I S T O P A T I I O L O C Y  I M C 1  O E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 rng/kg/day CROUP I 

ORGAN 
Lesion 

* Died on s tudy -- MALE MICE 
or C 

0 

Moribund Sacrifice 

be graded 



1 .I .'I'.II .I. 
Study No. : L 06121 SN 7 
Co~npo~u~d : RDX 
Terminal Sacrifice 
Dose ( W/kg/day ) : 0.0 mg/kg/day 

I I I S T O P A T I I O L O C Y  I N C l  D E N C E  T A B L E  

CROUP I 

* Died on Study 
o r  

Moribund S a c r i f i c e  

MALE MICE 
C 
0 
P 

* * 
ORGAN m~ cv cv 
Lesion 

* a  'J3 ' J3w 
aJ- 0 0 0 
u E 
U 3 z a a  

be graded 



I .I .'l1.1i .l. 
S t t ~ d y  No. : L 06121 SN 7 
Cornpound : RL)X 
'l'erminal Sacsif ice II I S T O P A T I I O L O C Y  lNCl D E N C E  T A B L E  

Dose (mg/k/day ) : 0.0 rng/kg/day CROUP I 

* Died on Study 
or . C 

ORGAN Moribund S a c r i f i c e  ' ~l L 
4A aJ 

Lesion v QJO E 

graded 



I .I .'l'.lt .I . 
s t u d y  NO. : L 06121 SN 7 
Compound: RDX 
'I'erniinal Sacrifice I I I  S T O P A T I i O L O G Y  I N C I D E N C E  T A B L E  

. Dose (w/kg/day) : 0.0 mg/kg/day CROUP I 

* Died on Study 
or C 

0 

Moribund Sacrifice C ORGAN Ul L 
Ul aJ 

Les i o n  

MALE MICE 

be graded 



1 . I . T . R . I .  
S t t d y  No. : L 06121 SN 7 
Compound : RDX 
Terminal Sacrifice I I l S T O P A T I 1 O L O G Y  1 N C l D E N C E  T A B L E  
Dose (mg/b/da~ : 0.0 ~ / k g / d a y  CROUP I 

graded 



Conlyo~md : RDX 
'l'ermi rial S a c r i f i c e  t I I S T O P A T I i O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  *C 

ORGAN u, L 
' m a  

Lesion Q)D : 5 
a z  

MALE MICE 

Symbols: N = Within Normal Limi ts  
L = Lesion Presen t  

, M = Tissue  Not P re sen t  - = Tissue  Not Applicable 

Sever i ty8  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of lesion which ce it be graded 



1.1 b a r b I j . I .  
Study No. : L 06121 SN 7 
Col~~pound: RL)X 
Ter-mir~al Sacrifice II I S T O P A T I I O L O C Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/da~ GROUP I 

* Eied on Study 
o r  

Moribund Sacrifice C 

ORGAN v, L m aJ 
Lesion a n  U E I 

UZ) 4 
Q:Z  

MALE MICE 

be graded 



1.1 .?'.R*I. 
Study No. : L 06121 SN 7 
compound t RDX 
Terminal Sacrifice 111 S T O P A T l ! O L O C Y  I t I C l  DENCE T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/day CROUP I 

graded 



I*l*'l'.R.I. 
study NO.: L 06121 SN 7 
Compound : RDX 
Terminal Sacrifice 
Dose ( mg/kg/day) : 0.0 mg/kg/day 

* Died on Study 
o r  

Moribund Sacrifice 

t l I S T O P A T I i O L O G Y  I N C I D E N C E  T A B L E  

CROUP I 

be graded 



I.I.'l'.I~.I. 
S tudy  No. : L 06121 SN 7 
Cornpo~nd : RDX 
Terminal Sacrifice 
Dose (mg/kg/day) : 0.0 ng/kg/day 

tI I S T O P A T I { O L O C Y  l N C  I D E N C E  T A B L E  

CROUP I 

* Pied on Study 
o r  

Moribund S a c r i f i c e  

---. MALE MICE 
C 
0 
.P 

* * 
ORGAN 

m o d  
m L  4 N N  

u\ u \ v \  
Lesion a f i  o o o 0 E 

0 1 ' L A  
< z  z m a 3  

graded 



I . I .T.R.I .  
study N O . :  L 06121 SN 7 
Compound : RDX 
Terminal Sacr i f i ce  I I I  STOPATt IOLOGY I I I C I D E N C E  T A B L E  
~ o s e  (rng/kg/da~): 0 .0  ~ / k g / d a y  GROUP I 

Symbols: N = Within Normal L i m i t s  
L = Lesion Present 

. M = Tissue Not Present - = Tissue Not Applicable 

S e v e r i t y ~  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence o f  l e s i o n  which cannot be graded 



I .I .'1'.R .I ( 
s t u d y  No. : L 06121 SN 7 
Con~pound: RDX . 
Terrninal S a c r i f i c e  H I  S T O P A T I I O L O C Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day): 0.0 mg/kg/day CROUP I 

E graded 

* Died on Study -- MALE MICE 
C o r  o 
*C 

ORGAN Moribund Sac r i f i ce  
Les i o n  

0 E 

- 
LIVER (con ' t . ) 

H e p a t i t i s ,  acu te ,  f o c a l  
I 

L N  

-------- 
H e p a t i t i s ,  p e r i p o r t a l ,  chronic,  f o c a l  

Hepatocytomegaly, mul t i foca l  

F a t t y  change, pe r i ac ina r ,  d i f f u s e  

F a t t y  change, pe r i ac ina r ,  mul t i foca l  --- 
F a t t y  change, d i f fuse  

Necrosis,  per iac inaz ,  d i f f u s e  

Necrosis,  per iportal ,  mul t i foca l  

L = Lesion P resen t  2 = Mild 
M = Tissue  Not Present  3 = Moderate - = Tissue  Not Applicable 4 = Marked 

P = Presence of l e s i o n  which cannot I 

- - - - - - - - - -  

I L L L L L L  

! 

! 

I 

N N N N L L N N L N L  

~ 

--- 

1 1 1 1 2  

Necrosis,  mul t i foca l  I 
KIDNEYS 

--- 

Malignant Lymphoma, mixed type 

Fibrosarcoma, me ta s t a t i c ,  b i l a t e r a l  

Metaplasia,  osseous, f o c a l  

Renal c e l l  adenoma, s o l i t a r y  

Hyperplasia,  t ubu la r ,  mult i focal  

Hyperplasia,  tubulaz,  f o c a l  

P y e l i t i s ,  acu te ,  d i f f u s e ,  u n i l a t e r a l  

Pyelonephritis,chronic,active,multifocal 

. 

2 

L N N  

Symbols: N = Within Normal Limits  

I 

. 
P 

L N L L  

L L L L L  

-- 

---- 
-----. 

2 2  

= 

1 

Seve r i tx r  1 

1 2  

--. 

Minimal 

2 

I 

L ' L L L L  

I 

2 

2 

. -- 

2  

L L L L  

, 

-. 

1 

- 



I .1 .'l'.H ,I. 
Study No. : L 06121 SN 7 
compound : RDX 
Terminal Sacrifice tI I S T O P A T l 1 O L O C Y  I N C  I D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/k/day CROUP I 

ORGAN 
Lesion 

* Died on Study 
o r  

Moribund Sacrifice 

P = Presence of lesion which cannot be graded 



I .I .T m R  ,I. 
~ t t ~ d y  NO.:  L 06121 SN 7 
Cornpour~d : RDX ' 

Terminal S a c r i f i c e  t I I S T O P A T I i 0 L O G Y  I N C I D E N C E  T A B L E  
Dose ( ~ / k g / d a ~ )  : 0 6 0 %/k@;/day GROUP I 

be graded 

o r  C 
0 

Or- 

ORGAN Moribund S a c r i f i c e  l n L  
m Q, 

Lesion .I- u E 
0 3  
=x= 

* Died on Study --, MALE MICE 

, - - - - - - -  

* 
d 

3 ' 
3 

I 

----- 

1 

Necrosis,  pe r i ac ina r ,  d i f fu se  

Necrosis ,  p e r i p o r t a l ,  mul t i foca l  
I 

L = Lesion P resen t  2 = Mild 
, M = Tissue  Not  resent 3 = Moderate - = Tissue  Not Applicable LC. = Marked 

P = Presence of lesion which cannot 

- - - - - - -- . -  --- 

I I 

* m o d  
N N  

A c o r n  
- r 

LIVER (con ' t . ) L L L  

H e p a t i t i s ,  acute ,  f o c a l  

3 3  
A 

- -  

-- 

I - - -  

----a 

H e p a t i t i s ,  p e r i p o r t a l ,  chronic,  f o c a l  

Gpat ocytomegaly, mu1 tif ocdl 

Fa t ty  change, pe r i ac ina r ,  d i f fu se  

F a t t y  change, pe r i ac ina r ,  mul t i foca l  

F a t t y  change, d i f f u s e  
-. 

I 

,-. 

Seve r i ty :  1 = Minimal 

I 

i 2 
! 
I 

I 

I . 

L 

2 

I 

- 

Symbols: N = Within Normal Limits  

L 

4 

Necrosis,  mul t i foca l  

KIDNEYS ! L  

1 

1 

Malignant Lymphoma, mixed type 

Fibrosarcoma, me ta s t a t i c ,  b i l a t e r a l  

Metaplasia,  osseous, f o c a l  

Renal c e l l  adenoma, s o l i t a r y  

Hyperplasia,  t ubu la r ,  mul t i foca l  - 
Hyperplasia,  t ubu la r ,  f o c a l  

P y e l i t i s ,  acu te ,  d i f f u s e ,  u n i l a t e r a l  

Pyelonephri t is  , chronic ,  a c t i v e  , n ~ u l t i f  o c a l  

~ 

-- 

P 

I- -. 

. -.., 



Compound : RDX 
Terminal  Sacrifice t I I S T O P A T I l O L O C Y  I N C I D E N C E  T A B L E  
Dose ( mg/kg/day) : 0.0 mg/kg/day GROUP I 

ORGAN 

* Eied on Study 
C o r  o 
C Moribund Sacrifice w L 
m Q) 

Les ion 

MALE MICE 



I .I .T.R.I .  I 
Study No. r L 06121. SN 7 
Compound: RDX 
Terminal Sacrifice I I I S T O P A T I i O L O G Y  I N C I D E N C E  TABLE 
Dose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

* Died on Study -- 
or C 

0 
Moribund Sacrifice C (V 

ORGAN tn L 
W Q ,  

Lesion a-0 
V E I 
V 3  4 
u z  a3 

MALE MICE 

be graded 



1.1 :r .R .I 
study NO.  : L 06121 SN 7 
Co~npound : RDX 
Terminal Sacr i f i ce  t I I  S T O P A T I { O L O C Y  l M C  1 D E N C E  T A B L E  
pose (mg/kg/day): 0.0 mg/kg/day GROUP I 

* Died on Study -__ MALE MICE - 
o r  C 

0 
C 

* * .* 
Moribund Sacr i f ice  ~ Y , ~ - Q ) o \ O ~ N \ ~ \ \ O $ \ & ~ N  ORGAN W L  ~ \ m r n m m o o o o o o r ( . + ~ ~  W a J  " v n q q q q q q q q q q q q 2  

Les i o n  v a,- E 0 0 0 0 0 0 0 0 0 0 0 0 0 0  I I I I I I I I I I I I I I I I ~  
U 3 4 4 4 . 4 4 4 4 4 4 4 4 4 4 4 d 4 A A  I 
< Z  ~ C D Q ) C Q 0 0 Q ) O D Q J Q ) Q J Q ) Q ) Q J Q ) Q J C O a , a o c o  G 

be graded 



1.1.T.H.I. 
Study No. : L 06121 SN 7 
~om~ourld  : RDX 
Terminal Sacrifice t I I  S T O P A T I i O L O G Y  I N C I D E N C E  T A B L E  
Dose (rng/kg/day ) : 0.0 mg/kg/day CROUP I 

* Died on Study - -- MALE MICE ~- - 
C r - 

or o * * . P 

Moribund S a c r i f i c e  ( 3 0 4  
ORGAN Y , L  c v  cv m a  n n n  

Lesion ~ J D  0 0 0 U E I ", 2 2 4  
< Z  a3 ~~ 

Symbols: N = Within Normal Limits 
L = Lesion Present  
M = Tissue  Not Present 
- = Tissue Not Applicable 

Sever i ty:  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



I.I.?'.R.I. 
Study No. : L 06121 SN 7 
Conlpound : RDX 
Terminal Sacrifice I I I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

* Died on Study 
o r  C 

0 
Moribund Sacrifice a- ORGAN v, L m a  

Les i o n  a n  
0 E 
U 13 

MALE MICE 

be graded 



Compound : RDX 
Tern~ina l  S a c r i f i c e  I 1 1  S T O P A T l i O t O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/day CROUP I 

* Died on Study -- MALE MICE 

o r  C 
0 

Moribund Sac r i f i ce  r- ORGAN 
V) aJ 

Lesion 

-7 

DUODENUM N N N N N N N N N N N N N  N N N  
,-- -- 

JEJUNUM N N N N N N N  N N N N N N N N N ~ N N N  

Abscess, s o l i t a z y  

ILEUM 

Malignant Lymphoma, lymphocytic type  

CECUM 

COLON 

Malignant Lymphoma, lymphocytic typk 

RECTUM 

- - v  

I 

I 
N ! N  

N . N  

N N  

1 '  
N N  

1 

N N N N N  

N N N N N  

N N N N N  

N N N N N  
a 

Fibrosarcoma, me ta s t a t i c  

SKIN 

Symbols: N = Within Normal Limits  S e v e r i t r :  1 = Minimal 
L = Lesion Present  2 = Mild 
M = Tis sue  Not Present 3 = Moderate - = Tissue  Not Applicable 4 = Marked 

P = Presence of  l e s i o n  which cannot 

4 

I 

Fibroma, s o l i t a x y  

Dermat i t i s ,  a cu te ,  u l ce ra t ive ,  f o c a l  

Dermat i t i s ,  a cu te ,  multif oca l  

Dermat i t i s ,  a cu te ,  f o c a l  

Dermat i t i s ,  a cu te ,  f o c a l  ( ~ a c k )  

Dermati t is ,  chronic ,  u l ce ra t ive ,  d i f f u s e  

Dermat i t i s ,  chronic ,  a c t i v e ,  u l c e r a t i v e ,  

f o c a l  

< 

P 

P 

- 

I L N ~ L L L L N  

*- 

' P 

----------, 

1 

N L N N N N  

N N N N N N  

N L N N N N  

L N N N N N  

N L L N L N  N L L N N N N  

-. 

- 

1 

I 
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  

1 

i 

2 

- 
,- 

4 

2 

3 

- 



I .I .rl'.l{ .I . 
Study No.: L 06121 SN 7 
Cornpourid : RDX 
Terminal Sacrifice HI STOPATt1OLOGY I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/day GROUP 1 

be graded 

N 

* Died on Study - MALE MICZ r 

o r  C 
0 
P Moribund S a c r i f i c e  ORGAN 

Lesion a~ u E 

&-- 

DUODENUM - N N N  

JEJUNUM N N ' N  

Abscess, s o l i t a r y  

ILEUM N / N N  

L = Lesion P resen t  2 = Mild 
. M = Tissue  Nok Present  3 = Moderate 

- = Tissue  Not Applicable I )  = Marked 
P = Presence of l e s i o n  which cannot 

N 

4 

Malignant Lymphoma, lymphocytic type  

CECUM --- 
COLON 

N N N  

N N N  

N 

Malignant Lymphoma, lymphocytic typG 

RECTUM 

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 N  

2 

I 
N N N  

N N N N N N N N N N N  N N  

N 

I N N . L  

I 

Fibrosarcoma, me ta s t a t i c  1 
SKIN 

Symbols : N = Within Normal Limits  

Fibroma, s o l i t a r y  

Dermat i t i s ,  acu te ,  u l c e r a t i v e ,  f o c a l  

Dermat i t i s ,  acu te ,  mul t i foca l  

Dermat i t i s ,  a cu te ,  f o c a l  

Dermat i t i s ,  acu te ,  f o c a l  ( ~ a c k )  

Dermat i t i s ,  chronic ,  u l ce ra t ive ,  d i f f u s e  

Dermat i t i s ,  chronic ,  a c t i v e ,  u l c e r a t i v e ,  

f o c a l  

N 

L 

N 

-* 

I 

L N N N L  

I 

Severi ty:  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  

..-..* 

P 

N L N N N N  

Minimal 

N 

..- 

N 

- 

N I N N  N  

I 

-- 
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  1 '  



I .I .T.R .I. 
study NO. : L 06121 SN 7 
Compound : RDX . 
T e r ~ n i n a l  Sacrifice 111 S T O P A T I I O L O C Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/day GROUP 1. 

be graded 

* Died on Study - MALE MICE 
C or o 

OF ORGAN Moribund Sacrifice , V , L  
W a J  

Lesion.  a n  
W E  
U 3  
U Z  

.-r 
'Q o 
I 

4 * 

& b ,  cv 
o 
I 

4 * 

cv 
'n'n o 

I 
.-r * 

- -- 
aJ 
v 
C 
w 
v 
C 

0 
C 

W 



I.I.'r.R.I. 
s tudy  No.: L 06121 SN 7 
Compound : RDX 
Terminal S a c r i f i c e  
Dose (mg/kg/day) : 0.0 mg/kg/day 

ORGAN 
Les i o n  

* Died on Study 
o r  

Moribund Sacrifice 

t I I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  

GROUP I 

MALE MICE 

Symbols: N = Within Normal Limits  
L = Lesion Present  

, M = Tissue  Not Present  
- = Tissue Not Applicable 

Sever i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of  l e s i o n  which cannot be graded 



I *I J " R  *I. 
SLudy No. : L 06121 SN 7 
~ o ~ n ~ b u n d  : RDX 
Terminal S a c r i f i c e  \!I STOPATl10LOGY INCIDENCE T A B L E  
Dose (rng/kg/day) : 0.0 mg/@/day CROUP I 

* Pied on Study 
o r  

ORGAN Moribund Sacrifice 

Lesion 

MALE MICE 

P = Presence of lesion which cannot  be graded 



compbunn : RDX 
Terminal Sacrifice I11 S T O P A T l i O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day): 0.0 mg/kg/day GROUP I 

* Died on Study 
o r  c 

0 
Moribund Sacrifice *P 

ORGAN rn L rn QI 

Les ion QID 
V E 
u 3 
< Z  

MALE MICE 

be graded 



Compound : RDX 
Terminal S a c r i f i c e  H I  S T O P A T I I O L O G Y  INCl DENCE T A B L E  
Dose (mg/kg/day) : 0.0 ~ / k g / d a ~  GROUP I 

* Died on Study --- MALE MICE 

be graded 

o r  C 
0 

ORGAN Moribund S a c r i f i c e  . W L  

Les i o n  % 
U 3 
4:Z 

.- 
SKIN ( c o n a t  .) 

Dermati t is ,  chronic ,  a c t i v e ,  d i f f u s e  

Dermat i t i s ,  chronic ,  a c t i v e ,  mul t i foca l  

Dermat i t i s ,  chronic ,  ac t ive ,  f o c a l  

Dermat i t i s ,  chronic ,  d i f f u s e  

Dermat i t i s ,  chronic ,  d i f fu se  ( ~ o r s a l )  

Dermat i t i s ,  chronic ,  mult i focal  

Dermat i t i s ,  chronic ,  f o c a l  

F o l l i c u l a r  a trophy,  d i f f u s e  
I 

& $ 4  4 ~ x 0 ~  
- 'on  
0 0 0  

1 1  2 s z  
N N N  

i 
! 

