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#i cephalosporin %Lt %D cefoperazone (CPZ, T-
1551) ¥¥, X % ZB% X h 7 piperacillin ® moiety T &
%2, 3-dioxo-piperazine % cephalosporin iz # A L 7= % @
T,/ 7 ABHE, /S ARKEBEOVWTFhER LT E,
REARZ bR dL, 2P, aeruginosa, Enterobac-
ter sp. REWHRVWHENRZBELTWSEXh, 7B
lactamase i 4 MMM HE VL Ih TV B,

SH, XFEERATBEND DT, HEW, B
KOBRHETEY, TOBERBET 2,

&R

D HEH

HBE RFEO RE ERIE BE» O 28 LT Bk
5 CPZ OHEHHWE Ui, WE R LB
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hUA OBEIovwTi2, CEZ, CER DHEH*HE L
o
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SERED © & 27

2) BRI X OBk

CPZ DRIk L UBEM 2 RE T 5 7odic, KEIHHE
BERAES VT4 7ROKD281C1g IV 2g 1
E#ERS L, miFdhs XORPEES PIE Ui,

MmEPREE, ®5H, 5% 1R, 28R, 38%F
f, 4Rl KU 6 REficEM A fT7cy, RPBERR
Lo, #5% 25, 4FHER X0 6 BB R L,
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Table 1 Sensitivity distribution of clinically isolz_lted P. geruginosa
Inoculum MIC (gg/ml)
Antibiotics size : “8 Total
(cells/ml) | <0.2 0.39 0.78 1.56 3.13 6.25 125 25 50 100 >100
CPZ 10° 1 4 4 9 1 6 25
10° 10 5 3 2 1 25
CBPC 10° 6 5 14 25
10¢ 2 6 6 11 25
GM 108 1 1 5 6 1 5 2 25
10° 1 1 2 3 3 1 3 25
Table 2 Sensitivity distribution of clinically isolated E. coli
Inoculum MIC (pg/ml)
Antibiotics size Total
(cells/ml) | <0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
CPZ 108 8 7 3 1 ) 6 25
10° 15 4 2 1 1 1 1 25
CEZ 108 4 11 1 5 2 2 25
NP 10° 5 12 3 1 4 25
CER 108 16 2 2 5 25
108 3 14 3 1 2 2 25
Table 3 Sensitivity distribution of clinically isolated K. pneumoniae
Inoculum MIC (pg/ml)
Antibiotics size - Total
(cells/ml) | <0.2 0.39 0.78 1.56 3.13 6.25 12.56 25 50 100 >100
CPZ 108 6 2 3 2 2 1 9 25
10° 6 7 1 3 2 2 3 1 %
CEZ 10° 7 5 3 2 2 6 2%
10° 6 9 4 1 4 1 25
CER 10® 2 7 8 2 6 25
10° 12 6 2 1 1 3 25

8% LH~7e, MM Tz RBC, Ht, Hb, WBC 3 X U'H
mERDE %, FF- BEgERE G mE GOT, GPT,
ALP, mE 7 v 7%=, BUN, ¥y ¥ v IVMmE
BRBY LT

4) HBHEER  UT] ERFHEERE B 2 00 i
#1L7,

. Z@ayist ik

1) #HEH

P. aeruginosa 258k 835 HE /i3 Table 1, Fig. 1 €
R X 5, 10%/mliERE ik CPZ 1% 3.13~50 ug/ml i
UV LTER Y, BB — 2713 25pg/ml L~

#=o CBPC,50~100 pg/ml iz 44%, GM % 0.39~12.5
pg/ml 256%m53 A LT\ e, 109/mi g8 Ci% CPZ i
3.13~25 pg/ml 88% A5 L 6.25 pg/ml 'd-%:4: 33
— 7 #5% 7=, CBPC i3, 25~100 ug/ml k56%, GM 1%
0.39~25 ug/ml {284 H A LT\ ke GM 100 zg/ml
BEOREEZ 3 HkH D, TOKD CPZ Bk 100
pg/ml A2 8k, 6.25pg/ml 23 1 ERTH o T ,
E. coli 25¥Rkc S35 B /g Table 2, Fig. 2 KRT
L5, 10%/ml B¥ERE Tk CPZ i3 <0.2~12.6pg/ml
12 76% 13534 LC\ oo CEZ 4% 3.13~12.5 pg/ml 1264
%, CER {3 6.25~12. 5pug/ml ©72%035 4 LTV i
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Fig.1 Sensitivity distribution of clinically isolated P. aeruginosa
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Table 4 - Sensitivity distribution of clinically isolated S. marcescens
Inoculum MIC (ug/ml)
Antibiotics size - - Total
(cells/ml) | 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >>100
CPZ 108 1 1 1 2 20 25
10° 2 2 1 20 25
CEZ 108 25 25
10° 25 25
CER 10° 25 25
10° 25 25

