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Sulbactam (SBT)/Cefoperazone (CPZ) BE&HIZDWT, ZFREHEREHKICNT S MIC #
B A bR Bt kic L D RETL 72,

S. aureus \2x3 Tz CPZ BB L, ALY 1 ERET (T2, E coli iZxL T
CPZ BTl3, =0.025~12.5ug/ml TH-728%, BEITIZ0.1~25ug/ml THY), CPZ Bk
DHEHT TS, Klebsiella, P. mivabilis, S. marcescens, P. aeruginosa 7 & 12 > Tl
CPZ By f rAHI L LITIIRE ThH - 72, P vulgaris (23l Tld CPZ 85T >100 ug/ml o
MIC # Lsb L 724khs, &#ITI2 12.5ug/ml L H/J & MIC 2Ll 7z,

kiz SBT/CPZ1g (£500mg &4) #8E L 2Bl E:aM S L Uit RoO‘F L BEICD
W, SBT (2 E. coli 603 %, CPZ 3 M. luteus ATCC 9341 # B LT 2HE»H -~ 7HIc &
NHRIEL 72, FBIFTICOWTLEENFETRETL 72,
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48 pg/ml NHET peak %iRL 7z, B MESIRES, SBT 13475143 & U58537%12 9. 3 ug/ml,
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FATEENAELT B,

ot S, 4B Blactam EKAITH B H 3 HAL
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vulgaris 258k, Serratia marcescens50kk (= O ik
N A IRIBYAE 5T BERR), Pseudomonas aeruginosa 50
ticxt LT, CPZ #igh, SBT/CPZE2&%)3 LSBT
12 & AN REILBE (MIC) 2{b¥gky ot
HIicEEL THIEL 72,

Staphylococcus aureus \ZXTL Tl3, BeREHEI210°
cells/ml TfT~»72, Fig. 212" §4£ 512 CPZ H4o
MIC i3 1.56~25 pg/ml (254 L, 3.13 ug/mliZ p-
eak v 72, SBT/CPZ El&HKITi33.13~25,g/ml
T, 6.25ug/ml (= peak »'%H -7z, SBT #fho» MIC
112 TH2100 ug/ml i253A5 L Tz, T4 bb St
phylococcus aureus |ZxfL Tz CPZ B TENIT
#whiwL, SBT/CPZEAHIL Y 1 &Y ¢z MIC
ThH-712,

75 LIS E TIE, 7 E. coli TiE Fig. 31" Y
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100 wg/ml (25345 L, 50 ug/ml T peak %#7RL7z,
ubb, CPZ #st, SBT/CPZ ELAKI & LICITITHL
WwMIC #7RL 72,

Proteus mirabilis (=¥ Ti3, Fig.51RrT L1
CPZ &y MIC 120.39~12.5 ug/ml 2547 L, 1.56
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~3.25ug/mli25#5 L, 3.13 ug/ml T peak 7k L
72, SBT Hifho» MIC (3 50 ug/ml LI 2534 L, 100
ug/ml T peak #/xL7:, §4bb, CPZ &, SBT
/CPZ ¥ {1zi2ix% Lv» MIC &7RL 72,

Proteus vulgaris |23 Ti3, Fig.6 & 5i2CPZ
Bihoy MIC (3 >100 ug/ml 1 thE B E 0.78~25ug
/ml 255, 1.56 ug/ml T peak #RL7:, SBT/
CPZ fita#) i3 0.78~12.5 ug/mlz 3% L, 1.56~
3.13 ug/ml T peak %#7=L7:, SBT #fho» MIC i3
50ug/ml Ll Fiz5# L, 100 4g/ml T peak #/RL7:,

T4 bb, CPZ 847 >1004g/ml o) MIC %#7R L 72
1#k#h%, SBT/CPZ la#ITid 12.5ug/ml L 1) /v &
wMIC #2772,

Serratia marcescens (Xt Ti, Fig. 7k 91z
CPZ &4k MIC (3 0.78~100 g/ml (245747 L, 1.56
ug/ml T peak %37z, SBT/CPZ Aila#ITi31.56
~100 xg/ml (1254 L, 1.56~3.13 ug/ml T peak *
L7, SBT #ho» MIC (3, 50 ug/ml 251 %k T%
Mg T 2100 ug/ml TH 72, Thbt, CPZHE
m, SBT/CPZ Ee4#klE LidizEn MIC ot %
w7z,

