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Sulbactam/Cefoperazone M5\ F5RI8IC 1T 5 EBEY - BRRAURRET

(7% N - 1|

B - BIRETER - A5 AR

BICHEB RS RN ERZE

Sulbactam (SBT) & Cefoperazone (CPZ) #1 : 1|2E2A L 724%! Sulbactam/Cefoperazone
(SBT/CPZ) #% S F00miE 13651 & Mk RRGTRA11BUCER L, £niEE - BRI 21T~ 72,
5 HEIAAI1E 1 ~2g %1 H2~ 30, $EaYEIEK100ml (2 iE#% L 305 T aildsEL 72,

A 5RI: 8 ~ 64g, 5 HRNL4 ~16BTH -T2,

SNEHYRSRE1 3B RS 2 BRERNRIS, BRh6 6, B/ 26, ENS5BITH 72, 121150
BEME TR SRS DV T, WTN L ATERYSENRIEIZ A h 72,

HBEORET L L T, BEREMEDBENE LB~ DREFRATLRIE L 72, BENEEREIZL 8
B L& BN AAERm 2R L7z, SHho) SBT i8I A% 2g/ B %5 3 7213 4g/ B %5-T, 13
IZEE L 1BATRE R L 72, — 55 CPZ @ BlhiBE I3 4K 2g/ B%5 T 4ug/ml BiEN{EZRL 12
DXL T, 4g/B&E T3 12~15ug/ml &7 572 ,SBT %cE L7 SRR B~ nF84T & CPZ
7 in vitro DIEFHEOBEE D 5 A TEH DERBICST LRSI EFCE 2 bnEER Lk,

BWEFR L L Cid, FH&5HI0 1 BITHABIES LRBER B L EZ bNAEMBEEELERL 1, fiud
B - EfERL 5 NCRERGER L, AR BERENSH B L BN S RERMRIIED L -1,

Sulbactam (SBT) i3, Z L EH HDIME 11355 kT
IBHHER L L ToFAER DL v, BROMEHIEE
T 5~=:)+—+7% p-lactamase ¥ A0 bz A &L
L, ¥72€7 792K +—+H g-lactamase (2 xf L T
LHREFEENTEIEAEZET 5. Bk, A-lactam RE
BlOFERBEMME & LIS, TnSICHT BREEE s+
MK LEELMBE L 4> TE T35, bhbiud, B
FOENTHEARI  7.%F35CPZESBT %1
D 1icEA L 72 A& SBT/CPZ % AV THiz D 441
B DBLEFEFER % B0, £ OBERMR & BIER DT
EiTo72, 72, TORABERMELZ ML BT, BE
IRIGEMEDOBIEN B HH P~ BFIFEITICM L THERED
RETEIT-> 2D THET 5,

I. HRELUH*®

1. BRARHYRRET

SRR 3B AR % 355 L 72, NRBEIZES
22~71& (FFH)54.47%), KE34 ~59%kg (¥4 46.9kg)
DEAT, BB, wABITHE, HEXSRE L - 72K
PAENNRIIIEND 3 1, IRFEMERERE % 361, PR MMM
w20, BUmfE 25, AREPRIE TR, SRTMENGZ, A8l
& 165 ThH -7 (Tablel),

BHlE L ToxAl (SBT/CPZ) niks5hikiz1E 1g
7203 2g EFAYATEK 100ml (AL 1 H 2@ 72

1230, 305MCaiEsELR, RE5RIZ1EEELT
2~6g, %5424 ~168 (F£8.98), LRE5ERIZ
8~64g (Ft427.2g) ThHh-1z,
RRNRDHIER AL, ARIRSEIEE 3 BLIRICA
- {BAYRT RS & 2872 L D % &% (Good), H -
AR ROWEIC 4 BLULEZE L 2L DER0FR
(Fair), B - fiBERrRATLEZIZHELZLNEE
#h (Poor) & L7z,

IFRIBYI- AR SR AR R 24T, SR
) Ampicillin (ABPC), Cephaloridine (CER), Gen-
tamicin (GM) Icx§ 2RS4 1 IBET 4 R 7HIC L
DBELT:,

