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SEMEENIC BT B cefozopran DIERER] - FERATRRET

HbPEHBM -5 EE-E K R-BEn EE-5 8 X

hiEE mEA-R O OIE BE-FE HE-#H MZ - EH

MR R R OE B-MHE ORH - B KE-H B &
HAERFEFE FEZSRFHRE"

FESFHL 7 70 AR YHID cefozopran (CZOP) 1225w\ T, HBEH - BEFRAIRET 21T -
7‘:0

S FHER IR 53 BEAR Escherichia coli (20 #%), Klebsiella pneumoniae (25%¥K), Enterobacter
cloacae (23 ¥K), Pseudomonas aeruginosa (26 ¥k) 12 2>\>T CZOP OHE N % BRI EIRESE
SEER MY, 108 L U100 cells/ml #RET, R/INKEBHEIEEE (MIC) #8IEL 72, X
TF. 10 cells/ml R WC DT~ 3,

E. coli TO MIC 1=0.05~0.2 ug/ml W53 L, MICgotd 0.1 ug/ml TH - 120 K. preum-

onige TD MIC 13=0.05~3.13 ug/ml 2534 L, MICqo & 1.56 ng/ml TdH - /2. E. cloacae T
11=<0.05~>100 pg/ml i3 F L, MICsold 12.5 ug/ml TdH - 1z, P. aeruginosa Tix 0.2~
12.5 ug/ml 15375 L MICoo i 12.5 pg/ml TH o720 Zh S 4 BRED MICso i3 0.1~12.5 ug/
ml THVENIHENERL I,

RERHBE F v+ — U BITERB L VRBEESAMET 7 2 — 7HAEF CRAEOSES
NS EE R BEAFNICEE 1 g % 30 3 THMmEEL, CZOP OMmEH B L UHHT
EERIEL 2, METEE ISR TEF 63.3~97.8 ug/ml, 5.5~ 6 BFfEI% T 4.5~9.5 ug/ml
TH ot BEH PR 13 SR TS 0.6~22.1 ug/ml T, 5.5~ 6 BRAE T 3.4~7.2 pg/ml
ThH-1z,

NEHEBORBPEF CREDOE SN BN L TEAI %2 1B 1 g 1 B 2 H A E 2T
SIER, B4R, BRISHITH- T, 2FlicBLWTEHMEMIEIERB L UEFICL 3 LB
LI ZBRREMEORE ITRD s hzr o1,

Key words : cefozopran, #&E /1, W&as (&, ABH) BT, EKRNE

Cefozopran (CZOP) 3ZRH¥ER L¥EKASHTH L <H
F &Nz cephalosporin RHFIAEME T, 3 ALAISH I imid-
azo [1,2-b] pyridazinium %, 7 fI{ll$4iC aminothiadi-
azolyl-methoxyiminoacetyl % H ¥ (L& TH %,

FHIZ 7 FORESE LS 7 LABHEE L URIBERES S
77 LEMEICN L TERREEEERL, RENIC
AT LaNS, $/2, ,=v ) F—¥H, L7 7O0RK
VF—EBuFhO g-lactamase 2 bEET, FHEHMME
biEVv, MEEABERIIED TEL, ZOEEAELDE
BB L TEEL, Bhl-£ENPHESHFTEL LS
npt-a,

FRIOBEKANBRER N T 2HENIC DL TR M
ZBEEHRAFZERCERL, MHbB &k CEH R
BEERRIEL 7c, %72, ARSESERE I BICERL, Z20H
WS & URLMIC OV TR L 7,

. & B8 5 &

1. AREKRRERCNT 2ME N
FEPR 5> BEERTEBE Escherichia coli (20 #%), Klebsiella
pneumoniae (25%F), Enterobacter cloacae (23 ¥k),
Pseudomonas aeruginosa (26 %) {2 2>\\>T CZOP % &
UZ ampicillin(ABPC), piperacillin (PIPC), aspox-
icillin (ASPC), cefazolin (CEZ), cefuroxime
(CXM), cefoperazone (CPZ)., cefotiam
(CTM), cefotaxime (CTX), ceftizoxime
(CZX), cefpiramide(CPM), ceftazidime (CAZ),
ceftriaxone (CTRX), cefuzonam(CZON), cefoxitin
(CFX), cefmetazole (CMZ), cefotetan (CTT),
cefbuperazone (CBPZ), latamoxef (LMOX),
imipenem (IPM), tobramycin (TOB), amikacin
(AMK), minocycline (MINO) OfiE/1 % H&AL¥E

