CHEMOTHERAPY 651
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Fig.1 Chemical structure of CPZ
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Fig. 3 Proteus sp. (25 strains)
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Fig. 4 K. pneumoniae (22 strains)
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Fig. 12 S. marcescens (25 strains)
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Table 1 MIC;, of gram negative bacilli

MICso

Organism Antibiotics <1 <100
(pg/ml) | (pg/ml)
CPZ 3.13 0.78
E. coli CEX 400 400
CEZ 25 6. 25
CPZ 50 62. 5
Proteus sp. CEX 1, 600 50
CEZ 1, 600 50
CPZ >1, 600 12.5
K. pneumoniae CEX 1, 600 25
CEZ 200 25
CPZ 800 100
S. marcescens CEX >1, 600 >1, 600
CEZ >>1, 600 1, 600
CpZ 50 25
P. aeruginosa CEX 1, 600 >1, 600
CEZ >1, 600 >1, 600
CPZ >1, 600 50
Enterobacter sp. CEX >1, 600 >1, 600
CEZ ~-1, 600 1, 600

Fig. 13 P. aeruginosa (25 strains)
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5o —7, 100 fEFHFKERE T 0. 78 pg/ml 1w 3#k (12
%), 50~200 #g/ml 1158k (60%) 434 LTk b 1,600
pg/ml 35 LU 1,600 pg/ml @ BB D Shich o i
(Fig. 6),

P. aeruginosa TR T 1% 12. 5 pg/ml ic 6 £k (24
%), 50 pg/ml 2118k (44%) @ peak %7 LTHH LT
b, 1005 7RI CIL 6.25~50 pg/ml 12248k (96
%) s LTt (Fig. 7).

iz CEX, CEZ L 0% 1T7c 5 &, E. coli
WX LTI, BT 0. 78~12. 5 pg/ml o BRI
CPZ b K vy ThH BN, 25pg/ml LI E i3, CEZ
DFERDCPZ L D IEH Y &1 ot 100BEFRKERT
12 CPZ i\ b i L, 3Hlodhcit & BiFicit
W% Lice #5ic 0.39~3. 13 pg/ml o\ T ft 2
FloXrMerchs (Fig. 8),

Proteus sp. T3, J5#, 100 f5HREEREOV-THiIC
BTH CPZ L EHF VOB LD, & &I1K100f%
FREEEcrEHch 5 (Fig. 9),

K. pneumoniae Ti¥, R <12 CPZ 13 CEZ & CEX
OB L, 10065 F Rk iz, CEX, CEZ
LD LRREFYOMBER LI, L LLDERDT
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Table 3 Overall clinical efficacy of CPZ in each group
Group No. of cases Excellent Good Poor effecti?lge::%é (%)
1st group 8 (53.3%) 4 3 62.5
Single 2nd group 0
infection 3rd group 6 (40%) 3 1 83.3
| 4th group 1 (6.7%) 1 100
Subtotal 15 (100%) 8 4 73.3
Mixed 5th group 0
infection 6th group 0
Total 15 (100%) 8 4 73.3
Table 4 Bacteriological response
Isolates No. of strains Eradicated ( %) Persisted Superinfection (%)
P. aeruginosa 5 5 (100%) 0 80
S. marcescens 4 2 (50%) 2 50
E. coli 2 1 (50%) 1 0
K. pneumoniae 2 2 (100%) 0 0
P. vulgaris 2 2 (100%) 0 0
Total 15 12 (80%) 3 40

hThs (Fig 10),

Enterobacter sp. w3 U C i3, [REEE T2 3EHD
HENC R EALZIRD o, 100 EFRKESE
Tk CPZ LD 2K L DERENEDIZSEDLTVS
(Fig. 11),

S. marcescens .\ TIRERK, 100 EFREEBEO W
ThiciswTh, CPZARLEF Y OMBLYRL, B
100 & FRIKEERI3 CPZ & fb o 2 HDZ Iz A 2
(Fig. 12),

P. aeruginosa o3t L Cix, CPZ X 2 #) & DL,
£9chs (Fig 13),

ELEDRE S & MIC, (Rt RBMHN50% ©i8x
5 MIC) K oWTRELTARB E, FREMADOSBE,
E. coil w3t UTix CPZ & CEZ D= BN S 28,
Proteus sp. 3 X 0% P. aeruginosa Cix. CPZ L > 2 %) &
DENEHTH B, S. marcescens, 36XV Enterobacter
SP. ‘T 3 EHIE Z X T e\ —F, K. pneumoniae
TREREEOHS, CPZ 2B 8\ MICs fA%RL
7o

—~77, 100f& %R g <13, CPZ 0 MIC,ofli3, EW#
BROThICHN, EHMEL, 1/2~1/128 DIEL
=¥ Ud U CEX, CEZ -G Proteus sp., K. pneumoniae
TL8~1/64 I > e DHTH B0 FE T, 100fEAREK

B CPZ LD 2 FRID MICs, ED Zizhic hE
BAehh, BREREERCEYRD D - %o Entero-
bacter sp., S. marcescens T3\ TiE, FOERM L E
i (Table 1),
OB K R #&