BUWERH RGN, SRR 56013601 & Ukt
T B MIERGETF AR SFI BN DTV, FEHR G
NH - MHERREOBEL 5 B E L TREINRE
A, B, ICERML, QB o)W, mE7VT
F=>, BUN, GOT, GPT fenzt%#aTL 7

2. HEEIRGT

BIEHRANTRIC BT BRyT 11601 A K 2 %5
L, ZDOBMERNEEETHSTERIELL, NREBENE
A1346~78i% (FH62.97%), IAE 44 ~69kg (FH#154.5
kg), 21065, 4 1%|T# 7z (Table 2), &%) (SBT/
CPZ) 5 Hikid 1 1g £7:132g #1820, £&
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Table 1 SBT/CPZ in surgical infections
No. (:::: BSev); Diagnosis (2?::] ::::) Organisms (sensitivity disc) Effect Remarks
S. aureus
1 RA| ¥ Pyothorax 28x 2 P. maltophilia Good | Thoracic drainage
70Y | 53kg | (Gastric cancer) (36g)
S. marcescens
a-Hemo-strept.(ABPC, CER(#), GM( 4 )) .
HS.| 8 | Pyothorax 2gX 2 . Leucopenia
2161y |tk (ésophagial cancer) (2ag) | Hemo-parainfluenzae (ABPC,CER, GM(#)) | Good | o ooy ien P07
Gram-positive nonsporeforming anaerobic bacillus
; K.T.| % | Pyothorax 2gX 2 Enterococcus (ABPC(4t), CER,GM(+)) Fair Combined with ABPC
53Y | 47kg | (Esophagial cancer) (64 g) | a-Hemostrept. 6g/day
T.K.| % | rt-Subphrenic abscess 1gx2 Drain?ge ope'rratxon
4 55Y | sekg| (Liver cyst) (24g) S. aereus (ABPC( + ), CER, GM(4)) Poor | Combined with
TOB 120mg/day
M.M.| % | Aspiration pneumonia 1gX2 . coli (ABPC, CER(—), GM(#)) Combined with
5 7Y | 47kg| (Gastric cancer) (226) Entero{occus (ABPC(+#), CER( #),GM(+)) | Poor OK-432
B. fragilis (ABPC, CER, GM(—))
6 SS. | ¢ | Wound infection 1gx 2 | Enterobacter (ABPC, CER(— ), GM(4)) Poor Combined with
58Y | 45kg | (lleus) (24g) Klebsiella (ABPC(+ ), CER, GM(#t)) LCM 1200mg/day

TS. | 8 | Panperitonitis 2gX2

P. morganii (ABPC, CER(— ), GM(#))
7 E. coli (ABPC,CER(-),GM(+)) Poor

Combined with

Y | 34k i lymph AMK 200mg/da
64Y | 34kg | (malignant lymphoma) (32g) Klebsiella (ABPC( — ), CER, GM(#)) mg/day
P. maltophilia (ABPC, CER, GM(—
SN.| 8 | Sepsis 2gxp | L 7eltophila ( (=) ,
8 31y (Gastri ) (282) E. coli (ABPC, CER, GM(—)) Poor | Drainage
i r
astric cance )| B fugilis (ABPC, CER, GM(-))
CK.| ¢ | Local peritonitis 1gx2 .
9 . negative Good
22Y | 38kg | (Acute appendicitis) (8g)
TK. i X
10 8 | Sepsis 28x3 unknown Good
70Y | 59kg | (Pancreas head cancer) (42g)
Enterobacter (ABPC, CER(— ), GM(4#))
KK. Local peritoniti S. s (ABPC(-), CER(+),GM
" 3 ca. peritonitis 1gx2 au.reus [' ! (=) (+) (4#)) Good | Drainage
48Y | 51kg| (Malignant lymphoma)| (14g) S. epidermidis
Corynebacterum
MK.| ¢ | Panperitonitis lgx 2 Grarn-positive nonsporeforming anaerobic - ‘
12 68Y | 35kg | (Col Horation) (182) bacillus Fair | Drainage
g| (Colon perforation g (ABPC, CER(4), GM(—))
T.T.| % | Panperitonitis 1gX2 .
13 ti Good | Drainage
36Y | 55kg | (Duodenal perforation) (14g) negative £