T 173 REEMRAE X A& O LT 30-1
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Table 1. Antibacterial activity of cefozopran and other antibiotics against clinical isolates

E. coli (20 strains) (inoculum size © 10° and 10° cells/m})
Agent MICrange MIC,, MIC,,
fo; 10° =0.05~ 0.4 0.1 0.2
cetozopran 10 <005~ 0.2 <0.05 0.1
illi 10" 3.13~ > 100 6.25 > 100
ampicillin 100 156~ ~100 6.25 >100
R i 10% 1.56~ > 100 3.13 >100
piperacillin m 08 ~ ~100 3.13 12.5
oxicilli 1o 1.56~ > 100 6.25 100
aspoxicillin : 106 0.8 ~ 100 3.13 > 100
3 . Tx 100 1.56~ 100 3.13 25
cefazolin - . o =
10° 0.8 ~ 12.5 1.56 12.5
R 10° 3.13~ 100 25
cefuroxime , P
10° 3.13~ 25 12.5
celoner: 10* 0.1 ~ 100 0.8 25
operazone 100 01 ~ 50 0.4 3.13
. 108 0.2 ~ 6.25 0.4 3.13
cefotiam
10° 0.1 ~ 1.56 0.2 0.8
i 107 =0.05~ 08 0.1 0.
cefotaxime )
100 =0.05~ 0.2 0.1 0.2
o 10% <0.05~ 1.56 0.2 0.4
ceftizoxime ;
10° =0.05~ 0.2 0.1 0.2
. . 10% 1.56~ > 100 12.5 25
cefpiramide ) -
10° 0.8 ~ 50 3.13 25
L 10% 0.1 ~ 1.56 0.8 1.56
ceftazidime
10° 0.1 ~ 0.8 0.4 0.8
) 10% 313~ 25 6.25 25
cefoxitin . - .
10° 156~ 125 6.25 12.5
10% 0.8 ~ 12.5 3.13 12.5
cefmetazole .
10° 0.4 ~ 1.56 0.8 1.56
10% 0.1 ~ 0¥ 0.4 0.8
cefotetan ) _
10° =0.05~ 0.8 0.1 0.4
10% 0.1 ~ 0.8 0.2 0.8
latamoxef B
10° =0.05~ 0.4 0.1 0.2
. 10% 02~ 08 0.4 0.8
imipenem
108 0.1 ~ 0.8 0.2 0.8
. 107 1.56~ 3.13 1.56 3.13
tobramycin .
10" 0.8 ~ 1.56 0.8 1.56
] 10° 0.8 ~ 50 3.13 50
minocycline
10" 0.8 ~ 25 3.13 6.25
MICs are in ug/ml
B R AE RS HE U, IR L O MIC 2. IMEH B L CHH T RE
AT 1o, PEREE B 10%8 X U8 10° cells/ml 0~ F PRERIFINE 1 v — O MHER 3 L CRIRERE
oW o 1, Wite T F 2 — 75 AJEGITRBEOH 5 i HFRIEE

W A BN A 1 g & 30 42 T RERREE L, A
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Table 2. Antibacterial activity of cefozopran and other antibiotics against clinical isolates

