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FE SEIE T 14 PR BE R E |- 79 3 SBT/CPZ (Sulbactam/Cefoperazone) )%

Bay B & CERIKRIRGT

B R SR 3 - RO - BTH RE
I R BR BB R AP B

1. HERHFEERIEERRD E. coli 123\~ T 102 #4588 T CPZ o) MIC 50 g/ml L O #i#R %130
BRE284k (21.5%) 32>, ZHHNBEKICH LT SBT/CPZ I3 FBH LN &R 12,

2. [ERFELRERMEORBBULEIZN L TSBT/CPZ 2 L 3 iGBOEAMEIZ6.2%TH 72,
CPZ fifHEBEIC & % REERIT83.3%h AN Th - 72,

3. SBT/CPZ 1g 1Bf&isshEEnRFiBE S & - SBT/CPZ nRPpiBEHIIJI 12N RIC b

2o TRRRRRAHHF TE B,

SBT/CPZ i4 f-lactamase L ZE A & L T Sulbactam
(SBT) & Cefoperazone (CPZ) r mix4tFA#) (SBT:
CPZ=1:1)Th5,

SBT 32 B HFNHENHFL, BmToFRAMEIRD
Lwh, LHHEMEHEET B f-lactamase 7 ) %, Peni-
cillinase (PCase) % & Ic %! Cephalosporinase (CEPase)
%3¢, Znaor CEPase # BEIC AU MAYNCAELT
5,

CPZI37 Vi # 80 7 7 LBl SERE 2 &
U7 7 LBEHEICh1 B ILBOMBICHEN 22, L
# L, PCase #!% & (f Ic B! B-lactamase TEEEEIZ/NAK S
BaInaz,

SBT # CPZ &A% L iftEEIC L CPZ B A"
MFETE B30, MEEHIEAL, % 3 #4 Cephem
F1ETRBOALVEBREEZTT L)% B

40, KeizFEBEEMERBRBELNRELT,
CPZittE i n ¥ n#A#E, SBT/CPZ IR+ iBFERIE 5
L *SBT/CPZ iz & BERFR B % Rt L1z THRET 5,

1. X MKRE

A, HHEH

1) E®FHE

BBFIS44E 15 & USSR LI T B £ R4 PREEREGLEE
Bl DR L e RE R AR 5 b, Escher-
chia coli 130 %k, Klebsiella pneumoniae 33%, En-
terobacter spp.17#k (E. cloacae 10%k, E. aerogenes
6 ¥k, E.agglomerans1#k), Proteus spp-10%k (P.
mirabilis 8 %, P. vulgaris 2 k), Morganella mor-
ganii 10#kic x4 2 SBT/CPZ (1 : 1),SBT/CPZ
(1:2), CPZ, SBT, Cefoxitin (CFX), Amoxi-
llin (AMPC), Cephalexin (CEX) /»MIC % #il%E L

2, MIEH T B A CEREEDIERED (2~ 72, [
B £HBR B-lactamase NEERE % Penicillin G
#3H £ 35 Bromcresol purple i£12 k> THIFTL 72,

2) B

E. coliizx4$25 MICi2 SBT/CPZ (1 : 1) Tit
108 454885 T12.5 ug/ml LA, 106 #:fE85 76.25 «g/ml
UTicetkrsrfml, &~ 1.56ug/ml, 0.78ug/ml i
v— 7 %3872, SBT/CPZ (1 : 2) Ti310® HERs
T25ug/ml LIF, 10° #4865 T6.25ug/ml LITFic &
HADH L, &21.56ug/ml, 0.78ug/mlizt— 7
%7z, CPZ T3 10® #FERF T0.194g/ml & 12.5
pg/mlic 2N — 7 %52, 0.09~800ug/ml LL
LR EBEIC L, 288k (21.5%) »504g/mlLLET,
N H 8%k (6.2%) H800ug/mI LU ETH 72, L
H L% hH 5 108 HekERE T3 28kA6. 25 ug/ml LITF I 53
HLTHY, 0.39ug/mliZt—7 %3872,

SBT 13108 Hefdrs T25~100 ug/ml (2, 10° #id
FFC12.5~100ug/ml 23 L THBD, E—713&%
50ug/ml, 25ug/ml 327z, CFX TI310® Hids
T1.56~50g/ml i, 10° H:4E8F T0.78~25ug/ml
23l T, 3.12ug/ml, 1.56 ug/mlic &z t—
7 % Bed1z, 108 BAERFHC50ug/ml D 28k (1.5%) #*
27z, AMPC Tl3108 58 T1.56~800 1g/ml LL
HicaAml, 112%k (86.2%) »*50ug/ml LLET, &0
5 51064k (81.5%) 4800 ug/ml LA ETh - 72, 10°
BeFERE T3 0.78~800 ug/mlLL Eic A L TH Y, 106
¥ (81.5%) »*50ug/ml LAET, 99 H101%k (77.7
%) H*800ug/ml LI ETH -7, CEX Ti210® #:fEps
T3.12~200ug/ml (2, 10° H:AERFC3.12~12.5ug/
ml 2L, &<12.5ug/ml, 6.25ug/mlict—7
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%307z, 108 BHERFIC 50 ug/ml LA LN 58 (3.8%)
%3872 (Table 1),

E. coli 130 #&+56%k (43.1%) 1= B-lactamase H*#&
H& 7z, 108 $EFERRC 35\ T B-lactamase AV X
17256812 %43 % CPZ o> MIC (33.12~800ug/ml L)
HootL, REENLHh - T4kICT 5 MIC I
0.09~50g/ml iz L Tz, SBT/CPZ(1 :1)
Tld B-lactamase »#& i & 1L72568kIZx5 5 MIC (3
0.39~12.5ug/ml iz L, RESNLh - 2T48kiE
6.25ug/ml LITFI29# L T /2, Blactamase 2R H
X NI2568k T3 £tRIC SBT & CPZ & it HIc A
LIFGNIRERDH LTz, B-lactamase AR & e
hro 12748k B VT L CPZ o MIC $43.12~50 ug/ml
DATHRIZ IR N ORI RA 2D S iz s, 1.56ug/
ml LT 274121338 1Y, CPZ 8o MIC & %
b7z (Fig. 1), 108 ###IC 3 TIE placta-
mase AR & N72568ki2 XY 5 CPZ 3 L rSBT/CPZ
(1:1)MICI30.19~6.25g/ml (Z5H5, #&HI
e - 12 T4RICN T 2 &2 HMIC 12 0.78 ug/ml B
L U1.56ug/ml LITI2# L Tv7z, 108 HefErsic it
# | B-lactamase BHDHE »H 15 F CPZ & SBT
/CPZ(1 : 1) MICI3ZFEL T, FEHLHEN
125445 SBT & CPZ & nAEFEHRIZEDH LN D -
72 (Fig. 2),

