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Table 1 Clinical effect of Sulbactam/Cefoperazone after intravenous administration
to patients with biliary tract infectous diseases
ﬁag? Diagnosi SBI/CFZ  yated  MIC(I0%ells/ml) i pdverse
Sex 1agnosts (g.xt}mexday) organism  ~py cpmpy  effect effect Remarks
Body wt. Injection Route CPZ SBT/CPZ
1. TK Subacute chole- 1x2x8 E. coli 0.09 0.045 Good None
40yrs cystitis with i.v.d.
F cholelithiasis
65kg
2. HI Acute cholecyst- 1x2x8 No growth Good None  Before SBT/CPZ treatm-
T2yrs cholangititis with i.v.d ment effect of CBPC 5g
F gall bladder cancer, CTZ 2g i.v.d. for 9
42.5kg  carcinomatous days was recurred.
peritonitis
3. TN Subacute cholecyst- 1x2x7 No growth Good None  Before SBT/CPZ treat-
65yrs cholangitis with iv.d ment, effect of ABPC
F cholecystcholedo- 1.5g p.o. for 5 days
60.5kg  cholithiasis was poor
4. HS Acute cholecys- 1x2x7 No growth Good None
53yrs titis with iv.d
F cholelithiasis
60.5kg
5. NN Acuate cholecys- 1X2X%5 No growth Good None  Before SBZ/CPZ treat-
5lyrs titis with iLv.d ment, effect of CEZ 2g
M cholelithiasis i.v.d. for 10 days was
5%g recurred.
6. SH Acute cholecys- 1x2x10 No growth Good None  Before SBT/CPZ treat(-
33yrs titis with iv.d ment, effect of ABPC
F cholelithiasis 1g i.v. for a day was
5%kg poor.
7. TT Acute cholecyst- 1x2x10 No growth Good None  Before SBT/CPZ treat-
38yrs cholangitis with i.v.d ment, effect of CET 4g
F obstructive jaun- i.v.d. for 15 days was
55.5kg  dice due to head poor. CTM 2g i.v.d. for
of pancreatic cancer 13 days, reccurred,
SBPC 20gi. v.d. for 24
days, reccurred, CMZ 2g
i.v.d. and TOB 120mg .
m. for 21 days, reccurred.
8. NM Subacute chole- 1x2x9 E. coli 0.09 0.045 Good None
39yrs  cystitis with iv.d
F cholelithiasis

62kg
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Table 2 Clinical effect of Sulbactam/Cefoperazone after intravenous administration
to patients with acute peritionitis and acute appendicitis
Case
Age o SBI/CPZ yotated  MIC(O%cells/ml) cpicn)  Agverse
Se Diagnosis (g Xtime X day) organism o o effect effect Remarks
Bo)t(iy wt. Injection route & CPZ SBT/CPZ
9. TK Catarrhal appendi- 1x2x4 E. cols 0.09 0.045 Excellent None
Tyrs citis with localized iv.d
M peritonitis
22kg
10. HM Catarrhal appendi- 1x2x3 E. coli 0.045 0.045 Excellent None
21yrs citis with localized iv.d
M peritonitis
58kg
1. YU Catarrhal appendi- 1x2x4 No growth Good None
48yrs citis with localized iv.d
F peritonitis
67kg
12. HM Catarrhal appendi- 1x2x3 No growth Excellent None
10yrs citis with localized iv.d
M peritonitis
30kg
13. CU Catarrhal appendi- 1x2x3 No growth Excellent None
19yrs citis with localized i.v.d
F peritonits
57kg
14. TI Phlegmonous appendi- 1x2x4 E. coli 0.2 0.09 Good None
53yrs citis with localized i.v.d K. pneumoniaze 0.2 0.09
M peritonitis
60kg
15. KO Diffuse peritonitis 1x2x7 E. coli 0.09 0.045 Good None Before SBT/CPZ treat-
78yrs with intestinal obst- i.v.d. K.pneumoniae 0.09 0.045 ment, effect of CBPC
F ruction 10g i.v.d. for 5 days
56kg was recurred
16. MN Post-operative locali- 1x2x8 No growth Good None  Before SBT/CPZ treat-
4lyrs zed peritonitis after iv.d ment, effect of CBPC
M gastrectomy, gastric 10g i.v.d. for 4 days
5lkg ulcer was poor, CPZ 2g i.v.d.
3 days, poor. CPZ 4g
i.v.d. 3 days, poor.
17. TD Post-operative locali- 1x2x7 No growth Excellent None  Before SBT/CPZ treat-
64yrs zed peritonitis after iv.d ment, effect of CBPC
M gastrectomy, gastic 10g i.v.d. for 8 days
70kg ulcer added AMK 200mg i.m.
for 5 days was poor.
18. TK Catarrhal appendicitis 1x1x4 No growth Excellent None
Tyrs with localized i.v.d.
M peritonitis
22kg
19. KH Acute appendicitis Ix1x3 Unknown Good None  Outpatient, no opera-
30yrs iv. tion
M
S6kg
20. FY Acute appendicitis Ix1x3 Unknown Good None  Outpatinet, no opera-
18yrs i.v. tion
F

