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DWTRETRINZ, LUTOBEREE,

#l Sulbactam/Cefoperazone (=

* % B MRWREAR)

1 nEA
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foperazone 1[611 ~3g%d, 1H2ME, =iEHEICL) 2~27HRREL, BRH3H, £ah2 6l
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Cefoperazone (CPZ) &, X[H Pfizer #t THREI Nz
B-lactamase Bl ZE#| Sulbactam » 1 : 1 HEAHF] (Sul-
bactam/CPZ) 22w\, BARGBEEICNT2HEN*
CPZEMNIMEN L & T 5 L & LIC, BFIDRERER
BIHRE L, EREHIRLZEMEIC OV TRETEMZ 726K
HEBRET S,

I.m & X

1. HRNBRLESUICHERSZ

FENRED L8t 72 S. aureus 31%k, E. coli 31
Bk, K. pneumoniae 23tk, P. mirabilis 29%, P. vu-
lgaris12¥k, P. aeruginosa 32%k ¢ Sulbactam/CPZ,
CPZ K tF Sulbactam (234§ 2 g2 HIEL, 3&
DRHEE LB L 72, REEHORIEIR B AR RS
BEHZRICHI ), Heart Infusion Agar (%8F) %Hw
PR FAFRIREIC & 0477\, &R B3 Triptoca-
se soy broth (Difco) 1 #HEEER R 100 [EHFRTE
MLz,

2. B &

WREFBEE D Sulbactam/CPZ, CPZ £ L tr Sulb-
atam |20 3 B3 Table 1, Fig. 11mRL7:
&8N TH5, % Sulbactam/CPZ nilsEEi3 CPZ o
REIC LD FR L7, T4 kb, Sulbactam/CPZ o)
1.564g/ml &3 Sulbactam 1.56 ug/ml +CPZ1.56
ug/ml 2RL T3,

S. aureus 314k NRE MDA ©— 713, Sulbactam

/CPZ, CPZ & 4i21.56ug/ml 2325072, Sulb-
actam o S. aureus |23 % MIC 3 100g/ml %72
13100 ug/ml LI ETH 72,

E. coli 31% N %5 (3 Sulbactam/CPZ 2% L T
130.1~6.25ug/ml i34 L, CPZIZxfL Tix 0.2
~25ug/mliZaf L, MEBNMICAKELZHLH -
72, B, E coli » k#5313 Sulbactam ) 50ug/
& D BEHIHIES N,
K. pneumoniae 23k NEEMESAH D — 713 CPZIC
*+ L Ti20.394g/ml iz, Sulbactam/CPZ %L T
0.2pg/ml 232 51, Sulbactam/CPZ #»* CPZ &k
N 1 EBRFEIE NI 0OtET 5 2 & p5Rleh S 7z h5, Sulba-
ctam/CPZ (2xt L T4 100g/ml LU %2 733 4k
¥ 1¥RFFAE L 72, Sulbactam (2349 5 EE S FHE—
71350 ug/ml (232H 5 17z,

P. mivabilis 29k DEENEFH O — 713, Sulbac-
tam/CPZ (2%t Ti3 0.78ug/ml iz, CPZIiZxL T
{3 1.56 #g/ml (252 541, Sulbactam/CPZ o ##
$155CPZ &) 1B Cap Z e bnrz, Sul-
bactam (2X$ & A FHFHOE— 713100 2g/mliZ32
Hoirz,