HIR3EK 100ml 1o iER L, 3097 CaiEigEL 72, &5
WRNE 7 ~148 (E11.18), LI%5813 18~56g
(¥#)37.8g) Th-72, BHENEHROFIS L,
FH#T ERTICIESE L D IS8T TS balloon cathe-
ter ¥ 7:{3 Salem sump tube %###HARE L, —15cm
HAE THARRIRS | U R8P & % - 72 EAEERIEHERER
WA BB IR L 72, FHHET B 5 24 BRI HER
BEIEL, & 512 20—ER% H L TR P SBT
BIUCPZiE% #n#n bioassay i k) fIzEL 72,
BEH L LTSBT 3 E. coli 603 %,CPZ i3 M. luteus
ATCC9341 # M 72, %7z SBT (2 BHI sEXsEit

(Difco) 100ml i CPZ & # (10mg/ml 0.1M ) > &gk
@, pH7.0) 1.5ml #hnz 725t d V7274 A 78k
i2& M, CPZ 3 Antibiotic medium No. 1 (Difco)
FHME L72T 4 AZEICE) FOBELRIEL 2, T
Er LEERARICIZE= bo— L uEEFFEAL,
. & 2

1. ERARAYRRET

AEINBERN R I LIFINRBLGFE N ) b, FN6 5 (46.2
%), EIN2H (15.4%), E&HS5H) (38.5%) TH
-7z (Figl),

BN EHIEL 72 6 BINRERIZIRAG 2 51, FRAGMERINE %
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Table 2 Prophylactic administration of SBT/CPZ after surgical operation

No. Case Age Sex B.W. Diagnosis Daily dose (Total dose) ilj](;ztc-ggirative Remarks
14 T.K. 76Y M 45kg Gastric cancer 2gX 2 (48g) No

15 K. M. 54Y M 69kg Gastric cancer 2gX 2 (48g) No

16 I. N.  78Y M 47kg Gastric cancer 2gx 2 (30g8) No

17 S.0. 46Y M  56kg  Gastric cancer 2gx 2 (56g) No Skin eruption
18 G.T. 75Y F 44kg Gastric cancer 1gx2 (18g) No

19 T.M. 51Y M 57kg Gastric cancer 2gX 2 (44g) No

20 K. N. 56Y M 59kg Gastric cancer 18X 2 (24g) No

21 T.T. 67Y M 44kg Gastric cancer 18X 2 (28g) No

22 S. K. 68Y M 65kg Gastric cancer 2gX 2 (44g) No

23 M.S. 58Y M 63kg Gastric cancer 2gXx 2 (32g) No

24 Y. U. 63Y M 50kg Gastric cancer 2gX 2 (44g) No

2%, NREMEEREAS L UBUNES 1 BITH -7, B

B ) LERKEREX1T- 72 58I, HietizaMs
FRIC S HIREMEEER (EF9) &+ FEmEBEIl
I & DINEEMBER R (FEFI3) D26 TH»72, Al
THIBE % B L1872 3Bz 31y 77 LBtk & 7
7 LSRR NORARIIESIThH 72 (FEFIL, 2,11),

B EHIEL 72 26000 ) b, BERMEDRIN(E
#13) 13, CER 3k ABPC @St Enterococcus
HorEEE, ABPC %247\ 4 HE L gL,

FLr—>a b nBER IR L7z, i 1603 S Ri&ksze
FUc & BIRRMEREE SR (BEFIL2) TABIERZWQ 200
HIRBE L, L —HRRBORA F BTz,

WL HIEL 560 ) b, HEIAMEOERIRE T
g (fEHI4) Tl3K%E»* CER, GM %o S.
aureus THY), A#|lE TOB OB IT-7212 b0 b
LTIERNEERI BN ch - 72,

MR BDTTRE TH » 7212609, 2 BliIEFEM:T

H, 551060 8 BlHBBERL TH - 72, BRI

258k T, ZOWRIIHFEME T T LI 8 R, RIS

7 LEEMEE13%, REME 4 R TH -7, SEERERERIIC
A7:BERENR % Table 31cR L7z, WREZ 7 LB
BoA 2BRRERIZ 4/ 8 (50%), R T L8
% 5/13 (38.5%), HRATERL/4 (25%) Th -7z,