I 

1 

I 

L = Lesion Present  2 = Mild 
M = Tissue  Not Present  3 = Moderate - = Tissue  Not Applicable 4 = Marked 

P = Presence of l e s i o n  which cannot 

I 

@ 

~ ' - -  

I 

Sever i ty :  1 

- 

M 

N 

L 

2 

Granulation t i s s u e ,  f o c a l  

MAMMARY GLAND I M  
STERNUM N N  

M 

- 

= 

- 
- 

Fibrosarcoma, invas ive  

BONE MARROW 

Leukemia, myeloid 

Hyperplasia,  myeloid, d i f f u s e  

- 

1 

aJ 'rn U 
c 
w 
U 
P 

U 

b+ C 

Minimal 

-- 

Symbols: N = Within Normal Limits  

L L  

P 

3 



~orn~ouncl: RDX 
Terminal Sacrifice tI I STOPATIIOLOGY INCIDENCE T A B L E  
Oose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

ORGAN 
Lesion 

* Died on Study 
or 

Moribund Sacrifice 

MALE MICE 

be graded 



a 

I.I.T.R.I. 
Study No. : L 06121 SN 7 
~ o m ~ o u n d  : RDX 
Terminal Sacrifice 111 S T O P A T I I O L O G Y  INCIDENCE T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

ORGAN 
Lesion 



I.I.T.R.1. 
Study No. : L 06121 SN 7 
Compound : RDX 
Terminal Sacrifice MI S T O P A T l i O L O G Y  I I I C I D E N C E  T A B L E  
Dose (m$/kg/day): 0.0 mg/kg/day GROUP I 

be graded 



I.I.T.R.I. f 
s tudy No.: L 06121 SN 7 
Compound : RDX 
Terminal Sacrifice tl I S T O I ' A T I l O L O G Y  I l4C I D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

* Died on Study MALE MICE 

graded 

n . 

LESIONS (TISSUES NOT SPECIFICALLY 

REQUIREE BY PROTOCOL) 

FEMUR 

HEPATIC LYMPH NODE 

Malignant Lymphoma, mixed type 

INGUINAL LYMPH NODE 

Malignant Lymphoma, mixed type 

Fibrosarcoma, me tas t a t i c  

Hyperplasia,  lymphoid, d i f fuse  

IN'IERCOSTAL MUSCLES 

Fibrosarcoma, invasive 

Myositis,  acute ,  d i f f u s e  

LUMBAR LYMPH NODE 

Malignant Lymphoma, lymphocytic type 

Hyperplasia,  lymphoid, d i f fuse  

MANDIBULAR LYMPH NODE 

MESENTERIC FAT 

S t e a t i t i s ,  chronic,  f o c a l  
4 

Symbols: N = Within Normal Limits 

' Moribm?rifice , 1 ORGAN 
Lesion V E  

0 3  
4:Z 

0 0 0  
I 

d d d  
c O c O a 3  

, 
I 

L = Lesion Present  2 = Mild 
, M = Tissue Not Present  3 = Moderate - = Tissue Not Applicable 4 = Marked 

P = Presence of l e s i o n  which cannot be 

I 

I 

1 
N 1 -  

- . -  

. - -  

I 

n 

- 

- o 

l A  

- . .  

o 

- - -  
. - -  

. 

I 

Sever i ty :  1 = Minimal 

-.- 

-,--. 

r 

.- 

I 

.-., 

-4 



1 *I . ' F * R * I *  I 
s t u d y  NO. : L 06121 SN 7 
Compound : RDX 
Terminal Sacrifice t I I S T O P A T I 1 O L O C Y  I N C I D E N C E  TABLE 
Dose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

* Died on Study 
o r  

ORGAN Moribund S a c r i f i c e  , 

Lesion 

MALE MICE 

be graded 



I . I . T . R . I .  / 
study N O .  : L 06121 SN 7 
Compound : RDX 
Terminal Sacrifice 11 I S T O P A T t 1 O L O C Y  INC I O E N C E  T A B L E  
Dose ( ~ / k g / d a ~  : 0 0 ~ / k g / d a y  GROUP I 

ORGAN 
Lesion 

* Eied on Study 
or 

Moribund Sacr i f ice  

MALE MICE 

, M = Tissue Not Present - = Tissue  Not Applicable 
3 = Moderate 
4 = Marked 

7l 

P = Presence o f  l e s i o n  which cannot be graded 



Compound : RDX 
Terminal Sacrifice tI I S T O P A T I i O L O C Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

ORGAN 
Les i o n  

be graded 

* Died on Study --. MALE MICE 
C 

o r  o 
P 

,nL Moribund S a c r i f i c e  . ,n a 
a.,D 
V y f  

v \ \ O b c o  
* 

0 \ 0 \ 0 \ 0 \ 8 : O O O O O O r ( r (  

r 

O r ( N v \ \ O 0 \ O r (  

r ( r ( r ( r ( r ( d r ( ~ r ( r ( d ~ r l r ( r ( ~ 4 r (  

2 2  
* 

0 0 0 0 0 0 0 0 0 0 0 0 0 0 0  
I I I I I I I I I I I I I I C I I I I I  

~ 0 ~ 0 c o m c o a o c o f o c o f o c o c o c o c o c o c o c o c o G 2  

* 
P-2 

* 
-- 
* * 

' o ' o ' o v \ u \ ' o v \ v \ u \ v \ v \ u \ v \ v \ v \  

* *  n s  4 4  



1 a I . T . R e I e  
s t u d y  NO.  : L 06121 SN 7 
Compound : RDX 
Terminal Sacrifice t I I S T O P A T l ~ O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day): 0.0 mg/kg/day GROUP 1 

B a l a n i t i s ,  a cu te ,  mul t i foca l  

, M = Tissue  Not Present 3 = Moderate - = Tissue  Not Applicable 4 = Marked 
P = Presence of l e s i o n  which cannot 

* Died on Study --- MALE MICE 

be graded 

C 
o r  o 

.C ORGAN Moribund S a c r i f i c e  . ma, ,,, L 

Lesion a s  

z 

4 
Th64 
' n q q  <u 
y y y  
d d d  
0°0000 

-- -- 
Q) 
v 

QJ CT 
U 
S F  

U 
C 
W 



compound : RDX 
T e r ~ n i n a l  Sacrifice tt ISTOPAT1 IOLOGY I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/day CROUP I 

* Died on Study -- 
c or o 
.F 

* 
ORGAN Moribund Sacrifice w L 

. W a J  

Lesion U E  a 0  6 I 
u 3  4 
e z  * 

P = Presence of lesion which cannot be graded 



I a 1  a 1 f ' . R  a 1  

s tidy NO. : L 06121 SN 7 
Compound : RDX 
Termina l  Sacrifice 111 STOPATI1OLOGY INCIDENCE T A B L E  
Dose (rng/kg/day) : 0.0 %/&/day GROUP I 

* Died on Study 
C 

or o 
Moribund Sacrifice .#- ORGAN LO L ul aJ 

Les ion ~ J D  u E 

MALE MICE . 

P = Presence of lesion which cannot be graded 



~orn~bund: RDX . 
Terminal  Sacrifice t I I S T O P A T t l O L O G Y  I M C  I D E N C E  T A B L E  

Ease ( mg/k@;/day ) : 0.0 w/kg/day GROUP I 



I . I .T .R.1 ,  
study NO. : L 06121 SN 7 
Compound : RDX . 
Terminal S a c r i f i c e  
Dose (mg/kg/day) : 0.0 mg/kg/day 

Ill STOPATI1OLOI;Y I N C I D E N C E  T A B L E  

CROUP I 

* Died on Study 
o r  

Moribund Sac r i f i ce  . 

MALE MICE 
C 
0 

ORGAN 
Les ion  

-- 

be graded 

. 

L = Lesion Present 2 = Mild 
M = Tissue  Not Present  3 = Moderate 

:: 
- = Tissue  Not Applicable 11 = Marked 

6 P = Presence of l e s i o n  which cannot 

PREPUTIAL GLAND (con ' t . ) 
Cystic  duct  

RENAL LYMPH NODE - 
Malignant Lymphoma, lymphocytic type 

RESPIRATORY L ~ P H  NODE 

. Malignant Lymphoma, lymphocytic type - 
SALIVARY GLAND 

SEMINAL VESICLES 

N - -  

I 

- - -  

L L -  

P 

Calculus I 
SUBCUTANEOUS LYMPH NODE 

Malignant Lymphoma, mixed type I 

I 
- ! -  

I 

! 

Symbols: N = Within Normal L i m i t s  

Fibrosarcoma, me tas t a t i c  

Hyperplasia, lymphoid, d i f fuse  

S UBCUTIS 

Undifferent iated Sarcoma, s o l i t a r y  

Neurofibrosarcoma, s o l i t a r y  

Fibrosarcoma, mul t i foca l  

Fibrosarcoma, solitary 

Fibroma, s o l i t a r y  - 

- 

S e v e r i t p  1 = Minimal 

-. 

- 

- 

- 

P 

- -  

N i N  

. 

I 

N 

..-., 

+ 
-, 

- 



I .I .TOR .I. 
( 

study No. : L 06122 SN 7 
Compound : RDX 
Terrninal Sacrifice I l l  STOPATl lOLOCY I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 mg/kg/day GROUP I 

* Died on Study 
o r  

ORGAN Moribund S a c r i f i c e  
L e s i o n  

be graded 



~orn~ound  : RDX 
Terminal Sacrifice H I S T O P A T t i O L O C Y  I N C I D E N C E  T A B L E  
Dose (rng/kg/day) : 0.0 mg/~ /day '  GROUP I 

* Died on Study 
o r  C 

0 

Moribund Sacrifice *P 

ORGAN m L 
' m a  

Lesion a a  0 E 
0 3  
<r 

be graded 



Compound : RDX 
Terminal Sacrifice t l I  S T O P A T t i O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 ng/kg/day GROUP I 

* Died on Study 
C 

o r  o 
Moribund S a c r i f i c e  , 

C 

ORGAN v, L vr aJ 
Lcs i on ~ J D  tJ E 

V 3 
u z  



I . I .T.R.I .  f 
study NO.:  L 06121 SN 7 
~om~ound : RDX 
Terminal Sacrj-f ice tI I STOPATI iOLOCY I M C  1 D E N C E  T A B L E  
Dose (mg/kg/day) : 0.0 ng/kg/day GROUP I 

* Died on Study - MALE MICE 
C o r  o 

Moribund S a c r i f i c e  , 

*r 

ORGAN Ins- m a  

Lesion W E  
0 3  ,, 

* 
rc 'n 
0 
I 

L = Lesion Present  2 = Mild 
M = Tissue Not Present  3 = Moderate - = Tissue Not Applicable 4 = Marked 

P = Presence of  l e s i o n  which cannot 

L -  

- 

- 
S Ul3CUTIS (con ' t . ) 

Granuloma, s o l i t a r y  

C e l l u l i t i s ,  acu te ,  f o c a l  

Abscess, s o l i t a z y  

Edema, d i f f u s e  
- - 

THYMUS 

Malignant Lymphoma, mixed type 
- - - - - - 

d) 
u 
C 
Q, 
u 
r- 
u 
C 

W 

* m o d  
N 

0 

2 
an, 

b 

m ~ r \  N 
0 

2 

= 

L 
-. 

! 

-. 
-I__.-- 

-- 

Minimal 

Malignant Lymphoma, lymphocytic type 

URETHRA 

- 
. 

I I 
- 0 -  

I 

o 

. 

. 

U r e t h r i t i s ,  acu te ,  f o c a l  

Calculus I 

Symbols: N = Within Normal Limi ts  

I 

I 

Severityr 1 

7 

- 

, 

1 

.-8 

I 

.- 

,--.. 

. 

I 



Compound : RDX ' 

Terminal Sacrifice t I I  S T O P A T I I O L O C Y  I N C I D E N C E  T A B L E  

Dose (mg/k@;/da~ : 1 a 5  mg/kg/da~ GROUP I1 

graded 



Compound: RDX ' 

Terminal Sacrifice t I I S T O P A T l 1 O L O C Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/da~) : 1.5 %/&/day CROUP I1 

* Died on Study 
or 

ORGAN Moribund Sacri f ice  

Les i o n  

Symbols: N = Within Normal Limits 
L = Lesion Present 

, M = Tissue Not Present - = Tissue Not Applicable 
9 

Severitr: 1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of lesion which cannot be graded 



I .I .'S.17 .I . 
study NO. : L 06121 SN 7 
Conlpound: RDX 
Terminal Sacrifice t I I  S T O P A T t ! O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/@/day) : 1.5 mg/k@;/day CROUP I1 

* Died on Study -- MALE MICE 
C I 

o r  o 
*C 

Moribund S a c r i f i c e  m L ORGAN 
v, a 
a a  Lcs i on u E 

be graded 

b 

B R A I N  
.- 

Lymphocytosis, mul t i foca l  

Abscesses, mult i focal  

Corpora amylacea, mult i focal  

SPINAL CORD 
-- 
SPLEEN 

Hemangiosarcoma, s o l i t a r y  

Malignant Lymphoma, mixed type 

Leukemia, myeloid 

N I N  

! 

N N  

N N  

.I 
I 

1 1 2  

L L N L N  

-. 

N N N N N  

N N N L N  

, 
' 

L = Lesion Present 2 = M i l d  
M = Tissue  Not Present  3 = M o d e r a t e  - = Tissue N o t  A p p l i c a b l e  4 = Marked 

P = Presence of l e s i o n  which cannot 

P 

2  

Hepatocel lular  carcinoma, mul t i foca l  

Hepatocel lular  carcinoma, s o l i t a r y  
- 
Symbols: N = Within Normal L i m i t s  

Hyperplasia,  lymphoid, d i f f u s e  

Hematopoiesis , e x t r a m e a m -  

HEART 

Leukemia, myleoid 

Myocarditis,  chronic ,  mul t i foca l  

Mineral izat ion,  m u l t i f  o ca l  

LIVER 

Hemangiosarcoma, s o l i t a r y  

2 '  

N N  

- 

4 

- 
L -- 

.-- 

2 

N  

N  

-. 

N N N N  

- - - -  
-------- 

N N N N N N N  

N L L L L L N  

N N N N N * N L N N N N N  

II 
L L L L L N L N ~ L L L N N  

P 

N  

, - 

-- 

3 

- 

---. 

\ 

P 

2 2 1  

Severity: 1 = Minimal 

L L L N - N L L  

2 2 

- 

I 

.-. 

P 

2 

P 

P 

, 

L L L N L N N N  

2  

-- 

I 

N N N N N  

L N N L N  

N N N N N  

< 

3 

. 

- - - - - _ _  



Compo~uld: RDX . 
I'ernrinal Sacrifice t I I  STOPATI IOLOCY INCl D E N C E  TABLE 

Dose (rng/kg/day) : 1 5 mg/kg/da~ GROUP 11 

* Died on Study 
or C 

0 

Moribund Sacrifice or- 

ORGAN 4.0 L . maJ 
Lesion 

P = Presence of l e s i o n  which cannot be graded 



I .I .'['.R .I. 
S t t d y  No.: L 06121 SN 7 
Compourlcl : RDX 
Terminal S a c r i f i c e  I11 STOPATI IOLOGY I N C l D E N C E  T A B L E  
DO.. (mg/kg/day): 1.5 %/@/day CROUP I1 

graded 

N 

* Died on Study -- MALE MICE 
o r  C 

0 

Moribund S a c r i f i c e  -r- 

ORGAN 
Lesion 

LIVER (con ' t . ) 
Malignant Lymphoma, h i s t i o c y t i c  type -- - - 

Leukemia, myeloid 

Hemangiosarcoma, me ta s t a t i c  

Hepatoce l lu la r  adenoma, s o l i t a r y  - 
Focal c e l l u l a r  change, s o l i t a r y  
Heg,"m$gdaperiportal, chronic ,  a c t i v e ,  

I n f  a c t ,  f o c a l  

Hepatocytomegaly, mul t i foca l  

L L  

I 

! 
! 

I 
1 

L L N L  

Necrosis,  pe r i ac ina r ,  mul t i foca l  I 
Necrosis ,  f o c a l  I 

L = Lesion Presen t  2 = Mild 
M = Tissue  Not Present  3 = Moderate 
- = Tissue Not Applicable 4 = Marked 

P = Presence of l e s i o n  which cannot 

F a t t y  change, p e r i a c i n a ,  mul t i foca l  

Hematopoiesis, extramedullary, d i f f u s e  

~ematopoiesis,extramedullary,multifoca~ 

KIDNEYS 

Renal c e l l  Carcinoma, s o l i t a r y  

Malignant Lymphoma, mixed type 

Malignant Lymphoma, h i s t i o c y t i c  type 

Leukemia, myeloid 

L L L L L L  

P 

I 

L L  

= 

I 

I 

1 

Severity:  1 

P 

Syn~bols: N = Within Normal L i m i t s  

L L N N N N N  

----- 

N L N N  

3 

2 

L L L L L  

Minimal 

I 

- .  

