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CONSInIRATIONS ON THE USE OF C1PML RIDIN
IN HUMAN PATHOLOGY

Minerva Medic& N. rioguardi and G. Ideo
(Medical Wnerva)

Vol. 57, No. h7; pages 2161-2175, 1966

It is the purpose of this report to present a mostly practical clinical
contribution to the knowledge of the activity of a new antibiotic, a semi-
synthetic derivative of cephalosporine C which is obtained through biosynthe-
sis from microorganism belonging to the genus Cephalosporium. (lh, 38, 39).

S4 The production of substances endowed with an antibiotic activity by
"organism of this kind &me7 was brought out for the first time in 3ardnia
by Giuseppe Brotsu (9p 16) in the course of research undertaken to identify
new antibiotics of natural origin.

The study of metabolitee dith the antibiotic action of Cephalosporium
was then continued in Great Britain and seven new substanoes with antibiotic
action were Isolated (10, 19, 21). The most active aong thu. turned out to
be Cephalosporium P, Cephalosporium W ("synnematin"), which acts primarily
through gram-negative gems (8, 36), and Cephalasporiw C (27). The central
ncles of the latter is 7-aminocephaloeporanic acid, similar to the maoeus
of penii3linp, ýIhat q.7 6-am panicillanic acid (2, 15, 28) (Figure 1).

CH
,C;c( 4u."eCK ,

C-- W C,01 0
C €- €C.C.OCOCaW

.•

CI,,.-



" Figure 1. 6-amino-penicillanio acid and 7-aiulmo-cephalesporanic acid.

The nucleus of cephalosporine C can currently be synthesized (5, 37,
At8 39, 42) and, by means of a number of substitutions, either in position 7,
or at the expense of the aoetozylic group in position 3, it was possible to
obtain a very large number of compounds. Many of thee. compounds, which proved
to be aotive in vitro, on the other hand turned out to have a rather modest
activity in vivo, since theyr are easily hydrolyzable in position 3 by meas of
organic esterases (11, 18, 25•, 33).

Substituting the scetoxylic group in position 3 with pyridlne, the
organic esteraees camot split the compound since there is no longer any
esterssic bond.

*� hmg the various components synthesised with this criterion in mind,
the 1 Masaroh evision of Olaxo :ynthesised a buloridine by Introduclg the

?mge~m!,Itic radical Into position 7.Lbs resulted iRJ the iLnternAl
sott =r 7-/-t -)t-sacetauhid/7-3- (1-p•Ld t•L)-3-os 4-boxyo
aoid (7, IT) (Fguie 2).

Figure 2. C6--halordidns a internal salt of 7-LC2-thuvl)-acetamidde7-3-(l-
dIpW nlwe "•y1-3-oepbes-k-oargooylic acid.

CephulorLdine acts through a bactericidal effect (7, 32) upon gram-
Positive and p~ua-negtive uioroorganismu, whereas It Is Inactive toward fuig
protoesa, heladuth,8 as wen as aerobacter aerognes, peoud•moas pyooyanea
it Is hardly asove toward Mobacterim tuberculosis (32, hl).

It Is an antibotito which resists penoillinose and the bacterial
reistese without manifestations of crossed rees tame with penic3llin (1I
3, 6, 7, 13, 309 43).

On the basis of laboratory Investigations a& on the bais f this first
slinioal appliatism (24, 4o), ephaloa m appa to be perfectly vell
" toler'ted and *solstel sv dMoodf W toWg. effects when aaisatend In
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The maximum concentration in the human blood, after Intramuscular ad-
ministration of a dose of 0.5 g is reached after the first hour (3-10 Wea/
cc) and the average stay /of this concentration in the bloogm ma var7 from
h-5 hours; however, durini the 8th hour, we still find gamma 1-2/co in a oirces
(32)h cephaloridine is eliminated completely through the kidneys and the form
of urinary elimination occurs without any modifications,, sine .it has bmeen
demonstrated that it reveals a distinct stabilitr with respect to intra-
organi+etbolio transformations.

In the course of clinical use, it has proved to ba very active in a
umber of different affections which sometims resisted treatment with other
antibiotics (17, 20, 22, 23, 40).

After this Introduction we would like to present the practical results
derived from this antibiotic in a rather varied Croup of case histories, such
as we found it at the special medical pathology lns'ultte of the University
of Cagliari.

Since it is known that antibiotics develop a toxdo action on the level
of numerous organs and apparatuses, Including first oi l1. the liver and the
kiw•y, we also directed our attention to the possible influenco of the anti-
biotto we ae stuting hers upon the fumtional activities of ts liver oell.