K. pneumoniae \23+5 5 MIC (2 SBT/CPZ (1 :
1) T 10® #FERFT200 28/ml LUTF, 108 455605 50
pg/ml LITIC9# L, 0.39 & 50ug/ml & £ 150.19¢
12.5ug/mlic &R 2N — 7 %3287, SBT/
CPZ (1 : 2) Tl310® B:AERF T 200 £g/ml LT, 10°
ST 25 ug/ml LITI29L, 0.19&50ug/ml &
F1r0.045 & 25 ug/mliz &2 2 WD ©— 7 %327,
CPZ Tl3 108 #5&8T0.09~800.g/ml L1 L, 10° 56
BC0.045~504g/ml I25#5 L, 0.39%800ug/ml &
£ 150.19 £ 25ug/ml i &2 2WEENE— 7 3BTz,
SBT Tl 108 #:FE8% T12.5~800 £g/ml, 10° #:4E85 T
6.25~400 ug/ml (23 L, &~<50&25ug/ml i —
7 %272, CFX T13108 #4E8% T0.39~400 «g/ml,
108 $FE8% T0.19~400 2g/ml 12D L, #£%6.25%
3.12ug/ml (2 — 7 %3257, AMPC Ti31088:#dds
L Ur108 45FERS & 4,123.12~800 ug/ml UL EIZ L,
%72 334314k (93.9%) 5 & U33kkH18%k (54.5%) »*
800ug/ml LI ET#H -7z, CEX TI3108 #5885 73,12
~800g/ml |2, 10°4556HE T3, 12~400kg/ml 253
L, %&726.25ug/ml izt —7 %3872 (Table2),

K. pneumoniae 33 ¥k 22% (66.7%) (= B-lacta-
mase AR S 17z, 108 3FERFIC 3T B-lactamase
PR & 72228k 143 2 CPZ O MIC 12168k 200
ug/ml LLEIC, Y 6#:30.09~0.78 ug/mLIZ57 L,

Table 1 Sensitivity distribution of Escherichia coli isolated from UTI after

radical hysterectomy for cervical cancer

(N :130)
Inoculum MIC (ug/ml)
Drug size
(cells/ml) | 0.045|0.09|0.19/0.39{0.78{1.56|3.12[6.25|12.5| 25 | 50 | 100{200|400|800 [800<
spT/cpz| 10° 1 4 | 7|10|21]47]{18]|16]| 6
a:v 108 6 6 | 8 (35|40 15|16 | 4
spr/cpz| 10° 1| 813|30[39(14]19] 5|1
1:2) 10 3 |11 (13 [34[37|12]18]| 2
10 7 |11 4 s| 6|28[31 [10[14] 5|1 1|7
crz 10¢ 5 8 |26 43|20 4|21 3
108 52|74 4
SBT 10¢ 1 106 |22 1
10 1864 38| 6| 2] 2
CFX 10¢ 10| 56|54| 6 4
10 1| s 5 1 3 (2|1 |105
AMPC 10 1] 1| 9 3| 2 5 (33| 68
10° 11874 |32 2 3
CEX 108 40 | 75 | 12
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Fig. 1 Correlogram between MICs of SBT/CPZ(1:1) and CPZ against E. coli
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Fig. 2 Correlogram between MICs of SBT/CPZ(1:1) and CPZ against E. coli
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‘Table 2 Sensitivity distribution of Klebsiella pneumoniae isolated from UTI after
radical hysterectomy for cervical cancer
(N :33)
Inoculum MIC (upg/ml)
Drug size
(cells/ml)| £0.045| 0.09] 0.19/0.39{0.78( 1.56|3.12(6.25|12.5| 25 | 50| 100| 200| 400| 800| 800<
SBT/CPZ 108 1 3 6 5 219215
a:1n 10¢ 4 2| 9 3 4|5 |51
SBT/CPZ 108 1 5 6 2 1 S|6( 4|3
1:2 10¢ 8 | 5| 2 2 |4 |3 |4]s
108 1 2 8 3 11219 6
CPZ
10¢ 5 4 5 1 2 3 3 4 | 4
108 1 8| 7|53
SBT
10¢ 1 10 |10 6 | 5 | 1
108 1 1 1 7 |15 511 1 1
CFX
10¢ 11 1 9 |13 6 1 1
108 2 12 | 19
AMPC
10¢ 2 8|5 2 |16
108 1 |10 7 6| 311 1
CEX
10¢ 5 [15 7 1 1

BRHEZ N h - 2118k 5 MIC 13 2 #%A7800 ug/
ml LI Eiz, 5" 9#ki20.09~0.78 ug/ml 25 L T
72, SBT/CPZ (1 : 1) Ti3 B-lactamase H*ReH &1L
72228k %3 5 MIC 1316%%A°25~200 g/ ml 12, &Y
6 #£120.045~0.78 ug/ml (2 5F L, MHE ich ~72
11kI23 S 5 MIC 13 2 ¥kA50 wg/ml 12, &N 9 #kiZ
0.19~0.78 ug/ml (2545 L T\~ 72, B-lactamase #H
DEEIZHHH LT CPZ o MIC 200g/ml LI EN18
BTl3e#iz SBT & CPZ & nfEFEMREA LD L
A5, MIC 0.09~0.78ug/ml N158kTix CPZ & SBT/
CPZ(1:1) o MICizE#ZDum-7z (Fig.3),
106 FGRFIC 35\ Tt B-lactamase AR & 172228
12344 3 CPZ o> MIC 120.045 ug/ml LLT A 550 ug/
ml (25376, B S NLH - 2 11ERIC Y 5 MIC i3
0.045ug/ml LU A 56.25ug/ml 125345 L TV 72,108
GRS HEE L, B-lactamase RO FEIZH» b 5L
$33¢ki= 84 5 CPZ & SBT/CPZ (1 : 1)»MICIZ
13EEIL T, %87 SBT 2 & 32 CPZ o HiE f1sd%h
Bz bLnuh -1 (Fig. 4),

