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RTSTR AR AT T BOM b sRAUSTARIMBR 7 % Mi7T L 7% 11 SNiC, #78Y Cefoperazone 1.0g 4
X U¢ Sulbactam 1.0g #¥MEL, ZREAFO IMNIMERND BTEICOV-TRNY TV, UTFD
HRLB,

1. PISZERAMPIREE L, 5% 15 2B TR M, Cefoperazone 36.7+9.5 pg/g, Sulbactam
27+16.2 uglg Thotco TMADMEFRE, 63.6124.9pg/g THH, HmWREKIZ 0.39+0,17
THoTo

2. RISIIRMMEPAIC 35115 Cefoperazone %t Sulbactam jtii 1.61+0.43~5.36+3.19 TH b,
EAFOBRAYRIRIhTVS L EL Hhi,

3. MERZHEOBMFENS, EEEN S.pyogenes, S.aureus, S.epidermidis, E.coli, P.
vulgaris, M.morganii, P.mirabilis, Acinetobacter TH»% RN IBECHLT, ARAML
T ISR TED, ¥, B5RLTIRThiX, P.aeruginosa, Klebsiella =31 Th,

TOHRIMRTE S,

WRBBERC I\ THAT 5 M D S\ B4R 2R
Rz, [UERTZIRER L R Y ERicERgE R T &N
S, EAEFNOBRIRCERTHLEABV ThbH
SRR S RFRIROBBME LT, HiHLEbE
RSP~ DILERER © BT 0 BENKETD
5o HETRBCHE 4 DLEMERICOWT, 08
RBTEYRN LBRE YTk, T3,

SHEIX, HEENK OV E2L LTHE 2hi: Sul-
bactam (Penicillanic acid sulfone) BEic iR X h T
\»% Cefoperazone o 1:1 OFEAFIC2WT, Rz
ERMABTLRH Lo TRET 5,
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Cefoperazone (LLF CPZ : k) 1.0g XU Sul-
bactam (LIF SBT :#§3) 1.0g OEAMLERAK
A& 20ml iIZ %ML one shot THIELT, IRMKLK
I ERE LSS 15 4, 30 4, 60 PR IT104EL
o WM, X% AEICEODRENHER
RAe B3 L L i, E0EHb#H 1g DRENE
A7 ey 7 RERL, AbK —20°C KIERFLE
T, EFBE N X NSRRI HBR: iRl
L, Eehic sk, —20°C csRFLE, th
HIZDWT, TIRERARE S X U hlhREY E
L. WEMO EABEY RNL, 3 b BRAEKD
MIC r3iicze, FEAMO WikEcHTHRE
CZOWTHERT 50

II. ®&EMESE

AR AROMEMEL Bioassay % X T GC-MS (628
chromatography-mass spectrometric method) i X Ui
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Kot MRS Y LRML Ty, MmO ¥
3. WUBENES RO 0.1M ) vRigE (pH
1.0) kmx Rk EL T XL7=#%, 8,000rpm T 15 4M)
AR X0 LM ABCHEL o

Bioassay : SBT 122\ T ¥, B-lactamase g4 CPZ
KD E.coli 603 ¥MEML L, X< CPZ %
150 pgfml ORMMBMEEL LD XM T, HBEICT
fifoto CPZ IOV THX M.lutens ATCC 9341 %
gHE LA AV, inds, MR mNS XU
0.1M V vRENE (PHT.0) ¥AWTIEBL Y,

GC-MS : 120 B0 MISTM#EMRBD SBT O WEENE
Rk, BMEEY X— 0 By ARRRGHR
(6-bromopenicillanic acid) ¥ FHEML LB LHETS
L, ==FA%RY T, KELMET ChHlM=
FAREOBHL, ©7 V22 /R —F A BEYA
WC=AF MEEREX T oo T I, EXRAET
CRRYEEL, REX VYV EMLT, WR2

re b #27 —BHEEL, i ML B S
SBT @Bk W L7, (HAMM: Hitachi M-80GC-
MS 1= M-008 Pata System LU MEBL 10