Os(e Histories

Ow research involved 65 patients Who revealed various affections which
Ve amn grop an folloes i

(1) Affections Involving the kidneys and the urin ay U tat, nine "a Ie

(2) Affections of the respiratory systems 3 44ases;

(3) Septic affections of the liver and of the hWa duetso eIght eaOwe

()Cardiac affections: four oases;

(5) bsoelameous affections: 12 cases.

In tables 1, 2, 39 4, and 5 we show the diasnoses for each group of
affectiom in detail.

(1) Therap piln. Cephaloridina ws amnistered at the rate of 1-3 g'
'per day as attack dose and this was reduced after a period, of time va"7i%
tre ame ease to the nest, to the saintenance dose of I g per day.

Along with tWe ontat4iato, as wll as all of the otber autibiotsee
1-6 in tI" s *, we also ainistaw" obumt &ee* of VI%@ML of

I! Us
(2) s.ea.. pus. b Order to evaIatte tI a _ffsilt t



( administration of cephaloridine in a&l of the patients treated here, we took
into consideration not only the fever curve, the 0od prnsur1 and the,
pulse, but also the speed of sedimentation, the number of leucocytes, the
leucocytary foruaa. and the mucoproteins. In lung patients we dosed the
quantity of the expeotorate and we made nwuerous x-ray checks.

Accurate controls were performed on the urine in patients auffering
fro diseases of the urinary apparatus. In patients with diseases of the
circulatory system we also examined the antistrqptolysinic index. -n patiens
with diseases of the bile duote we attached particular Importance to tests
that would express the progress of the retentive state;, we evaluated not only
the behavior of bilirubinemia but also that of alkaline phosphatase, cholesterol#
and the gama and alpha2 globulins; the latter were studied by means of eltaoto-.
phoresis on acetvilceuluose.

For the parpose of bringing out any possible negative effebt of the
antibiotic upon the liver cell, we also made a satudy of the synthe.!" activi-
ties of the liver in all of these patients who were treated with. cephaloridine;
bare we used the folln ing teats s eerie ac banmia dosage by me of
electrophoreeis, dosage of the protberoinic activiity. (in Icterus pati4stA on1Y
after the additim of vitaman ), as wel as dosage of the V factor, the VII
factor, and ohelimeteree.

an far an the evaluation of the liver's asoretie ceapacity is Geoncered,
we used the stui of the elImination of am oeultomphtleiene, of Oardio-(kea,,
and ot bdKlrbin in anl of Its fraetions.

The steo at the behavior of gly7eiap asotmda, MAd cholestolere
than cpleted or research.

fesUm•.m of te, winry trats. fte reop.me to the action of
Notabu e i n Vd ft3~mof at mast eWfetiv en-preq (Uh# I).

Al".
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TABLE I
WMH&R TMBL OF CASE HI$TQIIES FCIH A~FlTIONS
XWIOLVING THE KIDIIES AND THE UXINAN TRACTS

( 6 ) ( fc

I IL L(2 Pdwftvhe* sft-wa &M ~ m 4Mn etis " (0). (

2 NLO4'epu. 2raak &W meo I 253 UW C u -

5 t. D.(S)CiMUPiMM 2 W 3 37 11j"r 9" oIw.

x LL)Gumefnigt XAMWI II 0M ti WMMm . u.
I IL L(8)3huhWfttndWsqMa 1 1t 1 t 715 svq-,

Legends a--number; b--patlen~a' initials; c--form of disease; d--oephaioridine;,
e--VIS Is'ediinntation ratg7 (Kats index); f--leUCOCYtes; g--4laration Of treat-
men% (days); b--fever drop after number of days; 1-before; 3-after; k--
result; 1--ooinsntal a--exoeilentl n--goodi i--acute gioIa53uilonehr;Ltis;
2--specific pyelonephsritia with superposed infec ted PYOgen 3-ascute pyolo-
flephritis; 4--progtatio neoplasic; 5--civttoyelitia 6--I~yperthermia following
uroiogiosi exaal*Unstoa7--oute glcrnerulonsphritia; 9-aýcute castitis In
subjec t suftferinig from flaccid paralysis of the lover limbes with 0.Worders
In sphincters fts to discal herna.a

The geum which-were recognised scet. frequentay be" as being seponui-
big for thenf ou ic eres Coil.and entereccoova.

