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fB-lactamase inhibitor, Sulbactam & CPZ 71 :

1 B.4%) SBT/CPZ iz o (R AFIE

BTOTEHNOMRET &, ERARHIRIE I DEERMR, BIVER, FRUORET2T4X VLT

RER,

PEIR ARHRAR S B 1FE130RRIC A A I D T3, CPZ fittE#khH 334k(25.3%) L BSE T,
B-lactamase BEAERR ) 348R(26.2%) & Wi hr o722 kb b, k841212 SBT/CPZ & CPZ #440)
MIC fEiz i3 R & L ZAIZ2D b U » 2%, —EREME TRt HERR O $4> - 72 L » T, SBT/CPZ T
MIC DETFA B LS DD %L, BLARNEL D L2,

PRREGE T3 PEI AR HISE LTI X L,
PRARZHR % 32,

Sodium sulbactam {319774 X [E Pfizer #t Groton &

RIFRAT TEIR & #1172 B-lactamase inhibitor T, Penici-

llanic acid sulfone T& 37,

Sodium sulbactam (LLF SBT) % tLE{KIZ B —EBD
HH AR EMENIEH D, EHMENEET 5=
) +—+% g-lactamase ¥ 3¢, 7 7o XK F—+
% Blactamase % I ETEIZTELT B, 20
D 5 SBT % &4 p-lactam &l L BLAT 5 &, Blac-
tamase 1= & B G HEIRT % B EACA & tL 72 HUERNII BT B
ML COIMEN 2 RS2 LA TERVIY,

SBT (3%t i &<, Lico®Ehn s CPZ nM—n
KEZEHI 2 eHTE LM, 1EHSTOHNERH R
TELZ X, MABENHFH CPZ LI2ITHFL CERK
NTOBNERA»WIFETE B Z L Y BEH» 5 CPZE
DEEHSEIRE N, Fir DR SHlIED 131 OBLE
AEH L IR,

19804E11 8 & V) £E#Ki SBT/CPZ SFR & #KL S
t, KRR, BEARIVEFZEA T2 4L, 198246 1, HA
LEFEY 2R L, KL > K7 LI2BVTEDORR
HEEI N,

bhbi L ZofESIcEmL T, Em ARG TR
HET, UTOERLBLOTHET S,

1. BBEH*
SBT/CPZ o B M3 HA 171 1 AE IR AFHER PR 77 B pK

181~2g s#EF 23 iEssEL, 106(90.9%)ic
9 f5eb 8 151/(88.9% )| - B A AR % 82672, BIWERIZ D 7cd -7z,

11FE130%kIC DV T B bF R Rk # 1, &
NFEBMHILEE (MIC) % CPZ & HEgiEL 72,

B-lactamase EARENRIEIIBEREE B L U REMH
772K T4 A7 (=bvtk74r) FEOME
B TITa v, HIEIR, BlEE BEEL7 7oK
)2 T4 A 7EMEHITEEDHA(—) EHEL, BRIE
R, REMLT7 7o) LTy 2 7 EREOSEA
1213 (Low), EEMIERE, RBHEL77a2FK) > T4
2 7 EouiEN NS AL (High) S HEL 72,

SRRERI I E G ANEIIS O RSME 2 145 & L, BRFISS
F12A L V565128 £ THOREIC, BEAIASER AFIEEE
Miakic ABEL 7 BEICHFERL, ZOME, afeE%SE2/R
L7z,
II. A& ®

HRERNREN

SBT & CPZ #1 ! 1 nHIATEA L BN EHE
BRR BRI 5T 2HUE N %, CPZ B4 & i
L 7B & &Z Mm% (Table 1, 105CFU/ml, Ta-
ble2, 108CFU/ml) (& RL7:, dR¥EFESL & 8
¥z E. coli 40 ¥k, P. aeruginosal6tk, S. aureus10
tk, Citrobacter8 ¥k, S. epidermidis 14%k, S. faecalis
7 ¥k, Klebsiella12%k, Proteusspp.7 %, Enteroba-
cter 7 kk, Serratia marcescens5 ¥k, %Dt 4 ¥RAEH
130K TH S, Z DR ARSRIRORE R Bk 130 £
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CPZ Hio» MIC 1#251g/ml Ll b oofifiEtki3338k(25.3
%) LIBSET, RO LB S 72,