- 

L L  L L L L L  

L L L  

P 

--., 

1 1  

- 

--, 

- 



I .I .'r .n .I. 
Study No.: L 06121 SN 7 
compound : RDX . 
Terminal S a c r i f i c e  t l I  S T O P A T t i O L O G Y  I N C I Q E N C E  T A B L E  
Dose (mg/kg/day) : 1.5 mg/kg/da~ GROUP I1 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  ' C 

ORGAN rn L 
v) aJ 

Lesion ~ J - D  o E 
U 3 
< z  

MALE MICE 

~ ~ r n b o l s :  N = Within Normal Limi ts  
L = Lesion P re sen t  
M = Tissue  Not Presen t  
- = Tissue  Not Applicable 

Seve r i t x :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



I .I.T.H.I.  
s t u d y  No.: L 06121 SN 7 
Compound : RDX ' 

?'er.lninal S a c r i f i c e  
Dose (mg/kg/day) : 1.5 mg/kg/day 

ORGAN 
Les i o n  

* Died on Study 
o r  

Moribund S a c r i f i c e  

t I I  S T O P A T I 1 O L O C Y  1 N C 1  D E N C E  T A B L E  

GROUP I1 

--- MALE 

rl 

Symbols: N = Within Normal Limits 
L = Lesion Present  
M = Tissue  Not Present  
- = Tissue  Not 'Applicable 

Seve r i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
Y = Presence of l e s i o n  which cannot be graded 



I . I . l t . R . X .  
S tudy  No.: L 06121 SN 7 
cornpoluld: RDX ' 

Terminal S a c r i f i c e  I I I  S T O P A T I I O L O G Y  IMCl D E N C E  T A B L E  
Dose (mg/kg/day) : 1 . 5 m@;/k/da~ GROUP I1 

* Died on Study 
t o r  o 

Moribund S a c r i f i c e  . C 

ORGAN ln L m a 
Lesion a n  u E 

uf3 
< z  

Symbols: N = Within Normal L i m i t s  
L = Lesion P r e s e n t  
M = T i s s u e  Not P r e s e n t  
- = T i s s u e  Not Appl icab le  

* 

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot  be  graded 



I .I *'I'.R *I. 
S t u d y  No. : I, 06121 SN 7 
Cornpourid: RDX ' 

Terminal S a c r i f i c e  
Dose (log/kg/day): 1.5 mg/kg/da~ 

* Died on Study 
o r  

Moribund S a c r i f i c e  r- 

ORGAN v, w L a 
Les i o n  

GROUP I1 

Symbols: N = Within Normal Limi ts  
L = Lesion P re sen t  

, M = Tissue Not P re sen t  
- = Tis sue  Not Applicable  

. - 

S e v e r i t r :  1 = Minimal 
2 = Mild 
3 = Moderate 
lk = Marked 
P = Presence of l e s i o n  which cannc p graded 

l 



I .I .T.R.I.  
s t u d y  NO.  : L 06121 SN 7 
Compound : RDX 
Terminal Sacrifice 
Dose (mg/kg/day 1 : 1 5 mg/kg/day 

t I I  S T O P A T I { O L O G Y  I N C I D E N C E  T A B L E  

GROUP I1 

ORGAN 
Les i o n  

* Died on Study 
o r  

Moribund S a c r i f i c e  

be graded 



ImImTmRmI. 
Study No.: L 06121 SN 7 
Con~pour~d : RDX 
Terminal S a c r i f i c e  
Dose (mg/kg/day): 1.5 mg/kgjda~ CROUP I1 

* Died on Study --- MALE MICE 
o r  C * * *  Q) 

0 U 

Moribund Sacrifice ORGAN 
Lesion 

C 
b 4  

P = Presence of l e s i o n  which cannot  be graded 



1.1 .'I'.R.I. 
S t u d y  No. : L 06121 SN 7 
compound : RDX 
Terrni r~al  S a c r i f i c e  111 S T O P A T I ( O L 0 G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 1.5 mg/kg/da~ CROUP I1 

* Died on Study 
o r  . C 

ORGAN . Moribund S a c r i f i c e  , w L a 

Les ion  a-0 u E 
U 3 
az 

MALE MICE 

Symbols: N = Within Normal L i m i t s  
L = Lesion P r e s e n t  

a M = T i s s u e  Not P r e s e n t  
- = T i s s u e  Not Appl icab le  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot  be graded 



Conpotmd: RDX . 
Terminal S a c r i f i c e  M I S T O P A T \ 1 O L O C Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day ) : 1.5 mg/kg/da~ GROUP I1 

* Died on Study 

Moribund Sacrifice . C 

ORGAN ul L 
I l l  aJ 

Les i o n  v i,in E 

MALE MICE 

-- 

Syn~bols: N = Within Normal Limits 
L = Lesion Present  
M = Tissue Not Present  
- = Tissue Not Applicable 

Sever i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



i I . I .T.R.I .  
s t u d y  NO.  : L 06121 SN 7 

f 

~ o n q b u n d :  RDX . 
Terminal Sacrifice t I I S T O P A T I I O L O G Y  lNCl D E N C E  T A B L E  
Dose (mg/kg/da~) : 1 5 ~ / k g / d a ~  GROUP I1 

ORGAN 
Les ion  

* Died on Study - 
or L 

0 

Moribund S a c r i f i c e  .#- w L 
rn aJ 
a - 

- P = Presence of' lesion which cannot be graded 



I .1 . 'I' . l l  .I. 
s t u d y  NO. : J, 06121 SN 7 
Compound : RDX . 
'I'erminal Sacrifice 
Dose (mg/kg/day) : 1.5 mg/kg/day 

ORGAN 
Lesion 

* Died on Study 
o r  

Moribund Sacrifice 

t I I S T O P A T t i O L O G Y  I t l C  I D E N C E  T A B L E  

GROUP I1 

MALE MICE 

P = Presence of l e s i o n  which cannot be graded 



1 * I  *'l ' . l~.I  6 

Strrdy No. : L 06121 SN 7 
Compound : RDX . 
Terminal Sacrifice t I I S T O P A T H O L O G Y  I W C I D E N C E  T A B L E  

Dose (mg/@/day) : 1.5 mg/kg/da~ GROUP I1 

* Died on Study 
C 

o r  o 
C 

ORGAN Moribund Sacrifice ' m L 
m a  I' 

Lesion 

MALE MICE 

P = Presence of lesion which cannot be graded 



I . I .~~ . I I . I .  
S L U ~ Y  NO. : L 06121 SN 7 
(:o~npound : RDX ' 

Termir~al  Sacrifice 
Dose (mg/kg/day : 1 .5 mg/kg/day 

I I I S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  

GROUP I1 

* Died on Study 
o r  

Moribund S a c r i f i c e  

-- MALE MICE 
c T I 

0 
.C 

ln L ORGAN 
Lesion 

-- 

P = Presence of lesion which cannot be graded 



I ,I .lr.It.I. 
~ t ~ . ~ d y  No. : L 06121 SN 7 
Comyourld: RDX ' 

Terrnir~al Sacrifice 
Dose (mg/kg/day ) : 1.5 mg/kg/day 

ORGAN 
Les i on  

* Died on Study 
o r  

Moribund Sacrifice 

I I I  STOPAT110LOGY I t l C I D E N C E  TABLE 

GROUP I1 

MALE MICE 

P = Presence of lesion which cannot be graded 



~ o r n ~ o u n d  : RDX ' 

Terminal  S a c r i f i c e  Ill  S T O P A T I I O L O C Y  1 N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 1 5 mg/kg/da~ CROUP I1 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  -r 

ORGAN m L 
' ma, 

Les ion  a n  u E 

MALE 

L = Lesion P r e s e n t  2 = Mild 
, M = T i s s u e  Not P r e s e n t  3 = Moderate 

- = T i s s u e  Not Appl icab le  4 = Marked 
P = Presence of l e s i o n  which cannot  be graded 



I .I .TOR .I. 
s t d y  NO.: L 06121 SN 7 
Con~pound: RDX ' 

Terminal Sacrifice 
Dose (mg/kg/day : 1 .5 mg//kg//day 

ORGAN 
Les i o n  

* Died on Study 
o r  

Moribund S a c r i f i c e  

t I I  S T O P  A T t l O L O G Y  I N C I D E N C E  T A B L E  

CROUP I1 

MALE MICE 

be graded 



Compound : RDX . 
Terminal Sacrifice III S T O P A T I I O L O G Y  1 N C  I D E N C E  T A B L E  
Dose (mg/kg/day) : 1 *5 mg/kg/da~ CROUP I1 

be graded 



I .I .'r.Il .I . 
S t u d y  No.: LO6121 SN 7 
Compound : RDX ' 

Terminal Sab r i f  ice 
Dose (rng/kg/day ) : 1 . 5 mg/kg/da~ 

I I I  S T O I ' A ' r t t O L O G Y  I tic I I I E N C E  T A B L E  

GROUP I1 

* Died on Study 
o r  

Moribund S a c r i f i c e  

--. - MALE MICE 
C <U 
0 . C 

ORGAN w w 
Les i o n  . #- U 

C 
W 

be graded 

rV 
(0 



1 .I .T.R.I. 
S t u d y  No. : L 06121 SN 7 
compound : RDX 
Termina l  S a c r i f i c e  I I I  S T O P A T l t O L O G Y  INCl D E N C E  T A B L E  

Dose (mg/kg/day): 1.5 mg/kg/da~ CROUP I1 

* Died on S tudy  
t 

o r  o 
C 

ORGAN Moribund S a c r i f i c e  V) V) 

Lesion a~ u 
U 

Q: 

MALE MICE 

P = Presence  o f  l e s i o n  which canno t  be graded 



cornpound : RDX 
Terminal S a c r i f i c e  t I I  S T O P A T I t O L O C Y  I N C I D E N C E  T A B L E  

Dose ( m g / k / d a ~ )  : 1.5 ~ / k g / d a y  CROUP I1 

* Died on Study 
t 

or o . C 

ORGAN Moribund S a c r i f i c e  , W-I L a 

Lesion 

P = Presence of l e s i o n  which cannot be graded 



.'H 

I .I .T.R .I. 
Study No. : L 06121 SN 7 
Compound : RDX ' 

Termina l  Sacrifice MI STOPATI iOLOCY I N C I D E N C E  T A B L E  
Dose (mg/kg/day : 1 5 mg/kg/day CROUP 11 

* Died on Study -- MALE M I C L  
o r  C 

0 

Moribund S a c r i f i c e  . C 

ORGAN 
Les i o n  

P = Presence of l e s i o n  which cannot be graded . 



I . I .T .R. I .  
s t u d y  NO.: L 06121 SN 7 
compound: RDX 
Termina l  Sacrifice I I I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (rng/kg/day) : 1.5 mg/kg/da~ GROUP I1 

* Died on Study 
t 

o r  o 
Moribund S a c r i f i c e  

' C 

ORGAN vr L m a, 
Lesion a n  u E 

U 3 
u z  

. P = Presence of l e s i o n  which cannot be graded 



Compound r RDX 
Terminal Sacrifice t I I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day ) : 1.5 m g / k / d a ~  GROUP 11 

P = Presence of lesion which cannot be graded 



~ o r n ~ b u n d  : RDX ' 

Tertninal  S a c r i f i c e  I I I  S T O P A T I t O L O C Y  l NC 1 D E N C E  1 A B l . E  
Dose (w/kg/day):  7.0 mg/kg/day GROUP I11 

* Died on Study 
t 

o r  o 
*F 

ORGAN Moribund S a c r i f i c e  , 2 
Les i o n  a)- o E 

U 3 
a z  

MALE MICE 

Symbols: N = Within  Normal L i m i t s  
L = Les ion  P r e s e n t  
M = T i s s u e  Not P r e s e n t  
- = T i s s u e  Not A p p l i c a b l e  

S e v e r i t r :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = P r e s e n c e  of l e s i o n  which c a n n o t  be  graded 



compbund : RDX 
T e r m i n a l  Sacrifice t I I S T O P A T l I O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day : 7.0 mg/kg/day CROUP 111 

ORGAN 
Lesion 

* Died on Study 
C or o 

Moribund S a c r i f i c e  t 

m L 
Vl aJ 

MALE MICE 

- - - - - - - 

Symbols:  N = With in  ~ o r m a l  L i m i t s  
L = Les ion  P r e s e n t  
M = T i s s u e  Not P r e s e n t  - = T i s s u e  Not A p p l i c a b l e  

S e v e r i t p  1 = Minimal 
2 = Mild 
3 = Modera te  
4 = Marked 
P = P r e s e n c e  of l e s i o n  which c a n n o t  be  g raded  



Compound : RDX 
Terminal Sacrifice I I I S T O P A T I i O L O C Y  I N C I D E N C E  T A B L E  

Dose (mg/kg/day) : 7.0 mg/kg/day GROUP I11 

* Died on Study 
C 

o r  o . C 

ORGAN Moribund S a c r i f i c e  , tn L a 
Les i o n  

be graded 



I .I .'l'.It .l, 
Study No. : L 06121 SN 7 
~ o r n ~ i u n d  : RDX 
Terminal S a c r i f i c e  t I I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  

Dose (mg/kg/day) : 7.0 mg/kg/da~ GROUP I11 

* Died on Study -- MALE MICE , , , , , I , , , , , , -, 

be graded 

c 
o r  o 

*P 

ORGAN Moribund S a c r i f i c e  , W L  
lna 

Les ion  g<  ", 
U Z  

4 
N 

m a 3  
0 

A 
00 

0 
N 

0 

A 
a3 

~.-- - - ,  

a 
U 
C 
aJ 
u 
l- 

u 
t 
H 

- N L 
r 

L = Lesion Present 2 = Mild 
M = Tissue  Not Present 3 = Moderate 
- = Tissue Not Applicable 4 = Marked 

P = Presence of l e s i o n  which cannot, 

- 

BRAIN 

Malignant Lymphoma, mixed type 

- 

- 

- 
Minimal 

-- 

- 
I-' 

1 

------- 

Corpora amylacea, mult i focal  

SPINAL CORD 

Malignant Lymphoma, mixed type 

SPLEEN 

Hemangiosarcoma, s o l i t a r y  ' 

Malignant Lymphoma, mixed type - 

I 

Sever i ty :  1 = 

1 i 
N ! N  

L 

Malignant Lymphoma, lymphocytic type 

Malignant Lymphoma, h i s t i o c y t i c  type 

L 

1 

2 

N 

Hyperplasia, lymphoid, d i f fuse  12 

Symbols: N = Within Normal Limits 

Hyperplasia, ret iculum-cel l ,  m u l t i f o c d  

Hematopoiesis, extramedullary, d i f f u s e  

HEART - 
Malignant Lymphoma, mixed type 

Malignant Lymphoma, mixed type ( ~ e r i c a d . )  - 
Fibrosarcoma, metas ta t ic  

Myocarditis, acute ,  f o c a l  

Myocarditis, chronic,  ac t ive ,  mult i focal  

N 



I.I.'I'.~~.I. 
S tudy  No. : L 06121 SN 7 
Compound : RDX 
Terminal  S a c r i f i c e  t I 1 S T O P A T t l O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 7.0 mg/kg/day CROUP 111 

* Died on Study 
o r  - 

Moribund S a c r i f i c e  a? ORGAN v , L  
w o ,  g 

Les i o n  a) o 0 
U E I 
u 3  4 
e z  

MALE MICE 

Symbols : N = Within Nonnal Limits  
L = Lesion Presen t  

, 
M = Tis sue  Not Presen t  
- = Tissue  Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



I .l .rl'.R .I . 
Study No. r L 06121 SN 7 
Compound : RDX 
Terminal S a c r i f i c e  I11 S T O P A T I I O L O G Y  I t I C I D E N C E  T A B L E  

Dose (mg/kg/day) : 7.0 mg/kg/day CROUP I11 

Syn~bols:  N = Within Normal Limits  
L = Lesion P re sen t  

, M = Tissue  Not Present  
- = Tissue  Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



1 .I .ll.R .I . 
Study No. : I. 06121 SN 7 
Compound : RDX 
Terminal Sacrifice I I  I S T O P A T I i O L O G Y  I N C I D E N C E  T A B L E  

Dose (%/@/day ) : 7 . 0 mg/kgjday CROUP 111 

* Died on Study 
C 

o r  o 
' v -  

ORGAN Moribund Sacr i f i ce  . w L 
Les i on 

Symbols: N = Within Normal Limits 
L = Lesion Present 
M = Tissue Not Present 
- = Tissue Not Applicable 

Sever i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i on  which cannot be graded 



I m l . ' l " . R m I .  
S tudy No. r L 06121 SN 7 
Conlpound 1 RDX 
Terminal S a c r i f i c e  I11 S T O P A T I I O L O G Y  1NCl O E N C E  T A B L E  

Dose (mg/kg/day) : 7.0 mg/kg/day GROUP I11 

* Died on Study 

M = Tis sue  Not P r e sen t  
- = Tis sue  Not Applicable  

c 
o r  o ' C 

ORGAN Moribund S a c r i f i c e  , 
,L 

Les i o n  o E 
" 3  
a z  

3 = Moderate 
I) = Marked 
P = Presence of l e s i o n  which cannot  be graded 

- 
--. 

- 

---r R ;; 

L = Lesion P r e s e n t  2 = Mild 

a3 
0 

A 
CO 

.- 

a3 
0 

A 
a0 

- 

- .  

- 

- 
I 

, 

t-. 

--- 

, 

I 

= 

.- L 
I 

. 

_ _ - . I  

-.-. 

Minimal 

N 

-, 

N 
, 

I 

; !  

I 

S e v e r i t p  1 

Hemangiosarcoma, s o l i t a r y  

Hepa toce l l u l a r  carcinoma, mul t i foca l  

Hepa toce l l u l a r  carcinoma, s o l i t a r y  

Myocardi t is ,  chronic ,  f o c a l  

Minera l i za t ion ,  mu l t i f oca l  

Minera l i za t ion ,  f o c a l  

LIVER 

HEART (con ' t . ) 
Myocardi t is ,  chron ic ,  m u l t i f oca l  

i 

Malignant Lymphoma, mixed type 

' Malignant Lymphoma, lymphocytic type  1 
Malignant Lymphoma, h i s t i o c y t i c  type 

Osteosarcoma, m e t a s t a t i c ,  primary s i t e  

unknown 

Hepa toce l l u l a r  adenoma, s o l i t a r y  

Necrosis ,  p e r i a c i n a r ,  d i f f u s e  

Necrosis ,  f o c a l  . 
~ematopoiesis,extramedullary,multifoc~ 

I 

Symbols: N = Within Normal L imi t s  

! 

i ! 

N N 



I . I .T . l l .1 .  
S tudy  No. : L 06121 SN 7 \ 

compound : RDX 
Terminal Sacrifice tI I S T O P A T I I O L O G Y  I IIC I D E N C E  TABLE 
Dose (mg/kg/da~ ) : 7.0 mg/kg/day CROUP 111 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  C 

ORGAN l~ L 
' W Q ,  

Les i o n  8s 
U 3 

be graded 



1 * l  *Tell .I. 
s t u d y  No. r L 06121 SN 7 \ 

Compound : RDX 
IberminaL S a c r i f i c e  tl I S T O P A T I ~ O L O C Y  I N C  l D E N C E  T A B L E  
Dose (mg/kg/day ) 8 7.0 mg/kg/day CROUP I11 

* Died on Study 
o r  

Moribund S a c r i f i c e  *P 

ORGAN t n t  
' m a  

Lesion a n  u E 

MALE MICE 

Symbols: N = Within Normal L i m i t s  ' Severity: 1 = Minimal 
L = Lesion P r e s e n t  , 2 = Mild 
M = T i s s u e  Not P r e s e n t  
- = T i s s u e  N 0 . t  Applicable 

3 = Moderate 
I t  = Marked 
P = Presence  o f  l e s i o n  which cannot be graded 



I.I.T.R.I. 
S t ~ d y  No. : L 06121 SN 7 

I 

Compound : RDX 
Terminal Sacr i f ice  t I I  S T O P A T I I O L O C Y  I N C I D E N C E  T A B L E  

Dose (mg/kg/day : 7.0 mg/kg/day CROUP 111 

* Died on Study --- 
t 

o r  o 
.C 

ORGAN Moribund S a c r i f i c e  W L  V , ~ J  2% b 
Lesion aJJ3 0 

o E I 
U 3  4 
U Z  

MALE MICE 

be graded 



Study No. r L 06121 SN 7 \ 

Compound : RDX 
Terminal S a c r i f i c e  111 S T O P A T \ I O L O C Y  1 N C I  D E N C E  T A B L E  
Dose (mg/kg/da~) : 7.0 mg/kg/da~ CROUP 111 

* Died on Study -- MALE MICE 

Symbols: N = Within Normal L imi t s  
L = Lesion P re sen t  

, M = Tis sue  Not Presen t  
- = Tis sue  Not Appl icable  

S e v e r i t y :  1 = Minimal 
2 = Mild 

4 
N 

m a 3  o 
A 
a3 

o r  C 
0 

Moribund S a c r i f i c e  *C 

ORGAN * L  
' * a J  

Lesion u E 
0 3  
U Z  

KIDNEYS 

Malignant Lymphoma, mixed type 

Fibrosarcoma, me ta s t a t i c ,  u n i l a t e r a l  

Hyperplasia ,  t u b u l a r ,  mul t i foca l  

Pye lonephr i t i s ,  a cu t e ,  mu l t i f oca l  

Pyelonephritis,chronic,active,multifocal 

3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 

0 
N 

o 
A 
a3 

- 

P y e l i t i s ,  a cu t e ,  f o c a l  

Nephrocalcinosis ,  mu l t i f oca l  

Nephropathy, chron ic ,  d i f f u s e  

I - 

L 

- 
b-. 

1 11 

1 

L 

-- 

-. 

-, 

I 

1 1 1  

Nephropathy, chron ic ,  mu l t i f oca l  I 
I .  

L 

Necrosis ,  t ubu l a r ,  mu l t i f oca l  

I n f a r c t ,  a cu t e ,  f o c a l  

I n f a r c t s ,  healed,  mul t i f  o c a l  ( co r t ex )  

Inf a c t ,  hea led ,  f o c a l  ( co r t ex )  

Cyst,  c o r t i c a l ,  s o l i t a r y  

Atrophy, d i f f u s e ,  u n i l a t e r a l  

F i b r o s i s ,  f o c a l  ( c o r t e x )  

Congestion, d i f f u s e  
op lasmi j  vacuo l i za t i on ,  d i f f u s e ,  
Tubules 

.- 

I 

2 

P 

2 

1 

I 

I 
.__.---.__- 

,..- 

-- . . 