Figur 3 describes the tUm of fevr drop frm the begLInnin Of the
thersW ptsesd Inu tbe nie ""ase considere here. Vts this we can edq
thet tbe trem 6"o occared Oawing s, period of time whiccan veary thas a
XIM lof 2 to a USUM of OP e.
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P.O.

a 4 9 fie"$ g h~
.-7.s (3)

Figur 3. Legend: 1--affections of the kidneys and urinary tracts; 2-time
of fever dop from beginning, of treatment; --days; 4--patients' Initialas.

It Night be worth while to point out here one case of rwel tuberculosis
with superposed Infected 175gong combined with a finding -of Koh bacillus wthah
was rather amply positive In the winej in ths case the te wratire was par.-
tiulAWy resistant to the specific.tratment becaase of a oayetopte•iti.
supeposed by pygen.

"( the use of cophalorldine brought the temperature dovn-within 9 days)
as the disesse continued and fbr the period of time during which we were
possible to observe the patient directly, the teuperature turned out to be
rather modest although it was a little more than 37.3-37.O 0, * this was ao-
aempeosieb! a ooqaetely negative urine report In the sense of the )VOgenic
insem (tigr, I0.)

Pe (I) "'

3 01

Figtre z.. .G. renal bsbwouosia with sup ~oad infected pyagem Legeads
1,1 #d e- s .
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The antibiotic dose used in these disease forms was about 2 g during
the attack phase and I g during the maintenance phase.

Affections of the Respiratory System. The affections of the respira-
mtory s-stem are represented above all by patients suffering from bronchial

pneumonia and bronchitis, often complicated by an astumatic sil3mnt. Here
our case histories were relatively more numerona and this gave ve a better
chance to use our antibiotic (Table.2).

"m74



GRAPIC NOT 1WRODUCIBL

CSUAMART TABLE OFCS TABMI2. FU IN AFFECTIONS

OF THE RESPIRATORY SrT8Ti~M TREATED WITH CEPHAA.LCRIDINE
(d) (e) (f)

I S (b )Dm bt (c),tk JI ISX 7lK. 10"1 o2IO 4W Ol e(
2 54 1%8" ) Urewhit lwuwlc I. o.13 4t 52~ 6" F.". 7-1 14.5ie t

1 C..Will*

I S.AG(U) OrtiicpalnMik- I is 1 52 4. 3030 53W Oine M

3 M. G(U) a OWN$* smumic IS 1 4 m 35 9=0G 7W Sonme (n
4 C. C~v)Ifktmup IM 31 2 39 21 14= '4200 O~tfine(3 fi. Ira

5 F. AV) M ItWItt* 2 7 6 37 U6 ?.X 6mG Oqim. -

& 10 A.p(W) cbW..m.Iaiq 3 IS - 51 46 53Wm 13W 01io oml

7 c (wC )t-ud wmw48S~. 13 S 54 33 4A J3W Cotti -

IdC si4ek'hneopabsmhIn Pa I 1 254 16 ISW 1420 Olitnw. If "

C, F

(U *W cvWW.~kS I Is ?*d15 44. S 53W 43 iscan.ico
31 XC.( nimdeo miilke 1 12 aa

n 0

a. uP.16. cmm otule 13 7 S cd- 4 9 a $w &

m9 P. AL Xty wsw ~ I U - 2 5 MS 7W Oln

on -3 12 3 6 a 4 "

hI P~. .(v)eno at U II II SAW li* o,,s.

2A. M.t1easbm 13 Is 4 of ams tin otik"

23 F.LEvmssbuns a 4. 41 a tum "a 01,606

29 A P. It I 5 1 11 32 I13w "Is Onam.
a ~ - ~(W) Ij W9 2 40 16 UW 6 111

It ILam w w a 2s I - -
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Legend: a--number; b--patients' initials; c--form of disease; d--cephaloridine;
e-.-VFS Isedimentation rate] (Katz~ index); f--leucocytes; g--duration of treat-
ment (days); h--fever drop after number of days; i--before; J--after; k--
result; l--co'ments; r--excellent; n--good; o--poor; p--fever decreased but
did not disappear; q--already treated earlier with penicillin, without re-
sults; r--treated earlier with other antibiotics, without results; s--not
sensitive to penicillin, tetracycline, CAF; t--not sensitive to other anti-
biotics; u--asthmatic bronchitis; v--chronic bronchitis; w--bronchial pneu-
monia; x--bronchial pneumonia in patient with recent lung infection- y--broh-
c?'ial pneumonia in carrier of histiocytoma; s--metapneumonic pleuritis in
cirrhotic subject; aa--pneumonia and sepsis; bb--chronic bronchitis in patient
with hepatic neoplasia; cc--acute bronchitis; dd--bronchial pneumonia with
pleuritic complications; ee--chronic bronchitib; lung emphysema; chronic
pulmonary heart; ff--pneumonia; gg--bronchitle.