Enterobacter spp. \=3+3 5% MIC i3 SBT/CPZ(1 :
1) Ti3 108 35kEIE T0.29~50 ug/ml |2, 106 HeFdiRE T
0.09~25ug/ml =534 L, %720.78%0.19ug/mlizE
— 2% 3rt:, SBT/CPZ (1 : 2) TI310® HFEks T
0.09~25ug/ml i, 106 34l T0.09~12. 5ug/mlic

SAiL, %%20.1920.09ug/mli2t—7 #3257 ,CPZ
T13108 $5H6iE% 70.19~100 «g/ml |2, 108355085 0.09
~25ug/ml iz AL, %720.39£0.19iCE—7 238
72, SBT T3 108 $4d#% T50 ~200 2g/ml |2, 10° 3%
%725~ 200 ug/ml (25345 L, %72 50ug/mlizt—
7 %372, CFX T3 10 34085 T3.12~800.8/ml
LAz, 108 #FEs%T1.56 ~800kg/ml LLEIC5m L,
%2800 & 200ug/ml (2 t— 7 %387z, AMPC Ti3
108 35 £ OX106 k0% & $1212.5ug/ml O E. cloacae
1#k& IR E, Y 168kI3200~800ug/ml LA Hics7mL
Twiz, CEX Tl 108 $%68% T200~800ug/ml LI E
12, 106 kG 25 ug/ml o E. cloacae 1 % R &,
7 1681250 ~800 «g/ml LU iz L T 7z (Table
3),

B-lactamase »* E. agglomerans 1 #h* L RRE &1
725% TR 168k I3 E NG - 72, 108 5 £ 1108
S - 12 SBT/CPZ (1 : 1) ¥ CPZoMIC 1342
¥R TH-7: (Fig. 5,6),

Proteus spp. i=%4 5 MIC (3 SBT/CPZ (1 : 1)
T13108 4K T0.78~3.12ug/ml 12, 108 $HEEG T
0.39~1.56ug/ml i2 5L, %£%3.1251.56ug/ml
\zE— 2 %387z, SBT/CPZ (1 : 2) TI310® %M
W C0.78~3.12ug/ml (2, 108 EREEET0.19~1.56
wpg/ml oL, &~<1.56ug/mlict—7 %E8H12,
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Fig. 3 Correlogram between MICs of SBT/CPZ(1:1) and CPZ against K. pneumone
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Fig. 4 Correlogram between MICs of SBT/CPZ(1:1) and CPZ against K. pneumoniae
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Table 3 Sensitivity distribution of Enterobacter spp. isolated from UTI after
radical hysterectomy for cervical cancer
(N : 17; E. cloacae.,, 10, E. aerogenes., 6, E. agglomerans., 1)
Inoculum MIC (ug/ml)
Drug size
(cells/ml) | £0.045| 0.09|0.19/0.39/|0.78{1.56|3.12|6.25(12.5|25 | 50 | 100{200{400|800|800<
SBT/CPZ 108 3 6 2 2 1 1 ]2
1:1 10¢ 1| s|{s|1]1]|1]2 1
SBT/CPZ 108 4 1 3 1 3 1 ]2
1:2 10° 2011|211 ]1
108 3 5 2 2 1 1 1 |11
CPZ
10¢ 5 6 1 1 3 1
108 8( 712
SBT
10¢ 3111 2|1
108 1 2 21234 3
CFX
10¢ 1 1 1 11 3(4]1]3 2
108 1 11413 8
AMPC
10¢ 1 4 13 ]1 8
8 3 4 |10
CEX 10
108 1 (3} 2 314 4

Fig. 5 Correlogram between MICs of SBT/CPZ(1:1) and CPZ against Enferobacter spp.
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Fig. 6 Correlogram between MICs of SBT/CPZ(1:1) and CPZ against Enterobacter spp.
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CPZ T13108 #:4&K T0.39~25ug/ml IZ, 105 B:AERE
T0.19~1.56 ug/ml iI253# L, £&%<1.56ug/mlick
—7 %387z, SBT T3 108 #4885 7200~400 g/ ml
12, 108 HEfERET50~ 200 2g/ml 123 L, &%200&
100ug/ml izt — 7 #3872, CFX Ti3108 #:HE8 T
3.12~12.5ug/ml 2, 10°#:kE8F T3.12~6.25 4g/ml
29, £%12.5L3.12i2— 7 2387z, AMPC
Ti3108 35 & U100 5efdns & &1 P. mivabilis 8 #ki31.56
~3.12ug/ml 2, P. vulgaris 2 $#13800ug/ml LA L
25 L Tz, CEX TI3108 5 L 1UF108 k@R 2 3
\2 P. mirabilis 8 #1312.5~25ug/mli2, P. vulgaris
2 ¥k13200~ 800 «g/ml LI EIc5 A5 L v~ 7z (Table 4),

P. mirabilis, P. vulgaris & 1Z f-lactamase 8%
WEN2eh» 7255, P. vulgaris 2 #1235\ T108 HFERs
I2SBT (2 & 2 CPZ i fixgsanalsh btz (Fig.
7, 8),

M. morganii =343 5 MIC 12 SBT/CPZ (1 : 1)
TI13108 33FER% C1.56~6.25ug/ml 12, 108 HeFERE T
0.78~3.12ug/ml i3 AL, #&%3.12 & 1.56,4g/ml
ICE— 27 %887, SBT/CPZ (1 : 2) TI3108 #f&

B T1.56~6.25ug/ml 2, 10° H:4&ERFT0.78~1.56
pg/mliCsfL, £%3.12+1.56ug/mlict—7 %
27z, CPZ T13108 B:AERET3.12~6.25ug/ml i2,
108 BAERFT0.39~1.56 ug/ml 1237 L, £%3.12%
0.78ug/mlict—7 %32872, SBT TI3108 s & v
108 #=FERE - 4,100~ 200 g/ml (25345 L C\v»72, CFX
TI310® HEFERE T12.5~50g/ml 12, 10646 T
12.5~25ug/ml (253, &%225k12.5ug/ml 12&
— 7 %8872, AMPC Ti3108 5 L 1108 3ehEes & L
400~800.g/ml Ll Eic 535 L Cv>7z, CEX Ti31083
L U108 HEFERE & L 800ug/ml LL EIC A L T e
(Table5),