1. X R

FEFI534E 7 A2 HEBRIS44E 6 A ¥, tLIRERAZW
REFABRFOBEERERBEBLFEREL6Mc, CPZ
HE Lic. BINEB1161, &56IC, ERiz26~835K
ThHb. 5b 1 PIEBRIMES (B8, HBEBL,
lg x2, 5 BHERAESE, BERKEOL®) THD,
EIfF o DR inz oo

2. BEERIOBREHE
BEERIVBRSEFEGFAN 1@ 1 g ¥ EHBE
8K 20ml M LT, 1B 2ED one shot BIRAFL
Ll LA L2Alcs W Tik1H4g DG L Lz,
BEMEES BUEE L2, 5 B GE#ir, UTI
MELOFEHERBBRIECRT 5 “HPHFMER"D 1
o CTERHEDHELT IR - Too BIfFRCOWT I
Saitke, #if, mMEELEREOBRRESETL,
B DM ME & R L e,

ek, CPZHEFIBRPRCEEY S IFETHHAO
BER—UfTlebisho i,
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Fig. 14 Laboratory findings
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. & B

15 DEGRE AR % Table 2-1, -2 iR Lic, %)
3B, BX) 8B, R 46T 3% LD TEEHR
LIS,

RERBHEINCHROHE ST 5L, Table3 &
BOTHb, H1BFTIN62.5%, £ 375£83.3%, 47t
100 % T 24k Ti373. 3% DI E BRI AR L.

MEERRCOWTRI L TR % L, Tabled D&
¥, P.aeruginosa iz 5 FIEPICRIBEOMEIRD S
R, K. pneumoniae, P.vulgaris 13, FhFh 2l 2 6l
HRYPEINE L, ¥,
FRZREBICRBEDOHERIRD bhic,

BIfER & LT, BEENCREZF L EMIR
B bhithotc, HEMEOBKRERM L Fig. 4
AL, B, AEERECRBFCRFERAD Ohic
o lce

S. marcescens, E. coli 3,

m % ®=

RIEDRBBIIE SV} 5 R E ORI, HHE:
RBRBIIECD 5. FRBOBZE, REBPIEORES,
—HBL UcBRMER IR, HWEIEIER, i
BRPRBCHEEL, FhchibEREFIAE
HEELR> TV LRANDOERTH 5, M
HH»bARD &, HMERBEIMEOHBE L RED,
P. aeruginosa, Enterobacter sp. 2 %5\ L S. marcescens
@ opportunistic pathogen 2% < ZbHh, RIS
DRIEIRER first choice & LTHW SBT3 ceph-
alosporin /= penicillin R3EFIcW LCEH A2 E TS
b KREILBFEHTH D,

T T
Before After

T 1 -1 1
Before  After Before  After

4 E1F 4 23R} Lic CPZ i1 cephalosporin R38H & i
Wz, ZDX5HE (oﬁportunistic pathogen) =Xt L
T, ERDIOREL, —HiE LHENEE TS
L3, BRI L ERAELB ORI IR,

1. HEH

BEAcHi D &, E.coli o 108 cells/ml i <110.39
~1.56 pg/ml DIFREZM:% 40 b DD E|E L CEX, CEZ
I bBLRbh, ¥7:10°cells/ml ¢i3, ZDOfA
PRI

¥ f= Proteus sp. “Ti¥, 108 cells/ml, 10 cells/ml D\~
ThoBEEERCSWTHHLM, CEX,CEZ X hiF
NEPENE2RTREEREMBE LR LT D, S mar-
cescens HERTH %,

K. pneumoniae i, 10%cells/ml ci3 £k & LTIt
CEZ iz 5 HIG 3%} 503, 10%ells/ml ¢t tr L
A0 2H] X ) BRRZ ORI RE -,

Enterobacter sp. i3, 10°ells/ml G 3 FIficiz &
A EERRD I, Lbs L, 10%cells/ml iz s\~ Tk CEX,
CEZX L hiBh BN B ORI EEL RS,

FHOBRLARE BB THB L IR B P aeruginosa
TR BB I, i BETRE L O L\ B, Fig.
13 BEWTHHLM X 5 FANL 108 cells/ml T
258k198% (76%) 150 pg/ml ST ¢ b, 10° cells/ml
TIR1TER(68%) 73 25 ug/ml LUFiT, % 724k (96%) %
50 pg/ml LT il T\ 5, ZOHE I, BE
P. geruginosa =3t L THWHhTWw5% CBPCY B35\ it
SBPC® LHBLTCHLLAZhOLRX EEIS3DTH D,
CEX, CEZ Z ¢k D cephalosporin RIEH| & DE T E
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Table 5 . MICs of causative organisms and their therapeutic results
No. of MIC (pg/ml)
\ strains 1.56 3.13 6.25 12.5 25 50 100 >100
Group I 5 @ o @O
Group &IV 5 o0 ] o O

@ Eradicated @ Suppressed (<10°/ml) @ Cross infection suppressed (<{10%/ml) QO Persisted

