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Cephacetrile =2 A 3 % ZEBER 7o b TR BFFE

SRICHE - REHEER - WA - NI ATEE - AR - FHEZ
AR RFESHHE— R E
(EfE : EEE=8R)

CIBA-GEIGY #t:iz 35T, 7-aminocephalosporanic
acid X v A & h - Cephacetrile (7-cyanacetamido-
cephalosporanic acid)D2)3)4) iz 2T, RF 2 X 2R
BMeBET 2,

LK B A

HREDORE X Yt Ui Staph. aureus 318k, E. coli
198k, Klebsiella 13#, Proteus 21#k, Pseudomonas
9 ¥k Cephacetrile (CEC) st 3Rt %, HA1L
PRI RS I X DRI L

ZFORE X Table 1 R34, Staph. aureus O
RZHD € — 213 0.78ug/ml EZE L, S1EEAR28ERIT
1.56pg/ml LIF, flioo 3£kd 12.54g/ml LIFo CEC
X, REMEENBDBII, E.coli 198k 6 Bz,
100pg/ml E7cizFh Lo MIC 2751, BEHovr
— 7% 12.5pg/ml wHEEET B, Klebsiella 13tk D&%
Hov—2% 12.5ug/ml HEET B, E.coli LR
b, 100ug/ml Ll EOmE R R Licoik 1 BRic 3 Eigv,
Proteus 218168k 12.5ug/ml LA TFOREM#RL
7eht, 3Rk 100pg/ml LA Bt % IR Ui, Pseudo-
monas ¥, TXT 100pg/ml L EDOf: %R Ui

ChboERBEED CEC i3 3 RE N1,
BEw#i#5 L7cfthed> cephalosporin SRHL 4 Hlic f 3 5 &
ZHHHS LT B L&, Fig.l ORBER M 757
D& DT, Staph.aureus 3% CEC DHE L
CET xv4bp, CET & CEX iz iRl %= L,
E.coli wxtLTix, CEC X CET X b\ B hER
L, CEX LinisAROBRZMS MR L, %1

Klebsiella &=t LT%, CET X b\ EHE2RTH,
CEZ X pix#Epic, CER, CEX X b4 5B R
Lo

2) B, BEM, RS

AL CEC 5k LB A oMmEHiREDOHE
ERFPEHERAREL, —F, v PEHELECHED
A CEC BELXHIEL, CEC 0B, ki, 4
AR BRE L.

Y, BERASAENKR L LT, CEClg%k 1@
HEL, HEROEMECOMBROTIRRBIRDO\WT
CEC BE#JE L,

CEC BEORIE, $Hinc HIA 2\, BREHEC
B. subtilis, PCI-219 (HREEE 109/ml) %\ -1 8
Ay THEC X oI, ToHE0 CEC o B i
Fig.2 wRLicm<, CEC % pH7.0 OfRRISERI
TERLLBEACHERT, e OB TCHERLEBES
3, REMIEFAERLALYEMT 0T nEPRE
RECBRL TR, mELXHREY, 20 TRTH
L, b FmEFROSE®MGC X CECBEDEHNY
Tiev, RPBENECELTE, Ry pH7.0 o
BER COFCHERLTHECH L, pH7.0 BB EE
BHEROGHEMFC X ) CEC BREOHE 1Tt~ 1

CEC 1g SE#OMBEPREL D OCRFHHE D
R#Kix Table 2 R L= C, mEhREDOE— 7
12, 1BNR304 e, b 2 U 1B IR ZE L,
22.5~28ug/ml %773, 3 GO M1 il BED ST,
30434 22.8pg/ml, 1BERIE 24.5pg/ml, 2EERIH£15.3

Table 1 Distribution of susceptibility of clinically isolated bacteria to Cephacetrile.

No. of MIC (pg/ml)

strains | 9.1 | 0.2 | 0.39|0.78 | 1.56 | 3.12 | 6.25 | 12.5| 25 | 50 | 100 [>100
Staph. aureus 31 15 13 2 1
E. coli 19 1 8 4 3 3
Klebsiella 13 8 4 1
Proteus 21 3 13 1 1 3
Pseudomonas 9 9
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Table 2 Serum levels and urinary excretion after a single intramuscular administration of 1g of

Cephacetrile in healthy volunteers

Body Serum level (ug/ml) Urinary excretion (0~6h.)
Age | Sex | weight
kg) | 1/2 1 2 4 6h. [Conc. (ug/ml)| Amount (mg)| Recovery Rate (25)

1 34 m. 68 28 22.5113.5| 3.9 0.85 2850 900. 6 90.1
2 40 m. 75 22 26 15.5| 4.3 | 1.5 —_ —_ —
3 44 m. 61 18.5 | 25 5.2 17 3. 3* 1512 756 75. 6%*

Average 22.8124.5116.3| 45|12 — — —

* 5h. after administration

*ok

Recovery rate (0~5h.)