K. pneumoniae(25 strains) (inoculum size : 10° and 10* cells/ml)
Agent MICrange MIC,, MIC,,
10¢ <0.05~ 50 6.25 25
cefozopran 10 <0.05~  3.13 <0.05 1.56
. 10¢ 100 ~>100 >100 >100
ampiciiiin 10° 25 ~>100 100 >100
. 108 50 ~>100 >100 >100
piperactiiin 108 6.25~>100 12.5 100
- 100 1.56~>100 >100 >100
aspoxictin 10° 25 ~>100 100 >100
ol 100 1.56~>100 3.13 100
celazolin 106 0.8 ~>100 1.56 100
o 10° 3.13~>100 12.5 100
ceturoxime 108 1.56~>100 3.13 100
. 10¢ 0.4 ~>100 6.25 100
celoperazone 10° 0.2 ~ 100 0.8 25
o 100 0.2 ~>100 0.8 100
cefotiam 10¢ 0.2 ~ 100 0.4 25
otaxi 100 0.1 ~>100 0.4 >100
cefotaxime 108 0.2 ~>100 0.2 25
v 10¢ <0.05~ 100 <0.05 25
ceftizoxime 10¢ <0.05~ 12.5 <0.05 0.8
iramid 10¢ 1.56~>100 25 >100
celpramide 108 1.56~>100 12.5 >100
i 100 <0.05~ 50 0.4 25
cettazidime 10° <0.05~ 50 0.2 25
o 10¢ 1.56~ 100 12.5 100
celoxitin 10° 1.56~ 100 6.25 25
metagol 100 0.8 ~>100 3.13 50
celmetazole 10¢ 0.4 ~>100 1.56 12.5
otet 100 0.1~ 125 0.2 0.8
celotetan 108 <0.05~ 125 0.1 0.8
at . 100 0.2 ~ 25 0.4 0.8
atamoxe 108 0.1~ 25 0.2 0.8
et 100 <0.05 ~>100 £0.05 >100
riaxone 10¢ <0.05 ~ 25 £0.05 1.56
- 10° 0.4~ 1.56 0.8 1.56
mipenem 108 01~ 0.8 0.4 0.8
o . 10° 0.4 ~ 1.56 0.8 1.56
ramyein 108 0.4~ 0.8 0.4 0.8
minocvell 10° 1.56~>100 6.25 100
cycline 10° 1.56~>100 3.13 50

MICs are in xg/ml
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Table 3. Antibacterial activity of cefozopran and other antibiotics against clinical isolates
(inoculum size : 10° and 108 cells/m|)

E. cloacae(23 strains)

Agent MICrange MIC;, MIC,,

; 100 <0.05~>100 0.8 100

cetozopran 10¢ <0.05~>100 <0.05 12.5
il 100 >100 >100 >100
ampicifin 10¢ 25 ~>100 >100 >100
eracill 100 3.13~>100 >100 >100
piperaciiiin 10° 1.56~>100 >100 >100
. 10° 1.56~>100 >100 >100
aspoxicitiin 10¢ 3.13~>100 >100 >100
ool 100 3.13~>100 >100 >100
cetazolin 10¢ 1.56~>100 >100 >100
oo 100 6.25~>100 >100 >100
celuroxime 10¢ 6.25~>100 >100 >100
cefoneras 100 0.4 ~>100 >100 >100
eloperazone 108 0.1 ~>100 100 >100
cefors 10° 50 ~>100 >100 >100
otam 108 0.2 ~>100 100 >100
otaxi 100 0.4 ~>100 >100 >100
cefotaxime 10¢ 0.1 ~>100 >100 >100
tiroxi 100 1.56~>100 >100 >100
cettizoxime 10° <0.05~>100 >100 >100
firamia 10¢ 6.25~>100 >100 >100
cetpiramide 10¢ 0.8 ~>100 >100 >100
tamidi 100 0.4 ~>100 100 >100
cettazidime 106 0.1 ~>100 100 >100
ot 100 >100 >100 >100
cetoxitn 10¢ 100 ~>100 >100 >100
cefmetasole 10° 100 ~>100 >100 >100
10¢ 100 ~>100 >100 >100
otetan 106 50 ~>100 >100 >100
cetoteta 108 0.4 ~>100 >100 >100
tamoxef 100 0.4 ~>100 25 >100
10¢ £0.05~>100 25 100
ceftriaxone 10° 0.2 ~>100 >100 >100
10° 0.1 ~>100 100 >100
ivenem 100 0.8 ~ 3.13 1.56 >100

p 108 0.2~ 1.56 0.8 0.8
obramycin 100 0.4~ 25 0.8 25
obramyc 10° 0.4 ~ 25 0.8 25
o elin 100 3.13~ 50 6.25 25

minocyciine 108 1.56~ 25 6.25 12.5

MICs are in ug/ml
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Table 4. Antibacterial activity of cefozopran and other antibiotics against clinical isolates

P. aeruginosa(26 strains)

(inoculum size : 10° and 10® cells/ml)