Pseudomonas aeruginosa (¥t Ti3, Fig.8 ok
912 CPZ &gho» MIC (3 3.13~>100 xg/ml (2 545
L, 6.25ug/ml T peak #/rL 72, SBT/CPZELAHA!
T3 6.25~>100 ug/ml (25345 L, 12.5pg/ml Tp-
eak #/RL 72, SBT ko MIC |347>100 4g/ml
ThHo12, Tibhb, CPZ &4k, SBT/CPZ Bd&# &
LidizERED MIC 2R 72,
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SBT /CPZ mpstg@dteis, sikaiofHkiz SBT/
CPZ 1g one shot &#E # 1TV, SrigbFORMAMTE, M
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72, WHHEOFE RO MApBRE L REL 72, BEDR
%3, SBT (1 E. coli 603 %,CPZ (3 M. luteus ATCC
9341 2 FNFHRERE & L THER A -~ 78IS & D flE
L7z, #lERFEZ, SBT i3 1.56 ug/ml, CPZ T
130.78 ug/ml TH 5,

Table 1 (3 SBT/CPZ 1g (& 500mg, it 1g) #
one shot F#E#475 ~ 10851515 £ TOITIERIZ D
TOBEEL Rz, ZEEHETOREIMEREL SI2L 3
INTYXDHLND,
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M miFCld, SBT (347575 L 158501412 9.3 ug/
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BT LSRR E e o 72, 72 CPZ 13475014
D ORI AR L, 2 BRI E & UF 2 BR324
12 ug/ml o) peak fE % RL, ZHLIKIZ#BERAL 72
7% 1085R510% T4 3. 1 ug/ml DBE LR 72,

¥kHizis, SBT,CPZ & 4 1 #RI3358Ic 2 %
17 pg/ml, 115 ug/ml AR & N, F D I%MEER



668

CHEMOTHERAPY

JUN

. 1984

Fig. 2 Sensitivity of SBT/CPZ, CPZ and SBT against clinical isolated organisms
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Fig. 3 Sensitivity of SBT/CPZ, CPZ and SBT against clinical isolated organisms
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Fig. 5 Sensitivity of SBT/CPZ, CPZ and SBT against clinical isolated organisms

Fig. 6 Sensitivity of SBT/CPZ, CPZ and SBT against clinical isolated organisms
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Fig. 7 Sensitivity of SBT/CPZ, CPZ and SBT against clinical isolated organisms
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Fig. 8 Sensitivity of SBT/CPZ, CPZ and SBT against clinical isolated organisms
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Table 1 Transference to maternal serum, umbilical cord serum and amniotic fluid
after intravenus administration of SBT/CPZ combination 1.0g.
c Maternal serum Umbilical cord serum Amniotic fluid
ase
Time
No. SBT CPZ SBT CpPzZ SBT Cpz
mean mean mean mean mean mean
1 47 | 12 21 9.3 6.4 0 0
2 54’ | 14 14.3 | 30 33.0 8.6 9.1 7.6 7.9 0 0 0 [1}
3 58 | 17 48 9.3 9.7 0 0
4 15| 11 48 2.9 9.7 _— _—
5 1733 3.6 5.8 | 22.5 | 27.9 5.0 4.7 7.0 8.0 | 17.0 8.5 11.5 6.5
6 1°44 4.4 20 6.7 7.6 0 trace
7 1°50° 4.3 21 4.1 7.6 8.4 8.0
8 2°10° 4.4 17.5 4.7 7.6 3.0 0
9 2’11 4.0 3.1 34 26.6 5.0 4.6 12.0 10.2 3.0 2.0 3.2 1.9
10 2°32' 0 21 4.7 12.0 1} 2.5
n | rs¢| 3.9 34 4.1 9.0 _— _—
12 321 0 16 0 8.5 0 0
13 347 0 15 3.0 6.0
M | 14| 7| 0 e | oo 06| 9.0 7.6 5.0 3.6
15 4°27 0 7.0 0 6.4
16 446 | 0 9.0 0 8.2 — —
17 10°51° 0 0 2.5 2.5 0 0 3.1 3.1 5.0 5.0 6.4 6.4
(ug/ml)