GC ##:i3, Column:8 % Silicon OV-17 on Gas
Chrom Q(80~100 mesh), glass column(8 mmi.d,1m
length), Carrier gas: herium gas 30 mi/min.,, Tem-
perature : column oven 800°, injection port230°,
separator oven 220°, CI-MS &{: %, Ion sourse
temp. : 140°, Ionizing voltage : 70eV, Accelerated
voltage : 3kV, Electron multiplier : 1,8-2kV, Fila-
ment emission current : 100 #uA, Scan speed : 8sec,
Reagent gas : Isobutane, Ionizing chamber pressure :
2x10 mmHg, Ion monitored : Sulbactam m/e 280, Re-
tention time : Sulbactam 2.7 min. C3% 5%,

IV. & %
CPZ 1.0g 3 XU SBT 1.0g DEAH ZBIER, 15

Table 1 Summary of cases

Serum levels (ug/ml) Prostatic tissue levels (ug/g)
No. Time — — cpz SBT
(min.) Rt lobe | Lt lobe | Rt lobe | L.t lobe

1 15 115.3 71.8 2.4 24.4 12.8 11.8
2 15 110.8 58.5 4.4 32.8 27.6 22.8
3 15 98.0 49.7 50.4 41.6 60.4 26.8
4 30 79.8 27.7 15.6 29.2 1.9 3.3
5 30 52.1 15.2 18.6 12.1 6.6 7.0
6 60 12.9 5.6 20.8 24.0 3.9 3.5
7 60 37.7 23.5 8.1 6.1 2.1 1.2
8 60 64.6 28.3 18.0 17.6 64 | 5.9
9 120 26.8 9.7 13.3 15.7 2.0 3.7
10 120 45.1 19.0 15.0 15.5 6.8 4.4
1 120 41.7 16.1 7.9 1.5 3.2 4.5

* CPZ :Cefoperazone, ** SBT : Sulbactam.

Table 2 Prostatic tissue and serum levels of cefoperazone and sulbactam

after intravenous injection each of 1.0g

Time | No. of Serum levels (zg/ml) Prostatic tissue (ug/g) CPZ/SBT ratio

(min.) | cases |  Cpz SBT** cpz* SBT** Serum Prostate

15 3 110.4+8.9 59.7+8.7 36.7+9.5 27%+16.2 1.9+0.19 1.61+0.43
(n=3) (n=3) (n=6) (n=6) (n=3) (n=6)

30 2 66+13.9 21.5+6.3 18.9+6.4 4.7+2.2 3.240.3 5.36+3.19
(n=2) (n=2) (n=4) (n=4) (n=2) (n=4)

60 3 38.4+2.1 19.1+£9.8 15.81+6.5 3.8%1.9 2.1+£0.3 4.5+1.43
(n=3) (n=3) (n=6) (n=6) (n=3) (n=6)

120 3 38.1+8.1 14.94+3.9 13.2+2.8 4.1+1.47 2.6+0.16 3.6+1.53
' (n=3) (n=3) (n=6) (n=6) (n=3) (n=6)

* CPZ : Cefopérazone, ** SBT : Sulbactam.
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Fig.1 Prostatic tissue and serum levels of cefo-
perazone and sulbactam after intravenous
injection each of 1.0g
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Fig.2 Cefoperazone/Sulbactam ratio in serum
and prostatic tissue
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Fig. 8 Prostatic tissue and serum levels of cefo.
perazone plus sulbactam sfter intravenoys
injection esch of 1.0g
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NEEIM, 30 B2, 60 AP INs LT 120 HK3
MO 11 PTo\T, Mk W RERAD CPZ
$ XV SBT OMEYMEL Iz, K& Table 1 E—%
EBIRL o

