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Cefoperazone 1.0g % SRS L, MFR TORBESEGHEBEYRE LUTOEEYE

o

1) MmFEBEX 90 4E 55.3+20.0pg/ml T, LA L 150 43fF 32.3%15.5 ug/ml TH-

o

2) EHEMIBE 6 BRI THRE Lico CPZ 5 120 4325 240 S SR LIIE Licas,
BASPBE X 2.4~142.1 pglg TFIH 37.7 pglg TH -1

3) BIZERIEAIEMBABE L CPZ £ 5 60 4355 180 4314 T 4.9~23.9 pglg, FEEMAMA
BEET 12.8~30.0 pglg, REPDEEBABEEIX 0.9~39.8 pg/g Th 1o

CPZ DIRBMBEBA~DOBTIIRIFT, LOBMNAENLAE - CREEBRRIEORERCER

EORWEATHS LEbI,

Cefoperazone (L F CPZ L B8 3) 2 &34 0
cephem R{FLEYHBE T P. aeruginosa it XY@t LTT
SChi-HE D% FRL, B-lactamase 1T 5t LT LEMM
WL, EmPBEREL, NPEEPLRVEVIHE
BEETHY, Be CPZ 3RHEBANT A TEDY,
WRBFHER T AL IRIEREARANBENRE S h,
GOBERLIRTVE), & Ebhbhix, CPZ
DRBUBEBRABRELXRE LD THRET 5,

I. = R

MEHLATRARBRECAR L, REFHL
TFLIBEYRS, CPZ oM XU REMEEAG
PRBERRE L1, 27T Lo T REMEBABNEE
RRE LIcH, PFILEH 22 4, LiE54, Ei2S

B D T8 B THH 59.7 B Thoteo BEEE6LDH
RIBEIELR, EB14, KBIE14 (Table 1), £
DI DRERMEIBRER B DO WERIL BIZIRIBKEE 8 4 (Table
2), BISIRE 34, WUES 14, BHL4EE] 4,
[aZEKIE 14 (Table 3), Rii/NE 54 (Table 4) TH
60
II. % *

CPZ 1.0g #AFAMWK 100 ml KHEMLFEN 1 ~ 4
FEEIANCHY 15 520 TEBR S Lic, HREMRORI
RMDOZDOB AT 24 B, HMEMO BEwi 48
REIUER 2G5 Lish o7 CPZ 531, X0

BRI L, xS Licfic —20°C ik
REFE Lico KPS ARKCTHREL, ABcEH
L —20°C T 1 2 AMEERE Lico InsEFHITI
LRI 2R L, BERRE Lico CPZ 0
BB E.coli NIH] ##REH & Lic bioassay 3T
E Lo MY, MEREXALE T, EHIEED
1/10M PBS (pH 7.0) THER LI OXAVTHEHL

Fig. 1 Serum level of CPZ after 1.0g
administration

100+ 4
&
b4
= .
.2
E °
: - 3
Q S0 L3 o
3 oo hdad
&) L[] °
L4 o
.
PY 0
° )
—((l —r 1 1
0 90 120 150
Time (min)



vOL. 34 NO. 6 CHEMOTHERAPY 531

Table 1 CPZ concentration in renal tissue

CPZ concentration
Case | Age | Time Renal tissue BUN .
No. Sex | (min) Serum = Creatinine Cer
(ﬂg/ml) 1ssue T/S‘
. (ug/g)
33
1 M 120 31.1 15.2 0.489 7 0.99 67.7
63
2 120 30.6 12 1.23 64.9
M
: 25
3 M 150 28.1 2.4 0.009 11 1.27 83.1
30
4 M 150 12.6 6.9 0.548 13- 0.96 69.2
58
5 M 150 40.2 28.8 0.716 14 1.07 74.9
58 142.1
24 .
6 M 0 73,944 15 1.33

* Tissue concentration/Serum concentration.
** Renal pelvis.

