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CONSIDERATIONS ON THE USE OF CEPHAL RIDINE
IN HUMAN PATHOLOGY

Minerve Medica N. Dioguardi and Q. Ideo
(Medical Minerva) 5
Vol. 57, Wo. L7, pages 2161-2175, 1966 3

It is the purpose of this report to present & mostly practical elinical
contribution to the kmowledge of the activity of a new antibiotic, a semi-
synthetic derivative of cephalosporine C which is obtained through biosynthe-
sis from microorganisms belonging to the genus Cephalosporium (1h, 36, 39).

i The production of substances endowed with an antibiotic activity by

organisms of this kind /germs/ was brought out for the first time in Jardinia
by Qiuseppe Brotsu (9, 16) in the course of research undertaken to ideniify
new antibiotics of natursl origin.

The study of metabolites w#ith the sntibiotic action of Cephaloaporium
was then continued in Great Britain and seven new substances with antibiotic
acticn were isolated (10, 19, 21). The most active among them turned out to
bs Cephalosporium P, Cephalosporium N ("synnematin"), which sots pr ]
through gram-negative germs (8, 36), and Cephalosporium C (27). The central C
mcleus of the latter is 7-aminocsphalosporanic acid, eimilar to the nucleus v
of penicillin, /that is/ 6-aminopenicillanic scid (2, 15, 28) (Figure 1). =
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Figure 1. O6-emino-panicillanic scid and 7-smino-cephalesporanic ascid.

The nucleus of cephalosporine C can currently be synthesized (5, 37,
38, 39, 42) and, by means of a number of substitutions, sither in poe:l.tion T
or at the expense of the acetoxylic group in position 3, it was possible to
obtain 3 very large number of compounds. Many of these compounds, which proved
to be active in vitro, on the other hand turned out tc have s rather modest
astivity in vivo, since they sre casily hwdrolyuble in position 3 by means of
crganic esterases (11, 18, 25, 33).

Substituting the scetoxylic group in position 3 with pyridine, the
organic esterssges cannot split the compound esince there is no longer any
esterasic bond.

Awong the various componente synthesized with this criterion in mind,
th Ressarch Division of Glaxo -ynthssised cephaloridine by introducing the
-%-m radical into position 73 resulted in/ the internsl
w.s of 7- -ﬂvm)-acomag?-a-(l-pm thyl )=3-cephem-L-carboxylic
soid (7, 1Z) (Figure 2).

s’\cn. €o-NH f‘_'( ™
o Lu‘\‘“-""\ /
Figure 2. Ceihaloridine ® internsl salt of 7-/T2-thyenyl)-scetamido/-3-(1-
pyridilme’ ms-a-eaphn-h-oargo:ync scid. )

Cephaloridine acte through a bactericidal effect (7, 32) upon gram-
positive and pream-negetive xioroorganismi, whereas it is inactive toward fungi,
protosca, helidnthe, as well as ssrcdacter serogenes, pesudomonss Fyooyaneaj
it is dardly sclive toward mycobacteriumm tubereulosis (32, h1).

It 1s an antidiotic which resiste penicillinase and the besterial
resistance without manifestations of crossed resistance with penisillin (i,

3 6, 7, 13, 30, b3).

On the basis of laboratory investigations and on the bagis of the first

elinical applications (2h, h0), cepbaloridine appears to be perfectly well
tolerated and sbedlutely devoid of any toxis effectis wvhen aduinistered in

elindoal doses.
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The maximum concentration in the human blood, after intramuscular.ad- '
‘ministration of & dose of 0.5 g is reached after the first hour (3-10 gamma/ = .
cc) and the average stay /of this concentration in the blood/ may vary from =
Li-5 hours; hcwever, during the 8th hour, we still find gumma 1-2/cc in a oirele :
(32); cephaloridine is eliminated completely through the kidneys and the form
of urinary elimination occurs without any modifications, since it has bsen

demonstrated that it reveals a distinct stability with mpeet to intra-
orgmic}uubolio transformations.