The fever drop time for the patients is described in Figure 5 and
ranges from a minilm of 1 day to a maximun of 12 day.

F.I.T. () ) A'F111OUI flLL'APPARATO PISPt1ATORIt

()twesell *9.?*Wmwaet* delPlmalaW dm1 trettewmte
0.P.

I I 2 V O. C
• v. Q.v.

S•A..A

-~S.C.

•_.•:=:• P.L.

i• S.L.

AN.A.

L n- -.-- _-.-- - -••• • t..--

S.. . .... .. .. . . S .L .

S• . . . . . ' At U. -

(c) "

Figure 5. Leagnd: a--affootions of the respiratory apparatus; b-time of
feavr drop from begimirng of treatwxnt; a--4#q; eo--ti mts' ItsIinitials.

We are alo 6eseribing here a case of residual fever which tund out
to be not sumeeptib) to oeqhaloridine treatmet.

-. _-
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Flgw* 6 abohm an exzqle of a bronchial pneuwm .a episode vicb wat
resolved due to the effect of the antibiotic In a very evidemt fashion. The
eipectorate, which increased durime the first few drqs, parellel t.the
tianuition from the beptiation phase to the resolution phame, dearesed
quit. desfintelyo, and than disappeared within a week. An of the other
ootmnts followed the favorable couse. of the diseaws.

(b)

' I l~ I -ill

IM

IF

.1 (f) , , 0

(S)

Figure 6. 3. G.t bronchial pe•u ia. ,egend:s a--ar.e.ial , loo. pressure;
b--Kats index o-leueodytes/oubic mr d--epewtorate r % '.2hoý '
e-..eha~loridine f--tepeeratweei e--gde. .h

Figure 7 deecribes the case of an apyretic pitient sferfi1." from

chronic bronchitis aocommaied by an asthmatic ailment with abundant e*r@,.
tionu, treated with cephl2orldine. The favorable development In this case004
ms manifested not. only by, the decrease in the kLnetlo sytmtantoloq'of
the ziwpIfrt*% tmt# but also by a reduction in the erw, of aOttiI
attacks and aboft anl by the reduction of the e~ectc'ate piotcaly d_.-
to Am*o

- 1-- 0-~.1~ n



The antibiotic dose used in these patients varied between 1-2 g.

Affections of the liver and the bile ducts. The affections of the
liver mdg W btlt d s are represented by patiento with septic affections
of the liver, patients who are carriers of primary or secondp7 arngiooholitis
or of cyat vuppurated by echinococcus (Table 3).

TABLE 3SUWX TJU (IF CASE HISTORY OF 3EPTI Aic n ONS
CF TO LIM AND THE Bh3 DUCTS, TREATND WITH CEPHALMINS

(a) (b) 61 " I-,.o .... "

.•-(16" elek(tI V.L )a,, ans 9• •I, ,().

2 C .L CufriA- Mcr. b*u 1 W IaIb aI .. 95 0 ,0 (60szawk (8) ias)
3 P. L Epaikiwcmaa w~koanct 1 9 4 136 119 IIEN sEN &-Wo~) W

WMu CQ*duaguui (t)

S Wk L Ep+• aaqma .u I Is 1 .1 13 , .. ,,.(ks d

7 M.+ 'CilT do ,nMD m 1,, Is 13 is 411 92. '0 7, 0 11m ,•,aIc mpms (x) '
I D... K St:og Im.rlerm•Wpro- . 25 12 37 of IsM0 7.q Ot1m 1

"Gicm+.W " awMyJ
trpath•h imalhipk; • "

Legends a-number; b--patAents' initials; c--form of disease; d--cephaeoridine;
e--VIS Leei•entation ratej (Katz index); f--leuoocytes; g-duration of treat-
ment (dap); t --fever drop after number of days; i-,.before J--.after; k-
result; 1--comments; m--excellent; n--good; c--por; p-residual fever;.
q-not sensitive to other antibiotics; r--acute oholangitial s--cholelitb•ausi;
t-chronic sacitogenic oholecystopathic hepatitis; u--hepato-cholangitis;
v--acute hepatitis with cholangitime; w--chronic hepatitis; acute cholecyotitia;
x-esuppurated bepatic copt /6_yititijs7 due to echinooocousl y-protraoted
bypertiermic state in cholecystecto*;sed •female7 patientl Miltple liver
oealonfioatione, acute pulmonary spyaa.