AL 1085055150441 b £ #4150 ug/ml, 6.4 4 g/ml
DB EIRLTZ,

i it s fr g s Table 2 (2R3 & 9142, SBT
11 301 L HER KA - 7205, CPZIZIEF10IC 5\
Ti3, 9MERMEE T, fEMI2CBVTIZ6 B EMiE F Tl
EHHT D, BRI 2.1 ug/ml THY), FT2
126k IR S N ah » 72,

3. BFLHF84T (Table 3)

SBT/CPZ 1g #% one shot &#id: L 72BN REFLIBE
% SEEBICOWTRETL 720%, #E% 1 ~ 6 B &R
i T SBT, CPZ L a8 s uh » 72,

II. B8 K B 1% B

1. BRPRAHE

6 e ARHRYYE 1234 5 SBT/CPZ o) it
#k% Table 4 (Z/R_L 72,

FRARRNENHIEI LA DHBE ZGENER, BRh, B
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Table 2 Serum level of SBT/CPZ in neonates
(After intravenous injection of 1.0g in the mothers before partus)

Case Time Umbical cord serum 3° 6° 9° 12° 24°
No. SBT Cpz SBT | CPZ | SBT | CPZ | SBT | CPZ | SBT | CPZ | SBT | CPZ
2 54’ 8.6 7.6 0 0 [1} 0 0 0 0 0 0
10 2°32 4.7 12 0 2.1 2.05 0 1.5 0 0 0 0
12 32r 0 8.5 0 1.56 1.4 0 0 0 0 0 0
(ug/ml)
Table 3 Distribution of SBT/CPZ to mother’s milk
Dose : SBT/CPZ 1.0g (SBT 500mg/CPZ 500mg) iv.
Time 1° 2° 4° 5° 6°
Case SBT CpzZ SBT CPZ SBT CPZ SBT CPZ SBT CPZ SBT CPZ
1 0 0 0 0 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0 0 0 0 0
Mean 0 0 0 0 0 0 0 0 0 0 0 0
(ug/ml)
Lz, HELL,

5 FEH - EEK 3 BUNICEL CSELIR
BLIEE,

BR  FEA - fEREKA 3 BLINICSEN G % 1
L, ZO%ERL 72356

S EEE - MK 3 BEBL T LGRS ALK
Wi,

LB, Fhi, YL E o EERIREL TELY
WRAED LN LD, EHERT, TXTHMEA
uY,

B ~ 4 12 RHEETROESTH Y, FEF 1L
N3FNITHL TEEENBMIN Y LI2, Frx723
B ERITORERI TH ~ 72, SBT/CPZ % 5 HiD

bR &Y P.oaeruginosa 2 9, E. coli #4411 8], E. co-

i1y Pooulgaris 3t431 A 2L L 72, JEf) 4
31E2g, foo36liz1E1gsl1 H2ME (¥ 5),
5~ 8 HfElemspEL 72,

FEF 112, E. coli »iE%L, BERREEASPUENM K,
PRI DIEMEAL, MRPRDIE# L% A7 THN & HE L
2,

fEF 213, %56 Hi%IZ L P.acruginosa |3F#iL,
HEERIE L A A LN T ENTH -T2,

fE5) 313, P. aeruginosa NIz AIZDY, 5%
Klebsiella = 5L, FRLEATHE L 7200 THR &

$EfGl 412, E. coli ¥ P.vulgaris o) 2 k& & L1274
kA2, HERFE, FREBE LIZIHREATOTEMEH
EL,

FEB 5 13, FEMENBMITARL, ILINEFEL2RE
pRAREATI% 7 B BIZ 58, TIEENE % 3F 2 72 TRUME
%%k Cefazolin D35 %175 7275, ERDLEH A
ST SBT/CPZ 1E1g, 1H 2@t
Yz 7z,