In the course of clinical use, it has proved to ba very active in a

number of different affections which sometimes reaiatod treatment with other
sntiblotics (17, 20, 22, 23, LO).

After this introduction we would like to present the practicsl results oL
derived from this sntibiotic in a rather varied group of csse histories, such '

as ve found it at the speoial medical pathology insuitute of the University - '
of Cagliari. ‘

Since it is known that antidiotics davelop a'w:d.c act’lon on the lw,cl
of numerous organs and sppsratuses, including first oi all the liver and the
kidney, we alsy directed our attention to the possible influence of the anti- .-
" blotic we are studying here upon the functional ncuﬂtiuofﬂuunrcou. '

~ Cage !ﬁltoriu

| Our research involved 65 patients who rmmd various ntt.oum vhich
‘.nmmwufonwn L. v

(1) Affections involving the kidneys and the uruury ttuh. lnno mns

(2) Affections of the respiratory syctems 32 ouu; ' .' |
(3) Septdc affections of the liver and of the bile dutas eight cases; .
(L) Cardisc affections:s four casee; I o L

(5) Miscallaneous affections: 12 cases.

o o rtren i

Inublul,z,s,h,MSnlmmmsuforwhm\vot o
affections in detail. :

Zap

(1) Therapy plen. Cepbaloridine vas adwinistered at the rate on.:g
dvnnmkdolomdmumroduccdm.pmuottinv-ryi.a;
. rmmouewmm,hmmumobndlgmrm.
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adwinistration of cephaloridine in all of the patients treated here, we took

J into consideration not only the fever curve, the /Blood/ pressuré and t.he-- o
pulse, but also the speed of sedimentation, the number of lsucocytes, the -

leucocytary formula and the mucoproteins. In lung patients we dosed the

1 . quantity of the expectorate and we made numerous x-ray checks. '

Accurate controls were performed on the urine in pat.ienta sufrering
fron diseases of the urinsry apparatus. In pstients with diseases of the
circulatorv system we also examined the antistreptolysinic index. 'In pat:lantc
. with diseasee of the bile ducts we attached particular importance to tests
~ that would express the progress of the retentive statc; we evalvated not only
the behavior of bilirubinemia but also that of alkaline phosphatase, choleatorol,

and the gamma and 2lp globuling; the latter were studied by neans of elactro-
phoresis on acetylcellulose.

For the purpose of bringing out any possible nogatin etrcet of the = - .
antibiotic upon the liver cell; we also made a study of the synthelin sctdvi- ' . I
ties of the liver in all of these patients who were treated with cephaloridine; ' .
here we uscd the following tests:s seric albuminemia dosige by means of
electrophoresis, dosage of the prothrombinic asctivity (in icterus patients only s
after the addition of vitamin X ';"uu.nuaumorunvmw,mm, «
Lactor, mdohnnmamuo. - Ce

As far as ﬂn wdmﬁon of the liver's secretion nptcitvh donoc}md,
we used the study of the eliminetion of mmﬂfonphﬂnldm, of Oardi.o-(bm, :
¢, end of bilirubin in all of its fractions.

' The study of the bohlﬂnr of nmm. uotun, tnd cholutcrohnu
then completed our resesrch.

| ' Affestions ot the urinsry treots. The responss to the sction of
_mﬁummmdmmtﬂnﬁnmw(MQl).
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: TABLE 1 c
SUMMARY TABLE OF CASE HISTORIES FCR AFHDTIONS
INVOLVING THE KIDNEYS AND THE URINARY THACTS
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Legend: a--number; db--patienys' initials; c~-form of disesse; d--ccphaloridinu,
e--VES /sedimentation rate/ (Kats index); f--leucocytes; g--durstion of treat-
ment (days); he-fever drop after mumber of days; i--before; j--after; k--

result; l--comments; m--excellent; n--good; l--acute glomerulonephritis;
2--gpecific pyelonephritis with superposed infected pyogen; 3==goute pyelo- -
nephriiis; L--prostatic neoplasic; S--cystopyslitisj 6--hypertherais following
urological examinstion;7--scute gilomsrulonephritis; Y--acute cystitis in

subject suffering Irom fleccid paralysis of the lower limbe, with dmm-

in sphinsters due tc discal hernia.