F72, NS5k B-lactamase EAEREIZ OWT A
5 & B-lactamase B4 BRIZ344K(26.2%) & Lk h -
7z (Table 3),

Zntesh, ke L TAaBE, SBT BEAMEHLTEE
IS bNLD -T2, Ik BHEESETRRL2DH*
Fig.1, 10°CFU/ml ###3 & (*Fig. 2, 102CFU/ml
T, 103CFU/ml O h 12 Hety88 & h e i Rh R A*
2 bNTz,

HEc A5 &, CPZ o) MIC #50.g/ml LL
DIFERED % A LN BNDIL, S. marcescens 4t (80
%), Enterobacter3 ¥k (42.9%), Proteus spp. 3 ¥
(42.9%), Citrobacter5 % (62.5%), S. faecalis4tk
(57.1%), S. aureusd #k (40%) %c & T, TN 5Nk
Ti3 SBT/CPZ T MIC DETH % L5 LNDH %L,

B-lactamase inhibitor § %t SBT NELASNEAEE
HLNe,

LA L, S faecalis7#Tl3&#kt L CPZ 8oy
MIC i3 25ug/ml LI ETH - 7255, I Blact-
amase JFEEMRT, SBT BEADIIRIZHE S Tli e
otz

72, P. aeruginosa T3 B-lactamase & H#kH* 3
$(18.8%) I=& b rzhY, CPZ 8ky SBT/CPZ »
DENZIZEIZASLNT, Z4u B-lactamase LIS oifit
MRFOBES L A LN 5, Fig. 3, 4 ICZ2NREESE
2ERLZ,

E. coli 408k Tl 3 £#h87 5% 5\ T CPZ Hifdioy MIC
%%0.39ug/ml LIT @Rttt £ L 72 (Fig. 5, 6),
B-lactamase HEEEKITI2HIZH LN, TN b
1 % T3, CPZ 8oy MIC #<200ug/ml TH 1255
SBT/CPZ Tl1312.5ug/ml & EFHICIET L 72,

Table 1. Sensitivity of clinical isolate to SBT/CPZ and CPZ (10%)

N?- MIC pug/ml
St;ins <0.39 | 0.78 | 1.56 | 3.13 | 6.25 { 12.5 | 25| 50 | 100 | 200 | 400 | 800 | >800
i 37 2 1 ]
E. coli 40 38 ) 1
. 1 2 6 3 2| 2
P. aeruginosa 16 1 7 2 1 1
2 4 4
S. aureus 10 6 1 1 1
2 1 1 2| 2
Citrobacter 8 5 1 1 2
. 1 6 4 1 2
S. epidermidis 14 2 ; 3 5
. 4 |3
S. faecalis 7 3 2
. 10 1 1
Klebsiella 12 T 1
2 2 2 1
Proteus 7 2 1 1 ) 1
3 1 1 1 1
Enterobacter 7 3 1 1 I N
1 2|1 1
Serratia S 1 3 1
4
Other 4 n
59 12 9 9 9 13| 9 1
Total 30— 1T 8 |11 |10 | 8 ] 7 [10]7]3

