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Fig.2 Urinary recovery of Cephacetrile in
healthy volunteers (Dose : 1g)
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Table 1 Foetal levels of Cephacetrile on normal labour following single 1.0g intravenous administration

Drug concentration (ug/ml)
Object | Ftomsceet” [ Maremal | Umbilicl Umbsilical Amnioni
mins. | Mgtemal [ Upbial [ g, | Urbilel | gt wine | A
Case 1 0:55 15.6 3.1 1/5 1.3 720 trace
2 1:10 13.7 6.5 1/2 1.5 3.3
3 1:30 10.4 7.6 1/1.5 2.2 trace
4 1:40 9.0 2.7 1/3 1050 7.2
5 1:40 7.8 3.2 1/2 1.0
6 2:10 8.5 2.7 1/3 2.1
7 2:35 7.5 3.9 1/2 0.9
8 3:25 2.3 1.8 1/1.3 1.1
9 4:10 1.8 1.1 1/2
* : Umbilical blood/Maternal blood
**: pg/mg
Table 2 Susceptibility of clinical isolates to Cephacetrile
. No. of MIC  (pg/ml)
Isolated Strains tested
=0.1} 0.2 | 0.4 | 0.78 | 1.56 | 3.12 | 6.25 | 12.5 | 25 50 100 |>100
Streptococcus pyogenes 5 4 1
Streptococcus faecalis 5 1 3 1
Staphylococcus aureus 100 4 29 6 3 5 2 2
Streptococcus pneumoniael 4 2 2
Klebsiella sp. 23 3 7 3 2 8
Serratia 6 3 1 2
E. coli 100 2 7 29 21 18 8 5 10
Proteus gr. Indole (+) | 11 2 2 3 4
Proteus gr. Indole (=) | 23 1 9 7 3 1 2
Pseudomonas sp. 10 10
Trichomonas vaginalis 5 5
RIY, WA 62.7%, HE :64.1%, mER:63.5%Lis VD EDDERPINDRNETH %o
%o I
b) BERBE @A
B 9 Blicxt L, CEC 1.0g BRAH G Lic X\ BORRRRYME LT AN BE < 2870k, SR : S #ko

DORRRMBITZER L

B PR EY, #5100 51k CTREm D 1/5~
1/1.5 offichic Y NETH 55, Thllthicik 1/3
~1/2 FIERE Lico

¥, BRERCINEIVBVWBTEZEL, FKIX70
4yfE : 3. 3pg/ml, 100 3B DFEGIT 7. 2pg/ml &R L,
F*xfERmD 1/2, 35%mR L (Table 1),

cheET 31, CEC 3R M IT 2l D cepha-
losporin C JR¥E & v LA RIFIRATREMED D B & HE
EINBDN, b BT ERBEIENERTFOLD
—EEEEZRDRIL, S8 BYERYSD, B

CEC w3+ 524 MIC X hflIE Lize Tichb
B, — BRI EREESCHE U, [ 1% 109 1 i fn
SYS-Bouillon 37°C, 48B§fEkza% A\ Ico

a) JREMHESOBUL

Streptococcus pyogenes : SHIY =0.2pug/ml TH
b, Streptococcus faecalis 3. 12.5~50pg/ml OHIH
WA Utoo Staphylococcus aureus 3. 0.78~1.564g/ml
W78 HE L, Streptococcus pneumoniae @ MIC %
0.2~0. 4pg/ml TH 5,

—75, Klebsiella sp. ¥ 6.25~>100pg/ml =05
HF L, Hiwc >100pg/ml H23%kd 8 BR#F L 1o,
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Serratia 13 =50ug/ml T BH, E.coli L 6.25~254
g/ml 12682523 Lz, Proteus gr. 13 3.12~>100p
g/ml B LT3, 25D, Indole(—) #: 23
B3 6.25~12.5ug/ml 1682344 U, Pseudo-
monas aeruginosa, Trichomonas waginalis 134T
>100pxg/ml TH % (Table 2),

b) fti> cephalosporin RH¥E & D

Staphylococcus aureus : 1008k, E. coli : 88k iz b3
% CEC RZtt%, RFRCHSE Licfitd cephalosporin
B L ORZESTRILE TS L, Fig.3 o@hicin
%o ElY, Staph. aureus 13 CET wiZiZE L\ i

Fig.3 Susceptibility of Staphylococcus aureus
to cephalosporins
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Fig.5 Correlogram of Staphylococcus aureus 100
strains to Cephacetrile and Cephalothin
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Table 3 Clinical effects of Cephacetrile in gyneco-obstetrical fields
) ) No. of Cephacetrile Th. Results