- 

, -  

- 



I .I .'l'.13 .I * 
! ~ t ~ r d y  No. r L 06121 SN 7 

Co~npound : RDX 
Terminal S a c r i f i c e  H I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 7.0 mg/kg/day GROUP 111 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  .a- 

ORGAN m L 
' W a J  

Les ion ~ J D  u E 

Symbols: N = Within Normal Limi t s  
L = Lesion P re sen t  
M = Tissue Not P re sen t  - = T i s s u e  Not Appl icable  

MALE MICE 

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence of  lesion which cannot  be graded 



I .l . ' l ' a 1 3  a 1  6 

St,~ldy No. r L 06121 SN 7 
Compound : RDX 
Te~:minal Sacrifice 
Dose (mg/kg/day) : 7.0 mg/kg/day 

II I S T O P A T I I O L O C Y  I N C  1 D E N C E  T A B L E  

GROUP 111 

* Died on Study 
o r  

Moribund Sacr i f i ce  

be graded 



Compound : RDX 
Terminal Sacrifice I I I  STOPA7110LOGY I N C I D E N C E  TABLE 
Dose (rng/kg/day) : 7.0 mg/kg/day CROUP 111 

* Died on Study 
o r  c 

0 
Moribund S a c r i f i c e  *F 

ORGAN v, L 
' m a  

L e s i o n  CLJ-D u E 
0 3  
< z  

be graded 



0 I.I.'l'.R.I. 
S t u d y  No. : L 06121 SN 7 
~orn~bund  : RDX 
~ e r n i i n a l  Sacrifice \ I 1  STOPAT110LOCY INCl D E N C E  T A B L E  
Dose (mg/kg/day) : 7 0 mg/kg/day GROUP I11 ' 

Symbols: N = Within Normal Limits 
L = Lesion Present  
M = Tissue Not Present  - = Tissue Not Applicable 

* Died on Study __. MALE MICE - 

Sever i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 

--m 
'0 o 

I 
4 
00 

o r  C 
0 

Moribund S a c r i f i c e  C 

ORGAN W L  

Les i on  w E 
tJ3  

% 
'0 
o 

I 
4 
'0 



I.I .T.JI.1. 
Study No. : L 06121 SN 7 ' 

Colnpound : RDX 
Terminal S a c r i f i c e  t I I S T O P A T I 1 O L O C Y  IMC I D E N C E  T A B L E  
Dose ( mg/kg/day ) : 7 0 mg/kg/da~ CROUP 111 

* Died on Study 
t o r  o 

Moribund S a c r i f i c e  , 

*r 

ORGAN m m L a~ 

Lesion 

MALE MICE 

Symbols: N = Within Normal Limits  
L = Lesion Present  
M = Tissue Not Present  
- = Tissue Not Applicable 

Seve r i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



I .I .T.R .I. 
S tudy  No. : L 06121 SN 7 
~ o r n ~ b u n d  : RDX 
Terminal  Sacrifice I11 S T O P A T I t O L O G Y  1 N C I D E N C E  T A B L E  
Dose (mg/kg/day ) : 7.0 mg/kg/da~ CROUP I11 

be grade 



compound : RDX 
Terminal S a c r i f i c e  t I I  S T O P A T t i O L O C Y  I N C I D E N C E  T A B L E  
~ o s e  (mg/kg/day): 7.0 mg/kg/day GROUP 111 

ORGAN 
Lesion 

* Died on Study 
or 

Moribund S a c r i f i c e  .v- 
In L 
V) aJ 

MALE MICE 

Symbols: N = Within Normal L imi t s  
L = Lesion P re sen t  
M = Tissue  Not P re sen t  
- = T i s s u e  Not Appl icable  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot  be graded 



(' 
I .l * ' l l * R  .I b 

S tudy  No. : L 06121 SN 7 
~ o m ~ o u n d  : RDX 
Terminal  S a c r i f i c e  t I I  S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  

Dose ( mg/k/day ) : 7.0 mg/kg/day GROUP 111 

**- 

ORGAN Moribund S a c r i f i c e  , 2 I % d  I I ,  I I I 

Symbols: N = Within Normal L imi t s  S e v e r i t y :  1 = Minimal 
L = Lesion P r e s e n t  2 = Mild 
M = T i s s u e  Not P r e s e n t  3 = Moderate 
- = T i s s u e  Not Appl icable  4 = Marked 

P = Presence  of lesion which cannot  be graded 



I' I .I *T.R*I .  
Study No. : L 06121 SN 7 
Compound : nDX 
Terminal S a c r i f i c e  t 1 I S T O P A T I i O L O C Y  lNCl D E N C E  T A B L E  

~ o s e  ( mg/kg/day) : 7.0 mg/kg/day CROUP I11 

* Died on Study 
o r  I-- 

Moribund S a c r i f i c e  C 

ORGAN W L  fi 

m a  g 
Lesion Q1- 0 

E I 
0 3  T t  
e z  a3 

MALE MICE 

Symbols: N = within Normal Limi ts  
L = Lesion Presen t  

, M = Tissue  Not f i e s e n t  
- = Tissue  Not Applicable  

# 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



, I .I .T.R.I. 
1 

s t u d y  No. : L 06121 SN 7 I 

Compound : RDX ' 

Tez-minal S a c r i f i c e  t I I  S T O P A T I I O L O G Y  IMCl D E N C E  T A B L E  
Dose (mg/kg/da~) : 7.0 mg/kg/day CROUP 111 

* Died on Study 
C 

o r  o 
C 

ORGAN Moribund S a c r i f i c e  , w L 

Lesion ~ J - D  
U E 
U 3 
4 z  

Symbols: N = Within Normal Limits  
L = Lesion Present  
M = Tissue  Not Present  - = Tissue  Not Applicable 

Seve r i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



d 

o C O I I ~ ~ ~ I U I ~  : RDX . 
(x, Terminal Sacrifice t i 1  STOPATI4OLOGY I N C I D E N C E  T A B L E  
h, 

Dose (mg/kg/day) : 7.0 mg/kg/day GROUP 111 I 

Symbols: N = Within Normal Limits 
L = Lesion Present  
M = Tissue  Not Present  
- = Tissue  Not Applicable 

Seve r i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



"' l a l  eol'a1i*Ie 
Study No.: L 06121 SN 7 
Compound t RDX ' 

Terminal S a c r i f i c e  
Dose ( m g / ~ / d a ~ ) :  7 .0  mg/kg/day 

t I I  STOPATI iOLOGY I N C I D E N C E  TABLE 

GROUP 111 

* Died on Study 
or 

Moribund Sacr i f i ce  

MALE MICE 
r .---, 

ORGAN 
v, aJ 

Les ion cud3 o o u E 
u=1 r l d  
=zz 00 00 -. 

MANDIBULAR LYMPH NODE 

L = Lesion Present 2 = Mild 
, M = Tissue Not Present 3 .= Moderate 

- = Tissue Not Applicable 4 = Marked 
P = Presence of l e s ion  which cannot 

* 

( 6) 

116 - 

1/6 

1/6 

1/6 

1/6 , 

,1/6 

1 ( 21, 

1/2 

, (  1). 

1/1 .-. 

( 1) .- 

ALL 
(20) 

4/20 

2/20 
-7 

6/20 

LEO 1 

be graded 



1 .I .'l'.R .I, 
SLudy No. : L 06121 SN 7 
Compound : RDX . 
Terminal  S a c r i f i c e  
Dose (mg/kg/day) : 7 0 mg/b/day 

* Died on Study 
o r  

Moribund S a c r i f i c e  ORGAN 
Lesion 

I I  I S T O P A T I I O L O G Y  I t4C I D E N C E  T A B L E  

CROUP I11 

MALE MICE 

graded 



Compound : RDX ' 

Ternrinal Sacrifice I I I S T O P A T I i O L O G Y  I N C I D E N C E  T A B L E  

Dose (mg/kg/day) : 7.0 mg/kg/da~ GROUP 111 

* Died on Study 
C o r  o 

Moribund Sacrifice *#- 

ORGAN . . m L m a 
Lesion u a-0 E 

Symbols: N = Within  Normal L i m i t s  
L = Lesion Present 
M = T i s s u e  Not Present  
- = Tissue Not Applicable 

Sever i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of lesion which cannot be graded 



f' I .I .T.R .I. 
Stlidy No. : L 06121 SN 7 
Compound : RDX 
Terminal S a c r i f i c e  I I I  S T O P A T I I O L O G Y  I t - I C I  D E N C E  T A B L E  

Dose (mg/kg/day) : 7.0 mg/kg/day GROUP 111 

* Died on Study 
o r  

ORGAN Moribund S a c r i f i c e  

Les i o n  

MALE MICE 
* * * * -  

Q h a 0  m m m m m 0 ~ 0 0 0 0 4  
b b b b b b a L ) c O c O c O c O c O c O  
0 0 0 0 0 0 0 0 0 0 0 0 0  
I I I I I I I I I I  I 
. - + d d . - + d d d d d d A A 4  
c O c O a 3 c O a 3 a 3 a 3 c O c O c O o O c O c O  

< P  = 
Presence of l e s i o n  which cannot  be graded 



( I.l.'r.R.l. 
, Study No. : L 06121 SN 7 

compound : l7UX 
Terminal Sacrifice I I I  S T O P A T I I O L O C Y  I N C l O E N C E  T A B L E  
Dose ( mg/kg/day ) : 7.0 mg/kg/day GROUP I11 

* Died ;; Study .: 
,--: 

MALE MICE . 
QI 
U 
C 

ORGAN Moribund S a c r i f i c e  I.. g aJ 
* a  00 00 TI 

Lesion o o .#- 

I 0 
u 3  d 7 4  C 
Q:= 00 cO H 

be graded 



I .I .1'.1(.1. 
S t u d y  No. : L 06121 SN 7 
Compound : RDX ' 

Terminal S a c r i f i c e  
Dose (mg/kg/day) : 7.0 mg/kg/day 

t I I  S T O P A T I i O L O G Y  l N C  I D E N C E  T A B L E  

CROUP I11 

ORGAN 
Les i o n  

* Died on Study 
o r  

Moribund S a c r i f i c e  

Symbols: N = Within Normal L i m i t s  
L = Lesion P r e s e n t  
M = T i s s u e  Not P r e s e n t  - = T i s s u e  Not Appl icab le  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of  l e s i o n  which cannot  be graded 



Compomd r HDX 
'Serminal S a c r i f i c e  tI I S T O P A T I I O L O G Y  I IIC I D E N C E  T A B L E  

Dose (mg/kg/day) : 7.0 mg/k/day CROUP I11 

* Died on Study 
C 

o r  o 
*C 

ORGAN Moribund S a c r i f i c e  . w W ~ J  L 

Lesion  u a n  E 
U 3 
4 r  

symbols: N = Within Normal Limits  
L = Lesion P re sen t  
M = Tissue  Not Presen t  

' - = Tissue  Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



I .I .T.H .I 
Study No. : L 06121 SN 7 
~ o m ~ o u n d  : RDX 
Terminal S a c r i f i c e  I I  I S T O P A T I i O L O C Y  I t lC 1 D E N C E  T A B L E  

Dose (mg/kg/da~ : 7.0 ~ / k g / d a y  GROUP I11 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  . e- 
ORGAN m m ~ ,  L 

Les i o n  a n  
u E 
U 3  
a z  

MALE MICE 

Symbols: N = Within Normal Limits 
L = Lesion Present  
M = Tissue Not Present  - = Tissue  Not Applicable 

Sever i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence of lesion which cannot be graded 



I . I .T .R . I .  
S tudy  No. : L 06121 SN 7 
Colnpound r RDX 
Terminal Sacrifice I I I  S T O P A T I i O L O C Y  I N C I D E N C E  T A B L E  

GROUP 111 

* Died on Study --. MALE MICE 
o r  C aJ 

0 0 4 
U 

Moribund Sacrifice *C 

W L  
C 

ORGAN W ~ J  Q, g g  u Les ion a n  'I- 

gE, .! A U 

4 2  
C 
W 

be graded 



Compound : RDX 
Terminal S a c r i f i c e  tI I S T O P A T I I O L O G Y  I t l C  1 D E N C E  T A B L E  

Dose (mg/kg/day) : 7.0 mg/kg/day CROUP I11 

* Died on Study 
o r  

Moribund S a c r i f i c e  . C b 
ORGAN via v, L K 
Lesion a-0 o W E I 

w 3  4 
Q:Z 00 

Syn~bols: N = Within Normal Limits 
L = Lesion Present  

. M = T i s s ~ l c  Not Present 
- = Tissue Not Applicable 

Sever i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Fresence of l e s i o n  which cannot be graded 



I .I .'I'.R.I. 
s tudy  No.: L 06121 SN 7 
Compound t RDX ' 

Terminal S a c r i f i c e  
Dose ( mg/kg/day ) : 7 . 0 w/&/day 

l I I S T O P A T I 1 O L O C Y  INC l D E N C E  T A B L E  

CROUP I11 

ORGAN 
Lesion 

* Died on Study 
o r  

Moribund S a c r i f i c e  

Symbols: N = Within Normal Limits Sever i tx :  1 = Minimal 
L = Lesion Present  2 = Mild 

, M = Tissue Not Present  3 = Moderate - = Tissue Not Applicable 11 = Marked 
P = Presence of l e s i o n  which cannot be graded 



Compound : RDX * 

Terminal S a c r i f i c e  t I I S T O P A T t I O L O G Y  I N C I D E N C E  T A B L E  

~ o s e  (mg/kg/day ) : 7.0 mg/kg/day CROUP 111 

* Died on Study 
o r  

Moribund S a c r i f i c e  r- 

ORGAN 'nL d\ 
WQ, b 

Les i on o o E I 
U J  4 
< z  a3 

Symbols: N = Within Normal L imi t s  
L = Lesion P re sen t  

, M = Tis sue  Not P r e sen t  
- = Tis sue  Not Appl icable  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence of  l e s i o n  which cannot  be graded 



( I*l . ' l**H.I .  
s tudy  NO. : L 06121 SN 7 
Compound r RDX 
Terminal S a c r i f i c e  I I I S T O P A T I i O L O G Y  THC I D E N C E  T A B L E  
Dose (mg/kg/day ) : 7 . 0 mg/kg/day CROUP 111 

* Died on Study 
o r  

aJ 
U 

ORGAN Moribund S a c r i f i c e  
Lesion 

@ 

#- 

U 
C 
H 

.-- + 

S K I N  L L - I 
Dermat i t i s ,  chronic,  a c t i v e ,  d i f f u s e  

I 
Dermat i t i s ,  chronic ,  a c t i v e ,  f o c a l  4 j I - -. , 

1.:- - 1 
I 

Dermat i t i s ,  chronic ,  d i f f u s e  ! 

Dermat i t i s ,  chronic ,  mul t i foca l  

Dermat i t i s ,  chronic ,  f o c a l  2 4 

Ulcers,  chronic ,  mul t i foca l  

Ulcer,  chronic ,  f o c a l  3 1 I 
Acanthosis,  f o c a l  3 

1 

F o l l i c u l a r  atrophy, d i f f u s e  I I , .- , 

STOMACH 1 -  - 
Gastritis, chronic,  f o c a l  

SUBCUTANEOUS LYMPH NODE N -  

Malignant Lymphoma, mixed type 

Fibrosarcoma, me ta s t a t i c  

Hyperplasia,  lymphoid, d i f f u s e  I 
Edema, d i f f u s e  Fr H+fil ~--  - 
I 
Symbols: N = Within Normal Limits  Seve r i ty :  1 = Minimal 

L = Lesion P resen t  2 = Mild 
M = Tissue  Not Present  3 = Moderate - = Tissue  Not Applicable 4 = Marked 

P = Presence of l e s i o n  which cannot be graded 



conPbuld : RDX - 
Termina l  Sacrifice t I I  STOPATI IOLOCY I M C  1 O E N C E  T A B L E  

Dose ( ~/kg/day) : 7.0 mg/kg/day GROUP I11 

ORGAN 
Lesion 

* Died on Study 
or C 

0 

Moribund Sacrifice C 

m t  
. m a  

aJD 
u E 
V 3 
ezz 

MALE MICE 

be graded 



~orn~ound: RDX ' 

Terminal  Sacrifice I l l  S T O P A T I 1 O L O G Y  I N C I D E N C E  T A B L E  

Dose (mg/kg/day) : 7.0 mg/kg/day CROUP III 

be graded 



/ ' .I . ' I ' . I~  .I. 
j t r ldy  No.: L 06121 SN 7 
Compound : HDX 
Terminal  Sacrifice t I I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 7.0 mg/kg/day CROUP 111 

* Died on Study 
t o r  o 
'F 

ORGAN Moribund S a c r i f i c e  , w L 
ul aJ 

Lesion W E  w o  
w 3  
< Z  - 

M A N  MICE 

be g raded  



'I e l  rn'I'rn13 *I  
jtucty No. : L 06121 SN 7 f 
~ o r n ~ o u n d  : RDX 
Terminal S a c r i f i c e  I11 S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  

Dose (mg/kg/day): 7.0 mg/kg/day CROUP I11 

* Died on Study ___ . MALE MICE 
c dl 

o r  o u 
C 0 4 C 

ORGAN Moribund S a c r i f i c e  W L  m a  (V (V Q) c o c o  T Y  
Lesion S-E o o at- 

U 
" 2  A A c 
U Z  00 0 

L I- H -- 

Symbols: N = Within Normal L imi t s  
L = Lesion P re sen t  
M = T i s s u e  Not P r e sen t  
- = Tis sue  Not Appl icable  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of  l e s i o n  which cannot  be graded 



I .I.T.R.I. ' Study No.: L 06121 SN 7 
Compo~md : RDX ' 

Terminal Sacrifice I I I S T O P A T I I O L O G Y  I NCl D E N C E  T A B L E  

Dose (mg/kg/day) : 7.0 w/kg/day CROUP I11 

be graded 



(' ' . I .T.H.I .  
s t udy  No. L 06121 SN 7 

I 
~ o r n ~ b u n d  : RDX 
Terminal Sacrifice !I1 S T O P A T I 1 O L O C Y  lMCl O E N C E  T A B L E  

Dose ( mg/kg/da~ ) : 7.0 mg/kg/da~ CROUP I11 

* Died on Study 
t 

o r  o 
.r 

ORGAN Moribund Sacrifice . v, IA L a 

Les ion  a-0 
u E 
U 3  
=fz 

MALE MICE 

Symbols: N = Within Normal Limits  
L = Lesion Presen t  
M = Tissue  Not Presen t  - = Tissue  Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 



1 .1 .'1'.R .I . ' j t u d y  No. : L 06121 SN 7 
~orn~k~rnd : RDX ' 

Terminal Sacrifice I I I  S T O P A T I I O L O G Y  I M C I  D E N C E  T A B L E  

Dose (mg/kg/day) : 7.0 mg/kg/da~ GROUP I11 

be graded 



~ o r n ~ b u n d  : RDX 
Terminal S a c r i f i c e  t I I  S T O P A T H O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day ) : ? .0 mg/kg/day GROUP I11 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  ' C 

ORGAN 
Lesion v E 

U 3  4 

Symbols: N = Within Normal L imi t s  
L = Lesion P re sen t  
M = Tis sue  Not P r e sen t  
- = T i s s u e  Not Appl icable  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence of l e s i o n  which cannot  be graded 



Compound : 17DX ' 