P. vulgaris 12#ki, Sulbactam/CPZ (2®f L Tiz
£k 1.56 ug/ml LITORSE 2R, BREEFHOL
—7130.39ug/ml iI23H N7, —F, CPZ 23 ¥

RSSO — 7131.56 ug/mlICTFIEL, 100ug

ml 2
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Table 1 Distribution of susceptibility of clinical isolated bacteria to Sulbactam/CPZ,
CPZ and Sulbactam
MIC (pg/ml)
Organism Drug
<0.05| 0.1 | 0.2 {0.39]0.78|1.56)3.13|6.25|12.5| 25 50 | 100 |>100
S. aureus Sulbactam/CPZ 5 19 1 5 1
(31 strains) CpPZ 1 25 4 1
Sulbactam 14 | 17
E. coli Sulbactam/CPZ 2 5 5 6 9 1 3
(31 strains) CpZ 8 4 4 2 6 3 2 2
Sulbactam 4 26 1
K. pneumoniae Sulbactam/CPZ 1 8 5 5 1 2 1
(23 strains) CPZ 2 3 9 3 3 1 1 1
Sulbactam 1 17 4 1
P. mirabilis Sulbactam/CPZ 5 19 5
(29 strains) CpPZ 1 10 17 1
Sulbactam 21 8
P. vulgaris Sulbactam/CPZ 8 2 2
(12 strains) CpPz 3 6 1 1 1
Sulbactam 6 4 2
P. aeruginosa Sulbactam/CPZ 1 2 4 13 10 2
(32 strains) CPZ 11 10 9 1 1
Sulbactam 32

Distribution of susceptibility
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Jml OfERA 1V BRBAE L 72, T4 bb, P. vulgaris

12xfLCid, CPZ iz Sulbactam #fifH L 72 51RHh>
7 ) BRREIC 286 5 17z, Sulbactam 12X % P vul-
garis DEEHERTRO L — 713 50 ug/ml IZFDH SNz,

P. aeruginosa 32¥RDESE SO — 714, Sul-
bactam/CPZ =% i3 6.25ug/ml iz, CPZizxtL
Ti133.13ug/ml I238H 61, FFEOMRIZEZDH LN
hotz, B, P aeruginosa |34tk Sulbactam (2 ¢
L T100ug/ml LU L2 L7,

II. & BE At &

1. WENRAESUICHRLE

REFNS64E 4 A L 1) BRFISTAE 2 AoRIc, KBRMSLKF
E¥ERE 1 RN ABE L 72, PAZEMEATZ 110, Fitilass 1
7, MRS 15, AR 15, HERISMEEE ML
FENEE1 P, BmAENEE 215, &7l Sulbactam/
CPZ %#5-1 7z,

Table 2 (2, #&5*t%, #%MH, Sulbactam/CPZ
H5eEFRL,

Sulbactam/CPZ »#%5.43, w3 L 1 EE#200~
300ml O¥EEH B\ ITERERIZ AL, 11T 2R %
BLCHBSEL 7, %8, Sulbactam/CPZ #% 5 I
FL-> CTERRGEEML, BETHLZ & EiEDH%
{= Sulbactam/CPZ # #5172,

BRFREEK 7% & SR ROUWENEE LB 2 3

L THRRMR A HIE L, BREONEE ML L THls
BEhR % HIEL 72,

BIfEROEEORGET* BR9E LT, HHFHERKOBE
k& 412, Sulbactam/CPZ #%5-gijik A& Mil4,
B - B, RATRZ C OB L ITHe IR ) EHEL 72,

2. B

Sulbactam/CPZ ##%5 | 72 7Hloiti#esh® % Table
212, Sulbactam/CPZ % 5 §i #% i IR A2 LA %
Table 3 iz L 72,

BRARENR(L, R30I, ERh26), hEHEL D B
261THY, EEAOHBEL 7 260F, T L Sul-
bactam/CPZ %52 & N e REDIE K% 27z,