The germ ý= se isolated in this part, of our group of case,
histories Were enr ocus, bacterium Coli, and staO.•brooOOcuss

One mase of oholelithiasia in a subject who was also a carrlir of
latestlau tuberouloslu, did not respond to the antibiotic.

- 11 -



(a)

-j -ansetoae2

f-capha ~ ~ ~ vucame I M-eWfy

.. If)

(( )

S- -- -( d )- " - " "

-. (e2

JPlgure 7. N. 0.2 aa14tl~mti•, bixonah:Ltia. Lqenda a,-a~rteralz2 £•oo4] Preenre
b--leuoooyt./cubio n;. o-.-zlpeotorat/21& hours; d--t~uerM~uze- e-4y
t,,.,'epbkao.,idine, 2. gt per dq,. .: ' .•..
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(a) ~ gWL Ff07 K ittt yet InIgMi
•' b)l l *9.4&td dOIIfllulo del k pfa&sAs

N.C.
(d)

V:C C

q.9,
s eoe.'

Figure 8. Legend: a--affections of the liver and tha bile ducts; b--tiLe
of fever drop from beginning of treatment- a--da•rs; d.-patients' initials.

b also thi it interesting to point out the \ese of a 38-year old
femle patient who revealed a radiological pie ture am a aymtamatology
which led to a diagnosis of aultiple liver abscesses in a subject already
aboleapteotmisedO (see the x-ray picture of the Iver in fire 9).

*

Figfre 9. Patient D. o. treatlmen Direct liver r.-ray.

After a paterd of treatment at the institute with antibiotics, our
female patient was disharged although she still had soe fev~r but maints-
n=me treatment was admlnistered with the ant'.blotlc. After about 10 d4#s,
Ibe developed a rather bad pain in the right shoulder; the attndivg ,ppi-
oian intmrpreted ths as soapolobmoral periarteritial she ws treated with
a doe of predmvisme at the rate of 100 qg per day. After 6 Mys of treatmIts,

S13
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she bad recrxent h1h refer, intensive pain in the right half the chests

and her woretion C tm was purulent in nature (igures 10). of then ches

stituted cephalo -therapy at the rate of 3 g per day or. a period of
10 day-s and 2 g &4i the fol.lowing dap; wi/thin 4 days the fever dropped#

Swith the eptonstalogy. The favor disappeared compl.etqI by the
14 th my sim ltaneously, the le wo cyo sis ret1 ned to. rarma l,'(P e 12).

?he 1• p~l~atuu Intutn, efter 20 days revealed a c e l oleaslng,, with

m em, In th* s A of the motomphmio cormer o(igurse 1).

10. 1

n e 20. 74001e 0 t OUat DA.s'. abhrt x-ray prior to oepbaloridine tlhferP;

, " L-" , 1.• ,•':. ,

igwe n1. oNAIe patlaUt D,., t x-ray of Oelt after o4lPblordLAne tu~t-

mo.

a ~J 4



(b)
•ll ~vts goti * ia)

d In
O/C

( (a)

T. 

'

=sinr te pe seo1 (Kt id)I -o0

d-to.•ivatrel w--•t~l f--p-----------.--strepta---- ; b--ft n; i-

An squaDy briniant result mm obtrained I~n the grovp of affectiont of'
th bil.e dtots. Figxw' describes the beha'dor of s:igne I~mptable to the
inlamaltion process going an ILn the bile tractl we can obew" a ftfLinito
improvemet ind•ed by st~bilotic therapy A oq~balorldiw, as dommustrated
byt" qm• otio it~n th taq .s'tweg, tbo M? = ;:it, r•t pe s

o wo o o

glbba~m
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figure 134 ,.]L t t.o aL a- o £3p11e2 g1obuJnel

Dw sips of bile rotetuft &I"o 4.r~tiAiy imWovs. 81006 with the
Iraesl l to th ift1attcr poose. a use eiu'esood bV the rad&mt o)
AUs %U r~h 1iL.and& t. cholesteroleuia, and the ealk*iA* phaopbateee
iS sU as the bdeYIW of %M~ 0010? waft1C toate (3W *ad Oardio-Giwn),p

ma a pfemw goe saw Ah bi I Jbin eed* level had become eOqtlble
* ~with th prfOm Of ums teofu (Flgiwe1