Fig. 4 Sensitivity distribution of clinically isclated S. marcescens
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10°/ml BEWME <13 CPZ i3 <0.2~25 pg/ml 1296% 7
ML, FORZHC— 212 0.2pug/ml ATFIZH - 20
CEZ 11 1.56~25 pg/ml 1=, CER {1 1.56~50 pg/ml =
BRI LT,

K. pneumoniae 258Kz 53 5 HEE 1% Table 3, Fig. 3
iRkt X 5i1c, CPZ 11 105/ml EWE:fE < <0.2~6.25
pg/ml 284 M L, 50 pug/ml ¥ Tz 100% 5 24 L
THbh, BB —2120.39pg/ml &h -7, CEZ %
LU CER iR T X W EEHTH - 1o

S. marcescens 258K 1IR3 A LB ik Table 4, Fig. 4
F L 51k, CPZ i 10%/ml [E¥EE:ME <5 KM 1.56~
12.5 pg/mLic 234 LC\ufedd, CEZ 3 X U° CER 13258k

& b 100 pg/ml LA E D% 7R Ui,
2) WIS L OBt
B A MEFRC/ER LA CPZ 1 g #5%0M

BRI 2 GIFEC 1IERIE 109.7 pg/ml TH D, 6
MEfCik 5.9pg/ml TH otz 2g BETIE, 26F

Bo 1 FEE154. 2pg/ml TH b,
T& - #=(Table 5, Fig. 5),
BERAER T, 1g 85O 1FRER 2 517524.5
pg/mlc, 6WRHfEI1.4pg/mlTHote, 28 BET
ThZh 34.7pg/ml, 2.7 pg/ml TH -7,
MEFBEOXEINL 1 g s X0 2 g B5T, mFEH
ReFhFhl 216, 1.358fTH b, BRERFR

6 B3 11. Tpg/ml
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Table 5 Serum concentration of CPZ

1g iv

Casd hr. | 1 | 2 | 3 | 4 | ¢ [AANE

[Serum| 140.3) 46.0 [ 25.0 | 17.8 | 6.6 1.20
‘Buffer| 31.5/10.5| 5.7| 40| 1.5 1.21

A

Serum| 79.0( 47.0 | 22.8 | 11.5 | 5.1 1.23
|Buffer} 17.5/10.7 | 5.1 | 2.6 | 1.2 | 1.25

- |Serum| 109.7| 46.5 | 23.9 | 14.7 | 5.9 1.21
Buffer| 24.5/10.6 | 5.4 3.3 | 1.4 1.25

sp/oeruml 30.7 05| 11| 32| os
Buffer 7.0/ 0.1 0.3| 0.7/ 0.1

(pg/ml)

2g iv

Case| hr. 1 2 3 4 6 Ha(l}fl r{i)fe

C Serum| 155.0| 71.0 | 43.5 | 12.0| 8.3 1.13
Buffer| 34.7/16.60 | 9.8| 3.8 | 1.9 1.18

D Serum| 153. 3 82.5 | 47.5 | 37.0 | 15.0 1.54
Buffer] 34.7/18.5]10.9| 83| 3.4 1.54

z |Serum| 154.2( 76.8 | 45.5 | 24.5 | 11.7 1.35
Buffer| 34.7/17.3 [10.4 | 6.1 | 2.7 1.38

S_E;Serum 0.9] 57| 2.0|12.5] 3.4
|Buffer| 0 1.31.06| 2.3 0.8

(pg/ml)

TRERZIL 25850, 1. 38R CH - T

Redkitiz1g, 2g #5410~ 2BRC 2 500
~4,650 pg/ml L ERED L DM Xt (Fig. 6)
RAERR RS 6 B % cic, 1g 5 TI1227~34
% 28 BYETI128~31% & FH530%» R BN S h
Tt Bebth 2 BREE TR TR b OKESHEIRN X hT
Wic,

V. B K K #&

FRDOEE 1T I o 1212 Plic-o\ > Tig Table 6 %
Ebte, UTIREFHMERE (% 24) ¥ UClBRmE
BHE L EMLIOAT, BH 2003, AFCIERS
¥eD Candide DRI S hio Bl &, HBEEBHEE R
RIRWBITH Y, BHRHUTL VB L