LHRIZB VT B-lactamase IREE N -7z, F
7210 B L 1F10° HekdRE - 12 SBT/CPZ (1 : 1) &
CPZ o MIC i2i213E L TH -~ 72 (Fig. 7, 8),

B. MmHisES L URPiRE

1) EBHE

[T E Sl BUE EEEbE % & 5k U R a4
T, BERSELRE LB LA T—TF s HET2HE
RIOMT1%20~24H Boo 5 5Bl SBT/CPZ (1 : 1) 1¢g
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Table 4 Sensitivity distribution of Proteus spp. isolated from UTI after
radical hysterectomy for cervical cancer

(N : 10; P. mirabilis.,, 8, P. vulgaris., 2)

Inoculum MIC (ug/ml)
Drug Size
(cells/ml) | £0.045|0.09|0.19]0.39(0.78[1.56|3.12|6.25|12.5 | 25 | 50 | 100|200|400 {800 |800<
sBT/cpz| 10° 11217
a:1 10 1| 1] 38
sBT/cpz| 10° 11811
a1:2 106 1 4|5
108 1| 1]e6]1 1
CPZ
10¢ 11| 1]
10° 1
SBT
106 2| 6
10¢ 4 1| 5
CFX
10¢ 6 | 4
10° 711 2
AMPC
10¢ 711 1|1
10° 2
CEX
10¢ 1 1

Fig. 7 Correlogram between MICs of SBT/CPZ(1:1) and CPZ against P. mirabilss, P. vulgaris

and M. morgani
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Fig. 8 Correlogram between MICs of SBT/CPZ(1:1) and CPZ against P. mirabilis,

P. vulgaris and M. morganii
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%v1) # T3®200ml 2 &ML, EESREARS 7%
R T 1 Brfl s A AT L 72,

BERIB L U EERTER LD 1 e 12850 E £
TREARBEST—T L ENIFERL, REXIEL,

#8% 3000 rpm 30453EEL, LESHSEFELBIC-T0CIC

DHRRFL, BENERKE L2, 2EERIB LU

RARATL 1 BER, 3 EERE, 6 BERE, 128%M B AEMkMm

5ml #$xHL, 3000 rpm 3053 & ik L, IfiLiF % $REX, —70
CIZWRIRTEL, BERERIRE L1,

SBT & »*CPZ BRI 3 GHE 7 7 4 ' — SKBRFR
RAIZT, SBT3 E. coli 603 % REH LT 5 WET
{ A7, CPZ i3 M. luteus ATCC 9341 % HEH &
T2HET 4 R 7HKICTT- 72, BIERFMEIE SBT (3
1ug/ml, CPZIi31.6ug/ml TH-12Y,

2) B

(1) FHEpR &R E

CPZ (3 1 s (&il# T #5) 58.38+4.69ug/ml,
3KRE18.32+3.78 ug/ml, 6 F5MIEHS.38+2.12ug/
ml, 128:R1H3.03+0.21xg/ml TH -7z, SBT 31
BB 23.56+6.23 ug/ml, 3EERIEICEWT1IHICT

CPZ(ng/ml)

BIETHE T 4 F1F93.00£0.634g/ml T, 6 EERIELL
#Iz2BINERFMELLT TH -7 (Table 6 ),

(2)RFirE

CPZ mbRAPIBEIT 1 B¥R(E266.40 £158.17 «g/ml,
2 B 242.10£109.00 «g/ml, 3 B S {E 559.74 +
213.73ug/ml, 4 BEREHE445.74+202.24g/ml, 5
#1307 .46 £213.04g/ml, 6 BFRI#E209.04 +
210.04ug/ml, 7 BRE1{E169.54 +125.68ug/ml, 8
WEf{E120.58 £130.58g/ml, 9 H5RH#E39.80+16.11
ug/ml, 1085R5(E32.26 +26.23g/ml, 1185RIE55.40
+33.46,4g/ml, 1285REH#E25.26+15.90ug/ml TH -
7z, SBT mFRpigEIL 1 RERIE1661.50 +1401.70 g/
ml, 2 B¥fEHiE1136.50 +855.46 «g/ml, 3 EFRE1704.50
+804.23 ug/ml, 4 B5REiE1160.66+570.41ug/ml, 5
BERHES36 .84 + 241.03 «g/ml, 6 5RHE295.22 +231.11
wpg/ml, 7E5RiE172.88+98.03 £g/ml, 8 BEREI3.06
+67.54ug/ml, 9 B5REHE33.96+29.16 g/ml, 1085
1416.98+6.06,4g/ml, 118FfHE39.68+63.92.g/ml,
1285F5HE7.16 £1.90 ug/ml Td -7z,

FRAP B 212850 B £ ¢, SBT #72.00+13.18
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Table 5 Sensitivity distribution of Morganella morganii isolated from UTI after
radical hysterectomy for cervical cancer

(N :10)
Drig Inog;le:m MIC (ug/ml)
(cells/ml) | £0.045( 0.09|0.19/0.39|0.78|1.563.12(6.25/12.5| 25 | 50| 100{200|400|800]/800<
seT/cpz| 10° 26| 2
(1 < 1) 106 1 8 1
seT/cpz| 10° 2|71
(1: 2) 108 3 7
108
CPZ 6 4
10¢ 2 | 4 4
108
SBT 7
108 2
CFX 10° 11712
10¢ 713
108
AMPC 21612
10¢ 515
108
CEX 10
10¢ 8 2
Table 6 Serum level of SBT/CPZ (1g : 60 min; d.1i.)
1 (hr.) 3 6 9 12
Case Age | B.W. SBT CPZ
(ug/ml) | (ug/ml) SBT CPZ SBT CPZ SBT CPZ SBT CPZ
1.RM.| 67 | 43.0 21.3 65.0 3.2 15.3 ND 9.1 ND 2.6
2.AK.| 61 | 56.7 23.3 56.8 3.9 18.4 ND 8.3 ND 4.8 ND 2.6
3.M.F.| 56 | 64.5 15.1 51.5 2.7 20.1 ND 7.9 ND 3.2
4.H.G.| 50 | 60.0 34.4 62.0 2.2 13.5 ND 5.0 ND ND
S.F.H.| 58 | 55.0 23.7 56.6 ND 24.3 ND 11.6 ND 3.7
Mean 23.56 58.38 3.00 (18.32 8.38 3.03
+ + + + + + +
S.D. 6.23 4.69 0.63 3.78 2.12 0.21