Agent MICrange MICs, MICq,
100 0.4 ~ 100 3.13 25
cefozopran 108 0.2~ 12.5 0.8 12.5
. 10° 3.13~>100 12.5 >100
piperactiin 10° 3.13~>100 6.25 >100
- 100 50 ~>100 >100 >100
aspoxiciiiin 108 12.5 ~>100 >100 >100
o 108 100 ~>100 >100 >100
cetbuperazone 10° 50 ~>100 >100 >100
. 10° 6.25~ > 100 25 >100
cetoperazone 10° 3.13~>100 12.5 100
ol 10° 25 ~>100 50 >100
cetmetazoe 100 12.5 ~>100 25 100
e 108 1.56~>100 12.5 >100
celpiramide 10° 1.56~ 100 3.13 50
camidi 100 1.56~ 100 6.25 50
cettazidime 10° 0.8 ~ 50 3.13 12.5
N 100 25 ~>100 100 >100
cetriaxone 10¢ 3.13~>100 50 >100
. 10° 25 ~>100 100 >100
cetuzonum 106 25 ~>100 50 >100
o 100 0.4~ 125 1.56 6.25
imipenem 10¢ 0.4 ~ 3.13 1.56 3.13
o ] 10° 0.8~ 625 1.56 6.25
obramycin 108 0.4 ~ 1.56 0.8 1.56
i 10° 3.13~ 25 12.5 25
amikacin 10¢ 0.8~ 25 6.25 12.5
ooyl 100 12.5 ~>100 25 100
finocyciine 108 3.13~ 100 25 50

MICs are in pg/ml

BT 5 30~ 6 B¥fE & TREFIICIE B & VT =
Lz,

B 1 Escherichia coli NIH] * RBREKk L T 3
ager well ETB Z %2V, HIERRIZ0.3 ug/ml AT
ThHolz,

. B OK B O

AREB TCORREF CRENE S I Bl
CZOP %2R L, Z0HEMMEL L UREHI DL TR
U1, BESEDONRIIHERZ 6 B, BERFPIMEREL 1
Bl, FEREREE 1 5, HEERE 1BITH- T,

FWIL 190 5 64 B E TTF 35.7 i%, MBI B
%36, KU 6HIT, BTARERNTH 3,

BREFFZKX1E g, -4 2 @EARHEHEE L, B
5812 3 ~14 BRI CRIE5RIE 6 ~28g Th - 72

BERROHIE S, EXLSHEEERIBURNTEE
EROHEEB L VEREBERREBOEELE2ZD 2 b
DEEZ, THUROLDE2ER), THULHEERE
L72BRIROBH -1 DEPPER, ROLLHOD
P ETHMEL 72, £, BWERA B X UBKRREERE
HEOBHEICOVWTYH, KEKRSHI%ROBMEEROH
B, MK, £ERE, REEMR L DML 72,

II. B -

1. AREEREEE T 29EN

7o ARMRE 4 IOV T MICs 28IEL, £h
FhERHMHE L D MIC,B L UMIC,#EH L 72
(Table 1, 2, 3, 4),

1)  Escherichia coli (20%k) wxt 3 2 M A N &
Table 1 2R LU 7z, RIBRICIOHLEHF] 18 Flic DT o
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Table 5. Serum and bile concentrations after iv administration of 1 g cefozopran
Serum concentration
After DIV 0.5hr l1hr 1.5hr 2hr 3.5hr 4hr 5.5hr 6 hr
Case No. 1 63.3 50.2 31.7 18.2 10.8 5.6
2 81.3 52.7 38.0 21.8 12.0 5.8
3 84.2 39.0 22.3 9.4 4.5
4 97.8 58.6 33.7 15.1 9.5
Average 81.7 50.1 34.9 28.0 20.0 12.3 11.4 7.0 5.7
SD 14.2 8.2 4.5 8.1 2.5 4.0 0.8 3.5 0.1
Bile concentration
After DIV 0.5hr lhr 1.5hr 2hr 3.5hr 4hr 5.5hr 6 hr
Case No. 1 0.6 13.5 14.7 1.1 8.1 6.4
2 1.8 17.7 19.5 13.8 8.2 6.6
3 22.1 26.9 12.1 6.9 3.4
4 2.7 9.1 15.3 9.4 7.2
Average 6.8 16.8 17.1 13.7 12.5 8.2 8.2 5.3 6.5
SD 10.2 7.6 3.4 2.3 1.9 1.8 0.1 2.7 0.1