56kg
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Table 3 Clinical effect of Sulbactam/Cefoperazone after intravenous administration
on patients with skin and soft tissue infectious diseases
Case
Age Diagnosis (giﬁ;/f:iay ) Isolated  MICAOSMD clnical  Adverse Remarks
S L i
B?;ly wt Injection route organism  cps;  SRT/CPZ effect effect
21. HO Right cervical 1xX1x3 Salmonella  0.19 1.56 Good None  Puncture of pus,
8yrs abscess Lv. sp. outpatient
M
35kg
22. TO Right femoral 1Xx1x3 E. coli 0.045 0.045 Excellent None Incision, drainage,
67yrs abscess Lv. outpatient
F
53kg
23. KK Abdominal abscess 1x2x%3 E. coli 0.045 0.045 Excellent None Incision, drainage
12yrs iv.
F
38kg
2. Hs Right cervical 1X1X5 No growth Good None
19yrs abscess with lymph i.v.d.
F cyst
61kg
25. NT Fistula ani with 1x2x4 E. coli 0.09 0.045 Good None
30yrs abscess iv.d
M
70kg
2. NK Left leg amputate 1x2x8 S. faecalis  50.0 100.0 Fair None Before SBT/CPZ treat-
70yrs wound infection, 2X2X6 P. maltophslia  6.25 12.5 ment, effect of CEZ 4g
F bilateral arterioscle iv.d i.v.d. and GM 120mg i.
55kg rotic arterial obst- m. for 5 days, CPZ 4g i.
ruction v.d. for 7 days was poor.
27. SO Right 2nd toe necro- 1x2x7 No growth Good None Before SBT/CPZ treat-
54yrs sis with bilateral iv.d ment, clinical effect of
M thromboangitis oblite- DOXY 200mg p.o. for 24
60kg rans of femoral artery days, CBPC 5g i.v.d. for
41 days was recurred.
28. TI Right leg amputate 1Xx2x20 S. faecalis  12.5 25 Fair None Before SBT/CPZ treat-
60yrs woud infection, iv.d P. mallophilia  0.78 1.56 ment, effect of CET 4g
M diabetes mellitus, i.v.d. for 21 days, AMK
575kg  bilateral arterio- 200mg i.m. for 38days,
sclerotic iliac CBPC 10g i.v.d. for 10
arterial obstruction days was poor.
29. HT Right leg abscess 1x2x10 S. marcescens  12.5 6.25 Good None Before SBT/CPZ treat-
T0yrs  and left leg amputate iv.d. A.xosaridans_ 0.39 0.39 ment, effect of CEX 1.5g
M wound infection, p.o. for 17 days was
40.5kg  bilateral arterio- poor.
sclerotic iliac
arterial obstruction
3. TN Left leg amputate 1X2X7 P. morganii  0.39 0.39 Good None Before SBT/CPZ treat-
50yrs wound infection, iv.d. ment, effect of CET 4g
M bilateral femoral i.v.d. and TOB 120mg
60kg thromboangitis i.m. for 17 days was
obliterans poor.
3. TU Bilateral lower leg 2x2x10 E. cloacae 313 0.78 Fair None Before SBT/CPZ treat-
53yrs necrosis with i.v.d. ment, clinical effect of
M acute thrombosis CPZ 4g i.v.d. for 14
T0kg of abdominal aorta days was recurred

and spinal paralysis
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Table 4 Summary of clinical effect after SBT/CPZ administration