R cases Daily dosage Days H + + - ?
Pelveoperitonitis 2 2.0gx2 7 ~10 1 1
Puerperal fever 1 5.0gx2—1.0gx2 5—7 1
Postoperative pelvic infection 3 5.0g~1gx2 4~10 1 1 1
Postoperative inf. (prophylaxia) 3 2.0gx2 5 2 1
Upper UTI 1 2.0gx2—1.0gx2 5—4 1
Lower UTI 3 2.0gx2 3~6 1 1 1
Total 13 1 7 1 2 2

Table 4 Laboratory findings of CEC treatment
Before treatment—After treatment
No. of cases Normal Abnormal Normal Abnormal
—Normal —Normal — Abnormal —Abnormal

Hemoglobin 12 10 2
Hematocrit 12 10 2
Erythrocyte 12 10 2
Reticulocyte 10 10
Leukocyte 12 4 5 3
Thrombocyte 11 11
Serum protein 11 11
A/G 11 11
Icterus index 11 11
Bilirubin 12 12
Direct bilirubin 12 12
Indirect bilirubin 12 12 i
LDH 12 12 |
CCF 12 12
TTT 12 12
Al-P 12 12
S-GPT 12 12
S-GOT 12 12
BUN 12 12
S-Fe 12 12
S-Na 12 12
S-K 12 12
S-Creatinine 12 12
Creatinine clearance 10 10
PSP (15/) 11 11
Urine protein 12 9 2 1
Urine sugar 12 12
Pyuria 12 9 2 1
Hematuria 12 10 2
Direct Coombs’ test 12 12
Indirect Coombs’ test 12 12
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OI B KK Bk i

ERABEIRC ST 2 ERY 1050 HBR B
K, 3HoRYTFBhic CEC #8545 L, LTOmRmEKHE
RUERE G X B4~ OFE B LI,

a) ERRZE

BN : 661, REEH : 40K ER
ARGy« 3B FBhic CEC 25 Licd 25,
o160, B%: 76, 0B 161, &L 2
B, 5 2 QlOLFERES R %2 2 1

FEEEM#ic DKB 200mg/day x4 B FHEHEL
D, 6 HH X iR 38.2°C i ER L, EERI D
iR S A B Ut B iRFEREL I, CEC 10g/day &
B2E%I 37°C K TH LES LA LD, FANL5H
BXb 2.0g/day KB L4 HEBELL, COELD
Bk 5 o, INEBIREMREREHIL, 2.0gX2/day #
ESHMCESTH D, —7F, FEHEMRBCILFEEO6
B CEE7E 5 Too

B L : 2HD5D, £7/5 ARERMEIS
E. coli (MIC : 12.5pg/ml), Staphylococcus aureus
0.78ug/ml) ZHH Lic 38°C REMIZ, &K 2.0gX
2/day #E5 HRICTF# Lico L L, flid 1 63,
CEC #FEI0BMEZE TH TRHELRTH -

FRERFAMAE TN 260, FEFEME: 161
L, BRETFHOBERT, FH 2.0gx2/day HHE:S
BRERS T2 HIe BRI » et 1 E At AD D
BWREARFHETD %o

EBRTERNRY T 40°C B# % 2 Lt Bacteroides
(MIC : 50pg/ml) 453rEiglit, CEC 5.0gx2/day mi#
5HAMTTHL, 40Dic® 1.0gx2/day 7 BRE:EMNEY
L 17,

FaBERBENLE T, Rovb Proteus sp. Indole (—)
B (MIC : 6.25ug/ml) #HBIE, CEC 2.0gx2/day
B S AR CHIEEIR - IBIRIBCH L LIcD T, 1.0gXx
2/day #r5c R L, 4 BREITHIE Lcas, {eféhk 2
BED follow up TIXEFRL L & Dieh - T,

WAk X C Proteus sp. Indole (—) #k (MIC :
25ug/ml) r@Epiy, CEC 2.0gx2/day #iE6 HET
ETORRANFE L, Zhictk, Klebsiella sp.
(MIC : 100pg/mD) ¥HiBI &, B BETHE G D18 st
KT, FAR% 5 3 BEZERLhES Lich, E8Kk
DR T 57,

b) AR R

CEC Z# kMRS Lc13fio 5 b, BH:BEN % T,
2.0gX2 ¥k 3 B, BT - W CA 2R E%:
ELUico TREARIE LI L B0 H B2 ShEA s