Terminal S a c r i f i c e  t l I  STOPATIIOLOCY I N C I D F N C E  TABLE 
b&e (rng/kg/day) : 35.0 mg/kg/day GROUP I V  

* Died on Study 
o r  

Moribund S a c r i f i c e  .r ORGAN v, v) L Q) 

L e s i o n  v (U a E 

MALE MICE 

Symbols: N = Within  Normal Limits 
L = Lesion P r e s e n t  
M = T i s s u e  Not P r e s e n t  
- = T i s s u e  Not A p p l i c a b l e 9  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence  of l e s i o n  which c a n n o t  be  graded 



I ' . I .T.R.I. 
~ u d y  No. : L 06121 SN 7 

Compound: RDX ' 

Termina l  Sacrifice Ill S T O P A T I I O L O C Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day ) : 35 0 mg/kg/day CROUP IV 

* Died on Study 
C 

o r  o 

0 RG AN Moribund Sacrifice 
Lesion 

be graded 



~olnpbund : RDX 
'I'erminal Sacrifice 

. 
t I I  S T O P A T I ! O L O G Y  I N C I D E N C E  T A B L E  

Dose (%/kg/day : 35 0 ~ / k g / d a y  GROUP I V  

* Died on Study 
t o r  o 

Moribund Sacrifice a?- 

ORGAN v, v, L a 
Lesion 

MALE MICE 

P = P r e s e n c e  of l e s i o n  which cannot be graded 



( . I .T.R.I .  
, tudy No.: L 06121 SN 7 
Cornpountl : RDX 
'I'ermirral Sacrifice I I I  S T O P A T I I O L O G Y  IMCI D E N C E  T A B L E  
~ o s e  (mg/kg/da~ ) : 35 0 mg/kg/da~ CROUP IV 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  C 

ORGAN m L m a, 
Lesion 

MALE MICE 

be graded 



" .T . ' l ' aR. I  a 

tudy No.: L 06121 SN 7 ( 
Compound : RDX a 

Terminal S a c r i f i c e  ti I S T O P A T I I O L O G Y  I N C  1 D E N C E  T A B L E  
Dose ( ~ / k g / d a ~  : 35 0 mg/kg/da~ GROUP IV 

* Died on Study 
t o r  o 

Moribund S a c r i f i c e  l- 

ORGAN v, L vr a, 
Les ion  

s f i ~ b o l s :  N = Within Normal L imi t s  
L = Lesion P re sen t  
M = Tis sue  No t .P re sen t  
- = Tis sue  Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence of l e s i o n  which cannot be graded 



~ornpbund: RDX ' 

Terminal Sacrifice t I I  S T O P A T I I O L O C Y  I N C I D E N C E  T A B L E  
Dose ( ~ / k g / d a ~  : 35 0 mg/kg/da~ GROUP IV 

be graded 



.I .'I'.R.I. 
( .ud y No. : L 06121 SN 7 

Compourld : RDX . 
l'ern~inal Sacrifice II I S T O P A T I I O L O C Y  I NC 1 D E N C E  T A B L E  
Dose (mg/kg/da~) : 35 .0 mg/kg/day GROUP IV 

* Died on Study 
o r  c 

0 

Moribund Sacrifice -C 

ORGAN ta w L a 
Lesion (U 9 U E 

U 3 
a z  

graded 



( -, *IerI'.1i*I* 
, tudy No. : L 06121 SN 7 I 

~ o m ~ b u n d :  RDX ' 

Terminal  S a c r i f i c e  t I I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/da~) :  35.0 ~ / k g / d a ~  CROUP IV 

* Died on S tudy  
o r  c 

0 

Moribund S a c r i f i c e  .- ORGAN v, m a  L 

Lesion u <U LI E 

MALE MICE 

Symbols: N = Within Normal L i m i t s  
L = Lesion P r e s e n t  . 

, M = T i s s u e  Not P r e s e n t  - = T i s s u e  Not A p p l i c a b l e  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence  of l e s i o n  which c a n n o t  be  g raded  



( .I * ' I ' . I I  *I. 
~ t u d y  No. : L 06121 SN 7 
Co~npound: RDX ' 

Tcrmillal S a c r i f i c e  I I I S T O P A T I I O L O C Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day ) : 35.0 mg/kg/da~ GROUP IV 

* Died on Study 
t 

o r  o 
C 

ORGAN Moribund S a c r i f i c e  , w t~ L Q) 

Les i on  u ( U - D  E 
U 3 
ez 

Symbols: N = Within Normal Limits  
L = Lesion P re sen t  

, M = Tis sue  Not Presen t  
- = Tissue  Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence of l e s i o n  which cannot be graded 

W 
- . - - -  w . -  



( .I.?'.R.I. 
J t udy  No. : L 06121 SN 7 
Compound : RDX 
Termina l  Sacr i f ice  I l l  S T O P A T t i O L O G Y  INCl D E N C E  T A B L E  
Dose (mg/kg/day ) : 35 mg/kg/da~ CROUP I V  

* Died on Study 
o r  

Moribund S a c r i f i c e  .C 

ORGAN l n t  m a  

Lesion a-0 U E 
U 3 
4 z  

MALE MICE 

P = P r e s e n c e  of lesion which cannot be graded 



~ o m ~ b u t ~ d  : RDX . 
Terminal S a c r i f i c e  II I S T O P A T I I O L O C Y  I t ic I D E N C E  T A B L E  
Dose (mg/kg/day) : 35 mg/kg/da~ GROUP IV 

Sy~nbols:  N = Within Normal L imi t s  
L = Lesion P re sen t  

, M = Tis sue  Not P r e sen t  
- = Tis sue  Not Applicable 

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of  l e s i o n  which cannot  



; . I .T.Ral .  
St,udy No. : L 06121 SN 7 
Compound : RDX 
Terminal Sacrifice t I I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose ( ~ / k g / d a ~  : 35 l 0 ~ / k g / d a y  CROUP I V  

* Died on Study 
o r  

ORGAN Moribund Sacrifice 

Lesion @ 

MALE MICE 

be graded 



Compound: RDX ' 

Terminal  Sacrifice t i1  S T O P A T I I O L O G Y  INCI O E N C E  T A B L E  
Dose (mg/kg/day) : 35 * 0  mg/kg/da~ CROUP I V  

* Died on Study 
o r  

Moribund Sacrifice -r- fi 
ORGAN v , L  m 

W a J  03 
Lesion aJ-0 0 

u E I 
U 3  4 
a z  03 

MALE MICE 

syibols: N = Within Normal Limits 
L = Lesion P r e s e n t  
M = T i s s u e  Not Yresen t  - = T i s s u e  Not Applicablg 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence  o f  l e s i o n  which canno t  be graded 



( I. a 1  b ! i ' m l l  a 

jtudy No. : L 06121 SN 7 
cornpbund : RDX a 

Termina l  Sacrifice t I I  S T O P A T I I O L O C Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 35 mg/kg/da~ GROUP IV 

be graded 



compound : RDX 
Terminal S a c r i f i c e  I I I  S T O P A T I I O L O G Y  1 t l C  I D E N C E  T A B L E  
Dose (mg/kg/day ) : 35.0 mg/kg/da~ GROUP IV 

L = Lesion Presen t  
M = Tis sue  Not Presen t  
- = Tissue  Not Applicable 

2 = Mild 
3 = Moderate 
11 = Marked 
P = Presence of l e s i o n  which cannot be graded 



*I  .'lS*II *I.  
I t u d y  No.: L 06121 SN 7 

Compound : RDX ' 

T e r m i n a l  Sacrifice I I  I S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 35.0 mg/kg/day CROUP IV 

* Died on Study 
o r  c 

0 

Moribund S a c r i f i c e  Ow- 

ORGAN v, L m aJ 
Lesion ~ J B  U E 

U 3  
u z  

MALE MICE 

graded 



Compound : RDX 
Te rn~ ina l  S n c r i f  i c e  t l I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
pose (mg/kg/day) : 35.0 mg/kg/da~ CROUP IV 

* Died on Study 
t 

o r  o 
at- 

ORGAN Moribund S a c r i f i c e  m ~n a, L 

Lesion v a13 E 
U 3 
< z  

MALE MICE 

Symbols: N = Within Normal Limits  
L = Lesion P re sen t  

, M = Tissue  Not P re sen t  
'- = Tis sue  Not Appl icable  

r 

INTERCOSTAL MUSCLES - - .  - -  - o m -  - .  - - 
Alveolar /bronchiolar  carcinoma, invas ive  

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence 01 l e s i o n  which cannot  be graded 

Fibrosarcoma, me ta s t a t i c  

JEJUNUM 

Congestion, d i f f u s e  

LUMBAR LYMPH NODE 

Malignant Lymphoma, mixed type 

Undi f fe ren t ia ted  Sarcoma, me ta s t a t i c  

Fibrosarcoma, me ta s t a t i c  

! 

I 
- ; L  

L 

- 

- 

- 

-. 

I 

2 

L 

L 

Hyperplasia ,  lymphoid, d i f f u s e  I 
Edema, d i f f u s e  I 

- 

0 

I 
1 

LUNGS 

Alveolar /bronchiolar  carcinoma, 

mu l t i f oca l  

Alveolar /bronchiolar  carcinoma, s o l i t a r y  - 
Malignant Lymphoma, mixed type 

Hepa toce l lu la r  carcinoma, me ta s t a t i c  

Fibrosarcoma, m e t a s t a t i c  

L 

P 

I 

L 

- 

~ l v e o l a r / b r o n c h i o l a r  adenoma, s o l i t a r y  I 

- 

- 

- 

0 

2 

- I -  

0 

- 0  

I - - - - -  

- 

L - -  

- 

- 
, 

L o  

P 

-.--- 

3 
- - - -  

-.-- 

I 

- 
.- 

- 

- . 

P 

- 

- 

,.-... 

. 

.- 

- 

0 

L L L  

- 
-.- 

0 

P 

- 
i- 
- 

P 

.- 
- . 

L -  

--, 

--- 
- 

,--- 



I # I  .'l'.R.I # 

study No.: LO6121 SN 7 
Compound : RDX . 
T e r m i n a l  Sacrifice I11 STOPATI !OLOGY I N C I D E N C E  T A B L E  

Dose (mg/k/day) : 35 0 mg/kg/da~ GROUP IV 

* Died on Study . 
C 

o r  o 
Moribund Sacrifice *C 

ORGAN m L m aJ 
Lesion a n  o E 

U 3 
a s s  

be graded 



~ o r n ~ b u n d  : RDX 
T e r m i n a l  Sacrifice t I I S T O P A T I 1 O L O G Y  I N C I D E N C E  T A B L E  

Dose (mg/kg/da~ : 35 0 ~ / k g / d a ~  GROUP I V  

ORGAN 
Lesion 

* Died on Study 
o r  C 

0 

Moribund Sacr i f ice  -r- 
lA L 
w aJ 

MALE MICE 

be graded 



' .I .'1'.11 .I 
( t udy  No. : L 06121 SN 7 

Compound: QDX ' 

Terminal Sacrifice 111 STOPA'I ' t IOL-OCY 1 f l C I U E N C E  T A B L E  
Dose (mg/kg/day): 35.0 mg/kg/da~ GROUP I V  

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  .#- ORGAN tn L w aJ 
Lesion ~ J D  u E 

U 3 

Symbols: N = Within Normal L i m i t s  
L = Lesion Present 

, M = T i s s u e  Not P r e s e n t  
= T i s s u e  Not Appl icab le  

S e v e r i  ty : 1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence o f  l e s i o n  which cannot  be graded 



T . I . ' l ' . R . I .  ' tudy  No. : L 06121 SN 7 
Compound : RDX . 
Terminal  Sacrifice tI I S T O P A T t I O L O G Y  I IIC I D E N C E  T A B L E  
Dose (mg/kg/da~) : 35.0 mg/kg/da~ GROUP IV 

* Died on St.udy MALE MICE 

or 

ORGAN 
Lesion 

-- 

be graded 



Co~npotmd : RDX 
Termina l  Sacrifice l l I S T O P A T l l O L O C Y  l N C 1  D E N C E  T A B L E  
Dose (mg/kg/day): 35.0 mg/kg/day CROUP I V  

* Died on Study 
o r  C 

0 

Moribund Sacrifice .#- ORGAN m L m aJ 
Lesion 

MALE MICE 

be g raded  



( I.I.T.R.I. 
Study  No.: L 06121 SN 7 
cornpound : RDX 
T e r m i n a l  S a c r i f i c e  t l  I S T O P A T I I O L O C Y  I N C I D E N C E  T A B L E  

Dose (mg/kg/day): 35.0 mg/kg/day GROUP I V  

* Died on Study 
o r  c 

0 
*r 

ORGAN Moribund S a c r i f i c e  w L 
m aJ 

Les ion  

Symbols: N = Within Normal Limits  
L = Lesion Presen t  
M = Tissue Not Presen t  

' - = T i s s u e  Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked. 
P = Presence of l e s i o n  which cannot be graded 



1.1 .'l'.Ii . I .  
Study No. : L 06121 SN 7 
Compound : RDX 
Terminal S a c r i f i c e  t I I  S T O P A T I { O L O C Y  l N C  1 D E N C E  T A B L E  
~ o s e  (m{;//ke/day) : 35.0 mg/k/day CROUP IV 

ORGAN 
Les ion 

* Died on Study 
o r  

Moribund S a c r i f i c e  

MALE MICE 

P = Presence of l e s i o n  which cannot graded 
) 

W 
0s 



I .I . ' l ' .R.I. 
Study No.: L 06121 SN 7 
Con~pound: RDX ' 

Terminal Sacrifice t I I  S T O P A T I i O L O G Y  I I.IC1 D E N C E  T A B L E  

Dose (~/kg/day : 35 0 ~ / k g / d a ~  GROUP IV 

ORGAN 
Lcs i on 

* Died on Study - 
t 

o r  o * 
.C fi 

Moribund S a c r i f i c e  V , L  a 
m a ,  a3 
CUD 0 
tJ E I 
u 3  4 
4 2  

MALE MICE 

hq graded 



I *l *'18*R *I 6 

Study No. r L 06121 SN 7 
Cor~pound 8 RDX . 
Terminal S a c r i f  i c o  I I I S T O P A T I I O L O G Y  I M C  I D F N C E  T A B L E  
Dose ( ~ / k g / d a y  r 35 5. 0 ~ / k g / d a ~  CROUP I V  

* Died on Study 
C 

o r  o 
*C 

ORGAN Moribund S a c r i f i c e  UI w L a 
Lesion . . 

82 u 3 
u z  

MALE MICE 

M = T i s s u e  Not P r e s e n t  
* -  = T i s s u e  Not Appl icab le  

PITUITARY 

POPLITEAL LYMPH NODE 

Malignant Lymphoma, mixed type  

PREPUCE 

P o s t h i t i s ,  chron ic ,  a c t i v e ,  d i f f u s e  

Abscess,  s o l i t a r y  

PREPUTIAL GLAND 

3 = Moderate 
'4 = Marked 
P = Presence of  l e s i o n  which cannot  

Jgraded 

- -  
I 

- I 

! 

Aden i t i s ,  ch ron i c ,  d i f f u s e  I 4 

Di l a t ed  d u c t s ,  mu l t i f oca l  

tat i t is ,  ch ron i c ,  a c t i v e ,  d i f f u s e  

RESPIRATORY LYMPH NODE 

- o w - -  

S i a l a d e n i t i s ,  chron ic ,  d i f f u s e  

4 
..-.- 

- 

Symbols: N = Within Normal L i m i t s  S e v e r i t y :  1 = Minimal 
L = Lesion P r e s e n t  2 = Mild 

. 

0 

L -  

.- 

- - - 0 -  

L - - -  

P I 

. - - - - -  
- 0 -  

- L  

- - - -  

.-- 

-. 

-. 

L - - - -  

. 

4 

L . - - -  

2 - - - -  

. 

. 

. 

M - 
-. - 

--, - 

L -  



Compound r RDX 
Tenninal  Sacrifice t I I S T O P A T I ! O L O G Y  I N C I D E N C E  T A B L E  
Ease (mg/kg/day ) 8 35 00 ~ / k / d a ~  CROUP I V  

* Died on Study -- MALE MICE 
or c 

0 * * * *  
ORGAN Moribund Sacrifice 

Lesion 

graded 



1.1.1'mRmI~ 
Study No. r L 06121 SN 7 
Cornpound: RDX 
Terminal Sacrifice II I S T O P A T I I O L O G Y  1 f lC  1 D E N C E  T A B L E  
Dose ( ~ / k g / d a ~  8 35 0 mg/kg/day CROUP IV 

* Died on Study 
o r  C 

0 

Moribund Sacrifice P 

ORGAN . v, vra L 

Lesion ~ J O  u E 

MALE MICE 

graded 

) ' d  



Compourld : RDX ' 

Terminal  S a c r i f i c e  I11 S T O P A T I i O L O C Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/da~ ) : 35 0 mg/kg/day CROUP IV 

ORGAN 
Les i or1 

* Died on Study 
o r  

Moribund Sacrifice 

MALE MICE 

l- graded 



I . I  .8r.11.1, 
Study No. r L 06121 SN 7 
Co~npo~uld t RDX ' 

Terminal Sacr i f i ce  I11 S T O P A T t 4 O L O C Y  I N C I D E N C E  T A B L E  

ORGAN 
Lesion 

* Died on Study 
or 

Moribund Sacrif ice 

MALE MICE 

Symbols t N = Within Normal Limits 
L = Lesion Present 

, M = Tissue Not Present 
*- = Tissue Not Applicable 

Severity:  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s ion  which cannot bn graded 

i 
C*, 

u 



Compound : RDX ' 

Terminal S a c r i f i c e  I 1 I S T O P A T I l O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day ) : 35 0 mg/kg/da~ GROUP I V  

* Died on Study -. -. MALE MICE 

o r  C 
0 * 

Moribund S a c r i f i c e  , 

C 

ORGAN 
Lesion 

r- 

SUBCUTIS - - . - -  L L L L - - -  
--- 

Undif fe ren t ia ted  Sarcoma, s o l i t a r y  

Fibrosarcoma, mu l t i foca l  
1, 

8 ! I -- 

Fibrosarcoma, s o l i t a r y  ! P P P  P 

~ l v e o l a r / b r o n c h i o l a r  carcinoma, 

me ta s t a t i c  

Fibroma, s o l i t a r y  

- 

P 

Metaplasia,  osseous , f o c a l  

C e l l u l i t i s ,  chronic ,  d i f f u s e  
I 

1 

THYMUS 

Malignant Lymphoma, mixed type 

Fibrosarcoma, me ta s t a t i c  

L = Lesion P re sen t  2 = Mild 
, M = Tis sue  Not Presen t  3 = Moderate 

'- = Tissue Not Applicable  4 = Marked 
P = Presence of l e s i o n  which cannot 

I 
a - - - - - - -  -- -- - -_-/ -- - --/ - - 

- -  

0 URINARY BLADDER 0 

C y s t i t i s ,  a c u t e ,  d i f f u s e  

C y s t i t i s ,  chronic ,  a c t i v e ,  d i f f u s e  

C y s t i t i s ,  chronic ,  d i f f u s e  

Hemorrhage, mu l t i foca l  

Hemorrhage, f o c a l  

Calculus  

- 

- 

Symbols: N = Within Normal Limi ts  

-- 

-- 

- -  
- .  

I 

1 

S e v e r i t y t  1 

--.- 

0 -  

- 

= 

- 

0 -  

Minimal 
1111 

- - -  

.-.. 