Clinical effect

Diagnosis No of Efficacy
cases Excellent Good Fair Poor rate (%)

Cholecystitis and cholangitis 8 0 8 0 (0) 100.0

Acute peritonitis 10 6 4 0 (0) 100.0
(due to acute appendicitis) (7 (5) (2) (0) (0) ( 100.0)
(due to ileus) (1) (0) (1) (0) (0)

(after gastrectomy) (2 (1) (1) (0) (0)

Acute appendicitis 2 0 2 0 (0) 100.0
(not operated)

Skin and soft tissue infection 11 2 6 3 (0) 72.7
(arterial obstruction) (6) (0) (3) (3) (0) ( 50.0)
(other infectious disease) (5) (2) (3) (0) (0) (100.0)

Total 31 8 20 3 0 90.3%

Table 5 Correlation of clinical effects and isolated organisms

Clinical effect
Isolated organisms No ,Of

strains Excellent Good Fair Poor
Escherichia coli 9 4 5 0 0
Klebsiella pneumoniae 2 0 2 0 0
Streptococcus faecalis 2 0 0 2 0
Pseudomonas maltophilia 2 0 0 2 0
Serratia marcescens 1 0 1 0 0
Proteus morganii 1 0 1 0 0
Achromobacter xylosoxidans 1 0 1 0 0
Enterobacter cloacae 1 0 0 1 0
Salmonella sp. 1 0 1 0 0

Total 20 4 11 5 0
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R L) REEDDRES L EBNX5ET, 9 5 51
IBHERYT H » 72, RRREDOHIH L BERNER & D
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KU THER LRI TS, s DRenSE # %54
N7 VA

% %
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N ABERBREMED BHI38H L LT, 581 FrEE,
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B otz, FARBELVELLS, HZHARD
cephem RN SHHZRIEE L BT > S 2 —RBERLEL
EOPY AR P AN

S EDIFFIZ 35T CPZ it M i 13 P8GR S 47z
NATH 7129, MEAWRGSEIZ VT3, TR &
N SREIHSNEZELIBEFEZ LIS, BRI
13 SBT/CPZ nEHRMAKE(HLNTRE LD EH
2 Htld,

LiEonggRiz LY, SBT/CPZ i35t & 'INFHHE
TR, FFIIBE RIRYE, BB R L SIS L
TEEeM, FIomt NV ATERTHY, 1h1g 1
B 2 [ SBEHEIC & > T, FOREDI DB % HR T
bbHEEZL,

Eo 3

Az 5124, BREAOSH, GEX 512 MIC
DWEIZEHFI N2 EHET7 7 4 F—HR &4, &
(LR FERR DI RS T 5,



402

CHEMOTHERAPY

JUN. 1984

ARXHEEITH290E B A LFFEYS, REAE
B4 (BBRS7TELLA, iEm) 8L UE13EIER bR
L (19834E 8 A28H~9A2H, A—A M7, 7
4 =) IZBWTRELRY,

1)

5)

6)

X 13
% 30 OB ALFEREFSHKE, X KoY
2 11, Sulbactam/Cefoperazone, X &, 1982
Encuisn, A.R.; J. A.Rersema, A.E.Giraro, J.
E. Lynch & W. E. Bartn : CP-45899, a beta-lacta-
mase inhibitor that extends the antibacterial
spectrum of beta-lactams : initial bacteriological
characterization. Antimicrob. Agents chemo-
ther. 14 : 414~419, 1978
Aswapokeg, N. & H. C. Ngy : A sulfone g-lactam
compound which acts as a g-lactamase inhibitor.
J. Antibiotics 31: 1238~1244, 1978
Rertsema, J.A.; A.R.Encrish & A.E.Girarp:
CP-45,899 in combination with penicillin or am-
picillin against penicillin-resistant Staphylococcus,
Haemophilus influenzae, and Bacteroides. Anti-
microb. Agents chemother. 17 : 615~622, 1980
Fu, K.P. & H.C. Negy: Comparative inhibition
of B-lactamases by novel g-lactam compounds.
Antimicrob. Agents Chemother. 15 : 171~176,
1979
Lagia, R.; V. LeLievee & J. Pepuzzi: Inhibition
kinetics of three R-factor-mediated-lactamases
by a new B-lactam sulfone (CP-45,899). Biochi-
mica et Biophysica Acta 611: 351~357, 1980