Table 2 CPZ concentration in prostatic tissue

CPZ concentration
Case A Time - Ce Pathologic
No. €€ | (min) | Serum Tissue T/S* r findings
(pg/ml) (ug/g)
1 78 60 71.3 23.9 0.34 34.7 M
r 4.9 0.11 G
2 68 120 46.7 1 98 0.21 43.7 G
r 8.8 0.19 MG
3 71 120 45.3 1 8.2 0.18 76.5 MG
r 9.8 0.23 MG
4 74 120 42.3 1 13.5 0.32 79.6 MG
r 6.5 0.18 G
5 75 120 36.2 m 7.6 0.21 60.3 G
1 8.9 0.25 G
2.1 r 6.0 0.22 MG
6 | 63 | 180 7. 1 84 | 031 MG
7 68 180 18.7 6.3 0.34 74.1 M
r 15.8 0.32 4.5 MG
8 7 180 4.2 1134 0.27 ' MG

* Tissue concentration / Serum concentration.

ko BAERRHIE R CRIEE, Mt ox ¥, AL (B 39.8+12.2 pg/ml, 150 4y{E 32.3+15.5 pg/ml &

110M PBS (pH 7.0) *fn% homogenate L7, FERFAICIE T LTV e,

3,000rpm =T 10 HREELSHE L, EERENECH CPZ DFMABAIREY 6 FEF 7 RETRE Lz (Ta-

L, ble 1) =@ 5 HAEG No. 6 OBFJIED 1 REAEZERL
1. g " to 6 BREEI OV THRE Lo CPZ #5120 43225 240

CPZ pmpFchi R 25 BT 90 Ha b 180 A SHRICHEBER LIS, £0&FREHEATH -7, 5
RUTE Uiz (Fig. 1), 90 4 55.3+20.0pg/ml, 120 FEFID creatinine clearance (XEFIRATH » 120
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Table 3 CPZ concentration in scrotal contents
CPZ concentration
Case Age Underlying disease Time S pom
No. Operation (min) erum issue T/S*
(pg/ml) (zg/g)

1 | 4 | R testicularca. 90 54.7 | testis 18.7 | 0.3
Orchiectomy

2 | 49 | R epididymalgranuloma | o0 | o) 3.0 | 0.30
Orchiectomy

Prostatic ca. . r 17.1 0.47

. t

31 % | Castration % %1 | testis 1 2.4 | 073

testis r 16.8 0.4

4 69 Prostatic ca. 120 8.3 1 20.0 0.52

Castration ’ eoididymis | 14.1 0.37

PIAYINNS 1 168 | 0.44

testis r 26.2 0.54

5 57 Prostatic ca. 150 83 1 26.2 0.54

Castration ’ epididvmis  © 28.0 0.58

PIEIGYMIS 332 | 0.69

Lt. hydrocele testis testis 12.8 0.30

6 6 .
5 Orchiectomy 120 4.0 epididymis 18.1 0.42

* Tissue concentration/ Serum concentration.

AP EE T 120 s 240 4T 2.4~142.1
pglg TY 37.7 pgle, MHNIBEMEHEE (AT
T/S EB&EF) 12 0.01~0.72 TYEH 0.44 TH -1
(Table 1), 150 4} fHix 12.5+14.3 g/g <, T/S i3
0.42+0.37 THotco fEF No.3 i 2.4pglg, FEH
No.4 12 6.9pg/g LIEMETH»1chs, WFhdAigige
B REY TRUBAOEEHTIRE TS - 1
FEB] No.6 (% 142.1 pglg LIEMETH -1, REED
TEGITHIRT & b FFEEEAMET LTU e,

CPZ DFiLIRIBAEAR PR % 8 FE6 15 Btk Rl
% LTz (Table 2), BB T icBbB LR BT ISRE A
(Open F47) %Tl 1At CPZ #5 60 446 180 4
BTHBIRI Lo 4.9~23.9 pglg TFH 10.1 pglg,
T/S 12 0.11~0.34 TF 0.25 Th 70 120 4MEIL
8.67+2.40 ug/g, 180 4»{Ei% 9.98+4.40 relg ThHo
o

WAL OMMIRE T2, 26 myoglandular hy-
perplasia TH»fepdl, ThEYEASYDHMFEICHE LT 3
DLl ThbbME (GHEME), GE (g
tHEECE), MG R (BRASE) 03B EL, fiy
BRALRBRPIREE & OBIE R M Lic, & D, EM%A
RN D RIERMBIOBRF N TES, BEL Wincoxon
RELIRA Lico THBERYZ 5 EMB (2 &) 15.1
rglg, GE (58:4k) 7.1pg/g, MG T (8#fk) 10.5

rele Thoteo MG LG EI H~EET WiLcoxon
DHET P<0.005 THEELYRDI,

CPZ DEWHEABPIIBEY 6 FEH O BETHE L
7z (Table 3), CPZ #5 90 475 120 A iciafkip
B Uins, 12.8~30.0pg/g TFH 21.6 puglg, T/S it
0.30~0.73 T¥ 0.46 TH» 7o fEH No.1 (35EH
FE%, B No.3, 4, 5 12T T 5 BR ArEm
THbo T/S TIXRIHA 0.34, %E% 0.44~0.73 (P
¥ 0.54) THoto,