DREIEH %R Lich - T,

¥io, 12fleo%, CEC #Laiffiiclk - mkE(L
% Rig EOFEBOBRKRA 2 M Lico RIERIGE L
TOHMKRHLE LRI £ DM RE & & DIz s
¥, ERREFC XD EBbhbREBENDERITLEL
REDILD 5T,

v ¥+ U

Cephalosporin REAEME Th 5 Cephacetrile D
BRAEE % S 3 5l d BT OB e inxick 25, UT
DFF R 2 1o

1. g ARE T35 CEC 1.0g &L mrk s
1L, AGHERE304HE : 14.6pg/ml @ peak level 75 L 6
el el b B U, HERS ¢ 1540 ¢ 47. Opg/ml T 4K5H]
BETRE DI, HMRHLZ OFREOFEBY I E -,
Fio, RPENREL, 6026 ETH 5,

2. AF|ORREBITIE, it cephalosporin Sk4E]
X 0 b IR BT IS ATREE 2 E S B,

3. FRIRSHEHRC KT ARSI, 7B 0.78
~1.56pgml 278%, KESEEL 6.25~25pg/m! 12682
PEAE Uico Klebsiella sp., Proteus sp. {CiXiBIAV 7Y
Fik z fohl, Proteus sp. H1 Indole (=) #kTiX 6.25
~12.5pg/ml MIC #R&EAHYHE A & DT,

4. CEC 3, ®|7Hwex L CET L& Lvw, KIGE
ik CET X BT EWRREHA AR LAt i
FHORSZHEHBIIATL VEETH D, L LT, K7W
MIC 3, CER<CEZ<CEC=CET<CEX, Xl
CEZ<CER<CEC<CET<CEX oJFfiz peak #/&L
o

5. PEBARMEIRES : 134l KA 2~10g/day,
3 ~10H HIEIRAIER S LI & & A, MHBBRIEERE S
QU I BIALERER R R DI, DD, 1Bl
REewELED, ThISMTL0RIFERRL, %75,
T - 8RB Dt DER R RUEIC b RF o - 1o

FRIOBER Y, AFM4FEIZH, FEEH ST 2522
H B A EEFEEEAAAIPRAITRE LS

X B
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Cephacetrile, a new cephalosporin antibiotic.

LABORATORY AND CLINICAL STUDIES ON CEPHACETRILE

KANJ1 SEicA, MAsao MINAGAWA and Norio FuruTa
Kobe Health Insurance Central Hospital

KuNIHIKO YAMAJI and YOKO SUGIYAMA

Kinki Mother’s and Children’s Infectious Disease Center

Antibacterial activity and clinical effectiveness have been studied on Cephacetrile (CEC), a new cephalosporin
derivative, and the following results were obtained.

1. The peak blood level of 14.6ug/ml was obtained 30 minutes after intramuscular administration of CEC
1.0g to healthy women, and presence of CEC in blood was detected even after 6 hours from administration.

Intravenous administration of CEC 1.0g achieved the peak of 47.0ug/ml 15 minutes after administration,
and the concentration was observed after 4 hours.

By drip infusion the results were about the middle of two forms of administrations.

CEC was excreted in urine more than 602.

2. The transfer of this compound into fetus was considered to be relatively better than those of other
cephalosporin antibiotics.

3. The distributions of sensitivity to clinical isolates were examined and 789 of Staph. aureus were
inhibited by CEC at 0.78~1.56ug/ml, 682 of E.coli at 6.25~25ug/ml.

MICs of CEC against Klebsiella sp., Proteus sp. were distributed in a wide range, and some strains of
Proteus sp. resistant to indole (—) were inhibited by 6.25~12. 5ug/ml of CEC.

4. Against Staph. aureus CEC demonstrated a similar antibacterial activity to that of CET, but against
E. coli CEC showed a sharper sensitivity distribution than that of CET.

However, there observed closer corelation of sensitivity distribution between the two.

MICs of cephalosporins against Staph. aureus in the order of peak values were CER<CEZ<CEC=CET<
CEX, and against E.coli, CEZKCER<CEC<CET<CEX.

5. Clinical results in the treatment of gyneco-obstetric infections.

CEC was administered to 13 patients including 2 cases of pelvic peritonitis at dose 2~10g/day for 3 to 10
days intravenously and chemotherapeutic levels were achieved in 9 patients. One patient had a skin eruption
but no adverse reaction was observed. Laboratory findings showed no abnormality.