- I-
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S (a)m"•,u"m ,,,

ot

.ll€

"a H l'

(d)uunam

* (e)a"i-

Figure 4., D.L. at*ea omlangiti. legeonds a--retention; b-C-ardiO-Gree
e1o aationt pewr m.nute; o--osaoeeer•z iS.; -6-alkaline phoephatawul e -

On tUe basla of the data colected# we can say that cephaloridire can
paenetate waar~e do awe rother purely permeable for otIer antibiotics,
with a good ooeffi4obnt of oonentration. Thds fact bwas evident, for
e.nple, in a case of euMor ted eystic cbhincoeoeiv-# which rueponded to
tresaot in a trdl e oeptioal fashion.

F4ur.• e 15 wW 16 shoh the x-rqs for bladdor eoeaqion due- to

Sob ~cow1s &IWIM"Se chimAc ois as3g, in an aftero-pos tenor OWd laterul

-17 -



a0%APMIC ANOT.W O UI~

Flgua. 15. Nt4:ntN.C.: auppusted hepatic gohincocosia *yet; chest x-ray

~~I stdr pro No rct Ducn.

CI

A

tlgwe .6. Patient N.C. s suppursted hepatto sohinooooesi oanti obert x-ray
Isn ateral pno~.otnon.

k/

• f' .. : - • . . -' "
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[1

Fiue 7 Patient A.C. suppurated hepatic achinoccouis cyst; stratigraphi@
impg after Ceoypemeiosm

The evolution of the geric constants and the tqperatu~rep which'
titcas aresummarized L. Figure 18.

S19
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__Il

Ih R

'a (41)I.ra

I, -b+ltId ~,

preere; b-MV (U index ) a.--lewoeyt~s per aubia mmi d-4wvcrata*r;,
G-ýdqs tf-.Wifag~in; g--p"n~o~llinj b-r-whaoe~dine, 3 c/day; 2 g/dV.y

Mxt41se4**. . Tha cast biatoriam for the septic beart dise*&&*
`tmb1*'- 2. ftgua -19),t althoft-h ratber scam* bkwh., navrmliess

whiab bmd ee trt*.d with *W otber antlbdoticia %o ' no avail, 'to etat,#
that o~phsalridtie Is usefulJ also In thtse dis..ee foMO

-20 -



TABLE 4
SU RARY TABLE (F CASE HISTCOIES OF BACTERIAL

CARDITIS TREATED WITH CEPHALORIDINE

• . OW'so rruft everbo" r. x "w,,am psr,".l pro"4 *•m &" litmlha•o","(e)(b) (r) ". (f")......
(.~(b)(c-- . ~. ,..(i) 0) (1) (4) (k) (1)

I D. L End6xA.Ieftlam* k is ) 7.M3 4&M Oilline
I It. L .nd.m rdile l a=1lc j;a 2 7 i s Ia iO 51" W Otlmo Im.rw*:

d& & VbtiWAa (a) Utr

3 A. L P.rkardile &Ms. bm* 1 U 11 is 7 720 6.O DU.M Tq)-
chuge Ounbcs Wc (n)

4 P. P. Nvtcu•, ts acu ) 1 17 Fqaikba, a iS aU 7.10e D•x.MO

(p0)

Legends a--nuwber; b-patient3' initials; c--toxin of disease; d--cephaloridilii.
e--VIS CSedi•,ti'ation r&te7 (Kits index); f--leucocytet8; g-duration of treat-
ment (days); h--! ver drop after number of days; -'.--before; J--after; k--
resulti 1--cmmentsa; m--e*esllent; n--good; o--discreet; p--residual fer
q-not sensitivee to other antibiotics; r--rheumatic endocarttis; q--
bacterial edooartitis due to .. wiridans; --acute pericarditas, chronic
bronobiTs,, u--acute pericarditis.

411 0 M___U - so .
I P h 4 .I t

Figure 19. Legends a-bc•tezil pericarditee awn ondocardit•; b--time of
fever disappearance frm beginning of tr,.taent; c--days; d--potlents' In-
itiall.

Figure 20 rep-eeent* * graphic reoording of the teopraturs of a young
•ae7 patient euftering fro st-eptococcic en arditis; this case had not
responded -to a loneg srlie of aat4biotics. AP wo, can see quite cloarly from
the graph, it ves oephalorieLw which ended toe state of ickiaens in 6 dayo,
aft-r the dies.. bad earlier apeared irreducible.
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Fli~ire 20. R.S. baocw-kW eadocardii4.- due to vlxiftrz, I*W~d: t
cillins LL0 million per day; b--stretorvAin, I g/4&y; d--
tetracycline; 6--cephaloridlrw; f.-aso.