%, CPZ #25.25+7.60% TH -1z,

SBT/CPZ mbRepiBE 2 1 B5RIE 6/1, 2 ¥ B
4/1, 3BEMBE 3/1, 4B5MH2.6/1, SEEHEEL.7/1,
6BFRE 1.4/1, 7H¥RE1/1, 8R¥IE1/1.3, 9BF
RiE 1/1.2, 108%MIE 1/1.9, 118§fEE 1/1.4, 128F
RIE 1/3.5 T, 8B ELALIC BV TUZRPIBRELC
#rhA sz (Table 7-1, 2),

1. B8 R 09 & §
1) M&%sLvkshHiE
BEFIS64E 1 A & D128 F TICIRBGREIE 2 88D F 5

YIRS TR T S AR B L6 2R E L1,
F41331~684 (F#149.9+9.6), 1KE(335.5~64.5kg
(F4£749.916.8) Th -7z, B—BHRGERF21IF, BE
B RYAER) 5 B TH » 72,

%553 SBT/CPZ (1 :1) 1g%vV ) #T3®
200ml (ZEREL, 1B SIEEHE 2 1205 5 B
172,

2) ERERMEHIZE

Be5aib & S BtAT% S5 BEIC A T —T LhRERE
FEL, 7)) AL E®IC L 2 RAHE EBIEED L VR
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Table 7-1 Urinary excretion of SBT/CPZ (1g ; 60 min; d.i.)
Excretion rate
o (me/h) 0-1 1-2 2-3 3-4 4-5 5-6
¢ | Concentration
(ug/ml) SBT CPZ SBT CPZ SB1 CPZ SBT CPZ SBT CPZ SBT CPZ
LRM Excretion rate 825 12.26| 184.50 23.85 74.38 16.18 36.76 9.14 18.30 5.62 22.71 8.84
"7 | Concentration | 1100.0  163.5 | 1025.0 1325 | 1062.5 231.2 668.3 166.2 481.7 147.8 277.0 107.8
2 AK Excretion rate 59.10 13.20 87.13 42.03 63.35 28.00 38.29 19.53 21.38 13.95 10.22 10.58
"7 | Concentration | 985.0  220.0 425.0 205.0 | 1810.0 800.0 6175 315.0 237.5 155.0 50.6 524
3. MF Excretionrate | 137.43  27.32 67.25 17.39 3195 1215 36.38 19.05 14.35 11.90 11.21 10.93
"7 7| Concentration | 1272.5  253.0 | 1102.5 2850 | 17750 675.0 | 12125 635.0 410.0 340.0 97.5 95.0
LHG Excretion rate | 145.25 189 133.90 21.32 44.25 8.81 26.33 6.40 41.47 13.46 461 2.23
"7 | Concentration | 4150.0  540.0 | 2575.0 410.0 | 2950.0 587.5 | 2025.0 4925 715.0 232.0 461.0 222.5
S.FH Excretionrate | 112.00 21.77| 108.23 34.71 27.75 15.15 8.96 4.34 39.48 31.14 18.88 18.16
""" | Concentration | 800.0 155.5 555.0 178.0 925.0 505.0 | 1280.0 620.0 840.0 662.5 590.0 567.5
107.26 18.69| 116.20 27.86 48.34 16.06 29.34 11.69 27.00 15.21 13.53 10.15
Excretion rate + * + + E3 + + + + + + +
Mean 36.43 6.23 45.51 10.20 20.00 1.27 12.34 7.14 12.57 9.50 7.22 5.69
+ 8.D. 1661.50 266.40| 1136.50 242.10| 1704.50 559.74| 1160.66 445.74| 536.84 307.46| 295.22 209.04
Concentration + t * * * + + * t * E t
1401.70 158.17| 855.46 109.00| 804.23 213.73| 57041 202.24| 241.03 213.04| 231.11 210.04
Table 7-2 Urinary excretion of SBT/CPZ (1g ; 60min; d.i.)
6—1 7-8 8-9 9-10 10-11 11-12 Cumulative
recovery
SBT CPZ SBT CPZ SBT  CPZ SBT CPZ SBT  CPZ SBT  CPZ rate (%)
9.06 3.51 5.11 3.36 4.32 4.05 2.13 1.87 1.40 1.95 0.68 0.81 | SBT 88.37%
226.5 87.7 108.7 71.5 43.2 40.5 21.3 18.7 10.8 15.0 9.5 11.3 |CPz : 18.29%
4.53 19.78 3.31 7.47 1.83 4.55 1.46 2.37 0.88 3.15 0.51 4.36 | SBT 58.40%
25.9 113.0 13.9 26.4 18.7 46.4 15.0 24.4 9.7 34.6 54 46.4 |(CPZ : 33.79%
4.88 5.05 3.49 6.17 1.02 2.09 1.08 2.70 8.01 5.38 0.44 1.57 | SBT 63.50%
122.0 126.3 34.2 60.5 9.7 19.9 1.7 19.3 154.0 103.5 8.0 28.5 |CPZ :24.34%
12.82 6.15 2.09 1.13 3.73 2.86 2.03 1.75 0.84 4.01 0.73 0.71 | SBT 83.61%
267.0 128.2 174.0 94.5 81.0 62.2 23.1 19.9 13.6 64.7 7.9 7.7 |CPZ :17.55%
6.47 11.38 2.02 5.25 4.64 7.95 0.68 3.00 0.92 5.33 0.49 3.18 | SBT 66.10%
223.0 3925 134.5 350.0 17.2 30.0 17.8 79.0 10.3 59.2 50 324 |CPZ :32.27%
155 9.17 3.20 4.68 3.11 4.30 1.48 2.34 241 3.96| 057 2.13| SBT
2 * t * * 4 b4 % t * t *
3.44 6.63 1.26 2.48 1.60 2.26 0.62 0.53 3.14 1.47 0.13 1.59172.00 + 13.18%
172.88 169.54 93.06 120.58 33.96 39.80 16.98 32.26 39.68 55.40 7.16 25.26 | CPZ
E4 * + t t t b4 * * * t t
98.03 125.68 67.54 130.58 29.16 16.11 6.06 26.23 63.92 33.46 1.90 15.90 [ 25.25 + 7.60%
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Table 8 Clinical summary of UTI in postoperative patients for cervical cancer, treated with SBT/CPZ