Fig.1 Distribution of susceptibility of clinically
isolated bacteria to Cephacetrile, Cepha-
loridine, Cephalothin, Cefazolin and Ce-
phalexin.
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Fig.2 Standard curves for the assay of Cepha-
cetrile by cup plate method.
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pg/ml, ARREEE 4.5pg/ml, 6 Rtk 1. 2pg/ml IR
L7

Rep CEC BEORECELT, HR 2B\ TIL,
BERDTIRER DD, WERREL Itotc. 6RHINDR
rhPRtR R BT Lok 5 1 o R CEC JBE 285048/
ml 7R L, EURERI0. 196% 7R Lico W5 3BT,
BROBGRE, 5KREHIANDRFENEREY HZH, 75.6%
7R Lico

{k&E 220g W4 Wistar &5 » biz 100mg/kg ©
CEC ##E L, 3044 3 X 0° 2 RIS DL SE X &,
B2/ L, 5f5Eo pH7.0 BEEEWR Y In~, &
EVLFM AL, 1BOKBACKESRLL, oL
wowT CEC BEXRIE LI, /¥ CECORERE
1%, BIE. b PR ARIHEORE & Ak, B
subtilis ZRREHEE LcHB» » 73T, B,
pH7.0 BB EW AR CEC A\ ie, %7, BbHh
ToEER BN, &I X5 CEC oEIRRHBIERST
frbleh o1,
v P SO EHMEI, Fig.3 @i Lzl T,
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Fig.3 Tissue levels of Cephacetrile after a
singl intramuscular injection of 100
mg/kg in rats. (n=3)
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CEC #1304y 8%, Mis-FREH 92ug/ml TH % DT
® LT, B 127.5ug/g OEMER R Lichs, Mk 9.
33ug/g, #5 6.55ug/g, BT 5.8ug/g, 0> 2.67ug/g, B
1.95ug/g L Thdhic DEWEERR L, il
2RI, mEFEELRE 1Tpg/ml 2R3,
Bk 3.23pg/g ET L, ORI TN TRETEC
f@ofio

3) B K K &

g 16U, B RRapt-cfER 2 fl, HaiiE 1
Bl, BRIEDRHEEE-Tok o F VKR 146, FLFIEH
B35 1 6, 6 e CEC 052171

Table 3 &, BERREH, SOHE KRR EX
W, CEC#&5HE, BRAELVRAERAZ—ERR L,

CEC o5z, WThb1HBE%4 455 L, 6KH
FRCIHE Lico

ES1 KBIRAFASTES S X CHEERH#ET20%
BEBEEZAL, BALTRLERZELTVWAEETHS
2, 2~3BMuTX v, mHK HHRE¥Fx, 2~3H
Mool Eerebic BSCHA DR LKL
L, ABRRLESFTH 5, MM LvRETEHM S3HK
T EAMDOBRE LD, WKKRL b Strept. pneumon-
iae # 458t L 7, CEC 1 B 4g offiEic kv, Fig. 4z
AL, BERCEHRL, BRVRAITRLEEL %
DB DR R L E R h T L e BIRPBIRRE D
M Limnt, 8T, Klebsiella DBl % iz, B A
#wix CEC #53iX v, GOT, GPT oRBE LA » D
T\, CEC #&5#% GOT 181u,GPT, 200u, =%

Fie.4 64y.m. Pneumonia

c
401

CEC 4g/day lW]
391

w
o0
T

Body temp.
w
3

AN NAAAAAAAAAN/

36+
W.B.C. 20000 5400 5400
B.S.R. 46/78 20/42 9/22 4/18
C.R.P. it +
G.0.T. 93 150 181
G.P.T. 108 112 200
Organism Strept. pneumoniae Klebsiella Haemophilus

Klebsiclla

in Enterobacter
Sputum
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TEHA%FEI: Uiz, L L CEC #&mhikicky, 1%
B#1212GOT 55u, GPT 45uiz ¥ TETF L7,

EH2HLVS wIFh M@ e AL LE
X5NBEMATH DA, Ebic CEC 18 4g offEic
XoTd, FE, BUHBKLEOEROZFRED L
ot KBEMSICEVTIE, CEC #E£12AHIC
REOHBE2RAD =0T CEC oL r kL,

ERI 4 BmfES, 1B 8g oBE 2T 5 FET,
E 2g OFEERT oL 25, KEMBICHEE B
B, ERCREEORBAHBE Lk, Mo CEC
bk Lic, &k, ZofEfx, CEC fix#k, R
2, 2k VEFERICREBICECTIORRD L,

JEBI5 39.0°C WAt #AH b, BRfifE % 5o T
CEC o#bu2fTlc ot 325, EBEBETH 5
AR VERRBRICIDRHMLEXL LN, HEFHOKRSE
HETR A oedbDEELLN B,

ERI6 X VRFOBE THB2, 40C Psto
REAETFL, IMEBCBEOEELEDEOT, 18
4g o CEC # 5 BMI#E LAan, @<ER0ZFZB A
BRI ol B DS X D O4EEE Y Pseudomonas
Thoiie®d, CEC SRz UROEREEXLN D,