LT, 82 DfEflicoWT, SEBOMESCKT 5,

EGIN 794, B, PAZEMANA,

ARHPIER B # 220, PO LRI T, 37.8C
MNDFEBEIRL, IR U TH PRI NG JebE52 % 32
&7z, Piperacillin 1 H4g, 5 HRWCPZ 1H2g,
2 HEDIRE3 1L Bz, Sulbactam/CPZ
25 L7z, BRI, MEPL MR OUEIZR2H S
ny, el ARG, Blo#iTH
Lnrzhs, ERHCER L 2TERIOB L Z2 sniz,

fEF2  48%, B, KRS,

¥12 » HETL D, 20K VEIE, REHFFEL, I
BT, ATECZmEH ) BiEkzR % 227:, Sulba-

Table 2 Clinical results with Sulbactam/CPZ

Case Underlyin; Causative Clinical | Bacteriological Side
Age | Sex | Clinical diagnosis ] ying . Medication &
No. disease organism effect effect effect
1 79 M Obstructive Lung cancer ? 28X 2 Poor ? -
pneumonia 5.5 days
2 48 M | Lung abscess - ? 28X 2 Poor ?
2 days
3 78 M | Radiation Lung cancer ? 2g% 2 y / -
pneumonitis 7 days
4 70 M Pyothorax - Peplostreplococcus 1gx2 Good Eradicated
24 days
5 57 M Diabetic gangrene | Diabetes mellitus | S. faecalis 3gx2 Good Eradicated Elevation of
(Septicemia ?) Peptococcus 23 days GOT and GPT
P. aeruginosa 1.5gx2
4 days
6 2 M | Septicemia ? Acute monocytic ? 28X 2 / / -
leukemia 13 days
7 44 M | Septicemia ? Acute myelocytic ? 2gX 2 Good ? Liver damage
leukemia, 4 days
Diabetes mellitus 1gx2
3 days
— 1
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Table 3 Laboratory findings before and after administration of Sulbactam/CPZ
f, Serum

C N ool RBC( 4) | Hb(g/dl) | WBC SGOT | SGPT ALP BUN creatinine | Proteinuri
. X . . rotei

ase Jo. o or 10 & (LU.) | (L.U.) | (Kind-King) | (mg/dl) nuna

after (mg/dl)

1 B 369 11.2 11500 54 80 9.0 16 0.9 +
A 284 9.1 7800 66 100 9.7 18 0.9 -
2 B 373 11.7 10800 30 33 16.7 12 1.0 +
A 398 12.2 13600 53 47 14.0 11 0.9 +
3 B 397 11.4 4800 23 19 6.4 29 1.4 -
A 389 11.9 5600 20 21 7.6 31 1.4 -
4 B 321 10.5 8700 40 31 12.9 13 0.8 -
A 323 10.6 6400 33 25 8.1 17 0.7 -
5 B 308 9.5 12200 35 33 5.2 44 1.8 +
A 461 13.3 6100 94 138 7.9 17 1.0 -
6 B 347 10.7 400 41 72 3.9 18 0.6 -
A 330 10.4 34100 71 107 12.6 11 0.4 —
7 B 385 4000 131 155 24.6 16 0.6 +
A 307 54100 134 138 45.1 16 0.6 +

ctam/CPZ 1[612g%5, 1H 2EBNEE%4T-724% 1k
w32 > T EAEM%RL, WKE, SEEK LTS
DIzHESh & HIMTL, Sulbactam/CPZ 7ik5 % bt
L7z, Sulbactam/CPZ #t7% Lincomycin ¢ Oxa-
cillin DEEICEE L, ERNEEL 472,

B, B SBELhURAEL LB -7,

fEBI3 78F, B, WAL,

IRt L CRGHRG SRS, 38CHN R
2, MRV BIKT, WINENC REISHOHBF 27
72852 Sulbactam/CPZ ##%5 | 725%, AL, #
DB & 1) GRS & #BA L 72, PBEROH
EXRNRBTH Y, $hEDHED SBALT,

EBIA4 707, B, B,

#7 3:BMEIFTL ) 38C AN DMIES, I, 5 F IRz,
XETSM, RFP, INH icka3iidgtt 5 1 725
BT HEBE L TRz, BWASE* 2, Mkt
Peptostreptococcus % 5781 7=, Sulbactam/CPZ 1[
1g%i, 1H2EDHFSICED, 3 HBICIZWEHKIZIER
TEL, WELRZICHAL T1B%ICIES CEEK
m&% ", 24BENIS T, Mskep Peptostreptococcus
LiHk, RERGLIEFLL, BMEHEL7:,