N - -  

0 -  



1 . 1 r T a R a I r  
Study No. 1 L 06121 SN 7 
compound r RDX a 

Terminal S a c r i f i c e  I I I S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (rng/kg/da~ ) 8 35 . 0 ~ / k g / d a ~  GROUP IV 

* Died on Study 
C 

o r  o 
Moribund S a c r i f i c e  #- ORGAN v, L 

m Q ,  
Lcs i on QJD 

W E  
U 3 
U Z  

P = Presence of l e s i o n  which cannot b- qraded 



Compound : RDX ' 

Terminal S a c r i f i c e  t I I  S T O P A T I I O L O C Y  INCl D E N C E  TABLE 
nose (mc/:/kg/day ) : 35 0 w / k / d a y  CROUP I V  

ORGAN 
Les i on 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  *P 

v, L 
V1 aJ 
a J 9  
u E 
u 3 
< z  

Symbols: N = Within Normal L imi t s  
L = Lesion P re sen t  

, M = Tis sue  Not P re sen t  
= Tissue Not Applicable 

Seve r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = k e s e n c e  of l e s i o n  which cannot I-- waded  P 

C _ - _ -__. __C_ --.--. - -  - -. -- 
1 

-- __- --- - ._ - -- - -- .- - __ - -. L 



1 * l  * .J .* I I  *I. 
s t . ~ d y  NO. t L 06121 SN 7 
Compoundt RDX 
Tern~ ina l  Sacrifice I I I S T O P A T  t l O L O C Y  I N C I D E N C E  T A B L E  
pose (mg/kg/da~ 8 175/100 ~ / k g / d a y  GROUP V 

* Died on Study 
or C 

0 

~ o r i b k d  Sacrifice l- ORGAN m m L a.~ 
Lesion E - g  U 3 

<IS 

MALE MICE 

be graded 



I .I .T*I? .I 
St,udy No. r L 06121 SN 7 
Compound : RDX 
Terminal Sacrifice I t  I S T O P A T I I O L O C Y  I M C l  D E N C E  T A B L E  
Dose (mg/kg/day) : 175/100 mg/k&dday CROUP V 

* Died on Study 
C o r  0 
C 

ORGAN Moribund S a c r i f i c e  m  L 
' m w  

Les i on $ 2  
U 3 
e x  

MALE MICE 

Symbols: N = Within Normal L imi t s  
L = Lesion Present 

, M = Tis sue  Not P re sen t  
- = Tis sue  Not Applicable  

Severitx: 1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot, +- graded 



Compound : RDX ' 

Terminal S a c r i f i c e  I I I S T O P A T I I O L O G Y  I N C I D E N C E  T A D L E  
Dose (mg/kg/day)r 175/100 ~ / k g / d a y  CROUP V 

* Died on Study 
C 1 

o r  o * 
ORGAN Moribund S a c r i f i c e  WI L 

Lesion 

r 

PANCREAS 

Acinar  a t rophy ,  m u l t i f o c a l  

MESENTERIC LYMPH NODE 

Malignant Lymphoma, mixed type  - 
Hemangioma, s o l i t a r y  

Hyperp las ia ,  lymphoid, d i f f u s e  

Lymphatic c y s t s ,  m u l t i f o c a l  

Congestion,  d i f f u s e  

TESTES 

I 

] P 
1 

i 
N N N N  

N N N N  

M i L N L  

Oligospermia,  m u l t i f o c a l  
I 

I Atrophy, d i f f u s e ,  u n i l a t e r a l  

Degenerat ion,  f o c a l  

PROSTATE 

EPIDIDYMIDES 

URINARY BLADDER 

C y s t i t i s ,  ch ron i c ,  a c t i v e ,  d i f f u s e  

C y s t i t i s ,  ch ron i c ,  a c t i v e ,  f o c a l  

Ca lcu lus  

L = Lesion P r e s e n t  2 = Mild 
, M = T i s s u e  Not P r e s e n t  3 = Moderate 

'- = T i s s u e  Not Appl icab le  4 = Marked 
P = Presence of l e s i o n  which cannot  

- 
N N N  

N N N  

N N N  

I 

3 

Symbols: N = Within Normal L imi t s  

N N N N  

N L L N  

I 

3 

= 

N N N N N N N  

N N N N N N N  

N N N N N N L  

- 

I 

.-,a 

I 

S e v e r i t y :  1 Minimal 

2  

.-, 

N N N N N  

N N N N N  

N L L N L  

P 
- ,  

2  

2 

4 

2  
- 

2  

2  

N N N N  

- 
P 

-- 

P 

N N L L N N N N I N N N N -  

L N L L L N L L I L L L N  

3 

1 

3 
N N N L N N  

1 

L 

---. 

.,--- 

N N N N N  

N N N N N  

N N N N N  

- 

.- 

- 

- 

--. 

. 2  

2 3 2 2 2  

> .- 

N N L N N N  



Compound : RDX . 
Terniinal Sacrifice I I I S T O P A T t I O L O C Y  I f l C l  D E N C E  T A B L E  
Dose (mg/kg/day) : 175/100 ~ / k g / d a ~  CROUP V 

ORGAN 
L e s  i o n  

* Died on Study 
o r  

Moribund Sacrifice 

MALE MICE 

graded 
I 

CL ' 
-- F, 



Compound : RDX 
Terminal Sacrifice I 1 1  S T 0 l ) A T l t O L O G Y  I N C  I D E N C E  T A B L E  

r a s e  ( ~ / k g / d a ~ )  175/100 ~ / k g / d a ~  CROUP V 

* Died on Study 
o r  

Moribund Sacrifice .- ORGAN rn v, a L 
Lesion . u E 

MALE MICE 



Compound t RDX ' 

'l'erminal Sacrifice t I I  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 175/100 %/@/day GROUP V 

* Died on Study 
o r  C 

0 

Moribund S a c r i f i c e  **- 
ORGAN v, L 

' m a  
Les i o n  a-0 U E 

U 3 
4 5 5 .  



1 . 1  . ' l ' . R . l .  
Study No. r L 06121 SN 7 
Compound r RDX . 
Tcrmirlal Sacrifice t I 1 S T O P A T t i O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 175/100 mg/kg/da~ CROUP V 

M = Tissue Not Fkesent 
- - = Tissue Not Applicable 

3 = Moderate 
4 = Marked 
P = Presence of lesion which cannot hn graded 

i 
W 
03 



IoIoToRoI .  
Study No. t L 06121 SN 7 
~ o r n ~ o u n d t  RDX ' 

Terminal S a c r i f i c e  I I I S T O P A T I i O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day : 175/100 mg/kg/day CROUP v 

ORGAN 
Lesion 

* Died on Study 
o r  

Moribund Sacrifice 

, M = Tis sue  Not P re sen t  
= T i s s u e  Not Applicable. 

3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot 



~orn~bund :  RDX 
Terminal S a c r i f i c e  ) I  I S T O P A T I 1 O L O G Y  I N C  I D E N C E  T A B L E  
Dose (rng/kg/day) : 1?5/100 ~ / k / d a ~  CROUP V 

* Died on Study 
or 

ORGAN Moribund Sacr i f i ce  

Lesion 

MALE MICE 

Symbols: N = Within Normal Limits 
L = Lesion Present 
M = Tissue Not Present - = Tissue Not Applicable 

Sever i ty:  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot bp graded 



I .I a'l'eR a 1  a 

Study No. : L 06121 SN 7 
Compound : RDX 
Terminal Sacrifice I l l  S T O P A T I I O L O C Y  I N C I D E N C E  T A B L E  
Dose (rng/kg/day) : 175/100 ~ / k g / d a ~  CROUP V 

Symbols: N = Within Normal Limi t s  
L = Lesion P re sen t  
M = T i s s u e  Not P re sen t  - = Tis sue  Not Applicable 

S e v e r i t y :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot I- 

G> 
_ _  - -- - L- - 



I *I  *'lb.f1 *I. 
Study No.; L 06121 SN 7 
Compound t RDX 
Termitla1 Sacrifice I I I S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (rng/kg/day) r 175/100 mg/kg/da~ CROUP V 

ORGAN 
Lesion 

* Died on Study 
c 

o r  o 
*C Moribund S a c r i f i c e  , w a L 

MALE MICE 

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1  1 1 1  1 
Symbols: N = Within Normal Limi ts  Seve r i ty :  1 = Minimal 

L = Lesion P resen t  2 = Mild 
, M = Tissue  Not Present  - = Tissue  Not Applicable 

3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which car~no't 



Compound t RDX ' 

Terminal  Sacrifice t I I S T O P A T I I O L O C Y  I N C I D E N C E  T A B L E  
Dose (rng/kg/day) : 175/100 w / Q / ~ ~ Y  CROUP V 



1 *I*Tbli*I b 

~ t u d y  No. r L 06121 SN 7 
Compound: RDX ' 

Terminal Sacrifice t l I S T O P A T l l O L O C Y  t N C t  D E N C E  T A M E  

Dose (mg/kg/day) : 175/100 mg/kg/day CROUP v 

* Died 

OIIGAN Moribund 
Les i o n  

on Study 
o r  
S a c r i f i c e  

P = Presence of l e s i o n  which cannot I-- graded 
i 

W 
0 3  



I * I  *lr*R.I.  
Study No. t L 06121 SN 7 
Compound t RDX 
Terrninal S a c r i f i c e  t I I  S T O P A T I ! O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day) : 175/100 %/kg/day CROUP V 

* Died on Study 
o r  

ORGAN Moribund S a c r i f i c e  
Lesion 

Symbols: N = Within Normal Limi ts  
L = Lesion Present  

, M = Tissue  Not Present  
- = Tis sue  Not Applicablee 

Seve r i ty :  1 = Minimal 
2 = Mild 
3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot bp graded 



1 *l .'l8.If .I 
Study No. t L 06121 SN 7 
Compound ; RDX . 
Terminal S a c r i f i c e  I 1 1  S T O P A T I I O L O G Y  I N C I D E N C E  T A B L E  
Dose (mg/kg/day): 175/100 m@;/kg/da~ CROUP V 

* Died on Study 
o r  

ORGAN ~ o r i b u n d  S a c r i f i c e  
Lesion 

M = Tis sue  Not P re sen t  - = Tis sue  Not Applicable  

i 

3 = Moderate 
4 = Marked 
P = Presence of l e s i o n  which cannot be graded 

Symbols: N = Within Normal Limi ts  S e v e r i t r :  1 = Minimal 
L = Lesiorl P re sen t  2 = Mild 

--. 8 



1.I .T.R.I .  
S t l d y  No. : L 06121 SN 7 
Conlpound: RDX ' 

Terminal Sacrifice II I S T O P A T I I O L O C Y  I N C  I D E N C E  T A B L E  
Dose (mg/kg/day ) : 175/100 mg/kg/da~ CROUP V 

* Died on Study 
o r  c 

0 
Moribund S a c r i f i c e  .#- ORGAN vl L vr Q, 

Lesion ~ J D  u E 
U 3 
< z  

MALE MICE 



I ,I  .T.R .I. 
s tudy  N O , :  L 06121 SN 7 
Compound : HDX 

L 

B R A I N  

Malignant Lymphoma 

Abscess 

Compression 

Corpora amylacea 

Encephalomalacia 

Hemorrhage 

Lymphocytosis 

Meningoencephalit is ,  a cu t e  

SPINAL CORD 

Malignant Lymphoma 

Hemangiosarcoma 

Axonal degenerat ion 

Hemorrhage 

Lymphocy t o s i s  

Meningi t is ,  a cu t e  

INCIDENCE COMl'AI\lSON 'l'AlIIE9 

* Tissues  no t  s p e c i f i c a l l y  r equ i r ed  by pro toco l .  



d 

1.I .T.Fi . I .  
Study No.: L06121SN7 
Compound : RDX \ 

2% 
\d 
Fa 
Q 
C? 

X 
GI 
ffi 

EYES 

Malignant Lymphoma 

Ca t a r ac t ,  subcapsu la r  

flemorrhage 

Kera t i  tis, acu t e  

K e r a t i t i s ,  ch ron i c  

Minera l iza t ion  (cornea)  

P h t h i s i s  b u l b i  

OPTIC NERVES 

N e u r i t i s ,  chron ic  

P e r i n e u r i t i s  , acu t e  

ADRENALS 

~ l v e o l a r / b r o n c h i o l a r  Carcinoma, 

m e t a s t a t i c  

Malignant Lymphoma 

C o r t i c a l  Adenoma 

Fibroma 

Pheochromocytoma 

Hyperplasia,  c o r t i c a l  

Hyperplas ia ,  medullary 

* Tissues  n o t  s p e c i f i c a l l y  r equ i r ed  by p ro toco l .  



I .I .T.R.I ,  INCIDENCE COMI'AI\ISOH 'TAUIES \ 3' \ 

Study No.: L 06121 SN 7 
\ \ \ \ \ \ 

\ 
2 

s' \ 
Cornpound : RDX 2 2 3' 2 2 2 \ 

\ 40 
E 

\h \ , 2h ucd u cd \cd 0 cd 0 h $3 A2 3% 
2;px 0 $: 

~a E 'd 24 a a E d Fa 0 cd s* 2 <a 
? '? 0 '-n ? '? 9 '0 

G 

01ICAN o d b n s q  o t( b c? C( b 

Iesioll 8 X 
U 

X 
f2 

X i 
f2 Gl z X 

Q 
x 
Q 

X 
P; P; P; P; P; cl 

P; P; 

SPLEEN 

Granulosa-cell  Carcinoma, m e t a s t a t i c  

Hemangiosarcoma 

Leukemia, myeloid 

Malignant Lymphoma 

Angiectas is  

Hematopoiesis, extramedul lary 

Hyperplasia,  lymphoid 
- 

Hyperplasia,  re t i cu lum-ce l l  - 
S p l e n i t i s ,  a cu t e  

PANCREAS 

Fibrosarcorna, me ta s t a t i c  

Granulosa-cell  Carcinoma, m e t a s t a t i c  

Leukemia, myeloid 

Malignant Lymphoma 

Undi f fe ren t ia ted  Sarcoma - 

I s l e  t - c e l l  Adenoma 

Abscess 

Acinar a t rophy 

Acinar hype rp l a s i a  
b 

* Tissues  n o t  s p e c i f i c a l l y  requi red  by pro toco l .  



d 

vl rn I .I .T.R.I.  
s tudy  NO.:  L 06121 SN 7 
Compound : RDX 

-- - - 

I c y s t i c  duc t  I 
I ~ i G t e d  duc t  I 

I Hyperplasia,  i s l e t - c e l l  

Necrosis 1 
P a n c r e a t i t i s ,  chron ic  

MESENTERIC LYMPH NODE 

Hemangiosarcoma I 
Leukemia, myeloid I 
Malignam t Lymphoma I 
Renal-cell  Carcinoma. m e t a s t a t i c  I 
Undif fe ren t ia ted  Sarcoma I 
Hemangioma I 
A n ~ i e c  t a s i s  I 
Congestion I 

- -  - - - -  

I Edema I 
-- -- - - - -- - - - 

( Hemorrhage I 
( Hyperplasia,  lymphoid I 
( Hyperplasia,  r e  t iculum-cel l  

I Lymphadeni tis , acu t e  1 
* T'issues n o t  s p e c i f i c a l l y  requi red  by pro toco l .  

'J 





I .I .T.R.I.  
Study No.: L 06121 SN 7 
Compound: RDX 

L 

EPIDIDYMIDES (con * t . ) 
Mineral izat ion 

Sperm granuloma 

OVARIES 

Granulosa-cell  Carcinoma 

Hemangiosarcoma 

Hemangiosarcoma, me ta s t a t i c  

Leukemia, myeloid ' 

Malignant Lymphoma 

Renal c e l l  Carcinoma, me ta s t a t i c  

Undi f fe ren t ia ted  Sarcoma 

Cys tadenoma 

Granulosa-cell  Tumor 

Cranulosa- t h e c a l  Tumor 

Luteoma 

Abscess 

F o l l i c u l a r  c y s t  

Hemorrhage 

Hemorrhagic c y s t  

Hematoma :! 
* Tissues no t 4  s p e c i f i c a l l y  requi red  by pro tocol .  



INCIDENCE CUMl'Ali ISON 'I'AULES \ -2 I .I .T.R .I, 
Study No. : L 06121 SN 7 
Compound : RDX 

OVARIES (con ' t . ) 
Kerat inized c y s t  

Necrosis 

Parovarian c y s t  

UTERUS 

Endometrial Stromal Sarcoma 

Fibrosarcoma, me ta s t a t i c  

Hemangiosarcoma 

Malignant Lymphoma 

Renal c e l l  Carcinoma, me ta s t a t i c  

Endome t r ia l  S  tromal Polyp 

Hemangioma . 

Endometr i t is ,  acu te  

Granuloma 

Hematoma 

Hemorrhage 

Hydrome tra 

Hyperplasia,  c y s t i c ,  g l andu la r  

Me tri tis, acute  

Mineral izat ion 1 
* Tissues noL s p e c i f i c a l l y  requi red  by pro tocol .  





I . I .T .R , I ,  
Study No,: L 06121 SN 7 
Compound : RDX 

LUNGS (con ' t . ) 
Undi f fe ren t ia ted  Sarcoma 

~ l v e o l a r / b r o n c h i o l a r  Adenoma 

B r o n c h i o l i t i s ,  a c u t e  

Bronchopneumonia, a cu t e  

Congestion 

Edema 

Hemorrhage 

H i s t i o c y t o s i s  

Hyperplas ia ,  a l v e o l a r  

Thrombus 

TRACHEA 

Hemorrhage 

THYROIDS 

F o l l i c u l a r  Carcinoma 

Leukemia, myeloid 

Malignant Lymphoma 

F o l l i c u l a r - c e l l  Adenoma 

Abscess 

C-cell  hype rp l a s i a  

* Tissues  n o t  s p e c i f i c a l l y  r equ i r ed  by pro toco l .  



I .I .T.R .I. 

4 

s tudy  N O . :  L 06121 SN 7 - Compound: RDX 
Q\ 
h, 

THYROIDS (con t . ) 
F o l l i c u l a r  a t rophy  

F o l l i c u l a r  c y s t  

F o l l i c u l a r  hype rp l a s i a  

T h y r o i d i t i s ,  a c u t e  

T h y r o i d i t i s ,  ch ron i c  

PARATHYROIDS 

Adenoma 

HEART 

Fibrosarcoma, m e t a s t a t i c  

Leukemia, myeloid 

Malignant Lymphoma 

Minera l iza t ion  

Myocardi t is ,  a c u t e  

Myocardi t is ,  ch ron i c  

Necrosis  

Thrombus 

LIVER 

Fibrosarcorna, m e t a s t a t i c  

Hemangiosarcoma 

* Tissues  no t  s p e c i f i c a l l y  r equ i r ed  by p ro toco l .  
9 



I .I .T,R .I .  
Study No.: L 06121 SN 7 
Compound : RDX 

Hernangiosarcoma, me ta s t a t i c  

t i epa toce l lu la r  Caxcinoma I 
Leukemia, m-yeloid I 
Malignant Lymphoma 

Osteosarcoma, me ta s t a t i c  I 
- -- - -- 

Undif fe ren t ia ted  Sarcoma I 
Undi f fe ren t ia ted  Sarcoma, me ta s t a t i c  I 

I Hemangioma I 
I Hepatocel lular  Adenoma I 
1 Lipoma I 

Abscess I 
- -- - -  - -- - 

Angiectasis  
1 

Congestion I 
F a t t y  change I 
Focal c e l l u l a r  change I 
Hernatopoiesis, extramedullary I 

I 

I Hepa t i t i s ,  a cu t e  I 
- -- -- - - - -  

1 Hepa t i t i s ,  chronic  I 
Hepatocytomegaly I 
* Tissues n o t  s p e c i f i c a l l y  requi red  by pro tocol .  



4 ~ t u d y ~ o . :  ~ 0 6 1 2 1 ~ ~ 7  
4 

CZ\ 
Compound : RDX 

LIVER (con ' t . ) 
I n f a r c t  

Lymphatic c y s t  

Necrosis 

KIDNEYS 

~ l v e o l a r / b r o n c h i o l a r  Carcinoma, 

me ta s t a t i c  

Fibrosarcoma, me ta s t a t i c  

Hepa toce l lu la r  Carcinoma, me ta s t a t i c  

Leukemia, myeloid 

Malignant Lymphoma 

Osteosarcoma, me ta s t a t i c  

Henal c e l l  Carcinoma 

Undi f fe ren t ia ted  Sarcoma 

Renal c e l l  Adenoma 

Abscess 

Amyloidosis 

* Tissues  n o t  s p e c i f i c a l l y  r equ i r ed  by pro toco l .  