The germs which wers recognised most frequently bere uboingrupond- __ o *
ble for the infection were: Coli and enterosccous. oo

u;msmnmuum-oumrmptmmumorw S
therapy pursued in the nine ocsses considered here. Fros this we can deduwoe S
.mtmrmmommmam«orunmummmu :
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FMgure 3. legend: l-affactiona of the kidneys and nrinu-y tracta; 2--t1n
of fever drop from beginning of treatment; 3--days; h-pationta' initials.

It might be worth while to point out here one cau of ronuJ. tuberculosis
with superposed infected pyogen, combined with a finding of Koch bscillus which

~ was rather amply positive in the urine; in this cass the temperature was par~

ticularly resistant to the specific. treatment beca..ao of a cntopy-ntu
superposed by pyogens.

The use of cephaloridine brought the temperature dowm wvithin 9 dlyli Lo
as the diseage contimued and for the period of time during vhich we were S
possible to observe the patient directly, the tewmperature turned out to be .
rather modest although it was s little more than 37.3-37.L° c; t.hh vag ad~ "
Mo%wnoz)mhuhmaunnrmrmrtumcmo chnic o

R i
Mgere ke 2.0.1 rensl tuberculosis with . ssed infected pyogen. legendi

Wld@;b—n&nﬂm, dme-dvlo




The antibiotic dose used in these disesse forms was about 2 g during
the attack phase and 1 g during the maintenance phase.

Affections of the Respiratory System. The affections of the respira

bory system are represented above all by patients suffering from bronchial
pneumonia and bronchitis, often complicated by an astmmatic 2ilment. Here
our case histories were relatively more numerous and this ¢m ns & detter
chance to uss our antibiotio (Tablo 2).
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: GRAPHIC NOT REPRODUCIBLE

TABLE 2
SUMMARY TABLE OF CASE HISTORIES FEATURING AFFECTIONS
OF THE RESPIRATORY SISTEM, TREATED WITH CEPHALC‘IIDINE
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Legend: a~--number; b--patients' initials; c--form of disease; d--cephaloridinej
e--VES [s-edimentat.lon ratg (Katz index); f--leucocytes; g--duration of treat~
ment (days); h--fever drop after number of days; i--before; j--after; k--
result; l--comments; m--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 resulis; s--not
sensitive to penicillin, tetrecycline, 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-
chisl pneumonia in carrier of histiocytoma; z--metapneumonic pleuritis in
cirrhotic subject; aa--pneumonia and sepsis; bb--chronic bronchitis in patient
with hepatic neoplasia; cc--acute bronchitis; dd--bronchial pneumonie with
pleuritic complications; ee--chronic bronchitis; lung emphysema; chronic
pulmonary heart; ff--pneumonia; gg--bronchitis. '

The fever drop time for the patients is described in Figure 5 and
rarges fiom a minimum of 1 day to a maximum of 12 dsys. :