CPZ DWR LEMMIBE Y 3 6] (GEB No. 4,5,
6) 5K THE Lic (Table 3), CPZ & 120 4pi:6
150 T DWEEIT 14.1~83.2 pglg TEIH 22.0 pglg,
T/S 1% 0.37~0.69 TE# 0.50 TH - t=o

CPZ o RM/NEEBBEY 550 5 Befh CHE Li
(Table 4), CPZ #5- 90 535 180 4344 DAL 0.9
~39.8 pglg TFH 19.1 pglg, T/S TiL 0.01~0,52 C
¥ 0.26 TH -t

IvV. # ®

CPZ 1.0g #5H OMBFBRES 90 428 180 4
TRTE L1cAs, 90 43E 55.3+20.0 pg/ml CLUELERE
E@iE LT\ (Fig.1), LMY CPZ1.0g 1RSS4
TEMHE T Id AR TRE 125.2+15.6 pg/ml <, 785
®Th 17.346.1 ug/ml LEBELHERL, £0 Tin
13160 3 THB LM|E LTV, bhbhOREHES,
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Table 4 CPZ concentration in urogenital organ

CPZ concentration
Case Age Time S o
No. Sex (min) erum 1ssue .
(#g/ml) (ug/g) RE
78
1 M 60 71.3 Bladder wall 22.3 0.31
67
2 M 180 56.2 Bladder wall 15.1 0.27
65
3 F 90 54.4 Caruncle 9.7 0.18
72
4 F 90 69.2 Caruncle 0.9 0.01
63
5 F 120 46.2 Caruncle 15.9 0.34
66
6 F 120 56.6 Caruncle 29.2 0.52
7 31? 180 Caruncle '39.8

* Tissue concentration/ Serum concentration.

RISEAORBICE L, 150 4> fE 3 32.3+15.5 pg/ml
Thoteo BEDLOE, CPZ MFBREILSRET OF
foTit, BERACHNTECEEYR L ERE
L. &HREOBERT X 5 EA OPRLEE AR LTV
5, bhbh L& EREHEMNL, WIhBFBFMRAOL
T, R TN TERERBE G O 73 BIEA A 75 < PR
Hexishot, Lh LILEPEREOKIT OBRCEET
XEER L Bbhils,

BT CPZ #¢5 120 £2 6 240 HEIERIRLIC
B, 2.4~142.1 pglg Ty 37.7pglg Thotc (Ta-
ble 1), #5190 CPZ 2.0 g one shot FHEESI T,
90 255 300 HEICBHEM AR LTE D, 90 S8,
BEMENB O 94.0+14,5 pg/g TH-1

RAH OBEGHBE TS0 2N L e, RN
O XBEEHIEETET & DBIE TR I h TV 521,
bhbhoBAGHEEEMBIEM No.3, No.4 T,
FHS B TEMRE T, ST OMEET 258D T
Who ERFFEEREEEE T3, AKX CPZ ORF
BIRRH LR B L eI TV B, EFI No. 6
BFBEETHATH Y, BERIEED 240 5L ERL
TwBiediz, BEAKEESGEITIL > D TRV
LEEFE IR,

BT igs 2 CPZ 5 60 Hm b 180 Hikic kX
L, 4.9~23.9 pglg TFHg 10.1pg/g THh- 1 (Table
Do 120 43fEi3 8.67+£2.40 pg/g T, 180 7fED 9.98%

4.40 pglg LBIFRAICBERZR LT, BHLY b
hbh &R CBRE ERRNLREERAT 2 T7e\ -, BIIZERE
o CPZ BEXAELTW5S, ¥— 7 HIMFERED
v¥—7 X hiBh, 60 HBEALR, TOfEIR 39.57+
5.97 pglg T, LMERRHAIET LTWcRELTY
60