BRERGMATE T AR £ 15 L 21160, W
LB, IR SUMRBIMEIREH b h -
7z (Table2),

BWEROREHER T3, EBILTIC BV TARIRSE158
BicegichanRsh L 2 (Figl,2), &EkE
btk 4 B EICIIRAIT BRINERL 7270%, $&5-Wi+
AEIOMU REDFR E %Y ) B EEZ LN B ERNIE
BALTELT, BEIFIEEICHEELCZ 26, RE

HBUIARFULS L BELH B L EZ bND, F0Mt, &
B EBHEL 728 - ERREERKIIZD L 12,

AEUGGRIEORERME % Fig. 3, 4 1R L 72, Figm
Fr R TIIEER 8 I BT MmEREAE L 720, T
IIEERIL N EETH ), FEDREZRNL LN LD
12 NDTH 72, MM TIIIEEEREERR LT
Bl 5 HEEF) 4 &RV 7 6 13 BYEIRIAMTREL AHEIE
BlTh-72, FE4IIFER L F—oHETH
DGR L ) I/ IMREUIBHE R L Tz, BREERE
L+, #615, 12¢BUN, MmiE7L7F=>nLa8ss
B i & 38 b 7z, FTEEERE T13 GOT, GPT fEn
TRHEFS, 15, 16, 191258 5Nz, HEFI8IIEHE
MAEARE 5 & 1) BRIEE 2R L 7RI TH Y, FEHILS,
16, 19TI3, AEIEEFRIEERICITON TR #K
Ere &ic & 5284 GOT, GPT g ERIcEELT
WaLnEEZ LN,

kLD, 7$§ll$§—‘}t: EEPRL T3 2EL6N05
BREENREIIBD N Lh -T2,

2. Mmmﬁ

BEREM R OBEERR R, Bt SBT, CPZ
BEB L UENFNOBHEEBOG B2 L 2 RET
54554511 145/ 10%ic DV THREFL 72 (Fig. 5, 6 )JEH)
153 B P O~E 7 o b il 3.0g/dl LILEZRL
rredis, ZoRETh HEAL,

58RIz 45 r 4K 2g/B (SBT, CPZ miz: L
T3ENFNnlg/8) #5842 36, 4g/H (AL<X
NEN2g/8) BEBTHITH-72, 1 BBHHER,
&%) 2g/B #5821 HH186.7ml, 2 HE 54.3ml,
3 HH 52.0ml ZoicxtL ¢, 4g/8 #58TIZ1750
ml, 129.4ml, 39.8ml Th -7z, @i SBT MER
2g/H #5871 BHL ) ¥ 2.3ug/ml, 2.9 ug/ml,
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Table 3 Isolated organisms and clinical effects of SBT/CPZ

Clinical effect

Isolated organisms - Total
Good Fair Poor
S. aureus 2 0 1 3
S. epidermidis 1 0 0 1
o-Haem. strept. 1 1 0 2
Enterococcus 0 1 1 2

Gram-positive non-spore-forming

anaerobic bacillus ) 1 0 e
Corynebacterium 1 0 0 1
E. coli 0 0 3 3
Klebsiella 0 0 2 2
Enterobacter spp. 1 0 1 2
S. marcescens 1 0 0 1
P. morganii 0 0 1 1
P. maltophilia 1 0 1 2
H. parainfluenzae 1 0 0 1
B. fragilis 0 0 2 2