KRETL 7z (Table 1), &HID MIC X 10® cells/ml ¥
DE®E LT 109 T=0.05~0.4 ug/ml, MIC, i
0.1, MICy % 0.2 ug/ml TH DY, 10¢ cells/ml I D#E
B (LIT 10°) Tix=<0.05~0.2 xg/ml T, MICs 2=
0.05, MICyi% 0.1 ug/ml THo 7z,

HAER L OB TREAFLE L EH, XRWT
CTX, CZX, CTT, LMOX DlETH - 7z,

2)  Klebsiella pneumoniae (25 )

AFI DMz, 19BNz DOWTHHREF L (Table 2).
AR D MIC iF 10T =0.05~50 ug/ml & @437
TH 5D, 10°Ti3=<0.05~3.13 ug/ml T dH > 720
MICs 1 6.25 (10%) & <0.05xg/ml (10°) TH Y,
MICy, T 25 (10%) & 1.56 ug/ml (10%) T - 7z,
fipiER & Dt T, CTT, LMOX, IPM 8 XU
TOB RS HETH - 1z,

3) Enterobacter cloacae (23 ¥)

AH D19 FZ DT MIC 2 H#IE L 72 (Table
3)o AHID MIC 1350.05~100 xg/ml (10°, 105) T
HY, MICsi% 0.8(10%) &£ =0.05 pg/ml(10%), MIC,,
1% 100 (108) & 12.5 ug/ml (108) TH - 7z, MHLEA]
T3 IPM 2% 0.8~3.13 (10%) 8 & U/ 0.2~1.56 ug/ml
(100) LEN T,

4) Pseudomonas aeruginosa (26 #)

AF DM 13 F iz D v T MIC 2 8I%E U 7z (Table
4), & #l O MIC i3 0.4~100 ug/ml (10%) ¥ X
0.2~12.5 ug/ml (10%) TH D, Z ® MICs, &
6.25(10%) & 0.8 ug/ml (108) B X U MIC,, i 25 (108)
& 12.5 4g/ml (108) TH - 2, HIHEF L DLLE T
TOB, IPM Lt iZiZRI%E D MIC fE%7xRL /2,

2. IM¥H & AN hEE

BREGZIFEE ¥ v — YHTESB X RIBEEA
WMET Fa—TRAOBELBICEF 1 g #304T
MFEEL, CZOP omiFt s & IEHHiBE e
L7z(Table 5), M#EHERE i 2 B T HF 63.3~97.8
ug/ml T, IEHE L 5.5~ 6 BRI% T 4.5~9.5 ug/
ml THo oo FEHPEE IXREKR TR 0.6~22.1 ug/
ml T, 5.5~ 6 RFE®TIX3.4~7.2 ug/ml ThHo 'tz

28, Case No.3 DAFERTHB X Uf Case No. 4
D RATHET 30 2 OEMH R S b DERIC L T
BR2EETRL T3, ERIITHATDH 3,

3. FEIRBEFIRE (Table 6)

FRIRFAE DEH) % Table 6 2R L 72, S RIEBOR
LIER CRBEDOB S iz 9 Flict L TARIRBEL,
ZOREHYE, REMEREL 2o BPFEDHRIZIRR
PR 5 B, NFMERRAEZ 1 6, BHEPImEEA 16,
ERENIREE 1 6, BEERE 1 ICH -7z, 9 BIFRR
MR 3 Bl L BRNEEE 1 flost 4 FIsERT,
B 5BEERTH oIz,

2P CHMENEWERIZED > o iz, BKRKR
EDOREWRXODVWTR, 5% CmMERE (RBC,
Hb, Ht, WBC, M/MR) 2EML x 72 8 B, MmE4E
{t##% (GOT, GPT, AI-P, BUN, S-Cr) #%ff
LTz 2 BITRAFIC L 3 L BEbn 2 BEHRREMEOR
HIRFED SR d oI,

. & =

CZOP 137 7 LB E S & U7 5 ABRME N LE
BWRHEARI VS L%2BL, RENCERT 2. %
1z, £HEED p-lactamase WK L TEET, »oEEH
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MBS T/hEvEEhTws, KRV TEHERK ZEEORFEIBRDShLH» o7,
BE X b CZOP B RIEROBRECED THA