P BESAEABRENECHE LT, BIAEC X
DERMETL B EVDBRTHATS, RS v A
A —F%Ty VLD HEBREFAEIFER L, CPZ
BEYNE, BLREKAOH B E B E N E <,
TUR X HirLA Open FMT X » THOAIEARKELE
Wi, MBERERENECRTHEEIIEL, HD
BECEWEYRT EBRTW3, bhbhil 2 flE
FETic Open FHixfTicwy, MBEEM LI, S#
TUR i© X AEAR L OHBELRALFETH 5o
A oB&EE I X 5 T, ME (2#44) 15.1
pgle, GE (5#fk) 7.1pg/lg, MG Z (8 #{) 10.5
pglg TH - tco BHHIGIREOREH TE TRV HIMG
LG EHNRTEEREWELYTR L, EHLY 3, 30
BT, MEXNGE X Y H#FFHCAECRVB
FERLICERE LTV, MERGE X hEECD
BrEiE LT, WA 11, MERMEOMME YTk
L3540 THY, Lichi- THEMBIS 28N LT
Kby, TOFKERELLTCGH I YMIM,FERTHZ Litis
D, BEUNERTHO TRV ERXT S,
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EEREEGNREZ 9 o256 120 4T 12.8~
30.0 ug/g TH b, ¥y 21.6 pglg, FER EAEBBER
120 736 150 4344 T 14.1~33.2 pg/g T, F#322.0
pglg THh -1z (Table 3), ScuaLkuiuser 5103 CPZ
2.0g one shot BEHOREENEEIX 7.0~28.9 xg/g
EHEL T3, bhubhiz CMX 1.0g 5% O
BHERSIUVER LAREBECOWTRE LERYHBE L
Fenii®, o THE RAERE O CRIFIEABTAED
bz, L LEENIECSEE R I\, CPZ &
EFNLILD » 1o

RENEEBABET 9 H52h 180 /T 0.9~
39.8pglg T, ¥y 19.1pglg TH-tc (Table 4),
REPDBEORBEIIRELES RESERTH Y, REE
EORIE LEBOFE, MEOHEMES X U HRBIE 3t
LR EIR TV, RiE/NBABBENE 25
U T D PR BR M AR MR PR BE & AE DER R Lic Dz,
COREDTD EBbh b,

CPZ DEERABEBERCH T 5 MICs OKRETIL, S.
aureus, S.pyogenes 35 X U* S. pneumoniae X FhFh
1.56, 0.78, <0.2pug/ml THhH, E.coli, Klebsiclla,
Enterobacter, Citrobacter, indole (—) Proteus, indole
(+) Proteus, P.aeruginosa 3s XU S. marcescens TiL
FhZh 1.56, 3.13, 3.13, 6.25, 1.56, 6.25, 12. 5,
50 pg/ml DT SNICRBERTR LTV 52,

it CPZ DEEIRIGH Dt AKiIcEys, 12,5 pg/ml Ll E
TRt DR DRIMHERE STV BB, Ui Uit
BROMEE XOREHE HERYIRThEREKE
DERMER, FELTHIELS 2 LBbh3, bhbh
DRBMESBEBABRENE OB T2, MEFERLIE
TELBRECKEIEL T 5,

PBEn X5k, CPZ1.0g ##IRNBEET2L, *o
FRHEERELE L T 5 REEBRBECK L, o
BROREYRETHLEX LIS,

FrxRiAdehich, EBBITE 2o ML KR S5 W
RBBARLEZHBCERK L T, TLHABAEGE
BT >4 V- RASHBETHECRHL =T,

KRNXDOEEX, 33 EARLCFERELEBECE
WTRERLK,

X 3

1) kM % : Cefoperazone. Jap. J. Antibiotics
35:1104~1126, 1982

2) EE F, BEIK:HSHAR €7 = AREY
B XZoHHAtwr-owT, Cefoperazone (CPZ),
BW L TR 71 1359~1363, 1983

3 FI B, ®WH B, FEAY, BEEX, B
RE, BASETF, WAL +— 50473

'y}

5)

6)

7)

8

9

10)

1D

12)

13)

14)

15)

16)

17)
18)