SBT/CPZ (1:1)
CpPZ
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Table 2. Sensitivity of clinical isolate to SBT/CPZ and CPZ (10%)
I:I’?. MIC pg/ml
Strains | £0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 [ 25| 50 | 100 | 200 | 400 | 800 | > 800
E. coli 40 33 4 2 !
35 2 2 1
, 1 2 2 6 3 1 1
P. aeruginosa 16 1 2 3 3 1 1 1
s 10 S 1 3 1
. aureus > 3 1 1 1 2
Citrobact 8 2 1 1 3 1
itrobacter ) 1 3 2
1 1 8 2 1 1
. epi idi 4
S. epidermidis| 1 5 3 4 2 1 11
7
. 1
S. faecalis 7 3| 4
10 1 1
Klebsiell 12
ebsielia 10 1 1
Proteus 7 1 1 2 ! !
2 1 1 1 1 1
Enterobacter 7 3 2 2
3 1 1 2
Serratia 5 1 2 ! !
1 1 1 2
Other 4 4
4
Total 130 52 9 13 11 4 10 [ 11| 16 3 1
55 8 10 10 8 6 S 9 6 3 4 S
SBT/CPZ (1:1)
CPZ
Table 3 Freguency of fB-lactamase producing LRE I3 BTR N TR D A7 2 E H 5, SBT
strains JCPZ » CPZ 4 MIC BRI~ 13K X % 212 225>
B-lactamase activity Lileh o7z,
Total s
@] L] o . B & o R
S. aureus 6 2 2 10 . n@s U‘?J-'i ) -
S. epidermidis 5 2 7 14 BEFISSE12A £ V) 56412 F THORIZABFIAFERA
S. faecalis 0 0 7 7 FIBE:EERC ARE L 72 BB iR ARHYRYYE BE11H 2 X5
Other G(+) 0 0 2 2 L LTHEREL:, FONEE Table d i2w$md, +F
5 col A 1 BRI 5B, TEPNBARNIBIE R 36, EHM20),
ebsiella BEEA1HITH S, H5 )i (SBT/CPZ) # 11
S. marcescens 4 0 1 S . s s
Citrobacter 5 3 0 8 0.5~ 1g, 182MEEE Froda@msEL 7z, o
Enterobacter 4 3 0 7 PAERNIFHEL Lh o172,
P. aeruginosa 3 5 8 16 2. DRHBEE
}gt ‘:eué o (1) (2) ; ; HRHEL, BRENEE, HUWREEKOER, RE
er -
BAROHERS D HRRARICHEL, BoEEHhLEL T,
Total 34 45 51 130 3 HLUMICHOERE L UEHER, BRERAERICYR
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Fig. 1 Total 130 strains (10%)
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SBT/CPZ| 52| 9 (13|11 | 4 |10]|11 |16 | 3 1 0 0|0
“ 40.0/ 6.9 10 | 8.5(3.1|7.7{8.5(12.3{2.3[0.8] 0 0 0
CPZ 55| 8 |10[ 10| 8 6 5 9 11 6 3 4 5
%y 42.316.2(7.717.7|6.2{4.6[/3.8|6 9]0.8 4.6(2.3(3.1]3.8
Fig. 3 P. aeruginosa 16 strains (10°)
100+
80 -
p o o CPZ
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SBT/CPZ| 1 ojo0| 2|6 |3 ]2 2 10 |0 0|00
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Fig. 4 P. aeruginosa 16 strains (108)
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Fig. 5 E. coli 40 strains (105)
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e o,
<0.39]0.78]1.56|3.13[6.25|12.5| 25 | 50 [ 100 | 200 | 400 | 800 | >800
SBT/CPZ| 37 | 2 0 0 1 [y 0 0 0] o0 0 0
% 92.5| 5 0 0 [2.5]0 0 0 0 0|0 0 0
CPZ 38| 1 0 0 0 0 0 1 0 0 0 0 0
% 95 [2.5] 0 0 0 0 0 [2.5]0 0 0 0 0
Fig. 6 FE. coli 40 strains (10%)
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40
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\o\- P "
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BINHELENEL, ErMEEI3RLLT, E
KOBBIZZNLUENBEEFEL 2 L 0k A%h, HEHhR
P, BRIERERDSRUE S N2 L DI,
KROBED LD T WL DIZEER & 72, HEEP
Rig, BOWERLZ L0 EE L, B& dEok
DLRLDRRPE L, BENELL 72 L DIFETA,
EDL L DIITEE LT,