i
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Figure 5. Legend: a--affections of the respiratory apparatus; be-time af
fever drop from begimning of treatment; c--diays; e--patients' initials.
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to be not susceptible to cephaloridine treatment.
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7 . .
. Figuve 6 shows an example of & bronchisl pneumonia episode whish was
reaclved due to the effsct of the antibiotic in a very evident fashion. The
expeciorate, widch inoressed during the first few days, parsllel to the
traneition from the hepatisation phase o the resolution phase, decrossed
quite definitely, and then digsppesred witiin a week., 411 of the Siher
constants followsd the favoradls course of the diseaze. - '
| (a)
NP NI MYNNER
M a—— as
. e . )
» "l
s
R waKe O T2 ,
[} : B [} .
: _ (e} N
wi o, AWCITN /omnr . ;
| R4 1! S O :
PR N "' , : —— - o
(‘ . .; - _JS-L-; 2%h ¥
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- /\/\/\’\
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N (£)
1 :{W -
. . s Lo : ' '
: ' T 4 8 F e nn s sleeni
. Mgure 6. S. G.: bronchial pneumonie. Iagond: a=-arterial 0037 pmmro; " o
b--Kats index; c--leuccoytes/cubic me; d--expectorste [;pu 2h howrs; o
e~~caphaloridine; f--tempersture; g--days. ‘ AU
Figure 7 describes the case of an apyres:l.c patient suffering from
chronie bronchitis sccompanied by an asthmatic ailment with abundant omm-
tions, treated with cephaloridine. The favorabls development in this casé:
: . was manifested nct only by the decresse in ‘he kinetic symptomatology of
2 the respirateyy tract, but also by a reduction in the number of esthmetic
: ( ottacks and sbovs an by ﬂn reduction of the npocmu prhcﬁomy dmm
$0 #0ro. ' ) _ .
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The antibiotic dose used in these patisnts veried between 1-2 g.

Affections of the liver and the bile ductu.

The affect.ions of the

liver and the bile ducts are represented by patients with septic affections

of tha liver, patients who are carriers of primary or saeondﬁry mgiooholim A

or of cyst cuppurated by echinococcus {Table 3).
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TABLE 3 :
. SUMMARY TABLE OF CASE HISTORY OF 3EPTIC AFFECTIONS
GF THE LIVER AND THE BILE DUCTS, TREATSED WitH CEPHALORIDINE
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Legend: a--number; b--patients' initials; o-~form of disedae, d--cephaloridine; b

e--VES [;edinentation rate/ (Katz index); f--leusocytes; g--duration of trest-
. -=fover drop after number of days; i--before; j--after; ke-.

ment (days); L

result; l--comments; m~-excellent; n--good; o--pcor; p--residual fever;

q--not sensitive toc other antibiotdcs; r--acute cholangitis; a-ncholenthiiaia;

t--chronic ascitogenic oholecystopathic hepatitis; u-<hepato-cholangitis; -

ve~goute hspatitis with cholangitis; w--chronic hepatitis; acute cholecyatiﬁl;

x--suppurated hepatic cyst /cystitis/ due to echinccocous; y--protracted
hyperiuermic state in cholecystectomised /Female/ pationt; mltd.ple liver
caleifications, acute pulmonary empysma.

The germs
histories vers en

viruses/ isolated in this part of our group of cese
coocus, bacterium Coli, and atnptwlococcm. ‘

One case of cholelithiasis in e subject who was nlao o cu*rior of

intestinsl tuberculosis, did not respond to the antidiotic. . -
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Flgare 7. N. G.: ntuutd.c bronchit:h. Iqonda c-arurul pmcm;
d-=leucocytes/cubic mm;: o--erpectorate/2ls bours; d--tuperatm §
fewcophaloridine, 1 g per dxy. . SR

 ssew Mstories.

ngme-mth-fmrmpuummpauwuummu




e e —— g e e £ =

e et e st .

o — e — g mrata-

. (a) areziom ey eearo ¢ aeiir vig matane
~ )hlao 4 ofehdranante da"'lahlo el tratsnonts
ey R.E,

\J . ] . ‘ s 7 . ' n ' ' ‘
.lw.(c}

Figure 8. Legend: a--affections of the liver and ths bile ducts; b-;-td.m' .
of fever drop from beginning of treatment; c--days; d--patients!' initicls.

We also think it interesting to point out the cise of a 38-ysar old
female patient who revesled a radiological picture and a symptomatology .
which led to s disgnusis of “multiple liver sbscesges in & subject alreuw
cholmhctoniud" (au tha x-rRy pictm'. of the liver 1n Hgm 9). _

-Mnam.m;mnsma_" o e o

Figure 9. Patient D. M. /fomale/: Direct liver «-ray.