RS 574, B, VERBIEEHOKE,

FIBOFEDHEIRFES ), ATRICEREBO:HET
BRI % 24T 7255, 38C AN DMIESASERE L, b
&N DESH B 57w & S. faecalis, Peptococcus, P.
aeruginosa % 5yHEL 72, BUMENAHEL % 2, Sulba-

ctam/CPZ 1[@3g %5 1H2ME7NE5%238R, &\
T, 1[1.5g%G, 1 B 2 @0#%5 % 4 BREWTZ W, 58
IZRBL, SWHRORKELIEE, & LICAEOBE
ROLNLHEMEAEL 2, B, KFIT
Sulbactam/CPZ #&5-% 1-#z GOT, GPT o 84
EHLNIHY, ML L EEBICEEL 72,

ER6 297, B, BUMAENLE,

BIEEERIE A MAROERED, WO 5T
CHNDFREE K72 L 5 127% 572, Oxacillin 10
4g B\ Ticarcillin 1 B 10g o SiEssElc L 2 #5
AT - 12, MABEEIEETH - 7205, BIEL
gt\v» Sulbactam/CPZ #4%5.7-, Sulbactam/CPZ
5T LN, KIRIZTRETCITHIET Loy, 154
B BUIBCHANDRIE 2B L 5127 - 1272, Sul-
bactam/CPZ ni%5 % ik L 72, RBNDFERHFEL T
BLTH DO THAMEEN0, HBHEL VBRI,
%3, Sulbactam/CPZ #55 GOT, GPT, Al-P,
EUNE AMED LR F DI HY, EAKMEERL, T
B IMFHI N5 L FE i L Tvr7200 T Sulbactam/CPZ
5 £ OBIRITEETH B,

ERT 447, B, BMENLE,

#12  BEIL D the, B L, SiEEEt
BUMR & B N T7z, #1:8RIET L D 38°CHNDM
SRBGH, MALEIETH - 72h%, BulsE 5k Ce-
fmetazole N5 % 177% - 72 H'#E#2-¥, Sulbactam/
CPZ n#k51= %% L 72, Sulbactam/CPZ $5-t41%,
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e, #95 B&IZIE, MRIISTCLITICIETL,
A HEL 72, ABiL Sulbactam/CPZ & 5874 D

GOT 131, GPT 155, Al-P 24.6, ¥t )Lt >2.1
mg/dl &, FEEERE 28D T 72%%, Sulbactam/
CPZ 5B R BB ) L 12 5.2mg/dl i, 4

BEHY.3mg/dl, #%591ERE13.0mg/d]l & ER %320,
Sulbactam/CPZ #1k1#%, BUHRZICE ) LE Al
KT L7272, IiEL )L AEn ERIT, AEERSIC
L HRBIREVEEZ LN,

Lk kdic, FEIRE L BELGH 5 LEZ LN
RREENER I, EFI5I125175 GOT, GPT ok
&, EFI7ICBTAMBERE Y LECDLERATHY,
DEFRREEDREIT TN EBEREH 2\, FAT
L TEL 2Mnid B RS 5 Lo L HrE nrz, %
B, Sulbactam/CPZ #%5-24¥ 5 GtbEEyOHEIVER X
ZEFICBWTE(@BO LN D72,

Ol. #3ELSUICER

Sulbactam (K [E Pfizer #tic > CTHRE I nz 4-
lactamase [EHI T, EHEOMBENEET H <=2 )
FT—+t% p-lactamase %5712, £7 7o 2K F—
+# B-lactamase % P FEEICTELL, ZOTREL/E
RRATHERTH B & 3N T 5, 20 B-lactamase fE
EERIC L - T, AYH% f-lactam RIUEWHICEA
THUL, B-lactam FHEWE N B-lactamase s & %
EEBE, ZOTENZET B L HTREE K BV,