3. ERBFIEEEKHR

Table4 5 L tr Table5 (2R3 & 5 12+ A %
M5Bz 4 ~6 B, 4 ~10g NS T, Fxh265](Case
No.2, (Fig.7), No.7, (Fig.8)), &%h3#I(Case
No.3(Fig.9), No.6 (Fig.10), No.9 (Fig. 11))
DREERTH 72, FENERIMESELRD 3B, 5~
1180, 8~20g ni%5 T, A#h 2% (Case No.l (Fig.
12), No.4, (Fig.13)), X%F%h1%I(Case No.10
(Fig. 14)) &R TH 72, £72, EHEHD 261 3 ~
58/, 6~8g N5 T2 LICEMTH 72
(Case No.5 (Fig.15), No.8 (Fig.16)), BE®%
N1 B SAKBERGSESIT, 1180, 22g D5 TER
Th-~1:(Case No. 11 (Fig.17)),

VL& 84ET 5, 1BIpER4 6, A6 B, X
A1, ARhE10/11 (90.9%) Th-71z,

4. HREPHIHR (Tableb )

BFRL, WE RS 7zl Case No. 1, 2, 3,
5, 6,7, 8,9, 11 m9EHIT, ¥it¥ 5 &, Tableb
L, S. epidermidis 2 ¥k, E. coli5 ¥, K. pneu-
moniae 1 ¥, P. aeruginosa 1 ¥k, 3t 4 @HE 9 ¥kHHR
HE e, iBFERI 8HRHUER, 1 #ktiE (Case No.
11) T, iH%%i38/9 (88.9%) TH-72,

5. EIfeR

ERBEDEEZNT L LX—RE% &, el & Eb

NBIERKIZEL %, WEHENVRRUEL % { BB
TR TH - 72 EREORENR T3 16 (Case No.
7) 12 GOT 7@ F720—36, GPT £% [ 5.28—48,
HEBH LNz, —BETHY, FOBORE TIIIEH
IZBL 72, ZOMORBIERF 13320 %h - 72 (Table
7).

6. ¥ &

LU EBERBGR % #8457 5 &, SBT/CPZI3ERm AR
RIS XT L, BRAREY, MIEFEPIRIZH LN, BUE
Rdden 2k 238072,

e E 3

Sulbactam (319774F, Pfizer #t Groton #F3effic
WCEAR & 17z Penicillanic acid sulfone T, #1LH
EOHENIETIV A%, B-lactamase |2 & L &\ 7] 3
BBEERLAL, TEHYE L, FEIERONT,
B-lactam #l & HEET 5 &, BHERISL CLHBEH%
RIEISHLZ D TERVIOD,

Bt B-lactam RIABNIRL L FRAEN, AH
EFEERINERZ % L T2, FREEDHMA L
IZWHEEOEML TN, MEE %> T3, F-lactam &
D EEFE & L T, B-lactamase DESE, HH 5 E
NDEEEBENZL, murein transpeptidase NHZE1L
L EDHS N TV 5%, B-lactamase FEAIC & B i
HAYKETTHBEENTD, ZHUTHT 28856 s L
Ti%, B-lactamase |20 L LEHEDE KA 4 BIRT
%7°, B-lactamase NERA % BET 2 A% B-lactam
Bl BRT 20 FEFRBEEN, BRLITAA T 5,

SBT/CPZ 3 ZnE®IZ L > THREN- LD T,
CPZ m—R & TH 5 PCase TETHBENBH
CEPase IZIIFETH B Z &%, (ERETOBIER %
HIFTE B2k, miEHIc SBT »7%4TL T B-lacta-

Table 5 Overall Efficacy of Sulbactam/Cefoperazone

- Diagnosis No. of Evaluation Efficacy rate
pts. Excellent Good Fair Poor (%)
Endometritis S 2 3 S/5 (100.0)
Adnexitis + Endometritis 3 2 1 2/3 ( 66.7)
Puerperal fever 2 2 2/2 (100.0)
&lonephritis 1 1 1/1 (100.0)
Total 11 4 6 1 10/11 ( 90.9)
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Fig. 7 Case 2 N.N. 32yrs. Endometritis