After a period of treatment at the institute with antibiotics, our
female patient was dlacharged although she still had acme fever but mainte-
nance treatment was administered with the ant'biotic. After about 10 days,
sbe developed & rathsr bad pain in the right shoulder; the attending physi-
oian interpreted this ss scapulobumoral periarteritis; she wes trested with -
& dose of prednisone at the rate of 100 sg per day. After 6 days of trestamt,

- 13 -"




she had recurrent high fever, intensive pain in the right half of the chest,
and her excretion aplmg? was purulent in nature (Figure 10): We then in-
stituted cephalori ‘therapy et the rate of 3 g per day for e period of -

10 days and 2 g during the following days; within U days the fever dropped,

along with the symptomstology. The fever disappeared completely by the

1th day; simultanecusly, the leucocytosis returned to normsl (Figure 12). .

The lung picture, in turm, afier 20 days revesled & complets oleansing, with
success in the symphywis of the costo-phrenic corner [angl (Hgure 11).
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Plgure 10. Femsle patient DiM.s ohest x-ray prior to cephsloridine therepy
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‘Figure 11. Pemale patient DM.: x-ray of chest after «pmcdcnm treate

; %




e aew v —

e — s i oot o A Pt Akt R e e

mesent
b f ———_\\ L]
w ) 4 _—-. '
e e I
» i .
: (b) .
w | S (indiece 4l Bats)|
» 1 | .
-l 01
L ’ . ‘\‘;)m‘fm‘ .
Wooe | .
- ﬂ '

AAAAA

veral (o)

Pigure 12. D.M.: hyperthermic state in cholecyatectomised /msls/ patient;
liver oalcifications; acute pulmonary expyema. lagends =~ pressure
be-VES /axcretion rate per second/ (Kats index); c-~leucooytes/cubic ma; -
‘ deetemparature; e--days; f--penicillin; g--streptomyoin; h--rifamycin; i--
cephaloridine, 1.5 g/day. '

An equally brillisnt result wsa obtained in the group of affections of .
the bile ducts. Figure 13 describes the behavior of signe imputsble % the
inflamation process going on in the bile tract; we cen observe a definite
improvement induced by satidiotic therapy with cepbaloridine, as demonstrated
by the reduction in the temperature, the VAS /sedimentation rete per sedond
or speed of elimination of sscretions/, the mucoproteins, sad the alphey
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Pigure 1. D.E.: acute cholangitis. legend: a--Tetention; b--cardio-(lrun . ? ~
elimination, per minute; c-~cholestermlemis; d--alksline phosphnt.uts ‘
tilirubinends; 6—-""‘! e--bogsey units. , 1
On the basis of the data collected, we can say that ccphnloridim can oo
penet.,ate memiranes shich are rether purely permesbls for other antibioties, " ¢
with a good coeffisisnt of concentration. This fact besass evident, for - 3T
example, in & case of suppursted oystic echinoccosis, which responded to i
treatment in & truly exceptional feshiom. ;
rqnml‘imdlésmm:-rmrorbwdummmw o
echinoccosis wxinous echincicosis cyst/, in an antero-posterior and lateral
projestion) 17 shows the etretigraphic pioiire after /Fight beyond/ the
poswnoperitonvem,
-l -
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Hgm 15. Patient M.C.: auppurotod hepatic ochinoccooh cyat; ohcat x-ny '

in stendard mjution

umm.

Patient MN.C.t uuppnuud hepatic ecihdnoocosis mt; chert x-rly
u latersl mj«uon. .
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Figure 17. Patlent M4.C.: suppureted hepatic echinoccosis cyst; atutigrlphic
image after /beyond/ pneumoperitoneun.

The evolution of the geric constants and the temperature, which’
bad turned out to be very little or not at all sensitive to cther antibio-
tics, are swmsariszed i.. Figure 18.
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Fgwe 18. M.C.: suppurated hepatic echinoccosis cyst. Lagead: a--srterial
preesture; be-VES {(Xats index)j ¢--leusocytss per cubic ma; d-stempcrature;
e-~days; fo-rifmqroin; g--peniciliin; h--cephaloridine, 3 g/dey; 2 g/day.