19

74—k X% UCEM Sodium 7-[D(—)-d-(4-
ethyl-2, 3-dioxo-1-piperazinecarboxamido)-d-
(4-hydroxy phenyl) acetamido]-3-[(1-methy]
-1 H-tetrazol-5yl) thiomethyl]-3-cephem-4-
carboxylate (1#C-Cefoperazone) ® 5 o b %5} ¢
< v ALK} B 5o Jap. J. Antibiotics 33 ;
1097~1103, 1980

EEME, fii (453 : Cefoperazone o jj i
BRERABTCET 2R, mEREWR 43: 413~
418, 1981

BEER, f (35K : Cefoperazone (CPZ)
DO RERAB TS EARERMAL Oz >
WT—, WIRICE 29 : 87~93, 1983

EHEZ, i : Cefoperazone (CPZ) o BT 32 B
HMRABITROWTo BREFEK 20 : 599~601,
1983

MWHE &, AW R, /4 B: Ceftizoxime
(CZX), Cefoperazone (CPZ), Cefotaxime ‘
(CTX) DR BRERRBTCET 28N, WFE
FOE 30 : 1135~1142, 1984

PHERA, & (3/R) : AKER LS Cefti-
zoxime (CZX) & Cefoperazone (CPZ) o jf
VIRERBITO LB, Chemotherapy 33: :
325~330, 1985 i
HHEH, fib: Cefoperazone (CPZ) kE#H# 51k
X 2R BRERABT € owT, WRIEE 31:
871~874, 1985

BREEEE, fib: Cefoperazone o I RERKER
TRBT 2 M, WIRIZE 31 : 1085~1091, 1985
SCHALKHAUSER, K. & D. ADAM : Konzentratio-
nen von Cefoperazon in verschiedenen Gewe-
ben des  Urogenitalsystems, Arzneim.
-Forsh. /[Drug Res. 31(II) : 1770~1772, 1981
RAFRET, HE B WX & FE & #A
IEX : Cefmenoxime W REMBEBFCETS
#5340 Chemotherapy 32 : 151~155, 1984
=ff #, fh : Cefmenoxime o B KN & &,
Chemotherapy 33 : 544~547, 1985

WS R AR, fh : AR O R BRCBET 3 HE,
Cross-Over Study X 5E={tftt7 = & #l
D8, Chemotherapy 32 : 164~173, 1984
NIR®L, Edb®, ME%KTE, AREx, A8
IEM : AT IRE R AR B ENE T RETFH
BIFOEEC DN T, WRIZE 31 : 1657~1660,
1985

SREAME, THIEZ, i &K : Cefmenoxime
D IR Bt BRAR AR PS8 B < BI 3 5 B3, Chemothe-
rapy 33 :1081~1085, 1985

BERE : KFREO REES, FEHEEKDREM
£2# 7B, pp.75~79, SFEMHIRIARSH, 1984
BREFER: 57 2 afHEREAH—FRE LS
D& UT—o {LERROHER 1: 518~524, 1985
SRPE: FRROAEY AT 5 HEFRA
o B-lactamase. Chemotherapy 33 : 528~536,
1985
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CONCENTRATION OF CEFOPERAZONE IN VARIOUS
TISSUES OF THE GENITOURINARY TRACT

Hipeo Kamapa and Takavyukr SHIMOMURA
Department of Urology, Kobe West Municipal Hospital

Suiceru HiMmer
Department of Internal Medicine, Kobe West Municipal Hospital

The concentration of cefoperazone (CPZ) in serum and various tissues of the genitourinary tract was
measured after the intravenous administration of 1 g of CPZ. The results were as follows.

1) The mean serum concentrations ranged from 55.3 gg/ml at 90 minutes to 32.3 ug/ml at 150
minutes following injection, decreasing gradually.

2) Renal tissues were obtained between 120 and 240 minutes after administration of CPZ in 6
cases. CPZ concentration ranged from 2.4 pg/g to 142.1 ug/ml (mean value 37.7 pg/g).

3) CPZ concentration in the tissue of prostatic adenomas ranged 4.9 ug/g to 23.9 pg/g, testes, from
12.8 pg/g to 30.0 pglg, urethral caruncles, from 0.9 pg/g to 39.8 pg/g.

The high CPZ concentrations found in the serum and genitourinary tract tissues lead us to expect
successful therapy when CPZ is used to treat bacterial infections with sensitive pathogens in the
urogenital tract.