I .I .T.R .I . 
Study No.: L 06121 SN 7 
Compound : RDX 

INCIDENCE COMl'AIlSSO14 'l'AULE9 

\ 

2 h  
\ rd 

h o d  
E 

'0 
C7 

KIDNEYS (con ' t . ) 
C o r t i c a l  c y s  t 

~ ~ t o ~ l a s r n i c  vacuo l i z a t i on  ( ~ u b u l e s  ) 
D i l a t a t i o n  ( ~ u b u l e s )  

F i b r o s i s  

Glomerulonephri t is ,  a cu t e  

Granuloma 

Hemorrhage 

Hydronephrosis 

Hyperplas ia ,  t u b u l a r  

I n f a r c t  

Metaplas ia ,  osseous ( c o r t e x )  

Minera l iza t ion  

Necrosis ,  t u b u l a r  

Nephrocalc inosis  

Nephropathy , chron ic  

Pigmentation 

* Tissues  n o t  s p e c i f i c a l l y  r equ i r ed  by pro toco l .  



INCIDBNCIZ COMl'AI\XSOIJ 'TAU 1ES I .I .T.R . I .  
d s tudy  N O . :  L 06121 SN 7 
4 

0\ 
Compound : RDX 

0\ 

OJICAN 
Icsi0,1 

* Tissues n o t  s p e c i f i c a l l y  requi red  by protocol .  

. 

KIDNEYS (con ' t . ) 
P y e l i t i s ,  acu te  

Pye lonephr i t i s ,  chronic  

STOMACH 

Leukemia, myeloid 

Malignant L,ymphoma 

Undifferen t i a t e d  Sarcoma 

Cyst 

Degeneration, c y s t i c  

Gastritis , acu be 

Gastritis, chronic  

Lymphocytosis 

Mineral izat ion 

Ulcer 

DUODENUM 

Fibrosarcoma, me ta s t a t i c  

Malignant Lymphoma 

Amyloidosis 

Congestion 

Hemorrhage 



I o I b T o R o I b  
Study N O . :  L O 6 1 2 1 S N 7  
Compound : RDX 

JEJUNUM 

Carcinoma 

Malignant Lymphoma 

Abscess 

Congestion 

Hemorrhage 

ILEUM 

Malignan t Lymphoma 

Congestion 

Hyperplas ia ,  lymphoid 

Necrosis 

CECUM 

Malignant Lymphoma 

Lei om yoma 

Nematodiasis 

COLON 

Lei omyosarcoma 

Malignant Lymphoma 

C o l i t i s ,  a cu t e  

Necrosis 

* Tissues  not '  s p e c i f i c a l l y  r equ i r ed  by p ro toco l .  



I . I . T . R . I .  
Study No. : L 06121 SN 7 

A 

rn Compound: RDX 
00 

COLON (con ' t . ) 
Nematodiasis 

RECTUM 

Fibrosarcoma, m e t a s t a t i c  

Malignant Lymphoma 

SKIN 

Melanoma 

Squamous c e l l  Carcinoma 

Fibroma 

Kerat oacan thoma 

Squamous papi l loma 

Acanthosis 

De rma t i t i s ,  a c u t e  

Dermat i t i s ,  ch ron i c  

Epidermal i n c l u s i o n  c y s t  

Erosion 

F o l l i c u l a r  a t rophy  

Granulat ion t i s s u e  

Minera l iza t ion  

Ulcer 
t 

! 

INCIDENCE COMl'AI\XSOT4 I'AUIES 

* Tissues  n o t  s p e c i f i c a l l y  r equ i r ed  by pro toco l .  
9 





I .I .T.R .I. 
S ~ U ~ Y N O . :  ~ 0 6 1 2 1 ~ ~ 7  
Compound: RDX 

0 

LESIONS (TISSUES NOT SPECIFICALLY 

REQUIRED BY PROTOCOL) 

ABDOMINAL CAVITY 

Pheochromocytoma 

AXILLARY LYMPH NODE 

Fibrosaxcoma, m e t a s t a t i c  

Malignant Lymphoma 

COCCYGEAL VERTEBRAE 

Malignant Lymphoma 

GALL BLADPER 

Hemorrhage 

HARDERIAN GLAND 

Adenocarcinoma 

Adenoma 

Adeni t i s ,  chron ic  

Malignant Lymphoma 



INCIDENCE COMl'Al\XSOfJ 'I'AUlEl", \ -2 I ,I .T,R .I 
S tudyNo. :  L 0 6 1 2 1 S N 7  
Compound : RDX 

LESIONS (TISSUES NOT SPECIFICALLY 

REQUIRED BY PROTOCOL) (con ' t . ) 
INGUINAL LYMPH NODE 

Fibrosarcoma, me t a s t a t i c  

Malignant Lymphoma 

Congestion 

Hyperplas ia ,  lymphoid 

Lymphatic c y s t  

INTERCOSTAL MUSCLES 
L 

~ l v e o l a r / b r o n c h i o l a r  Carcinoma, 

invas ive  

Fibrosarcoma, invas ive  

' Fibrosarcoma, me t a s t a t i c  

Granulosa-cel l  Carcinoma, m e t a s t a t i c  

Leukemia, myeloid 

Malignant Lymphoma 

Myosi tis, acu t e  



-. s tudy  N O . :  L 06121 SN 7 
\1 

Compound: RDX 

LESIONS (TISSUES NOT SPECIFICALLY 

REQUIRED BY PROTOCOL) (con ' t . ) 

LUMBAR LYMPH NODE 

Fibrosarcoma, m e t a s t a t i c  

Leukemia, myeloid 

Malignant Lymphoma 

Undi f fe ren t ia ted  Sarcoma, me ta s t a t i c  

Congestion 

Edema 

Hemorrhage 

Hyperplasia ,  lymphoid 

MANDIBULAR LYMPH NODE 

Leukemia, myeloid 

Malignant Lymphoma 

Congestion 

INCIDENCE COMI'AIiS!;OIl 'I'AUIfiS 



I . I .T.R.I .  
St-udy No. : L 06121 SN 7 
Compound : RDX 

INCIDENCE COMI'AI~XSOIJ 'I'AUIl3S 

LESIONS (TISSUES NOT SPECIFICALLY 

REQUIRED BY PROTOCOL) (con ' t . ) 
MESENTERIC FAT 

Hematoma 

Hemorrhage 

S t e a t i  tis, c h r o n i c  

MESENTER Y 

~ l v e o l a r / b r o n c h i o l a r  Carcinoma, 

m e t a s t a t i c  

Fibrosarcoma, m e t a s t a t i c  

H e p a t o c e l l u l a r  Carcinoma, i n v a s i v e  

Malignant Lymphoma 

U n d i f f e r e n t i a t e d  Sarcoma 

Undif'feren t i a t e d  Sarcoma, m e t a s t a t i c  

Hematoma 

Hemorrhage 

Lymphatic c y s t  

ORBITAL CAVITY 

Cranulosa-cel l  Carcinoma, m e t a s t a t i c  



INCS f1ENCB COMI'AI\XSMJ 'I'Alll ES \ hO d I.I.T.R.I. 
d 

4 
St.ud,y No.: L 06121 SN 7 

= Compound: RDX 

LESIONS (TISSUES NOT SPECIFICALLY 

REQIJIREP BY PROTOCOL) (con ' t . ) 

PANCREATIC LYMPH NOPE 

~ l v e o l a r / b r o n c h i o l a r  Carcinoma, 

m e t a s t a t i c  

Malignant Lymphoma 

Hyperp las ia ,  lymphoid 

PARIETAL PLEURA 

Fibrosarcoma, m e t a s t a t i c  

PAROVARIAN TISSUE 

Malignan t Lymphoma 

PELVIC LYMPH NODE 

Mal iman t Lymphoma 

PEN IS 

Squamous c e l l  Carcinoma 

Ba lan i  tis , a c u t e  

B a l a n i t i s ,  c h r o n i c  





I . I . T . R . I .  - S t u d y N o . :  L 0 6 1 2 1 S N 7  
4 

\I Compound: RDX 
m 

LESIONS (TISSUES NOT SPECIFICALLY 

REQUIRED BY PROTOCOL) (con ' t . ) 
PREPUCE 

Fibrosarcoma, m e t a s t a t i c  

Abscess 

Pos t h i t i s  , c h r o n i c  

PREPUTIAL GLAND 

Abscess 

A d e n i t i s ,  c h r o n i c  

C y s t i c  d u c t  

D i l a t e d  d u c t  

RENAL LYMPH NODE 

Hemangiosarcoma 

Malignant Lymphoma 

Congestion 

H-yperplasia,  lymphoid 

RESPIRATORY LYMPH NODE 

Malignant Lymphoma 

Edema 



1 . I a T . R . I .  
S tudy  No.: L 06121 SN 7 
Compound : RDX 

INCIDENCE COMI'AI\XSMJ 'l'Al11 ES 

LESIONS (TISSUES NOT SPECIFICALLY 

REQlJIRED BY PROTOCOL) (con ' t . ) 

SALIVARY GLAND 

Malignant Lymphoma 

S i a l a d e n i t i s ,  a cu t e  

S i a l a d e n i t i s ,  chron ic  

SEMINAL VESICLES 

Calculus  

Seminal v e s i c u l i t i s ,  chron ic  

SKELETAL MUSCLE 

Endome t r ia l  S tromal Sarcoma, invasive 

Malignant Lymphoma 

Myosi t is ,  chron ic  

SUBCUTANEOUS LYMPH NODE 

Fibrosmcoma, m e t a s t a t i c  

Malignant Lymphoma 

Congestion 

Edema 

H yperp las ia  , lymphoid 

I 



I  .I .T.R . I ,  
d s tudy  NO.  : L 06121 SN 7 
A 

4 
Compound : RDX 

03 

OIICAN 
lesioll  

LESIONS (TISSUES NOT SPECIFICALLY 

REQUIRED BY PROTOCOL) (con ' t . ) 

SUBCUTIS 

~ l v e o l a r / b r o n c h i o l a r  Carcinoma, 

me ta s t a t i c  

Fibrosarcoma 

Hemangiosarcoma 

Hemangiosarcoma, me ta s t a t i c  

Leukemia, myeloid 

Malignant Lymphoma 

Neurofibrosarcoma 

0s teosarcoma 

Undi f fe ren t ia ted  Sarcoma 

Fibroma . 
Hemangioma 

Abscess 

C e l l u l i t i s ,  a cu t e  

C e l l u l i t i s ,  chronic  

Edema 



INCI IIENCE COMl'AliSSOfJ 'I'AUIE3 I . I .T .R . I .  
s t u d y  NO. :  L 06121 SN 7 
Compound : RDX 

LESIONS (TISSUES NOT SPECIFICALLY 

REQUIRED BY PROTOCOL) (con ' t . ) 

SLlBCmIS ( ~ o n ' t . )  

Granulat ion t i s s u e  

Granuloma 

Hematoma 

Me t a p l a s i a ,  osseous  

THORACIC CAVITY 

~ l v e o l a r / b r o n c h i o l a r  Carcinoma, 

m e t a s t a t i c  

THORACIC LYMPH NODE 

Lymphadenitis, a c u t e  

THYMUS 

Fibrosarcoma, m e t a s t a t i c  

Granulosa-cell  Carcinoma, m e t a s t a t i c  

Malignant Lymphoma 

Renal c e l l  Carcinoma, m e t a s t a t i c  



I .I .T.R .I. 
Study No. : L 06121 SN 7 

d Compound: RDX 
03 
0 

LESIONS (TISSUES NOT SPECIFICALLY - I 
I REQUIRED BY PROTOCOL) (con ' t . ) I 
I URETHRA 1 

- -  - - -  -- 

I ca l cu lus  I 
I Urethritis, acute I 
I VAGINA I 

Malignant Lymphoma 

VERTEBRAE 

Hemangiosarcoma, invasive I 



1.I.T.R.I 
Study No.: L 06121 SN 7 
Compound: RDX 
Terminal Sacrifice 

ORGAN 
Les i on 

INCIDENCE OF LESIONS 

. 

CONSIDERED TO BE TREATMENT RELATED 

LIVER 

Hepatocellular Carcinoma 

Hepatocellular Adenoma 

TESTES 

Degeneration 



PATHOLOGY APPENDIX IV : 

Statistical Eva1 u a t i  on 

I I T  R E S E A R C H  I N S T I T U T E  



TABLE I V  

TWENTY-FOUR MONTH CHRONIC TOXICITY/CARCINOGENICITY STUDY 
OF HEXAHYDRO-1,3,5-TRINITRO-1,3,5-TRIAZINE I N  THE 

MALE B6C3F1 MOUSE 

S t a t i s t i c a l  Eva1 u a t i o n  o f  Hi  s topatho log ic  ~ e s i o n s ~  

DOSE (mg/ kglday ) : 0.0 1.5 - 7.0 35.0 175/100 

SKIN, Chronic Dermat i t i s  

Present: 26 

Absent: 37 

SKIN, U lce r  

Present: 0 5* 6* 

Absent: 63 18 20 

LUNG, A1 veo lar /Bronch io la r  Carci  noma - Present: 3 6 3 7 5* 

Absent: 60 54 59 52 22 

LUNG, A lveo lar /Bronch io la r  Adenoma 

Present: 6 5 5 7 1 

Absent: 57 55 ! 57 52 26 

LUNG, A1 veolar /Bronchio lar  Carcinoma and Adenoma (Combined) 

Present: 9 11 8 14 6* 

Absent: 54 49 54 45 21 

LUNG, H i s t i o c y t o s i  s 

Present: 2 1 0 2 3 

Absent: 61 59 62 57 24 
-- -- 

a~ ta i? i s t i ca l -  analyses were conducted on the  combined data c o l  1 ected 
from animals which e i t h e r  spontaneously d ied  o r  were s a c r i f i c e d  i n  
a moribund s t a t e  f o l l o w i n g  t h e  12 month s a c r i f i c e  and f rom animals 
a t  t h e  24 month scheduled s a c r i f i c e .  

-- * = S i g n i f i c a n t l y  d i f f e r e n t  from the  c o n t r o l  group, p c.0.05. 

I I T  R E S E A R C H  I N S T I T U T E  



TABLE I V  (Continued)- 

TWENTY-FOUR MONTH CHRONIC TOXICITY/CARCINOGENICITY STUDY 
OF HEXAHYDRO-1,3,5-TRINITRO-1,3,5-TRIAZINE IN  THE 

MALE B6C3F1 MOUSE 

S t a t i s t i c a l  Eva lua t ion  o f  H is topatho log ic  ~ e s i o n s ~  

DOSE (mg/ kg/day) : - 0.0 - 1.5 - 7.0 35.0 175/100 

KIDNEY, Mal ignant  Lymphoma 

Present: 1 2 4 4 1 

Absent: 62 58 58 55 26 

EYE, Subcapsul a r  Cataract  

Present: 4 0 

Absent: 59 1 

LIVER, Mal ignant Lymphoma 
.L- Present: 0 1 

Absent: 63 59 

LIVER, Hepatocel l  u l a r  Carcinoma 

Present: 13 20 16 
I 

Absent: 50 40 46 

LIVER, Hepatocel l  u l  a r  Adenoma 

Present: 8 6 1 7 7 

Absent: 55 54 6 1 52 20 

LIVER, Hepatocel l  u l  a r  Carci  noma and Adenoma (Combined) 

Present: 21 26 17 25 13 

Absent-: 42 34 45 34 14 
. .- - 

a s t a t i s t i c a l  analyses were conducted on the combined data c o l  l e c t e d  
from animals which e i t h e r  spontaneously d ied  o r  were s a c r i f i c e d  i n  
a moribund s t a t e  f o l l o w i n g  the  12 month s a c r i f i c e  and from animals 
a t  the 24 month scheduled s a c r i f i c e  

* = S i g n i f i c a n t l y  d i f f e r e n t  from the  con t ro l  group, p < 0.05. 
I I T  R E S E A R C H  I N S T I T U T E  



TABLE IV (Continued) 

TWENTY-FOUR MONTH CHRONIC TOXICITY/CARCINOGENICITY STUDY 
OF HEXAHYDRO-1,3,5-TRINITRO-1,3,5-TRIAZINE I N  THE 

MALE B6C3F1 MOUSE 

S ta t i s t ica l  Evaluation of Histopathologic ~ e s i o n s ~  

DOSE (mg/ kglday ) : 0.0 - 1.5 - 7.0 35.0 175/100 

SPLEEN, Lymphoid Hyperplasia 

Present: 6 1 8* 17* 9 1 

Absent: .57 42 45 49 26 

TESTES, Degeneration 
Present: 0  2 

Absent: 63 58 

as ta t i s t i ca l  analyses were conducted on the combined data coll ected 
from animals which ei ther  spontaneously died or were sacrificed in 
a moribund s t a t e  following the 12  month sacr i f ice  and from animals 
a t  the 24 month  scheduled sacr i f ice  

* = Significantly different from the control group, p < 0.05. 

I I T  R E S E A R C H  I N S T I T U T E  



TABLE V 

TWENTY-FOUR MONTH CHRONIC TOXIC. ITY/CARCINOGENICITY STUDY 
OF HEXAHYDRO-1,335-TRINITRO-1,3,5-TRIAZINE I N  THE 

FEMALE B6C3F1 MOUSE 

S t a t i s t i c a l  Eva lua t ion  o f  H is topatho log ic  ~ e s i o n s ~  

DOSE (mgl kglday ) : - 0.0 - 1.5 - 7.0 35.0 175/100 

LUNG, Alveolar /Bronchio lar  Carcinoma 

Present: 3 1 3 3 4 

Absent: 62 61 61 61 27 

LUNG, A1 veol ar /Bronchio l  a r  Adenoma 

Present: 4 2 5 9 3 

Absent: 61 60 59 55 28 

LUNG, A lveo lar /Bronch io la r  Carcinoma and Adenoma (Combined) 

Present: 7 3 8 12 7 

Absent: 58 59 56 52 24 

LUNG, H is tocy tos i s  

Present: 1 1 

Absent: 64 61 

LIVER, Hepatocel l u l a r  Carcinoma 

Present: 0  4 3 6* 3* 

Absent: 65 58 61 58 28 

LIVER, Hepatoce l lu la r  Adenoma 

Present: 1 1 6 6 3 

Absent: 64 61  58 58 28 

a ~ t a t i  s t i c a l  analyses were conducted on the  combined data c o l  l e c t e d  
from animals which e i t h e r  spontaneously d ied  o r  were s a c r i f i c e d  i n  
a moribund s t a t e  fo l l ow ing  the  12 month s a c r i f i c e  and from animals 
a t  the  24 month scheduled s a c r i f i c e .  

* = S i g n i f i c a n t l y  d i f f e r e n t  from the  c o n t r o l  group, p < 0.05. 