E5-HIICIRE L CFERITD SR REDREXAT-12h¢
[ETE T ) IO RIE AR & L 727%, THEEE, CRP
7 Y E - RIEIRDUE D A SN DTEMEHEL 72,

) 6 13, ATHARPHMIEITI%39.7C D REBAH A
LAl HIERRYUE & 5 B2 SBT/CPZ 1 [ml2g, 1
H 2 BOdELE{T-72,

HEEECFEN W L) Enterobacter aerogenes
R 72AY %5 T HEIZIZFEMNIZIEE &4, M
PR IR S HIE L T2,

REL, GBI TIELIZ LS, 4 BHUM £
Ele otz WU - 72 T REENE L iR L, kL
DTHMEHEL 72,

m & % B

SR 6 Wllo > WT SBT/CPZ #4512 Lk 5 - BbhL b

H - IR D RS L UBRKRR A E O B3 1 151



CHEMOTHERAPY JUN. 1984

672

(H#) oL

(#) ) souaosov
(=) pajeodipely poon | 0°%¢ Al 9 X2 (=) uOoI303Jul Jul[AINBIU] 81 9
(=) ZAD | +apovqodjuy
(=) 0odgv
(e])XIAI3D JULIIIN
(=) umouxun poony | 0°8I 1'a 6 Zx1 (—) siLPWeleg 8y [
ay) jo 19dUR)
(H#) WO
0« (—) icle) suvgna ‘g XIAI9D JuLdIN
(=) | pajeorperg poon | 022 1'd 9 X2 snuydauopeAd oy | €9 12
Tw/ 01 (#) WO 1709 g Ay} jo 1adue)
(#) zad
() oL
() WO XIAJIDD 3ULIdIN
opasqay | (—) paisisiad 104 | 09T I'd 8 X1 DSOUIINAD " snuydauofaAd anoy [ €
(=) Z3ad ay3 jo Iadue)
(=) 0dgv
() oL
A (4#) WO (AI)X1A190 duuain
Jw/ 01 (—) sBueyoun oog | 011 T'@ 9 Zx1 DsowSniow ‘g siuydauopAd oy €9 4
w/ 0T (=) ZAD ay3 jo 19due)
(=) 2odgv
(+) oL
0« (H#) WO
(=) | pejediperg | u9[pRIXy | 0°6  1I'd S gx1 , yq03°q (=) snuydauoeAd amdy | 82 1
w/ 0T (#) z3ad
(=) 0odav
(3) (sowny x 3)
39y50 | 109350 [e213 (£) ‘ON
SyJeway youd [eo], 2oy sheq 9sop Aled | fyanisusg swsuedl) | aseasip 3uif|opup) sisoudei(
IpIS -0[oL1”)deg DM< Ise)

UOIEISIUTWPY

ZdO/LdS Yum sinsal [edwy y 9lqBL



VOL. 32 s—4

CHEMOTHERAPY 673

Ll em 1z,
V. & ®

B BWTS Klebsiella 0 >100 ug/ml o) 2%k
NIBD1IE, BLU P oulgaris ©>100 yg/mlotk
IZBWTERINEHES L Loniih b b, &gy
2 CPZ Dtttk A Dl t285, AEINEHKIZEZD LN
v, $£7: SBT/CPZ 1g % one shot g L 72154,
fgmFEg o SBT 13 9.3 ug/ml, CPZ(412.0 xg/ml
T peak ¥R, FkPiz SBT i1 17 »g/ml, CPZ
12 11.54g/ml T peak #/RL 7z, ZHSEEMEDS
SUEKPBEBELZTRTZ 05, BROFERRBLE,
FRBGDERS L UFHICT T ERIDFATL T B
EEZLNBD, AL, ZHIOWTHESIc%keH
OREHLBETH D, L HICHHBENTE RO M PFEE
BE % ZEEICIET 5 &, SBT (3 3858, CPZiz
18R BT 5 2 2 kT, RCHE RICEY
BETHEMIIEBH SN LH 72, £/ SBT/CPZ o)
BILPADHATZ EBFANCE L 7275, VTR
T4 SBT,CPZ & LICBIERFEUT TH 72,