- Ul Bacteriuria MIC (ug/ml)
se : Evaluation Side
No. |Age|B-W.| group | Pyuria species | Pacta Count [\ sBT/CPZ crz UTD | effects | Remarks
mase |(cfu/ml)| 108 10¢ | 10% 108
+++ E. coli + 107 0.39 0.19( 0.19| 0.09
1.TK. |40 | 43.0| G-3 " No growih Moderate None
+ E. coli + 10°¢ 0.39 0.19 0.09(£0.045
2.SH. |66 | 545| G4 No growih - Excellent Diarrhea
++ E. coli ¢ . E . .
3.MM.[47[570| G3 Sl |+ |20 1561 (0781 3121 019 | b ellent|  None
- No growth
+++ . i - 0
4. EM. 50| 46.5] cu S. faecalis 10 50 50 25 25 Moderate None
+ No growth
+ E. coli + M . . . .
S.NK. |41 |445| G4 e 10 0781 0.78) 1561 0191 b ellent|  None
- No growth
+++ | E coli - | 100 019 009] 0.19]<0.04s Diarthea
6.SH. |66]540| G4 |——| J—rr— Excellent | Gpr21-60
+ E. coli + s . .
7.M.0.|39 | 550| G4 Sl 100128 6251400 | 312\ derate None
E3 No growth
- E. coli + 10° | 125 3.12 800 312 GOT 34113
8. AK. |52]|46.0| G4 — W— Excellent GPT 38-103
e P. cepacia + 10° | 100 25 S0 | 125 indwelling
9.C.T. |31]|355| G-
++ | P cepacia « | 100 100 | 25 |so [125 | P None | catheter of
++ . coli - ? . A X X
10.E.Y. |50 | 470| G4 Lcoli 10 0391 0191 0091 009 |\ ieraie None
+ No growth
+ (1) E. aerogenes + 107 6.25 3.12|800 1.56
11.SH. |44 |505| G6 (2) E. coli + 10 | 125 6.25 100 3.12 | Excellent None
No growth
-+ (1) K. pneumoniae + 10¢ 312 0.19 0.39|<0.045 GOT 10-173
12.F.0. | 35| 43.0| G+ (2) E. coli + 10¢ 0.78 0.78 | 25 0.19 | Moderate | GPT 24-193
* No growth
- | K. pneumoniae - 107 0.19 | £0.045 0.19| 0.09
13.ET. |47] 620 G (2) E. coli - 107 0.78 | 0.39( 6.25| 0.19 | Moderate None
+ No growth
++ E. coli - ? .7 039 6.2 1
14.HT. | 53] 600| G4 | —| =28 __ 10 078 51019 | pycettent | None
- No growth
++ A ? - ? . < .
15.MY. |44 | 470| G4 || K preumonice 107|100 6.25|B00< | 625 | by celient|  Nome
- No growth
++ 1 - ?
16.5M. |42]450| G3 | —— %— 107150 150 125 135 | b cellent | None
++ E. cloacae - 10 039 019 039| 009 suprapubic
. | g | — Moderate N bladd
17.RM. | 674301 G1 |—— P cepacia - | 100 [so |25 |[so |25 oder oM | Grainage
+++ E. coli - 107 312 1.56 6.25| 0.78
18.Y.0. |48 | 47.8| G4 Excellent None
- No growth
+++ E. coli - 107 1.56 0.78 3.12( 0.39
19.HG. [ 51| 505| G4 |—— _— Excellent None
- No growth
+ P. aeruginosa 107 125 6.25| 6.25| 3.12 GOT 18-100
20.MF. |56 | 64.5| G4 | ——| Tl Excellent | Gpr 28160
++ K. pneumoniae | — 107 0.39 0.19 0.39( 0.09 GOT 31-39
21.Y.H. | 50| 48.5| G4 e -N—ogroT Excellent GPT 41-47
++ E. coli 107 1.56 1.56 | SO 0.39
22.RM.|68|420| G4 PP ra— Excellent None
- No growth
- | P. cepacia 107 6.25 6.25| 25 12.5
23.AK. | 61|56.7| G6 () S. aureus 107 6.25| 0.78( 6.25| 1.56 | Excellent None
- No growth
+++ | (1) K. pneumoniae | - 107 0.09 [ £0.045| 0.09|<0.045
24.CS. | 53| 500 G6 | | (QE coli - 107 0.19 0.09| 0.78| 0.09 | Excellent None
- No growth
+++ E. coli + 107 0.78 0.78| 25 1.56
25.EM. | 44| 56.5| G-3 No srowth Excellent None
- o growth
++ E. coli 107 0.39 0.19 3.12( 0.09 GPT 26 -40
Moderat
26.CS. [53]475| G3 |— No growth oderate
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ERIRE ATV, ERARRES UTI Bohaflisi (45 2 7))
IZHEDWT, EFX, AR, EHDIBScHELS,
reRRtEICxT9 5 SBT/CPZ (1 : 1) & CPZ o) MIC
#RET B2 LEFHCKRIED B-lactamase DEMER
& % Penicillin G ##E & ¥ % Bromcresol purple
EY I THIATL 2,

BWERIZ DWW TG %0 BTERERORIS, %550
B LIRS HOMBIEIR, R 21T RET L 72,

3) GRS

BIEBIOIRR, Rt SBT/CPZ #2551 %
{tiz Table 8 IZTR§ &8B! TH-T2,

UTI ExhaHmzkieS 12tV SBT/CPZ midAEaRsh
REHETDIC, BIRIERFI%, HHHIEREIN%TH
0, MBI 266F1H1761 (65.4%), Hxh% 8 51 (30.8
%), 160 (3.8%) T, ERERIhEMZ I2HR
#396.2% TH -7z (Table9),

CPZ &ZEdIC & 2 RYYiEB L2060 T, &6I4°SBT
/CPZ Mt BRI TH -7z,

CPZ fiit 8 (108 4g5&rE MIC 50 g/ml LLE) 12 &
BEGIEGNT 6 IR, S5HI1(83.3%) ICHTHH72,
BN 1B (GEB) 9 ) (ZMBIACEAED 72 H iR E # 7
—FNEEBERD P. cepacia (MIC 50ug/ml) 12 & B
Pl ThH -1z,