I I T  R E S E A R C H  I N S T I T U T E  



TABLE V (cont inued) 

TWEN-iY -FOUR MONTH CHRONIC TOXI CITY/CARCINOGENIC ITY STUDY 
OF HEXAHYDRO-1,3,5-TRINITRO-1,3,5-TRIAZINE I N  THE 

FEMALE B6C3F1 MOUSE 

S t a t i s t i c a l  Eva lua t ion  o f  H is topatho log ic  ~ e s i o n s ~  

DOSE (mg/ kg/day ) : - 0.0 - 1.5 - 7.0 35.0 175/100 

LIVER, Hepatocel l  u l a r  Carcinoma and Adenoma (Combined) 

Present: 1 5 9* 12* 6* 

Absent: 64 57 55 52 25 

a s t a t i s t i c a l  analyses were conducted on the  combined data co l  l e c t e d  
from animals which e i t h e r  spontaneously d ied  o r  were s a c r i f i c e d  i n  
a moribund s t a t e  fo l low ing the  12 month s a c r i f i c e  and from animals 
a t  the  24 month scheduled s a c r i f i c e .  

* = S i g n i f i c a n t l y  d i f f e r e n t  from t h e  c o n t r o l  group, p < 0.05. 

I I T  R E S E A R C H  I N S T I T U T E  



TABLE V I  

TWENTY-FOUR MONTH CHRONIC TOXICITY/CARCINOGENICITY STUDY 
OF HEXAHYDRO-1,3,5-TRINITRIO-1,3,5-TRIAZINE I N  THE 

FEMALE B6C3F1 MOUSE 

S t a t i s t i c a l  Eva lua t i on  o f  H i s topa tho log i c  ~ e s i o n s ~  F i s h e r ' s  Exact  Tes t  

Dose (mglkg lday) :  

LIVER, Hepa toce l l u l a r  Adenorna 

Inc idence  

LIVER, Hepatocel l u l a r  Carcinoma 

LIVER, Hepatoce l l  u l a r  Carcinoma and Adenoma (Combined) 

1 / 6 5 ~  5/62 9/64' 1 2 / 6 4 ' ~ ~  6/31Csd 
(1.5%) (8.1%) (14.1%) (18.8%) (19.4%) 

a  S t a t i s t i c a l  analyses were conducted on t h e  combined data c o l l e c t e d  f rom animals 
which e i t h e r  spontaneously d i e d  o r  were s a c r i f i c e d  i n  a  moribund s t a t e  f o l l o w i n g  
t h e  12 month s a c r i f i c e  and f rom animals a t  t h e  24 month scheduled s a c r i f i c e .  

b~~~ B u l l e t i n  # l o .  
C = S i g n i f i c a n t l y  d i f f e r e n t  from t h e  c o n t r o l  group, p  < 0.05. 
d  

= S i g n i f i c a n t l y  d i f f e r e n t  f rom h i s t o r i c a l  c o n t r o l ,  p  < 0.05. 

H i s t o r i c a l  b  
Cont ro l  s  



PATHOLOGY APPENDIX V: 

Addendum - Histopathology Report 

Lungs Sect ions 

I I T  R E S E A R C H  I N S T I T U T E  



Histopathology Report: 

Addendum - Lung Sect ions  From 

1.5, 7.0, and 35.0 mg/kg Dose Groups 

Chronic ~ o x i c i t ~ / ~ a r c i n o ~ e n i c i t ~  Study 

RDX in B 6 ~ 3 ~ 1  Mice 

24 Month Terminal S a c r i f i c e  

I .I .T.R.I. P r o j e c t  NO. L 06121 Study NO. 7 

Sponsor P r o j e c t  NO. DAMD-17-79-C-9161 

Submitted by 

John W .  Saga r t z ,  D.V.M. 
I 



Following the  Sponsor's approval,  a2.l previously unexamined lung 

specimens from males and females of t he  1.5, 7.0, and 35.0 rng/kg 

dose groups were sec t ioned  and examined microscopically.  H i s t o -  

pathologic f i n d i n g s  f o r  each animal were recorded on ind iv idua l  

forms shown iri Appendix A.  These a d d i t i o n a l  observat ions were 

tabula ted  on Histopathology Incidence Tables.  These incidences 

were combined with those derived from t h e  l imi ted  number of mice 

examined immediately fol lowing scheduled s a c r i f i c e .  These combined 

incidences a r e  recorded in t h e  Incidence Comparison Table. 

Noteworthy primary neop las t i c  lung l e s i o n s  are shown in t h e  

fol lowing t abu la t ion  ex t r ac t ed  from the  Incidence Comparison 

Table : 

Males - 
No. Examined (63)  (60 ) (62) (59 ) (27) 

Alveolar/  
Bronchiolar 
Carcinoma 3/63 6/60 3/62 7/59 5/27 

~ l v e  o l a /  
Bronchiolaz 
Adenoma 6/63 5/60 5/62 7/59 1 /2? 

Alveolax/ 
Bronchiolar 
Carcinoma & 
Adenoma, Combined 9/63 

Females 

O . O m g / b  1.5mg/kg ? . O m g / k g  35%/k 
No. Examined (65 (62) (64) (64) 

~ l v e o l a r /  
Bronchiolar 
Carcinoma 3/65 1/62 3/64 3/64. 
~ l v e o l a r /  
Eronchiolar 
Adenoma 4/65 2/62 5/64 9/64 

~ l v e o l a r /  
Bronchiolar 
Carcinoma & 
Adenoma, Combined 7/65 3/62 8/64 12/64 



The combined incidences of primary pulmonary neoplasms were increased 

in  males of all dose groups and in females of the 7.0, 35.0, and 

175/100 mg/kg dose groups. The occurrence of these neoplasms in mice 

of both sexes is r e g u d e d  as random and of no biologic s igni f icance .  

I n  males, malignant lymphoma was found in one control ,  5 mice of t h e  

7.0 %/kg dose group, and 5 mice of t h e  35 .0 =/kg dose group. The 

increased incidences among the 7.0 and 35.0 %/kg males are  spontaneous 

and unrelated t o  the  t e s t  compound. 

A s  previously s t a t e d  in  the  main repor t ,  the increased occurrence 

of pulmonary h i s t i o c y t o s i s  among females of the 175/100 mg/kg group 

was no t  regarded as  treatment r e la ted .  

A variety of o ther  lung l e s ions  were observed in t r e a t e d  mice of both 

sexes. These l e s ions  a r e  consis tent  in type and incidence with those 

commonly seen in mice of t h i s  age and strain, and a r e  no t  considered 

r e l a t e d  t o  the t e s t  compound. 

I n  conclusion, microscopic examination of a l l  remaining lung s e c t i o n s  

. from male and female mice of the 1.5, 7.0, and 35.0 mg/kg dose groups 

revealed no compound-induced neoplas t ic  o r  nonneoplastic l e s ions .  

Veterinary Pathologist  



Curnulati-~e Incidence Comparison Table 





( 
CUMULATIVE I .I .T.R .I, 

Study No. L 06121 SN 7 
Compound : RDX 
Terminal Sacrifice 

LUNGS (continued) 

H i s t i o c y t o s i s  

Hyperplasia,  a l v e o l a r  

Lymphocytic Inflammatory I n f i l t r a t e  

Minera l iza t ion  

Thrombus 

v 

INCIDENCE COMl'AI7XSCHd TAME 

O h  
u 

? $ td 9 $ h 
O'd d'tl b d  

n td n'd 



Histopathologic Incidence Table 



I poundr RDX , 

Terminal Sacrifice 
Dose (mg/kg/day) 1 1 5 w/k/day 

111 STOPATI iO I .OGY INCI D E N C E  T A B L E  
Male Mice 

Group I1 

ORGAN 
Lesion 

M = Tissue Not Present - = Tissue Not Applicable 
3 = Moderate 
4 = Marked 
P = Presence  of l e s i o n  which cannot  be graded 



I b I . T . R . I b  
( ' 3 y  No.1 Lo6121 SN 7 

.npomda RDX . 
Terminal Sacrifice 
Dose (mg/k@;/day): 1.5 

ORGAN 
Lesion 

I I 1 S T O P A T t l O L O G Y  I N C I D E N C E  TABLE 
Male Mice 

Croup 11 ( ~ o n ' t . )  



1 . 1 . r . R . l .  
P'vdyNo.a  L06121SN7 
( .~pomdr RDX - 
Terminal Sacrifice 
Dose (mg/kg/day) : 1.5 

( 

) I f  ST OPATt IOLOGY I N C I D E N C E  T A B L E  
Male Mice 

Group I1 (~on't. ) 

ORGAN 
Lesion 

ez 

M = Tissue Not Present - = Tissue Not Applicable 
3 = Moderate 
I) = Marked 
P = Presence of lesiotl which cannot be eraled 



I .I .'r . n . ~ . .  
udy No. t L 06121 SN 7 

( npounda RDX - 
Terminal Sacrifice 
Dose (mg/kg/day) r 7.0 

ORGAN 
Les ion 

III  STOPATI IOLOGY 1 .NCIDENCE T A B L E  
Male Mice 

Group I11 

M = Tissue Not Present - = Tissue Not Applicable 
3 = Moderate 
4 = Marked 
P = Presence of lefiiotl which cannot be graded 



I *I*T*I7*1., 
( xly No. t L 06121 SN 7 
,,mpomda RDX 
Terminal Sacrifice 
Dose (mg/kg/day) r 7.0 

ORGAN 
Les ion 

I I I S T O P A T I I O L O C Y  1 N C I D E N C E  TABLE 
Male Mice 

Croup 111 (~on't .) 

Symbolst N =. Within Normal Limits Severity: 1 = Minimal 
I 

L = Ilesiotr Present 2 = Mild 
M = Tissue Not Present 3 = Moderate 
- = Tissue Not Applicable 4 = Marked 

P = P r e ~ e n c e  of lefiiotr which cannot be era14 



1.1 o T . R . 1 ,  
( 'tudy No.8 L 06121 SN 7 

,ompou~dt RDX ' 

Terminal Sacrifice 
Dose (mg/kg/day) : 7.0 

ORGAN 
Les ion 

Ill STOPATl lOLOCY INCl DENCE T A B L E  
Male Mice 

Croup I11 (~on't.) 



1 r l e T e 1 1 r l r  

Y u d y  No. t L 06121 SN 7 ' ,mpour~d: RDX 
Terminal Sacrifice 
Dose (mg/kg/day) : 35.0 

111 STOPATI!OLOGY I N C I D E N C E  T A B L E  
Male Mice 

Group I V  

M = Tissue  Not Present - = Tissue  Not Applicable 

w- 

ORGAN 
Lesion 

3 = Moderate 
I) = Marked 
P = Presence of l e ~ i o r ~  which cannot be eraled 

- 

-- 
. -  

- 
2 

-, 

.-. 

t- 

- 

L 

.. - 
LUNGS 

Symbols r N =* Within Normal L i m i t s  
a- 

-- 
. ,- 

----r 

. 

L = Lesion Present 2 = Mild 

L ' N ~ N N ~  t-=- 
-_ 

- 

.,-. 

. 

- 

_ _  

. 

-- 

. 

7 

L 

A 

Minimal 

N L  

- 
Severitr: 

-2 

-- 

. 

L N N  

P 

N L N  

1 = 

L N  N 

~ l v e o l a r / ~ r o n c h i o l a r  Carcinoma, s o l i t a r b  

, 

---. P 

-- 

F. 

-- 

N N  

I 

Leukemia, myeloid 

Malignant Lymphoma, mixed type  

~ l v e o l a r / ~ r o n c h i o l a r  Adenoma, s o l i t a r y  
Congestion, d i f f u s e  - -- 
Congestion, m u l t i f o c a l  

Hemorrhage, f o c a l  

Hemorrhage, m u l  t i f  o c a l  

H i s t i o c y t o s i s ,  mu l t i foca l  

Hyperplasia ,  a l v e o l a r ,  f o c a l  

3 

- 
I 

-<. 

1 

P P 

-t- 

I 
2 

.- 

- 

. 



~ . ~ . o r . n . I .  
'tudy NO. 1 L 06121 SN 7 

( on pound^ RDX. 
Terminal Sacrifice 
Dose (mg/kg/day) : 35.0 

I I I S T O P A T I I 0 1 0 G Y  INCIDENCE T A B L E  
Male Mice 

'Croup IV ( ~ o n ' t . )  



7 .gr.n.I. 
. S , ~ Y  NO.: L 06121 SN 7 

Compound r RDX 
Terminal Sacrifice 
Dose (mg/kg/day) : 35.0 

t I1STOPATI IC)LOGY INCl D E N C E  T A B L E  
Male Mice 

Group IV ( ~ o n ' t  .) 

M = Tissue Not Present - = Tissue Not Applicable 
3 = Moderate 
I t  = Marked 
P = Presence of 1esj.011 which cannot be grarlecl 



I .I .'I'.R.I. 
'.udy No. r L 06121 SN 7 ' -.~mpound 8 RDX 

Terminal Sacrif ice 
Dose (mg/kg/day) : 1.5 

\ 
Ill S T O P A T l l O L O G Y  I M C I D E N C E  T A B L E  

Female Mice 

ORGAN 
Lesion 

be graded 

C 
0 

. - 
LUNGS N L - N  

~ l v e o l a r / ~ r o n c h i o l a r  Carcinoma,sol i tary 

Hemangiosarcoma, m e t a s t a t i c  

Malignant Lymphoma, lymphocytic type 

Malignant Lymphoma, mixed type --- 
Malignant Lymphoma, plasmacytic type 

-.-------- 

~ l v e o l a r / ~ r o n c h i o l a r  Adenoma, s o l i t a r y  P 

L = Iesion P r e ~ e n t  2 = Mild 
M = T i s s u e  Not Present  3 = Moderate 
- = T i s s u e  Not Applicable = Marked 

P = Presence of l e s ion  which cannot 

N 

Hemorrhage, f o c a l  

H i s t i o c y t o s i s ,  f o c a l  

Hyperplasia ,  a l v e o l a r ,  f o c a l  

Lymphocytic Inflammatory I n f i l t r a t e  

Symbols I N =. Within Normal L i m i t s  
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6 twy  No.; L O o l ~ l  gh r 
Cy 7 ~ a l d  r I1J)X 

' 'I'c, ..,inal Sacrifice 
Dose (rng/kg/day) : 1.5 

I I l l  S T O P A T l l O l . C ) C Y ~  , I.ICI D E N C t  T A B L E  
Female Mice 

Croup I1 ( ~ o n ' t . )  
.- a- 

C: 
0 

ORGAN 
Lcs i on  

-- - -.- 
. - -- 
LUNGS 

~ l v e o l a r / ~ r o n c h i o l a r  Carcinoma, s o l i t a r y  
..--. -- ...-- -- -- 

Hemangiosarcoma, me tas t a t i c  
- -__ I_ -  

Malignant Lymphoma, lymphocytic type -.- P -- 
Malignant Lymphoma, mixed type 

- . - - - _ I _ _  ----, 

Malignant Lymphoma, plasmacyt i c  type 
- .  ------.-- - -. -. .- . 

~ l v e o l a r / ~ r o n c h i o l a r  Adenoma, s o l i t a r y  .-- - - . . - -  - .-- - - -8 -- - - .- --- . 

Hemorrhage, f o c a l  I 1 
- '  -- . _-- - - .-- -I --. - 

H i s t i o c y t o s i s ,  f o c a l  --, . 

Hyperplasia ,  a l v e o l a r ,  f o c a l  

Lymphocytic Inflammatory I n f i l t r a t e  

-- 
- - 

C 

Symbols: N =-Within Normal Limits ~everrt~r 1 = Minimal 
L = Iesiotl Pre~ent  2 = Mild 
M = Tissue Not Present 3 = Moderate 
- = Tissue Not Applicable 11. = Marlced 

P = Pr:esence o f  l.e~i.011 wl~: ic: l i  ca.rir~ot, 
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I .I.tr.rl.I. 
No.8 L 06121 SN 7 

Con,, md a RDX 
l'erminal Sacrifice 
Oose (rng/kg/day) : 1 .5 

l l f S T O P A T l l O L O C Y  I N C I D E N C E  TABLE 
Female Mice 

Group I1 (con ' t. ) 

ORGAN 
Lcs 1 on 



- - 
Study No. t L Oh121 SII 7 
Cq/ .undl nDX 
'l'o~ llllnal Sacrifice 
Cose (rng/kg/day) 7.0 Female Mice 

Group I11 

M = Tissue Not Present 
. - - 'l'issue Not Applicable 

3 = Moderate 
I t  = Market1 
P = Presence o f  l.es3.011 w l l l . c : l ~  cnr~t~ol.  be ~rarlefl 



L * A  A * I I . L  a 

Sbudy No. 8 L 06121 6N 7 
, C( otmdr RDX 

'l'er.minal Sacrifice 
Eose (mg/kg/day) : 7.0 

ORGAN 
Lcs ion 

I I ISTOPATI IOLOO? r ~ ~ l ~ ~ ~ ~ ~  T A B L E  
Female Mice 

Group 111 (~on't.) 

M = Tissue Not Present 
- = Tis~ue Not Applicable 

3 = Moderate 
1 ~ .  = Marked 
P = Presence o f  l e ~ j . o ~ i  w t ~ i c i ~  c;r.~ir~ot ?,e r,rnslc(l 



S L W Y  NO. r L mi21 Sn 
C( o t a i d t  ACX 
'l't;, ,,~inal Sacrifice 
Dose (mg/kg/day) : 7.0 

ORGAIJ 
Les i on 

Female Mice 

Group 111 ( ~ o n ' t . )  

- _ - - .  

- -I--- -- -- .--- - -  
- - .-- .--- -- 

--- 

t 
--. ,-- , - -- - - 

Mammary Adenocarcinoma, m e t a s t a t i c  

~ l v e o l a r / ~ r o n c h i o l a r  Adenoma, s o l i  t -------- - --a- - ,-. -- - -- 
Congestion, mul t i f  o c a l  

-- .-- - -- - 

- __ -_- .--. --- 

- -- - *- - 
- - . -- --- - 
- -- --.A- -- 

- - . - .-- 

M = Tiosue Not Present 3 = Moderate 
- - - Tissue Not Applicable 11 = Marked 

P = Presence oT lec;J.o~~ w t i i r : I ~  C ~ . I I ~ I O ~ ,  



Study No.! L 06121 SN 7 

Dose (mg/kg/day) : 35.0 
I I I  S ~ - ~ ~ I I ~ I . O G Y (  . C1c1 D E N C E  TAD[ . [  

Female Mice 

Croup IV 
c 
0 

aJ 
U 

ORGAlJ 
c 
U) 
u 

Lcs i on ..- U 
e 

*-a -- - -. -. 

Symbols : N =. Within Normal L i m i t s  S e v e r i t r :  1 = Minimal 
L = Iesiotl Present  2 = Mild 
M = Tissue Not Present  3 = Moderate - = Tissue Not Applicable 11 = Marked 

1' = rs:esence o f  I.esj.o~l w l l j . r : l ~  cxnr~oi, l ~ e  cradc(l 



Stuuy No. t L O ~ ~ L L  SN I 
Co( uidr RDX 
' k t .  , . . ~ n a l  Sacrifice 
Dose (mg/kg/day)r 35.0 

ORGAN in rn L a 
Lcs ion  .c-g 

U 3  

Female Mice 

Group I V  (con ' t . ) 



. Study No. r L 06121 SN 7 
Ccf ~ I I ~ I  RIIX 
'I(cL ... Anal Sacririce 
Dose (mg/kg/day) : 35.0 Female Mice 

Croup IV (con ' t . ) 

M = Tissue Not Present 
- = Tissue Not Applicable 

3 = Moderate 
11 = Marked 
P = Presence of' 1.esj.or) w t ~ j . r : t ~  c;r.nnoL i ~ c  crarlwl 
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