Miscellarneoua affectioas. Data on the other caae5 treated here can U€

found I Tabe 5 and PFiure 21" We can say that inmost of thse*o0ea we
were able to end Uh fever Ai tn 3-It days. ( ly I ¢os of shronic ton-
uillitis and a hyperthermic stats in a choletcTtozisad M1* patient Stid
not respond to the treatment.

One portion of our rases did not respond -to antibiotic Weatwnt in-
itiated upon admission in an absolute fashioz, with respect to th,. feer
curve profi~ll. However, these oases, upon further investiption, turwA out
to consist of affections not susooptible to antibiotic teautatant

study of lie is' cell fun•ti~ml tests and cther blJod-oheixt'ry con-
stanta. Our investigation was "e'd pimarily at the earnthetLw an deto7d.-
-atii t activities of the liver.
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SUM3WAR TABL OF CASE HISTORXES, P2~CXUhvfl
MMSC tEMUMOUS AFFWTIONS THRATND WI1h C,'?VAL-WDINE

."N ft"U X Ibe,.P04 X"e Pon, *q fit J. $a ,

V. X Toslh m,,e, (otk: i 4 ) 2 ', ,km S
A1 4 55 VIM SM A1

3 W 9, Tranbo";'zatib 2 34,5 3 ISUM 122," a--n(~
0.,of dessro1Z)

4-AE rtndoadasise aunk* (y 14 3 It 10 4400 UM0 Sum*.
-'5 P. . A~ppdkepailacu aka (Z) 6 3 A It UM 7.100 Ottimo
Ik W. & 1pircersaa in PezicnV 1 13 P'LMbrkvk 4 2 4 7M0 5.00 DiscreI ()

Wnvbrialo

co~x'cttgctnqm~rtaaa
I-AL C. Spnen rue at (dd) I Ie) 1 •- -d n re
1e 1o. s m--duesle a 1 9 owdro- 45 53 MW ferIcvapl con I rogbride

es irromeWask (eJ * nerii
q--Co o .-- %oanaedm mre*N 1 o Otady 10--not 7Ms 7A05 Nun* -

PO. Wf) fcbwr1I
irnariato

12 A. L ltakulosusmw 1g 13I Oud.~ 54 4 6MG 3.70 NuIs

Legends a.number; b--patients' initals; c--form of disease; d--cephaloridjhro;
eb-VE /edimentation rate7 (Katz index); f--leucocyten; g--duration of treat-
ment (Ciop); h--fthver drop after number of days; i--before; i--pafter; k--
r'esult- 1, -cormmnts;, u-emelUent; n--good; o-discreet; ps--residuial fever;
q--poor; r--associated prednisone therapy; s--not sensitive to any anti-
biotic 4..r chemical therapeutic agent; t--unchanged fever pictUre; u--nothig;.
v-ssahrosnia tonsillitis; w--sa ronia tons.li.tis., rheumatic disease; x--sthrons-
bophiebitis, right lower limb; y--chronic rbinopharyngitis; a-charonic
appendicopatbhy; aa.-lperthermio in coloecystec tomized Ijemule7 patient;
bb--erytkewatodea; ooc-Dvathernia in nsuroc~vstonic ffat~en7; dd-supruae
nostrana; oes--byprthermia sensitive to therapy wi~th ionauide and atroptos~cinj
ff--align*nt lmphogrenuloma; gg--retioulosarcom.
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WatbrombaU aotlvtieej, T factorand iI faco) In guso aift

Sif.,*.1 *

of•, th,-,nlo-,," am m to-, an'itc In-diitro tb +o

~I's

I.S.

I.NJ

itIi

+ JFiguae 21, lagads a.--aioeflarieous ffect,.'on; b~.,t,+me of fever +disapea.-
•. sance frois sta-t of treebwnt; c--,days; d-.-.atiens i.iti.alsa.

mm synthetic ctivitibes of the livue cell (alba, oho.nesteraaa,pa.otinicb .oivittes, V! factox and VZX factor) in all pomups of. patients:
studie revealed-tliat th do D~t respond hegatively t~o the adaiitsb'Iat4.on.