S EEE X3 5 PLE 1 % D penicillin &, cephem
%, aminoglycoside & & U tetracycline 7% £ D&
FERER L & b I HHERET L 72,

KEZ, 10° cells/ml BEDERTIZ, Escherichia
coli \ZxF % MIC 13=0.05~0.2 pg/ml 25345 L,
MICqg i3 0.1 ug/ml T&H > 1z, Klebsiella pneumoniae
WX % MIC 1i3<0.05~3.13 ug/ml & 5> #i L,
MICs & 1.56 ug/ml T®H > 1z, Enterobacter cloacae
T IX=0.05~>100 xug/ml i 53 45 L, MICyid 12.5
ug/ml T H o 1zo Pseudomonas aeruginosa T i¥
0.2~12.5 ug/ml 1 5375 L MICyo 13 12.5 ug/ml T %
o7z, BB L EACEREE X BN TE
1R,

FreE ER 2 HLBBE 4 FICEKE 1 g 2 5T
FEL, MHB &k CHEHEE & R RIE L 7205,
MEFEE I ATEK TR 63.3~97.8 ug/ml, 5.5~6
BFRA% T 4.5~9.5 ug/ml TH o 1z BHFEBE IS
PG THE0.6~22.1 ug/ml T, 5.5~6 BEfEI & T
3.4~7.2 ug/ml THo I, BHFEBEIIHEV RFT
H2BEWRERRVY, BRI 7 AREREICNT S
MIC{E%*%ET % &, BRICHCHAEHTHAS L
Ezohiz,

ARSEERE O Blic A K 2 EAL, E346), &
5 FIOBN I BEETD 12,

BibEMBIER B L UFFIIC & 5 L Bbh 2BERK

REHELEZ OIS,
X 3
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Antibacterial properties of SCE-2787, a new ce-
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Bacteriological and clinical studies on cefozopran for surgical application

Hidekazu Tanaka, Shigetomi Iwai, Takashi Sato,
Masahiko Kunimatsu, Hisashi Furuhata, Koumei Kato,
Masataka Izumi, Yoshiaki Chishima, Naoyuki Arali,
Fumii Sato, Tamae Kazawa, Enshun Cho,

Hideki Masuda, Masashi Fujii, and Takashi Tanaka
The Third Department of Surgery Nihon University School of Medicine
30-1, Kami-machi, Oyaguchi, Itabashi-ku Tokyo 173, Japan

Bacteriological and clinical studies were carried out on cefozopran (CZOP). Antibacterial activities of
CZOP against clinical isolates were studied in comparison with ampicillin, piperacillin, aspoxicillin, cef-
azolin, cefuroxime, cefoperazone, cefotiam, cefotaxime, ceftizoxime, cefpiramide, ceftazidime, ceftriaxone,
cefuzonam, cefoxitin, cefmetazole, cefotetan, cefbuperazone, latamoxef, imipenem, tobramycin, amikacin
and minocycline.

Antibacterial activities of CZOP were studied against clinical isolates of gram negtive rods such as E. coli,
K. pneumoniae, E. clocae and P. aeruginosa. MICs (10%/ml) of CZOP were = 0.05~0.2 ug/ml for E. coli,
£0.05~3.13 ug/ml for K. pneumoniae,< 0.05~>100 ug/ml for E. cloacae and 0.2~12.5 ug/ml for P.
aeruginosa. MICy, (10%/ml) were 0.1 ug/ml for E. coli, 1.56 ug/ml for K. pneumoniae, 12.5 ug/ml for E.
cloacae and 12.5 ug/ml for P. aeruginosa. Particularly, against P. aeruginosa, CZOP showed particularly
strong activity compared with amikacin.

After the intravenous administration of CZOP 1 g by 30 minutes, drip infusion, serum levels were 63.3~97.8
ug/ml at the end of infusion and 4.5~9.5 xg/ml at 5.5~ 6 hours after d. i. v. Bile levels were 0.6~22.1 ug/
ml at end of infusion and 3.4~7.2 xg/ml at 5.5~ 6 hours after d. i. v.

CZOP was administered intravenously by dripinfusion to 9 patients with various infections in the field of
surgery. Clinical response was excellent in 4 cases and good in 5 cases. No side effects were noted.