264EM) & ) R L 72 ERRIZ318R T, E. coli 184k(58.1
%) L% %<, K. pneumoniae5 ¥, P.cepacia k
S. faecalis & 2 ¥k, E. aerogenes, E. cloacae, P.ae-
ruginosa 3 £ O° S. aureus & 1 %k Th - 72, E5#T
BRIC B THkER L Ta8D b L kRIZ P. cepacia 1 ¥R C,
FREEE196.8% TH 72 (Table 10),

5 B BORMBEEEEICH L < HBLL 72H#RIS P. cepa-
cal %k T, Ztuzxtd 5 SBT/CPZ o> MIC (210%#
HT50ug/ml, 10°88FET25ug/ml TH- 12,

Table 9 Overall clinical efficacy of SBT/CPZ in UTI after radical operation for cervical cancer
(SBT/CPZ 1g; every 12 hrs, 60 min. d.i.; 5 days treatment)

Pyuria
Cleared Decreased Unchanged Effect on Bacteriuria

Bacteriuria
Eliminated 24 (92%)
Decreased
Replaced 1 1( 4%)
Unchanged 1 1(4%)
Effect on Pyuria 18 (69%) 7 (27%) 1 (4%) Patient total 26
C——— Excellent 17 (65.4%)
[ ] Moderate 8 (30.8%) Overall effectiveness rate
1 (inchuding failurey 1 ( 3-8%) 25/26 (96.2%)

Table 10 Bateriological response to SBT/CPZ
treatment in UTI after radical opera-

tion for cervical cancer

Isolates g?éi(;lfs Eradicated | Persisted*
E. coli 18 18
K. pneumoniae 5 5
E. aerogenes 1 1
E. cloacae 1 1
P. aeruginosa 1 1
P. cepacia 2 1 1
S. aureus 1 1
S. faecalis 2 2
Total 31 30 (96.8%) 1

* Persisted: regardless of bacterial count

SBT/CPZ 5k L 72 MIBE31HRIC A 2 106 33
& U108 #5885 » MIC % SBT/CPZ & CPZ » Tltsg
T5&, 10° B8 T3 CPZ o MIC 13 25ug/mlLITF
12, SBT/CPZ o MIC i3 50 ug/ml AT 5L, ™
HIZMHANNER DL H - 7205 108 #5885 T3 SBT
/CPZ 3 CPZ o> MIC 50ug/ml LI Fo> 7 BitkIZ B W
T P.cepacial #%k%#1%: <, E.coli 4%k, K. pneumo-
niae 1 ¥k, E. aerogemes1 ¥kIZxt L Tsd i H %7
L7,

E. coli 9 #k, K. pneumoniae 1 %, E. aerogenes 1
¥B & O P cepacia 1 o a:H128kIC B-lactamase A+
Bz, 209 5 1084668512 15 T 7 #it CPZ
7 MIC 25~800ug/ml 12, %) 54ki3 CPZ & MIC
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Fig. 9 Correlogram between MICs of SBT/CPZ(1:1) and CPZ against

clinical isolates
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Fig. 10 Correlogram between MICs of SBT/CPZ(1:1) and CPZ against