SBT/CPZ| 2g LV. s
40"+
L]
39
Clinical efficacy
38 Excellent
L]
37 \
.\.
36 —
1 T T T
2/4 2/1
Isolate E. coli (—)
Lower abdominal pain (+) (=)
Tenderness (+) (=)
WBC 16,000 4,000/mm”*
E.S.R. 25 22mm /hr.
Fig. 8 Case 7 T.S. 20yrs. Endometritis
@ 1gx2 LV. J
L ]
39°CH /
. Clinical efficacy
38 Excellent
37 »
\.
36
T T | T
12/23 2/26
Isolate E. coli (=)
Lower ahdominal pain (+) (=)
Tenderness (+) (=)
WBC 15,700 6,200/mm?*
E.S.R. 10 8
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Fig. 9 Case 3 M. Y. 28yrs. Endometritis

40"

39 4

36

SBT/CPZ 1g L. V.

Clinical efficacy
Good

—

Isolate

Lower abdominal pain
Tenderness

WBC

E.S.R.

Fig. 10 Case 6 S.K. 34yrs. Endometritis (after

40"

39 A

38

36 1

2/7
E. coli
(+)
(+)
8,600

2/110

(=)

(=)

(£)
4,900/mm?
20mm/hr.

g 1g
1gx2 LV.
Clinical efficacy
"-\ Good
.\.
N
\o——"'\o

D & Q)

Isolate

1 1T T 1T 71 LI
10/28 29 30 31 11/1 11/2 11/3

Lower abdominal pain

Tenderness
WBC
E.S.R.
C.R.P.

E. coli
(4)
(+)
10,500
20

#

(=)

()

()
4,500/mm?
18mm/hr.
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Fig. 11 Case 9 H.T. 19yrs. Endometritis

1gx2 L V.

1gx1 1gx1

Clinical efficacy

38°C
— Good
37 \. /'\
\. .\
36
T T T T T
12718 12/21 12/24
Isolate E. coli (=)
Lower abdominal pain  (+) (+) (=)
Tenderness (+) () (=)
C.R.P. (4 ()
WBC 16,500 9,400/mm?
Fig. 12 Case 1 N.S. 2lyrs. Adnexitis
Endometritis
40°
SBT/CPZ 1g [.V.
39
38 - Clinical efficacy
Good
37 A
e — " .
36
T T T T T T T T
1/30 2/6
Isolate S. epidermidis (=)
Lower abdominal pain (4 (=)
Tenderness (+) (=)
WBC 9,950 8,600/mm?*
E.S.R. 7 12mm/hr.
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40"

37 1

36

Fig. 13 Case 4 K. M. 22yrs. Adnexitis
Endometritis

SBT/CPZ [Tg_— .7y Ig

Clinical efficacy

Tenderness
WBC

Good
o
\./-
\.
T T T T T
2/8 2/12
Lower abdominal pain (+) (=)
(+) (=)
7,850 3,500/mm?
40 12mm/hr.

E.S.R.

39C H

38

37

36

Lower abdominal pain

Tenderness

WBC
C.R.P.

E.S.R.

Fig. 14 Case 10 Y. M. 27yrs. Adnexitis
Endometritis

B*X_‘L lgx2 LV. lgx1

Clinical efficacy

Fair

\.\.—_./‘\./o\.___/.\.\.

T T 1 T T T T T 1 T
12/22 12/25 12/27 12/30 1/2
(+) (+) (+) (%) (=)
(+) (+) (+) (%) (=)
7,700 6,000/ mm?*
(+) (+)
9 21mm/hr.
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Fig. 15 Case 5. Y.S. 26yrs. Puerperal fever

40°'q  SBT/CPZ [ 1g 1g
2g V.
39 .
Clinical efficacy
18 4 Excellent
37 A .
0.
~
N \/ —
T T T T T T
119 11/14
Isolate S. epidermidis.| — )
Lower abdominal pain (+) (—)
WBC 8,400 5,500/mm3
E.S.R. 32 12mm/ hr.
C.R.P. Ht +
Fig. 16 Case 8 M.S. 23yrs. Puerperal fever
40°C 1 ]7 lgx2 L. V.
39 4 Clinical efficacy
Excellent
38
37 A
. L] L]

36

Isolate

Lower abdominal pain
Tenderness

C.R.P.