+of the entiJotio, mp vlm the antibiotic I admnitred at' h•h doses•-

np(1re 22). o lmlw.g

CP
SrPg p

pae

t21

l-begore Dlafter •.
( Vigure 22 (7Legend on fo11oweial

*pae) . .
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Figure 22. Behavior of tests indicating synthetic capacities of liver cell,
before and after treatment with cephzloridine. Legend: a--case histories;
b--kidney; o--lung; d--liver; e--heart; f--miscellaneous; g--cholinesterase;
h--.Ibumin; i-prothrombinic activity; J--V factor; k--VII factor; P--before;
D--after.

The exocretion tests made on the liver (bilirubinemiaii elimination of
Cardio-Oreen, and of bromosulfonphthalein), azotezda, glycemia, and blood
cholesterol revealed sinlar behavior (Figures 23 and 2),

(aAPSWICA
Mfta PW"Wn. qMI", caenha Tarim

.1h)& a

:ý

Figure 23. Behavior of exretory functions of liver) before and after ad.
ministration of cephaloridine. Legend: a--case histories;, b--kidney; c--
lung; d--liver; e-heart; f--miscellaneous;_g--percentagea; h--bllirubinAmie;
i--excretion of Cardlo-Oreen per /illegible/; J--retention of BSF after 45';
P--before; D--after; (a•,.sbTc,

rIj PUMM f•wmka •r , cpalli rdiars SI'IrN

Figure 24 (Legend on following
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Fili.re 24. Behavior of asotemia, glyeeSIa, sad cholesterolmuia, befre and
after treatment with cephaloridine. Legends a--case histories; b--kidie;
s.e--.bz; d--lverj e--heart) f--miacellaneou; g.'aaotia; .g emia;
-- eholesterolemia; P•-before; D-after.

Cephalordius does not induce modJ~leations in the mmbrame 6f -tho

livr cell. As a matter of fact, we wore unable to dmonstrate in ar of
the patlents that there was a werio variation In the outpu e (Figure'
25).

"Figure 25. Behavior of eerie transaminaess before and Oaft' t'teatasnt with
eabsloridlne. Logens a-eas, his.tories; b-Ii.dnqj --luzW; d-liver;.
,-heart; f-mi:allaneousl P-b ore; D-after.

Th Figure 26 we have the behavior of the speed frat4oi c•4eldnition
of Cardio-Oeen and the percentage of retention of i8r befor and after gAmut

eeotion of 2 g of ophaloIdiu,,, This tells us that nither of the Um,
sts we melng the em.tory sad det*4oUng oasesit of th lver Is
od e V the Ajeotp of easti t6e.

/ .. .:....
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Figure 26. Influence of cephaloridine on rate of excretion of Card~o-Orem
and pearentage of retention of BSV. Legend: a--rate of excretion per mintei
b--BMV retention after 15'; c--before aduniastration of obhaloridinoj
d hors after administratios of cephalorldna (2 g); e-hours.

Conclusions

On te basis of the data reported here e c€o say that oephaloridino
can be conhidered, with**$t -fwtbw.ado, to be an antibiotic which acts
promptly and which ditpla• a rather high activity level; it also has an
extremely low toxicity, (29, 51, 35, , 37, 38)-

In all of owase historiestwe only-tiwd to cases which revealed
signs of toxicity that could be related to the AntibioticS these sins were
represented by glossitis, stomatitiS, and esophoaitis as well as some diarrbai
discharge At these manifestation disappesrd completely the itnmte the
therapy Xs discotinued. , .--

This antibiotic did not interfere with the synthetic capacLtAes of
the liver cell in az7 of cur oases. As regard the ecret-iry capacity of tUp
liver, we do know (4) that @om. antibiotics tend to compete with the excre-
tion of blirWbin and also with respect to the excretion of eolor. (Cardio-
Oreen, WS); but the pharuaceutical which we used definitely did not produc
MY ation aloMW these lines.

Its truly reusarable activity with respect to kidnwy affectioni is
lains by the exetion thrugh that outlet. Cepbalorldin1 chaater.-

"Ised bF a high coafflelent of distribution in the various organs and syrtems;
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this justifies and explains the prompt effect also in affections located in
the lungs, the liver, the hoert, etc. (26).

Finally, 14 think we ought to emhasize here the rat her high tevaency

of cephaloridine to diffuse across the inflamatory barriers, as was dmon-
strated by the eicellent result obtained from its use in the case of a *up-
purated e.hinoccosia cyst, This is probably another reason for the brilliant
result obtained aIrng cases of bacterial endocarditis which had earlier been
treated to no avail with other antibiotics uhicb are less diffusible.
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