MBI S0 8 BB D, Eh2 B, A5 Bl
WHIOCH Y, BHRIST.5%Th o1, BIEMM
RERSL200C, A1), &2 1 ACHDRIZHY
ThHoteo LichioTREDEYRIZZES 20, A% 6
B, 4&% 2 Bi-ce0% & 7% (Table 7),
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Fig. 5 Serum concentration of CPZ (iv)
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Table 9 Overall clinical efficacy of CPZ in complicated UTI

1~2g x2/day, 5 days treatment

Pyuria Efficacy on
Bacterior’s Cleared | Decreased | Unchanged bacteriuria
Eliminated 2 1//5/ 8 (80.0%)
Suppressed /
Replaced %
Unchanged % 2. 2 (20.0)
Efficac
pyuria . |2(0.0%)] 100.0) | 7(70.0) [ Case potal
Excellent 2(20.0%)
- Overall effectiveness rate
Good — 6(60.0) 8/10 (80.0%)
L@ Poor 2(20.0)

AT =7 VBEEMNIIBF 4GB D, D 5% 34
TE B LOBFER Lz,

V. UTI EMHERECLZIRROT LD

MBI R R REGE D UTI 3Ehapiiize® (58 2 1K)
IR > TE DR S ¥ L (Table 8),

HMBHAEGIL 40 (40%) TH Y, REBFRII50%
Thoto TDOBL2FNLHF—F VREABRTDHY, =
DR BT HHEHERIIS0% TH - 7hs, 3RO LIRS
RRYUE S 1 Bl R Ch - Foo

FRAERYIEINL 6 6] (60%) ThHDH, FOREH
RIT100% THotco TDIH2BNLEFHD AT —F
HMEBTH T

Zh b 10 BIhOMBERIC T 5 %08, Ak 80%
(84, WA 0%, HWfR0%, AE20%(260)c, B
R 2B IET120% (2 61), 23%10% (141),
AET0% (761 TH- iz (Table 9),

MR RO HE L Table 10 © &k & ¢, 57
SEERIID D, FD 5 b12Kk2 7 5 AREEETH
ot BEHIHEREOMNARIZE9. 5% Q9tkh17H) <
B o tco TEBIEM D 1o\ D3 P. aeruginosa 4 Bivh 3 #k, E.
cloacae 2B 2D VL Licz Ll KK HEAYFED
LTWw3EE2bh5,

¥, 75 MWD S. faccalis i3 AR T 5 8%
P2V E QIR BT ey, 5 RE 5 BN L 2,

BEBRHBIFRIL S. marcescens 1 ¥k, S. epidermidis 1
ch oo

vi. 8l % H
R, RBlcL0H - WEMEERZ 16BD R

Table 10 Bacteriological response to CPZ
in complicated UTI

No. of | Eradicated

Isolates strains (%) Persisted
E. coli 2 1( 50%) 1
K. prneumoniae 1 1( 100%)
E. cloacae 2 2( 100%)
P. mirabilis 1 1( 100%)
P. aeruginosa 4 3( 75%) 1
S. epidermidis 2 2( 100%)
S. faecalis 5 5( 100%
Corynebacterium sp. 2 2(100%)

Total 19 ’ 17(89. 5%) 2
eho i,

BARBRABEANDFET12611c VT L HN7eAs, GOT,
GPTD LRGN 2 BlicH bhtc, ThbituvFhd i
ERLED DV AFICI B D EREL bR o, Th
DA mBET R, B - Biies X OBRE AR X
5 EBbRh s REIED bhich -t (Fig. 7).

VI. % =

CPZizHF - BADBITA X  Reh~ Dk 1230% B4
LSh, BOVEHPBATS LvbhTns, Eic
M EEOFEINL 1.4 ~ 2R & ShTw52, b
RO EBHRH 57— 2 L F2hb & L —H LT
%o TihbblFEFRIC X 2B EEL, 1gB5C
13 1 B#iC 109.7 pg/ml, 6 KefC 5.9 pug/ml ¢ b,
2 g HH-TERFh 154.2 pug/ml, 11.7 pg/ml CEFHH
R hL 210, 1. 3BBEHICH - 7o RAPEIREK 3