Fig. 1 Systemic eruption in case 17 Fig. 2 Systemic eruption in case 17
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Fig. 3 Laboratory findings of patients treated with SBT/CPZ
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Fig. 4 Laboratory findings of patients treated with SBT/CPZ
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Fig. 5 Excretion of SBT in peritoneal exudate after gastrectomy
o—e lg/day n=3
0—o0 2g/day n=7

volume of exudate concentration of SBT daily excretion of SBT
(M. £ S.E) (M. £ S.E) M. £S.E)
ml | g/ ml ug
200 10.04 1000
150
100 5.0+ 500
50—
0 T T T 0 T T T 0 T T T
1P.0.D. 2P.0.D. 3P.O.D. 1P.0.D. 2P.0.D. 3P.0.D. 1P.0.D. 2P.0.D. 3P.O.D.
Fig. 6 Excretion of CPZ in peritoneal exudate after gastrectomy
o—e lg/day n=3
o0——o0 2g/day n=7
volume of exudate concentration of CPZ daily excretion of CPZ
(M. + S.E) (M. + S.E) (M. + S.E)
ml pg/ml ug
200 20.0+ T 4000+ -
150 15.0+ 3000+
L
100 10.0 2000
50 5.0+ 1000
0 — 0 0

T T T T T T T T T
IP.O.D. 2P.0.D. 3P.0.D. 1P.0.D. 2P.O.D. 3P.O.D. 1P.0O.D. 2P.O.D. 3P.0.D.
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2.6ug/ml 2L, 4g/ B 5B TIZFH6.1ug/ml,
4.4ug/ml, 4.6ug/ml %1 7:, —% CPZ i&%is 2g
/B $RE5ERTEY 3.6ug/ml, 5.1ug/ml, 4.4ug/ml
Th-712h', 4g/8H HS5HTITF#13.2ug/ml, 156
wpg/ml, 11.3ug/ml r BiE% Rz, BEEEL BE
OHTHLbEN S EHEMEIZ SBT 4°2g/8 #&58 T
Ft4403.0g, 158.0ug, 123.3ug, 4g/8 HS5EHTF
1915.6,ug, 782.6ug, 2402ug THY, CPZ it 2g/
B 5T EY607.3ug, 311.7ug, 233.7ug, 4g/H

5 BT 2615.64g, 3652.1ug, 476.4ug %RL72,

m. & =

SBT & CPZ #1 : 1ICEA L 72AKITH B 5K %5
FEEAENAER L, SNEHIRSMEIC NS SRR & B
EF MR A FEIFATE L VBIWER 2 /%57
L7z,

136 S EHBGE I X 2 BB DBRRRI RIS B3N 6
B, AR 2H, EHSHTHN, R LENE
I3 8/13 (61.5%) TH -7z, NEIRLIEN A
WICBWT FLF—U g, @YAiERORIRE &
LICEELER L E 2 bNd, NRESIF 6 BIATSH
D FVF—hfThb T 5, fEf 4 1T IS 5
BB FLF—2 2 AT ERRIE TIRG 2 L 72,
CER 5D 7' 7 L tEEREDRRE TH 512 bh

DL TERMRAIRRD LN LD - 12D, Fe57% FL+
—UIRDIEL N U o127 L BRI NIz, F 7256
813, BEMHEONRE &b &8I & 7 - 72 EfE R
Blch-72, ABPC, CER, GM IcHL T bt
Thd 77 LEERE E RAEEIERAE L L Tos
NIRRT H -1z, FUT—2 2ITVEREI 5L,
Z ORNEDIHF R Nz HBRRENS R RIZED & e dr
7o ZHUSKTL T, B 2 13 BB AT AR % R
L7:fefl (Fig. 7,8) Th5, 77 LBM4EE 750
HEOBEEIC L 2EERYYETH ), ZIUHEIES
EELICFVF—2%BI -8R, BALNESL
IR X -P Eoresgdidk L7z (Fig. 9) 2oB# e
FL72, INSXRAYL 3EFINRERIL, SNEEER
YR L T V=2 265 LR S 254
5282 7% ) BOUER SO TCERAZ S, 4%
& 6T B-lactam FH T AATEEAOLIEE, #hb
12 & B EBERYLENIATFEI NS Y, ZHuiT
BXEN—2L LT, FEID L 5 LEEENENHEA
7+ 7 L%HTHEHR L B-lactamase EXK L A
BlORIzTEEHLIFFENS,
FERBR B P~ OERIRATE, AKI2g/8 K511
BE3BIE, 4g/B BE5 LB TRICOERETEMZ 14
RTlE, BEBREIZIFE2HBICELNIELDEDALN