AR milhis X CMIRERARED TS LT
S {§X% Table 2 3 XT¢ Fig.1 KRL%, PR
B, #5th 15 ¢ CPZ it 11048.9 pg/ml, SBT
i2 60+9.1pg/ml TS W\ Y KL, LRSACHK
AL, 120 4 Tix CPZ i3 38.1+8.1g/ml, SBT it
14.943.9 ug/ml Th o720 WIZMERARE L hNH
LAM 15 PR CREMLRLEDY, Eoffiz CPZ
39.7+9.5 pg/g, SBT 27116.2uglg Th oo LHH
WARLICH, 120 AR TH4 13.212.8pgg, $IV
4.111.49 pg/g DREXR > TV,

ARO £4PTO RELO EB%, Table 2 KIT

Table 3 Prostatic tissue and serum levels of cefoperazone plus sulbactam
after intrdvenous injection each of 1.0g

Time No. of .
(min) | cases Serum levels (ug/ml) | Prostatic tissue (ug/g) | Prostate/serum ratio
15 3 170.4+16.6 63.61+24.9 0.3910.17
(n=3) (n=6) (n=3)
30 2 87.4120.1 23.615.9 0.2810.05
(n=2) (n=4) (n=2)
60 3 57.5130.5 19.617.8 0.6110.57
(n=38) (n=6) (n=3)
120 3 52.8+11.9 17.313.5 0.3610.12
(n=3) (n=6) (n=3)
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Fig.2 iRLko MR TIRAR L b RE—RT, CPZ/
SBT it 1.9£0.19~8.2£0.3 TH o7z, RIIZBEMR
ATk, MNHDTh BEASCLEE R, £OMiz
16140, 45~5.3613.19 TH o120

CPZ %17 SBT ORBERME LT, XRAHD AR
LN Lo #R% Table8 % X UF Fig.8 IWiRL R,
15 HBC 63.6+24.9 pglg & WML RL, 120 T
4 17.34glg ORBELHR > T\ 7o Prostate/Serum
15 4 0.39£0,17, 30 £ T 0.28+0.05, 60 % ¢
0.61+£0.57, 120 4TI 0.36£0.12 TH o,

V. % %®

SBT % 1977 SEkE Pfizer 3t Groton shRFFE T
MR Xhi: f-lactamase inhibitor ¢, Eh B IS
HPROBEYRVCTHEHRRL, MBRCRANALL
ToRARR VD, AMOMELEETE =)
#—+¥% B-lactamase ¥, ¥l 7 yr AKY F—
48 pactamase % rh SEIC AWM FELT S &
ThTW3Y% Lo T, CPZ &t SBT ORAHII,
CPZ ODRECHBHR=Y F—+¥X B-lactamase IR
PRVALE, BERHCEOHELME IS KA T
33, RA K, KEANL BN RBERIEER
L, xOBRBHRLERLEYRNL, FHAKCOWTH
N T3,

AT, MR s kMoF AoV T
RABRKELIREC RN Lo AFOMIBEBTICOW
TR, $ERRHN L Tbicd o7, Stany® £ Win-
moan? D&MHHbThiL, FORBTRMECER
WIS ThD, L L, SHEMEENIBEOBAIIE

IR IR A S S D BRI b, MO S
WOSZRR /N b B NRRGC WY SR BRI BB LT\ B & i
ErMS, EOSHREROMIZES LOOMBIT LA
ETHLHAESKDY, LidiaoT, MIZBEDOMRLS
TAZMERANTORFAOMBEHB LMD = L2, £D
BROBWELTHATHLLELLNS,

T, ¥EOMNERTH A, WHOMMNPRE
FRYVYROYAITORPMELERPLE VL 5T H
50 MZMERAME L CPZ OBTi2, HEKD—AT
B5EAYOWRBITHNRENE D THBH, EOKBEIC
DULTIERM RNIRT R X Ied o oo Ml XU
MERAENRPITO AR MBRIC 25175 TR O MBS Y N L
T2 M d CPZ/SBT Huix, i2iF—ED 1.9+0.19~
8.210.3 Th oo RUSZARAM P D W BE S X 1.61
+0.45~5.861£0.19 L HATH -1co KEAFD
PHRMRIL, FEY VY HOY AD invitro CORBREER
1245 & CPZ/SBT At 0.25~4 OMCRIF—FELI
BAHRLRBOIBE L XY, WZMEMRAKRTLEES
FottRHRIB|I- T VB LEL BN,