clinical isolates
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Table 11-1 Laboratory findings before and after administration of SBT/CPZ
Case I}BC Hb Ht WBC Pit GOT GPT
r&‘g (x 10*/mm?) (g/dl) (%) (/mm3) (x 10%/mm?) (IU/1) (1u/1)
Before | After | Before | After | Before | After | Before | After | Before | After | Before | After | Before | After
1. 421 376 133 | 12.1 | 40.0 | 35.5 | 4900|3300 13.2 | 15.5 13 20 40 15
2. 428 | 448 13.3 | 14.2 | 409 | 41.6 | 7700|8000 | 27.7 | 25.0 23 16 46 21
3. 260 | 253 9.0 84 | 26.2 | 25.0 | 3100(2900| 13.3 | 126 | 117 39 185 68
4. 378 372 11.7 | 11.5 | 34.8 | 32.6 | 3400|3600 | 244 | 17.6 9 36 12 40
S. 449 | 468 139 | 14.2 | 41.3 | 40.5 | 3000|2500 | 22.2 | 13.7 40 43 17 21
6. 381 397 11.9 | 12.5 | 35.7 | 36.8 | 6800|5300 | 19.8 | 22.8 16 33 21 60
7. 394 12.7 37.6 4400 20.1 13 6
8. 378 | 422 11.7 | 12.6 | 354 | 38.6 | 5600|6100 54.9 | 34.4 34 | 113 38 | 103
9. 285 316 8.4 9.4 | 27.0 | 30.0 | 8600|4800 | 34.9 | 26.3 11 22 17 26
10. 468 | 465 143 | 146 | 41.1 | 40.2 | 2600|2600 | 16.2 | 20.9 93 34 142 54
11. 396 | 434 10.4 | 10.9 | 32.0 | 34.0 | 3900|4700 | 24.8 | 19.7 24 25 17 14
12. 491 443 145 | 13.3 | 42.8 | 40.5 | 8500|7900 | 27.2 | 43.4 10 | 173 24 | 193
13. 482 | 458 13.5 | 13.3 | 40.7 | 40.1 | 3600 {3200 | 13.5 | 14.7 24 21 35 24
14. 393 | 403 12.7 | 124 | 36.4 | 36.7 | 3200|2900 | 23.5 | 28.7 16 16 14 13
15.| 374 317 11.4 99 | 35.0 | 31.0| 8700|5900 | 33.3 | 26.0 29 28 12 8
16. 437 | 412 12.8 | 12.6 | 37.7 | 369 | 4100 (2900 | 17.0 | 24.5 18 19 19 20
17. 363 354 10.7 | 10.8 | 32.2 | 32.7 | 3700|3500 | 18.2 15 15 9 8
18. 311 293 10.0 9.3 | 30.6 | 28.1 | 5100|3300 | 354 | 314 13 17 7 8
19. 386 365 119 [ 11.6 | 36.3 | 350 | 9200 {4600 | 22.2 | 26.3 12 20 13 18
20. 367 | 388 11.8 [ 12.3 | 34.7 | 36.5 |10300 |4300 | 43.2 | 244 18 | 100 28 | 160
21. 369 | 372 12.1 | 12.2 | 358 | 36.5| 5700 (7000 | 28.4 | 25.9 31 39 41 47
22. 334 | 343 10.6 | 10.8 | 32.1 | 30.3 | 2200|1800 | 13.6 | 12.3 12 27 8 17
23. 353 379 114 [ 11.9 ¢ 334 | 356 | 4500 (2700 | 28.0 | 19.5 23 16 24 10
24, 342 | 352 11.6 | 11.9 | 33.0 | 35.0 | 130005700 | 245 | 35.4 58 15 66 28
25. 440 | 450 143 | 14.2 | 409 | 41.8| 4600|4600 | 18.3 | 10.9 17 18 22 18
26. 341 347 11.5 | 12.0 | 33.1 | 34.0 | 4000{3600) 189 | 174 20 23 26 40
Table 11-2 Laboratory findings before and after administration of SBT/CPZ
C Al-P T. Bili BUN SCr. Na K Cl
o (u/1) (mg/dl) (mg/ml) (mg/ml) (mEg/1) (mEq/1) (mEq/1)
Before | After | Before | After | Before | After | Before | After | Before | After | Before| After | Before | After
1. 33 34 1.1 0.7 6.0 9.0 0.5 0.6 143 | 145 4.6 4.2 103 | 106
2. 35 39 0.6 0.5 11.0 | 10.0| 0.7 0.6 143 | 143 4.6 4.8 103 | 101
3. 43 42 1.5 1.9 6.0 |11.0| 0.8 0.8 146 | 143 4.1 3.7 107 | 107
4. 27 35 6.0 40| 0.6 0.8 142 | 143 4.0 3.9 106 | 107
S. 38 34 0.4 0.4 7.0 70| 0.5 0.6 146 | 144 4.2 43 103 | 104
6. 31 36 0.6 0.6 10.0 | 11.0| 0.5 0.6 141 | 142 42 43 102 | 101
7. 31 0.5 9.0 0.9 145 4.6 106
8. 103 114 0.4 0.5 120 | 11.0| 0.5 0.5 143 | 148 5.0 5.1 101 | 103
9. 35 42 0.4 0.4 7.0 5.0| 0.6 0.6 139 | 144 44 4.7 99 | 101
10. 18 23 0.7 0.8 11.0 | 12.0| 0.5 0.6 142 | 144 44 5.1 102 | 103
11. 26 30 0.4 0.4 8.0 60| 0.6 0.6 142 | 142 4.6 40 103 | 105
12. 37 40 0.7 0.4 12.0 9.0| 0.8 0.6 143 | 145 4.7 4.5 101 | 100
13. 173 185 0.4 0.5 9.3 96| 0.5 0.6 134 | 142 44 4.1 103 | 104
14. 141 132 0.3 0.3 103 | 11.2| 0.8 1.2 142 | 141 4.1 4.1 102 | 106
15. 93 0.3 0.2 114 7.4 137 | 136 4.6 4.7 102 | 101
16. 162 207 0.3 0.4 133 | 11.8| 0.7 1.1 137 | 138 4.6 4.6 100 | 104
17. 120 105 0.5 0.4 13.7 | 128 0.8 0.9 139 | 140 43 44 105 | 109
18. 104 97 0.2 0.2 7.7 110.7( 0.7 0.7 140 | 143 4.8 44 103 | 107
19. 196 178 0.5 0.4 10.1 | 103 | 0.7 0.8 135 | 137 3.7 4.2 101 98
20. 182 | 218 0.6 0.5 18.1 | 114 | 0.6 0.7 137 | 138 3.7 3.6 103 | 100
21. 208 176 0.7 0.6 84 | 104 | 0.8 0.8 141 | 141 3.9 4.2 107 | 102
22. 107 99 0.4 0.5 13.2 8.1 0.7 140 | 142 3.9 3.8 105 | 109
23. 193 150 1.1 0.7 13.7 74| 0.6 0.7 140 | 139 4.1 43 105 | 104
24, 264 328 1.0 0.3 142 | 108 0.9 0.9 135 | 142 45 4.5 98 | 103
25. 125 123 0.4 0.5 129 | 11.0| 0.8 0.7 141 | 141 4.2 4.2 101 | 102
26. 188 239 0.5 0.5 14.1 | 10.1 140 | 143 4.2 44 105 | 102
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0.09~3.12ug/ml 25345 L T 72 (Fig. 9, 10),

EWERICREL TR 2 & fEBI 6 12 B\ TRE ~ %
BENTHRI % %5541 2 B Bicilonrz, FEFI6 I3EER 2
LEI-BETHY), HEERIITL » AR, #0E
1354 T 145 HRICIIEKEICEITL, 2E@BIZ LA
HEIZENIEERL,

%5814 OBEAREEIC BT 5 REIIER 6 & IEFI26
12T GPT o#2% R %, fEFI8, fEFI2, EFI20
B L UEFRLZ BT GOT, GPT n&Ed & hEE
DEREDHI, TS REEDL, BB I
gk &) BuBRLIMIC Bk L 72 (Table 11-1, 2),

m. % %=
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BACTERIOLOGICAL AND CLINICAL STUDIES OF SULBACTAM/
CEFOPERAZONE FOR URINARY TRACT INFECTION AFTER
OPERATION OF CERVICAL CANCER

MoTok1 HayAsakl, HIDEAKI KoNDoO, KUNIHIKO ITO
and KAaTsumi Noba
Department of Obstetrics and Gynecology, Gifu University, School of Medicine

Sulbactam/Cefoperazone (SBT/CPZ) is a 1:1 formulation comprising an antibiotic cefoperazone and a

p-lactamase inhibitor sulbactam.

Bacteriological and clinical evaluation of SBT/CPZ in obstetrics and gynecology was performed.

1. MIC of cefoperazone for clinically isolated E. coli was measured. Twenty eight out of 130 strains (21.5%)
were over 50 ug/ml at an inoculum size of 10® SBT/CPZ showed superior antibacterial activity for these
cefoperazone resistant E. coli.

2. Twenty six patients of urinary tract infection after operation of cervical cancer were treated by SBT/CPZ.
Overall clinical effectiveness rate was 96.2%. The rate for the infection by cefoperazone resistant organisms
were 83.3%.

3. Urinary concentration and ratio of sulbactam and cefoperazone after 1g administration of SBT/CPZ was
measured. SBT/CPZ was expected to be effective for 12 hours after administration.