HE, 4B CEC #5217 IEML, EMLD
%%, EF4 DBUELYEAT, Withd CEC ok
BROFMOID DT EXH L LT, THEYIEST
Hoteht, FOREE CEC OB EREL LTIk, 64fdh
161E%), A00E%D, 1HHETEEL, HAELL
B 7,

EIfEBE LT, filoml, 26CRBOME, 14
w GOT, GPT o k&, 1fcROKEEEEEDL,
7o, CEC 851D ZECDEEIRRZE KT Table
4 RLAEWL TH B,

H E & B

Cephacetrile iIZ DWW TR INZ, TRROBRE LB,

(1) ERIK&r#E Staph. aureus DEZH D € — 713
0.78ug/ml fEZE L, 31ERTTH 12, 5pg/ml LT oD
Cephacetrile TREFE 1L XN b, E.coli, Klebsiella,
Proteus 13, \WThd 12.5pg/ml CREHDOE— 7 %
RTH, E. coli 19¥krh 6 ¥k, Klebsiella 131k 1 £k,
Protens 21¥k 4 ¥Rix, Cephacetrile7 100pg/m! LI oD

Wbk TH % , Pseudomonas 9 k23T Cephacetrile
100pg/ml L EDfi#E% IR Lic,

(20 BUAiz Cephacetrile 1g ##ilE L4 © I i#
FIBED ¥ — 713305 ~6043 812 d b, 25~28pg/ml ¥
Tl TORERARMET L, 6 Rk 12g/ml At
wRT. 6RFREIADRFENER, B0 TH %,

(38) I » M. 100mg/kg @ Cephacetrile % #k L1z
BoOEMBBRIBER, 3045k, B, mi, M &
L, BOIETH b, Mgk XOBEEL 100ug/ml or g
PSR IR0, OB PBRE, WThd 10pg/g UT
THH, 2RI, M, BLMRHAREEE L5

(4) 6@l EEic Cephacetrile 1 H 2.0~4.0g %8
5L, BiEREC X 5 ik Tl ER) DR DA,
@kib\fﬂi)%%'&f:ki*ﬂﬁ*ﬁﬁﬂ%oto BifEAEL
T, 2@cRe, 1phc GOT, GPT o &, 1flic
ROFEEEEBD,

(B BRI 20 A ALEFEFEATEE XX HE
SIEBVTRELE) '

X B
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BASIC AND CLINICAL STUDIES ON CEPHACETRILE

Fumio Miki, TaTsuo Ozaki, ToMoKAzU AsAl, MICHIHIDE KAwAl,
KeNJ1 KuBo, TADAYUKI TERADA and KENZO SHIOTA
First Department of Internal Medicine, Osaka City University Medical School

Basic and clinical studies on Cephacetrile were conducted and the following results were obtained.

1. Antibacterial activities of Cephacetrile against various clinical isolates were tested.

All 31 strains of Staph. aureus were sensitive to Cephacetrile at the concentration of 12.5pg/ml and the
isolates showed a peak of distribution at MIC 0.78ug/ml.

Susceptibility of 19 strains of E.coli, 13 strains of Klebsiella and 21 strains Proteus to Cephacetrile was
shown with a peak of distribution at MIC 12, 5ug/ml.

Six out of the 19 strains of E.coli, 1 out of the 13 strains of Klebsiella and 4 out of the 21 strains of
Proteus were resistant to Cephacetrile showing MIC of 100pg/ml and more than 100 pg/ml.

All 9 strains of Pseudomonas were resistant to 100ug/ml of Cephacetrile.

2. One gram of Cephacetrile given intramuscularly to healthy volunteers showed a peak serum level at 25
to 28ug/ml 30 to 60 minutes after injection. The level reduced gradually to about 1xg/ml 6 hours after
administration.

Average urinary recovery in these volunteers was about 9095 during 6 hours after administration.

3. Distribution of Cephacetrile in several organs of rats was observed after intramuscular injection of 100
mg/kg. Thirty minutes after administration the Cephacetrile concentrations were higher in the kidney,
serum, lung, muscle, liver,heart and spleen in the order.

The concentrations in serum and kidney were about 100p¢g/ml or g and those in the other organs were less
than 10pg/g 30 minutes after injection.

Cephacetrile was not detected 2 hours after injection in the organs except serum and kidney.

4, Cephacetrile was given at daily dosage of 2.0 to 4.0 grams i.m. to 6 patients consisting of 1 case
with pneumonia, 2 cases wtih pulmonary cancer with infection, 1 case of sepsis, 1 case with Hodgkin’s
disease with fever and 1 case with perianal abscess. Clinical responses of the drug obtained in these cases
were excellent in one case of pneumonia due to Strept. pneumoniae, but poor in 4 cases and unevaluable in
one case, )

Side effects observed were skin rash in 2 cases, rise of GOT and GPT in one case and red-coloration of
urine in one case.