~ Beart disesges. Tha case histories for the septic beart diseases
N {fabie L 222 Pigura 19}, eithough rather scarce hers, noverthuless &

t} 00 -eosble W, on % Lasir of onc case which we followsd particularly lone and
: “ - whioh had bean treated with many otber antidiotics o no avail, to state
that oephaloridiae is usefui 2lso in thess disesss forms. '




TABLR L4 -
SUMMARY TABLE (F CASE HISTORIES OF BACTERIAL
. CARDITIS TREATED WITH CEPHALORIDINE

) (d) roteteriaine (e) vrnuxy  (£) tomeerins

K. Pulente Parms morboss €. X Durstp

L5 D Efekbrs:  prime Ao prima dops Riceliste e ’-""
() ) - re) Eme e () @) @ @ W D)
I D.A Endocaraite reumaiica ('v)1 (3 ¥ 1 D 40 a0 Ouime - '
? s Endocardite  batserica q;z b ? » ”° 10000  S000  Otiimo  Insewibeh
ds 8. viridans (‘) aliri s
]
3 ME  Pricrditescutabron 1 130 1) 7 7200 6300 Puomo rq)-
chite cronica (¢ (n) _
4 PP Fericardite acwts (1) ! 17 Febbricols 99 ] 8000 TI00  Dincretd -
. reshdunle (0)

0]

Legend: a--number; b--patients' initials; c-~form of disease; d--cephaloridine;

e--VES /sedime.‘ation rite/ (Kats index); f--leucocytes; g--duration of treat-
ment (days); h--' ver drop after number of days; .--before; j--after; ke~
result; l--commentis; m--excellent; n--good; o~-discreet; p--residual fever;
q~-not sensitive to other antibiotics; r--rheumatic endocartitis; q-- '

basterial endocartitis due to S, viridans; t--scute pericarditds, ohronic
bronobivis; u--acute pericarditis. '

mtigny (v sescumin urics (a)

teaps @i ofetbiransats del(‘lnigie del teritanseis {b]

t 8 2 6 8 4t v 8w wiC lew

Figure 19. Legend: as~——bacterisl pericardites and endocarditas; b--time of

fever dissppearanca from beginning of troatsent; c--days; d--patients' in.
itials.

Figure 20 represents 8 graphic reccording of the lemperature of & young
{male/ patient suffering from streptococeic endocarditis; this case had not
responded o a long series of aatiblotics. As we can ses quite cloarly from
the grsph, it wes cephaloridina which ended tae astate of siciness in 6 days,
aftar the dissase bhed esrlier appeared irredusibdle.
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Figure 20. R.S.: bacverial endocardiids dus to wiridsns, ‘Legands | cpete
¢illin, LC million per day; be-stveptomyoin, 1 grdxy, r»-wwwcizxs e
tatracyclines e-«cepba]oridim, fendays.

Miscellaseous affections. DLsta on t.be other casea %reated hers can bt
found in Table 5 and Figure 21. We can aay that in most of thess cases we
were zble to end the fever within 3-ii days. Only 1 cane of chronic ton-
8iilitis and a hyperthermic stats in e cholecyatecwm:ad 98] 4 paﬁent» id
not respond t¢ the trssatment.

One portion of our cases &id not respond to antiblotic u'eatmnt in-

itisted upon admission in an absclute fashion, with respect to th. fever

curve profile. However, these cases, upon further investigotion, turned out
1o consist of affections not susceptible ic antibiotic treatment. .