&2 A THRRAVRENIE 6 5 & SFBINC & & % ~72728,
SBT/CPZ A I NEMEDGHELMET B = LIz d
Ripnds, FRh16, EM3F, B2 TEMNE6T%
Thotz, FIRERNS P. aeruginosa % H L 72 2
Blnse LICEMTH 722 L13, AEAKINKE % BN
&¥ % plactamase fZEIZ &) g-lactam #l % &1L

+T2E2HE, P aeruginosa O HHEFH R D rHE
EEMIZHY, Flactamase EETIE LI Ep 5 )
%O+ %, P aeruginosa kK &I HEERF 1213,
CPZ g1 1g, 1 B 2@4%512 £ 1) 52.4% D%k
ErZTH2HEYHHY), SBT/CPZ ELAAIL HE
BE2THI LICE N IFRKEEFONS LN ELNLS,
ZFOMIESENC R E NI E. coli 24k, P. vulgaris,
Enterobacter aerogenes & 1 ¥k |33+~ TiE%L, B
RENR L EF 16, Azh2 BlL BRFEI0%TH- 12,
BIWEANRER S L UFEIEEIZEEAT 5 L BbL kR
REAED REIXEHRRD S kh -7z,
F o
SBT/CPZ n&#INBET 24TV, & bREENAMME
138D L NT2hS, ARRFEICB VTR, CPZ ofif e A+
Lz k, FRERREED L% CPZ Bz it4
B RET R AT R BIESID e 572 Z & &Y, SBT & CPZ
EAFNZ L7272 DBEHIZOWTUE, HCEZHSah
Y AR
X 13
1) FI0EB R bEFEEELLS, FE > Ko
II. Sulbactam/Cefoperazone, #z, 1982
2) R EA, BEEEE (1205 & O BEE M %
51 PR 28 R ifefiE 12 14 B Cefoperazone( T-1551)
7 B&E K Z#fi—Carbenicillin % xt B8 & | 72 tbdezt
E—— Chemotherapy 28 (S-5) : 947~974, 1980
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FUNDAMENTAL AND CLINICAL STUDIES OF
SULBACTAM/CEFOPERAZONE IN THE FIELD
OF OBSTETRICS AND GYNECOLOGY

ZENJIRO TAKASE, MICHHISA FUJIWARA, MASATO NAKAYAMA,
TOSHIHIRO MiYosHI and HIROKO SHIRAFUII
Department of Obstetrics and Gynecology, Kawasaki Medical College

Fundamental and clinical investigations on Sulbactam/Cefoperazone (SBT/CPZ) combination were carried
out in the field of obstetrics and gynecology.
The results were summarized as follows.

1y}

2)

3)

The antibacterial activity of SBT/CPZ against clinically isolates was investigated and compared with SBT/
CPZ combination, CPZ and SBT alone. The minimum inhibitory concentrations (MICs) of SBT/CPZ
combination against Proteus vulgaris were superior to those CPZ alone, but when tested against E. coli,
Klebsiella, Proteus mirabilis, Serratia marcescens and Pseudomonas aeruginosa, the results were almost
similar to those of CPZ alone. On the contrary, the MICs of SBT/CPZ combination against Staphylococcus
aureus were rather inferior of those of CPZ alone. The most of MICs of SBT alone were > 100ug/ml.
The concentration of SBT and CPZ after an intravenous injection of SBT/CPZ combination in the mother’s
serum, umbilical cord serum and aminiotic fluids were examined. The peak concentrations of SBT and
CPZ in the mother’s serum were 17ug/ml after 58 minutes and 48ug/ml after 58~65 minutes respectively,
and those of SBT and CPZ in the umbilical cord serum were 9.3ug/ml after 47~58 minutes and 12ug/ml
after 131~152 minutes. The highest concentrations of SBT and CPZ in the amniotic fluids were obtained
after 63 minutes with the value of 17ug/ml and 11.5ug/ml, respectively. SBT was not detected in serum
of neonates at any time intervals, while CPZ gave the peak concentration of 2.1ug/ml after 3 hours.

In a clinical study, SBT/CPZ was administered to 6 cases including 4 cases of acute pyelonephritis and each
one case of parametritis and intrauterine infection. The results were excellent in one case, good in 3 cases
and poor in 2 cases. No side effects were observed.