KL LTW5B, LA L aminoglycoside REH O h b
DEBIHATAHEN L BT &, SEIRE LSk
hotedt, S—HRiEiwEOHS KBRS,

ETCSEDR A ORI Y, #2706 AR LEREERY
EEWTHREIhBRBEHBELTHB &, E. coi, K.
pneumonice T, BRIEREOIOLEWI I B, fit
DHETIE, PhhbRENBH SN, BRLOREDH
AEV MIC 27RLTCw5, ZOFREEE, HRE Lo
7, EROHBERECEBRBEOMP Lz LB LY
ExXbh%, B P. aeruginosa, S. marcescens % 5\ L
Enterobacter sp. 251, >4 5 G HEB HEME IR BRRRYIE
NONEEIRBZ ENEL, Tk, TDX5RBORK
P4 OFE GAEH) ARICE - TH#EXhS
DT, BHRKL->TIL, Mo hOEFNECATESELE
ETER,

2. BRMKRE

SEO trial CEBRIT3.3% W 5 BEHRIZ, Wb
P BEEME RPN E & LB E LTiih
hBhidboLEX bhb, fEKO penicillin R X
U* cephalosprin R3KHI%, =0 X 5 IoREBORBER
BERE LIBAKIE, % 0BAE0BEHEIZS0S T
Ch b, aminoglycoside RIKHIC 60~70% h %\,
> TS EDF i, aminoglycoside R3KH| > A% LS
1%, ThiPPLEEAFRBEELOND,

DX KERVBONLEEROWTRN LTAS
& ETERINB I LR, FRREHOS1IH (b7
=T VB mRWT8BIR 5B (62.5%) HHEMN
BDLRTWBE L THB, Wh» 7 —F VEBBOSE
3% (tofto ERMRBRIE) S LOE 4R (Lot
DT RRERERIE) B2 r-BHR (85.7%) dEhic
bOTh%,

RICRABI e, MEFHHES X ORAERSEY
BatLcxsy, P aeruginosa, K. pneumoniae, Proteus
FEANT BB BA~ELOMNB B, P. aeruginosa §
BIcw, LOIREBEOME (B L 4 Pl EHIBEET
REDHRY LT 5) 22Tk Y, RABKHED &
WX 1ADRTH B, I B EHIMBER P. aeruginosa

BPBIOBEDHR T, MOBEEERLEADEDT, £
1B 8BIF 7TH (87.5%) TAhTwb, —7F, #£3
B OBABTIR, BREENHEERLC6AIFR1AKRED S
DB THD, B1EDOH T —F VEBOIC I\ TiT
FRBACHE LTERRAIANCETLH T EH5
it

IR D MIC  EEN%E S X OB AREKRD
£ (Table 5) iw o\ T &% & MIC 2 HIE LB =108,
3.13~50 pg/ml D 6 $kTi%, 4 PNTAFIBRLG L b &k
L7, 5 100~400 pg/ml © 4 BpTid 1 Pliciisks
BRICDART, 203 AETHoTco FlethbOREE
KRR IZOWT S RERYED MIC 25 100 pg/ml AT 7
BITIIBRRN 8. 7% THBDIK LT, 200pg/ml Ll
0 3B TI1233.3% EALIENED b,

—%, BREOBEL MIC 0BE, BEOBEL
A bR\,

Fi, MIC L » 5 —F VEBBOEEOBFIOWTHE
WHETiot, 100ug/ml LLFD 76 (75 —F LGB
36, FEFEAM) LV 200pg/ml Ll LD 3H (7
-7 BE26, FHEB1H) T0, »TF—-FAREE
LT B RIIEN L, EFAEID T FERIRC L 1T
BV, 2L EHERAITIIEL OHARIC RS
NEHTF—FLEBEORECIVET B KE MICH
HOBBDEIIZDONEDI o7 Dbz huE, »F
~7LBEBEDOEET, MICECENETE L5 L1
fthotcbnz L5,
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FUNDAMENTAL AND CLINICAL STUDIES
ON CEFOPERAZONE (T-1551)

TakerosHI Saka, Yosmiak:r Kumamoro and Akira NisHio

Department of Urology, Sapporo Medical College

The new antibacterial agent, cefoperazone (CPZ, T-1551), was studied fundamentally

and clinically.
1) Antibacterial activities

The results were as follows.

The antibacterial activity of CPZ was superior to that of CEZ or CEX against the
clinically isolated E. coli, S.marcescens, P.aeruginosa, Enterobacter sp. and Proteus sp.
On the other hand, CPZ showed the same antibacterial activity as CEZ .against K. pneu-

moniae.
2) Clinical studies

Fifteen cases with complicated urinary tract infection were treated with CPZ, ranging

from 2.0g to 4.0g in daily dose.

tion of CPZ.

We had the overall effectiveness rate of 62.5% in Ist
group, 83.3% in 3rd group, 100% in 4th group.

In the whole, the overall effectiveness
rate of CPZ was 73.3%. As for the side effects, nothing was noticed after the administra- 7