Study of live: cell “unctisn:) tests and cther blood-chemistry cone
stants. Our investigation was elmed primarily at the amtho&:lc and detoxi-
cating astivities of the linr. ,
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TABLE S
SUMMARY TABLE OF CASE HISTORIES INCGIiluING
MISCELLANROUS AFFECTIONS TREATED WITH CTWPNALCRIDINE
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!.‘ Peadeate Parwa -«h:s 4 : 2:'-.:::- n;:.'r:- Privea ;;: . m mg;%?s. Q-.} YO
@ @° g oEea o -
T V.M Tossillite croakes (¥) ( h) . "
te ¥y ?t) r:&lﬂ. s 5 X0, 440 .Sano(q) -
T BA Tonsillite cronica, mta 1 3 ] 'Y s

* lattia reumatica (w) X0 S50 Ostimo(m) - -

3 B E  Trombobrbiic apio ke 1 ¢ 2 K 3 150 -
B ; Cebiie ( ;) . S 150% 12 Bucme(n) '
¢ WE  Rinclaringite cronia (y) ¢ 14 3 LI 4400  S&0  Buono -
B ] P i. Appendicopatia cronica (z) ¢ 3 3% | . 6599 7.108 Outimo fa
& NS Tpuricemia n pazicn 1 IS Febbdricols { -
: cotselstectomissaa (8a) v;ausm e caiad O
7 8% geomatodes (D) 1 16 \P. ® & €30 3000  Buono, . Assr i b
. W-I
- 8 RLfa Ditepia in scurodh | 11 Quudrc 4 1 6200 A28 RNulle© oy .
. vionico (cc) * febbrile - L ,qu;l‘-.a“
variate bivtiko ¢ -
: (t) . £8) mic. e
: y AL Spmem(dd) 1 L n 3 15 (o ' -
¥ LD Ipericrsis scnsibilc 3 ) $ Quure & 8 e sa(u o -
terapis con s {elibrile 3 ‘Ll.
¢ stircplomicing (@@ s © invariate ' :
B CR Lifogronuloms mal 1 1S Quadro 18 104 T4 750 Nullo -
o (££) v febbrile . ,
) inveriate . , .
n ML Rethoolusarcoma ; 1 15 GQuadro % L ] (3, ] R0 ; -
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invariato

Legend: a~-pumber; b--patienta' initials; c--form of disease; d--cephaloridine;
e--VES _/_Eedimentaticn rata_e_7 (Eate index); f--leucocytes; g-~duration of treat~
ment (deys); h--f«ver drop after number of days; i--before; je-afier; ke-
result; le~comments; m--exsellent; n--good; o-discreet; p--residual fever;
q--poor; r--gssociated prednisons therapy; s--not sensitive to any anti-
biotic ¢r chemical therspeutic agent; t--unchanged fever picture; u--nothing;
ve-chronic tonsillitis; w--chronic tonsillitis, rheumatic disease; x--throm-
bophlebitis, right lower limb; y--chronic rhinopharyngitis; s--chronic =
sppendicopathy; sa--hyperthermia in cholecystectomized /female/ patient;
bbe-erythemgtodes; co--Dysthermia in nsurodystonic /patient/; dd--sprue
nostrena; oe--hyperthermia sensitive to tharapy with isonaside and sireptomycin;

ff--malignunt lymphogremloma; gge-reticulosarcoma.
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Figurs 21.

‘ﬁm qpﬂmnth:acthdxiu;attmoiuntrcdrl(alhmdnada,canUMshumao,j
protirombinic activities, ¥ factor and VII factor) in all groups of patients
studled revesled shat thsy do not respond negatively to the adninistration.
ofthnuntih&oﬁe, mmmmﬁuoﬁcia nmumodathighdom

(N(m 22).

S w

CORESTITIIRG,
m:........,.“‘"’_".‘."! 8.k

(Yenpe df afeddramente doll‘s:

ArpRRIo1 vABIE (@)

tanento) (b

st4 del trate

N

PR
'

e P
¥ 4 3 @

v (epie

Legends a--uisconmoua affections; b--tdne of fever d:lsappm- a
&noe fron start of trestment; c--days; d--patdents’ initials. _

Figure 22

T

R
mﬂ-mmm@
1l Tr’[ f
v | R TR
' ) .
L .."r L Ml i i
o lelml s el
&

?-‘Loru .linfw

ety

(chond on follovin;
lm) v




Figure 22,

Legend:

Behavior of tests indicating synthetic capacities of liver cell,
before and after treatment with cephaloridine.

a--case histories;

be=kidney; o=--lung; d--liver; e-~hearti; f--miscellaneous; g-~cholinesterase;
he-albumin; 1—--prothrcmbinic activity; j--V factor; k--VII factor, P--before;

D-xalter.,

The excretion tests made on the liver (bllirubinemia, .elimination of

Cardio-Oreen, and of bromosulfonphthalein), azotemia,
cholesterol revealed similer behavior (Figures 23 and
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Flgure 23.
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‘ministration of cephaloridine. Legend:
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Figure 2ii. Behavior of asotemis, glyuamia, and choleat.eml«h, before and
after treatment with cephaloridine. iegend: a--case histories; b--kidney;
g=-lung; d--liver; 9-~hesrt; f--miscellaneous; zo-uotau; b-;lycudc;
{-=gholsaterolemie; P--bafore; D~-after. '

chhaloridim does not induce modifications in the mm of the

‘Uver cell. As a matter Of fact, we were unable to demonstrate in any of

the patients that thers was a ssric variation in the output enzymes (Figure .

v I.Uﬁ %)c:%ﬂcirz%’mj
i;-"r’ﬁfh i

bl lm “’\ ML e

-

Frigure 25. Behavior of seris transaminases Betoi‘a and artoi- treataent vith
cephaloridine. legend: a--case histories; b--kidney; c-lmg; d-»-lim;
o-hurt; f--nigoeilenecus; Pe-before; D-—after.

In Pigure 26 we have the bebavior of the speed /r /'atjot eliminstion
of Cardio-Green and the percentage of retention of BSF bafore and after scute
injection cf 2 g of cephaloridine. This tells us that neither of the o~

mummmommammmwormnmu
mwmwaumotuuuom
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Figure 26. Influence of cephaloridine on rate of exoretion of Cardio-Green
and percentage of retention of BSF. Legend: a--rate of exoretion per mirmute;
b--BSF: retention after US'; c--before administration of cepbaloridine;
d--4 hours after administrations of cephaloridine (2 g); e-——hours.

Conclusions »

On the basis of the dats reported here e can say that cephaloridins
can bs considered; without further ado, to be an antidlotic which acts
promptly and which ddspleys a rather high activity level; it also has en
extremsly low toxicity (29, 31, 3, 35, 37, 38)

¥ J S Ot S Lo C o

In all of eur case historiesy we ’m-»hd,wo casas which revealed
signs of toxicity that could be related to the antidbioticy these signs vere
represented by glossitis, stomstitis, ard esophegitis as well sa some darrheio
discharge, Jat these manifestations disappeared complately toe xinute the
therapy discontimied. =~ ~ e .

This antibiotic did not interfere with the synthetic capacities of
the liver cell in any of cur cases. As regard the sxcreiiry cspacity of s
1iver, we do know (L) thst some antibiotics tend to compete with the excre~
tion of bilirubin and also with respect to the exretion of colors (Cardio-
Oreen, BSF); but the pharmaceutical which we used definitely did not produce
any sction along these lines.

Its truly remarkable activity vith respect to kidney affections is

oplained by the exoretion through that outlet. Cephaloridine is charsoter-
‘4sed by a high coefficient of distridbution in the various organs and aystems;

-7




thia Justifies and expleins the prompt effect also in aﬂ'octions locaud in
the lungs, the liver, the heart, etc. (26).

Finally, we think we ought to emphasize here the rather high tendency
of cephaloridine to diffuse across the inflamatory barriers, as was demon-
strated by the excellent result obtained from its use in the case of a sup-
purated echinoccosis cyst. This is probably another reason for the brilliant
result obtained during cases of bicterial endocarditis which had eariier been
treated to no avail with other antibiotics which are less diffusible.:

N. Moguardi - G. Ideo
Ist, 4 Pntologiu Speciale Medica dell'Univ, ~ Cagliari
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