7)

8)

9)

10)

11)

12)

13)

Yu, P.K.W. & J. A. Wasnincton II : Bacterici-
dal activity of cefoperazone with CP-45899
against large inocula of g-lactamase producing
Haemophilus influenzae. Antimicrob. Agents Che-
mother. 20 : 63~65, 1981

Fu, K.P. & H.C. Ngy: Synergistic activity of
cefoperazone in combination with g-lactamase
inhibitors. J. Antimicrob. Chemother. 7: 287~
292, 1981

BALFHREES | L RE ML 8EMIC) g
% Chemotherapy 23(8): 1~2, 1975
HWAKEAR, WHERIER, B 775 LRH4EY
Boib¥F#EiE, A 74 2Ly v—Fndt, &R,
1982

SPRERL, ETEE, HNEMN, ZHEZ : Op
portunistic infection ( B 1 R&if) BIHES34 :
1417~1422, 1979

AR | RE R EE OB)E, 4 B OILER
. pp- 3~13, 747 -4z M, R,
1980

Sawapa, Y.; 1. Hasuimoro, T. Nakamura, J. Mikaut,
E. Bekki, M. saiton, M. Tsusisaki, M. Yosuimoro,
H. Nisuinoal, Y. Nakanisui & Y. Kasai : Clinical
pharmacokinetics of sulbactam plus cefoperazone
in infected tissues following intravenous admi-
nistration. proceedings of the 13th International
Congress of Chemotherapy, part 55, PS 4.1/6-
14, 28th August to 2nd September, 1983

(Vienna).



VOL. 32 S—4 CHEMOTHERAPY 403

CLINICAL INVESTIGATION OF SULBACTAM/CEFOPERAZONE
FOLLOWING INTRAVENOUS ADMINISTRATION

Ikuo HasHimoTto, Yasuo Sawapa, Takasui Nakamura and Jiron Mikami
Surgical Department, Tenshi General Hospital
Michiko Sarron and Euchi Bekki
Department of Internal Medicine, Tenshi General Hospital
(Franciscan Missionaries of Mary)
Masanort YosHiMoto, Hirovuki Nisvinpal, Yosuimi Nakanisvi and Yoichi Kasal
First Surgical Department, School of Medicine, Hokkaido University
Sapporo, Japan

Cefoperazone, a third generation cephalosporin which inhibits most Enterobacteriaceae, Pseudomonas
aeruginosa and Staphylococcus aureus, is hydrolysed by some penicillinase type of g-lactamase. Combination
drug of cefoperazone (CPZ) with g-lactamase inhibitor Sulbactam (SBT), Sulbactam/Cefoperazone (SBT/CPZ)
for parenteral use, was administered to 31 patients with infectious diseases. They were 4 out-patients and 27
hospitalized patients, 15 females and 16 males, from 7 to 78 years old, including 8 with biliary tract infection, 10
with acute peritonitis (7 with acute appendicitis, 2 with post-operative peritonitis after gastrectomy due to gastric
ulcer and 1 with panperitonitis due to intestinal obstruction), and 11 with infectious diseases of skin and soft
tissues (2 with slight infection of out-patients, 6 with serious infection of legs due to arterial obstruction, and 3
others), and out-patients of acute appendicitis of 2 cases (not operated).

SBT/CPZ in a dose of 1 to 2 g was given by intravenous injection or intravenous drip infusion once or twice
a day for 3 to 20 days. The clinical efficacy obtained was excellent in 8 cases, good in 20 cases, fair in 3 cases
and poor in none (efficacy rate was 90.3%). Clinical adverse effect was not recognized.

Therefore, Sulbactam/Cefoperazone may be a useful drug for surgical infections.