VOL. 28 S—6 CHEMOTHERAPY 689
Fig.7 Laboratory findings
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HEHBIL T2, P. aeruginosa, Enterobacter sp.,
indole (1) Proteus, S. marcescens #¢ & ief LC D ceph-
alosporin RFLAER X R HABE N2 H B & Sh T3,
bhbh ORI 31 5 1978~19794 DS R S BRI #E T
%% P. aeruginosa, S. marcescens, E. coli, K.pneumoniae
# BB+ 5 MIC %, P. aeruginosa 2o\ T,
CBPC,GM %4, E. coli, S. marcescens, K. pneumoniae
R LTk CEZ, CER %4% TR L,

P. aeruginosa izt LT3 GM RELTHEIN®L, o
WTCPZ, CBPC DIETH - %o Lis Lighih GM it
BOFI —#f CPZ BFHMAD 7o & &3k BicfE
T35,

¥7 E. coli, K. pneumoniae, S. marcescens =Xt LT

2

o

X CPZ 21 CEZ, CER X h B> Tloke ZHIZZHELD
DEEE b 2leh I —H LT3, P. aeruginosa, S,
marcescens, K. pneumoniae, E. coli (3R BRI ABEEE
DODRPL/BWRE LTEVERYRLTN 5 L12F
HMOBEETH B, 105/ml BT K. pneumonice D84
%6%°6.25 pg/ml ATz, E. coli 196% 5% 25 pg/ml LIF
AL, P.aeruginosa T 8897 25 pg/ml LU 1z 4y
LT ERERRMET S LBbh5, ThickL
T, S. marcescens Ti320% D Zps 12. Spg/ml ST TH
21T EREHEEL DI ik X BT S, marces-
cens WA LTUL CPZ 23 iz KRR TIdlesn b L&
2bhn, L LishLEREAIIC ST, P. aeruginosa
4 BRI 3BK, S. faecalis 5 #keh 5 BEAIIS & Lic e & (&N
FORBO—RERLTWS EEX bhi-,
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BEERGRIOWTIE, 7 — T AEBEAYSTEBH
B RBERPGECH LT, EFBDDI L3053
DD DEHRERL, NOBLAREIFAIRD L
R o to o LITARID 2 OB S IR MR E 1
HLTEYSTHD, BARNBVCC LERLTWSER
bhb, Tihbb UTI EH5HEE%E (2R A& T
H10FEGIR, BRI % 8 et LTER 261, B%5
#, &% 1A cEHRL.5%, BEBERFLTIL2HH
B4 14, &% 1 FICHERR0Y, EETIIEL2H,
% 6 B, &%) 2 BITROYDEHETH - o

1)

2)

3)

4)

. X -

F2TE A RILERBERELSHBER, FEYVEYY A
I, T-1551 #§k#&, 1979

AA{bLEREE S B/AREFHEERE MIC) g
&, Chemotherapy 23(8):1~2, 1975
FEHE, KEEK:REBERECHT 3 T-
12200 1 Fi 2 BR, Chemotherapy 25 : 1329~1331,
1977

UTIHHE S © SHEE MR BT T 5 %5
FEERE I OWT, $250 BAR{LEREELE
&, 1977

EXPERIMENTAL AND CLINICAL STUDIES ON CEFOPERAZONE
(T-1551) IN THE FIELD OF UROLOGY

Keisar Oxapa, YAsUHIDE MURrakAMI, SeucHr Aoki,
Nosuo KawamMura and Massaki OHKOSHI

Department of Urology, Tokai University, School of Medicine

Cefoperazone (CPZ, T-1551), a new cephalosporin derivative, was studied experi-
mentally and clinically.

Minimum inhibitory concentrations of CPZ, CEZ, CER, CBPC and GM against
Pseudomonas aeruginosa, Escherichia coli, Klebsiella pneufnom’ae and Serratia marcescens
isolated clinical specimens were measured. CPZ was found to be more active than
CEZ, CER and CBPC.

In pharmacokinetical studies of CPZ in young four adult volunteers, absorption and
excretion were observed, and it showed a relatively short half life in blood and rapid
excretion to urine following intravenous injection of 1 or,2g.

In a clinical field, CPZ was administered intravenously or intramuscularly to 12
cases of chronic complicated urinary tract infections at the dosage of 1 to 2g twice
per day. Clinical responses of this drug to 10 cases were as follows; excellent in 2
cases, good in 6 cases and poor in 2 cases, and the total clinical effective rate was
80%.

Bacteriological responses of this drug 19 strains isolated from 10 clinical cases
were studied. Seventeen strains out of 19 were eradicated after the 5 days administra-
tion of this drug.

Apparent abnormal manifestation was not observed in those clinical cases.