WBC

T T T T
12/13 12/14 12/15 12/16

K. pnewmoniae (=)
(+) (=)

(+) (=)
(H#) (+)
11,800 9,800/mm?
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Fig. 17 Case 11 M. T. 45yrs. Pyelonephritis
9cq ¢ ' Clinical efficacy
\ / / \. Good
L) \
38 4 % .
./
37 —— ,—
36 1
T T T | — T T T T T
12/12 12/18 12/24
Isolate P aeruginosa 108 P. aeruginosa <10°
Albuminuria (#) (+)
E.S.R. 37 30mm/hr.
C.R.P. () ()
WBC 10,900 8,300/mm?3
Table 6 Bacteriological response on isolated organisms
Bacteriological
response Eradicated Decreased Unchanged Replaced Total
Organism
S. epidermidis 2 2
E. coli 5 5
K. pneumoniae 1 1
P. aeruginosa 1
Total 8 0 0 9

mase ¥ iEILL, EENTR#BENL DT, E£HAKRA
TOBHERHEIFTE 5% ¥ nEHH & CPZ & DL
APSEIRE N, ZFERSBT/CPZ I3, CPZ &V
VIR~ P LRk LDk e, PCase® B-la-
ctamase FEAEHIC LITH N & RIEL, FEEERGMIN
TERHEIECPZ &) LIIFTE B L EOREREFOL
ENTWaLY,

DT ErLEER EOFREAIIIFEINGD, I
NFESIZHOWT, #H300 B A LFFEFRHE K
Y LCBWT, SEMREREORRIBES N, £
NEREAFHEE 722, bbby, ZOL Y ERU7

LO—IRE LT, ERARBRBETREIL, ®R42572,
b RS LR E RIS EME T 2 R
IZOWTEEY B2, SENDbHONDOBED Hi3, £
fxtic SBT/CPZ & CPZ &k b HRICZIZ Ak X 7 B
TintgssshFIE RS e h » 72, ZHEHIE, 4ERIE
L 7 BRI BERR 1308k RIC CPZ W #kH° 47 (, (i
25.3% 07K, KESHREEHRTH 722 LI2 LB,
ZNT ki3, Blactamase EEREL A BMT, BEE
HERRIZ34K (26.2%) Lo 2 b E—ET 5, L
L, BHRNCAD L, VETIEH B0Y S marcescens,
Enterobacter, Citrobacter, S. aureus, Proteus spp.
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BACTERIOLOGICAL AND CLINICAL ASSESSMENTS OF
SULBACTAM/CEFOPERAZONE IN THE FIELD OF
OBSTETRICS AND GYNECOLOGY

NANKUN CHO, TosHIRO TAMURA, YOSHIMITSU KOH, YUTAKA HARA,
Yusel NogucHI, HIDEYA KoNDO and MoTol MURAKAMI
Department of Obstetrics and Gynecology, Showa University School of Medicine

KANGO FUKUNAGA
Department of Obstetrics and Gynecology Ohira Hospital

KATsuakl KuNnn
Kunii Hospital

The antibacterial activity and clinical efficacy, safety and usefulness of SBT/CPZ, a 1:1 combination of CPZ
and SBT, a g-lactamase inhibitor, were studied in the field of obstetrics and gynecology, and the following results
were obtained.

With regard to the antibacterial activity against 130 clinical isolates of 11 species, MIC values of SBT/CPZ
were similar as a whole to those of CPZ alone, since the frequency of CPZ resistant strains and of g-lactamase
producing strains was only 25.3% (33 strains) and 26.2% (34 strains), respectively. However, in some species with
high incidence of CPZ resistant strains, MIC of SBT/CPZ was lower, indicating the effects of the combination.

Clinically, SBT/CPZ at 1 ~ 2 g/day was administered intravenously or by drip infusion to 11 cases of infections
in the field of obstetrics and gynecology. Clinical effects were seen in 10 cases (90.9%), and bacteriologically 8
out of 9 isolated organisms (88.9%) were eradicated. Few side effects were observed.