Fig. 7 H.S. 6lyrs. Male 41kg Esophagial cancer
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[ SBT/CPZ 2g X2/day ]
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[ABPC, CER(H#), GM(#}) ]
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Gram-positive nonsporeforming anaerobic bacillus

WBC (/mnm®) 5900 4000
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Platelet (X10*/nn®) 33.4 38.5
GOT (K.U.) 25
GPT (K.U.) 14
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BUN (mg/d1) 10.3
Creatinine (mg/dI) 0.8

K (mEq/1) 4.4

3200
10.7
40.1
14

8
272
6.0
0.9
3.6
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Fig. 8 Chest x-ray findings of case 2 (before therapy)

Fig. 9 Chest x-ray findings of case 2 (after therapy)

A, WiEEE L HE B CEAMEMETRL 7z, Zhid Y

YoEERER S BEM%E L CBEOREEES &
VDB b/ g —> b2 32, SBT diEERNEH
B, WX LISIHF—ELBETHATLREGE
BHHPBE MR- dose dependent NEFEH A 5 1L
2. =5 CPZ oygitidtirhiisid 2g/ B R EHTHAL
Thug/ml §itgThH -2z L T, {5 EH2HED
48/ H SBT3 &N 12~15ug/ml LBV ERXT
L7,

INE ThbithRE L T & - oBERIOBIER
RHEMAFHATE e L9 05, AF|OBHHBFHATIZIEN
TBY, FEOTEEEE A beE 2 b L iEOEEA
BUM P OGBS 2R IMETE S LN

j

¥
“.,
e o

Zzbniz,

RS RIRORERGRL, KiEh, THfeRE T
Bigma b, REEAZRLIZLDILTEESEH W
BHEREICE B LN E Z N, HEDIZHRICELEN S
B EBEbNBLDFED LN -T2, TSN 1
B AR L BEEADH B L EZ bNAHERRELEH LI
7ehs, ZOMNEELEWEROMBUI LA 72,

AF3 FOEN IR & BT S, S,
{LEEFAHi % Tl & § 2 SRR BYSEN G T Y
g & FHE S 1z,

X R
D & 30 MEF{LFEREFLES FE RPY
L 11, Sulbactam/Cefoperazone, HE, 1982
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FUNDAMENTAL AND CLINICAL STUDIES ON
SULBACTAM/CEFOPERAZONE IN THE TREATMENT OF
SURGICAL INFECTIONS

KEN Tsuvuki, NAOKI AIKAWA, SEDIRO OKUSAWA and KyuyvA ISHIBIKI
Department of Surgery, School of Medicine, Keio University

A combination drug of sulbactam/cefoperazone (a ratio of 1:1) was administered to 13 patients with surgical
infections and 11 patients after gastrectomy. 1-2g of sublactam/cefoperazone diluted in 100ml of physiological
saline was infused intravenously in 30 minutes, once or twice daily for 4—16 days. Total doses per patient ranged
from 8 to 64g.

Clinical response in 13 surgical infecitions were: good in 6, fair in 2 and poor in 5 patients. No post operative
infections were observed in the eleven patients who were administered the drug after gastrectomy.

Sulbactam and cefoperazone concentrations in peritoneal exudate after gastrectomy were measured in 10
patients, 3 patients given 2g/day and 7 patients 4g of sulbactam/cefoperazone. Sulbactam concentrations in
exudate were on the average 2.3 ug/ml on the 1st day, 2.9 ug/ml on the 2nd day and 2.6 ug/ml on the 3rd day in
the 2g administration group, whereas they were 6.1 ug/ml on the 1st, 4.4ug/ml on the 2nd and 4.6 ug/ml on the
3rd day in the 4g administration group.

Cefoperazone concentrations in exudate were about 4ug/ml by 2g and 12—15ug/ml by 4g administration of
sulbactam/cefoperazone. Considering the good excretion into peritoneal exudate and excellent antibacterial
activity of sulbactam/cefoperazone, this drug could be expected to inhibit bacterial growth in peritoneal exudate.

A systemic skin eruption appeared in a patient on the 15th day of prophylactic use,which was considered to be
related to the drug. Four days after the discontinuation of the drug, the eruption disappeared. No other adverse
reactions nor abnormal laboratory findings related to the use of the drug were observed.