ASEWRETL 72, BERR 8 2%+4 % Sulbactam/CPZ
OHEN A TY, K. pneumoniae, P. mirabilis, P.

vulgaris |23 L Ti3, Sulbactam/CPZ M 1145,
CPZ Bt N ¥ ¢, & <12 P. vulgaris |2 T3
TENRD I ) BRREICERD STz,

Sulbactam/CPZ % #5 L 72 76595 & 2 ) (£ 3
BLUERI6) 12, & LICBYYENTFALIITRARET, 7
HRIDIE R & 135 2 Ho 2 & hyib BG4 HIeE L 72
DT, HROHED» LN LZ, D262 BALS5
Bk 360, ZnErUnE, EREOMRK, 200 mnE
DEEEFRBEFL T2h, Z09 5 26023547 Sul-
bactam/CPZ GRDRED D btz REHEILE
LIR72REBNE 2 BIDA THh » 725%, & LIZBEREYZ 7%,
MBS L BRENIC RN L 72,

BRUEA L EWERIZERD S N h » 7295 26z
THEREND—BEDBE(bH D LN,

Pk 5ic4migS L 72 7602 513 5 Sulbactam/
CPZ D3R & LEMEICRET 2800, & cT ¢nr
LOEIIENGLVD, T3, BEENERKELL -
THEBI K F EHI-Z EHKRECBEELTB L0
EZ bbb,

(FRXOEEIL, 30 B AR EBERFELREICE
WTREKLR),

X 13

1) #HE & oy, R’ e, shARets  Sul-
bactam 7 %% g-lactamase N iE{LfER & ~= 3
) HEEEBIINT 5 MF0tE, Chemotherapy 32
(S-4) :11~19, 1984

2) Rersema J.A; W.U. Scueckey, A E. Giraro &
A.R. Encuisu: Beta-lactamase inhibitor CP-
45,899 (Sulbactam) mode of action against a
type Il beta-lactamase and synergy effect
with cephlosporins. Drugs Exptl. Clin. Res.
7(3):255~261, 1981
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BASIC AND CLINICAL STUDIES ON SULBACTAM/CEFOPERAZONE

Fumio Miki* Masakazu KoHNO and KENJI TAKAMATSU**
The First Department of Internal Medicine, Osaka City University Medical School
(* Present address: Department of Internal Medicine, Tane Hospital)

(**Present address: Department of Internal Medicine, Izumi City Hospital)

We investigated the bacteriological and clinical effects of a new formulation, Sulbactam/Cefoperazone, in
which cefoperazone was combined in a ratio of 1:1 with Sulbactam, a B-lactamase inhibitor developed by Pfizer
Inc., USA, and obtained the following results.

1. The peak values of MIC distributions of Sublactam/Cefoperazone against clinical isolates are 1.56 ug/ml
for S. aureus, 0.78 ~ 1.56 ug/ml for E. coli, 0.2 ug/ml for K. pneumoniae, 0.78 ug/ml for P. mirabilis, 0.39
ug/ml for P. vulgaris, and 6.25 ug/ml for P. aeruginosa, respectively. While no effects of the combination
of cefoperazone with sulbactam were obvious against S. aureus, E. coli and P. aeruginosa, the antibacterial
activities of Sulbactam/Cefoperazone against K. pneumoniae, P. mirabilis and P. vulgaris were superior to
those of cefoperazone alone, demonstrating the synergistic effects of the combination against these species.

2. Sulbactam/Cefoperazone was administered by drip infusion at 1 ~ 3g, twice daily for 2 to 27 days to a
total of 7 patients, 4 cases of respiratory tract infections, 2 cases of septicemia and 1 case of infected
diabetic gangrene. The clinical efficacy was effective in 3 cases, ineffective in 2 cases and 2 cases in inevalu-
able. Transient aggravation of liver functions were observed in 2 cases.