AFRORKGRY HHT 5 BYHT, WHAORMERML L
Tommbie XU ZREMAIME Y RN LI (Fig.
3o MMBREBABTIZ, &% 15 HCRKE 63.6
+24.9 pglg ®RL, 120 HC% 17.3+3.5 pg/g DRE
2HFEL T3 b, Prostate/Serum K3 0.28+0. 05~
0.61+0.57 CH-7o

B SRR RT3 AR AFO MIC i3, FFl% 1:
1 CEALBREZAAORME LTRLICHEY Y RO Y
ATORMLEA LI, Fig.4 RAAORMELTOE
RBBE XOER/KICRT5 9% MIC 2iRLi, Th

Fig. 4 Prostatic tissue levels of cefoperazone plus sulbactam and 90% MIC

of clinical isolates

170}
0
)
1)
.

—
8]‘

—1ir

R |

Concentration (ug/m! or g)
2

o-===-0 Serum
o——o Prostate

90%MIC

P.aeruginosa
Klebsiella

M.morganii
P.vulgaris
S.epidermidis
S.aureus

Acinetobacter
P.mirabilis

E.coli
S.pyogenes

12.5
.25

Time (min.)



552 CHEMOTHERAPY

JUNE 1983

iz kd &, S pyogenes, E.coli, P.mirabilis, Acineto-
bacter ® 90% L) At 6.25 ug/ml (MM 10° cells/
ml) LIFC, S. aureus, S.epidermidis, P.vulgaris, M.
morganii ® 90% L kA% 12,5 pg/ml JITFCRAWEL
NBo LidioT, ThHDOMMNELENTSSMNEMN
UMK LTI, KEAHO 1 ERsE, 2 TH
MORARISHED L B2 Hh5, ¥, P aerugino-
sa, Klebsiella © 90% L\ E» 25 ug/ml (MME 10°
cells/ml) CRWHELShSZ LX), ZRAKO KSR
DTRIC XD REHRELABLhL LBLDhS,

(TR AE LI RRER OB 3 X K IREDEIX
I PERE S -t 11 Yk S o Yok X-R-RE 4
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STUDY ON PROSTATIC TISSUE LEVELS OF CEFOPERAZONE
-SULBACTAM COMBINATION

Nosuyuk: Akazawa, Masataxa Furuxawa, Tomom: Mizuno
Masaakr Oximune, Kazutoyo Miyara, Hiomi Kumon
and Hiroyuk: Oumori
Department of Urology (Director : Prof. H.OHMORI), School of
Medicine, Okayama University, Okayama, Japan

KaTtsuicur Nansa
Department of Urology (Chief : K. NANBA), Okayama
Municipal Hospital, Okayama, Japan

Two grams of cefoperazone-sulbactam combination (1:1) were given intravenously to a total of
11 patients prior to suprapubic prostatectomy for benign prostatic hypertrophy.

Prostatic tissue levels attained the peak of 63.6+24.9 ug/g (cefoperazone 36.7+9.5 pgle, sulbactam
27+16.2 pg/g), 15 minutes after administration, with the P/S ratio of 0.39+0.17.

The concentration ratio of cefoperazone/sulbactam in prostatic tissue was between 1.61+0. 47 and
5.39+3.19, Thus the combination effects seems to be maintained in the tissue.

Judging from the favorable transfer into the prostatic tissue and MICs against clinically isolated
S. pyogenes, S.aureus, S.epidermidis, E.coli, P.vulgaris, M.morganii, P.mirabilis, Acinetobacter,
cefoperazone-sulbactam combination (1 : 1) seems to be clinically useful for the treatment of prostatic

infections.



