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FREQERIE 12 B 1) % cefozopran DEBERT - ERKAIRET

Mt 4CBH - EWE S - =HE B - BBR iBH
ALRERRZ W RE BB E

# L \> cephem RIEME TH % cefozopran (CZOP) D\ TERER - BRRAVBRES 217 -
720

H@aomst s LT, HERGFOHEKSEEY 7 AGHEKE 4 B, 77 ABMHEHE 7 BEICH
42 CZOP, ceftazidime (CAZ), cefuzonam (CZON) # & Uf flomoxef (FMOX) ® MIC %=
MIC 2000 system % Fv> THIE L 72 (10°CFU/m] #HEEE), SE&ED CZOP 12343 % MIC,,
13, methicillin-sensitive Staphylococcus aureus 1% 0.78 ug/ml, methicillin-resistant S. aur -
eus V& 3.13 ug/ml, Staphylococcus epidermidis & 0.78 ug/ml, Enterococcus faecalis 1+ 12.5
ug/ml, Enterococcus faectum & 100 ug/ml, Escherichia coli 130.05 ug/ml, Klebsiella
pneumoniae & 0.1 ug/ml, Proteus mirabilis i3 0.2 ug/ml, indole-positive Profeus spp. (&
0.78 ug/ml, Enterobacter spp. & Serratia marcescens & 6.25 png/ml, Pseudomonas aer-
uginosa & 50 pg/ml THY, HEI L BT 5 & E. faecium ZBk CFREIWCB VLTI, BSOS
BEFRREITH > 17e EREICDWTIE, E. coli, Enterobacter spp., S. marcescens &
SLTIHEEAILD b 1 ~5 BEBRFCRLVBOHENETL T, Licni>T, FEOD
FEHE, RECH L CIEBEER L VS » i, BRI L TOEAFULTH -1,

ERMEt E LT, CZOP % EMMERBBAE 176 (BEHAR 11 Gl L UBHBL6H) ik
EL, BERSES L UVEIERAORN 21To 7, #5821 1E0.5g~1gx1H1%ZwL 2,
5 ARHE 5. U7z, 17 it UTI B4t c & 2 R SRR HERTRERNIE 1351 TH - 726
BEEERNE TER 361, BXh6 6, | ABIT, REBREIL69.2% Thot, £z, BRE
BIF 204 80.0%THY, B E. faecalis 4 ¥k & P. aeruginosa 3R EHBE S iz, &
Firk 3 L ELbNZEWER IR s hzh -z, BBRREMEEE L 161 GPT LR D S
Nz,

Key words : cefozopran, REERRLSE, HIES

Cefozopran (CZOP) W EHER TEMRNSH THHE S 1
IHLOEHAY Y  ARTEMETH 5, FFE 3 Al
$#12 imidazo[ 1, 2 -b]pyridazimium E*#ZA L THD,
zwitter ion #EEXE T LI 567 7 ARMEDINES
BEEEY, BEREFERELSCEF 2RI EL L
T/ 7 LB EOMREES A bED itk D, 7
FUREEES LSS LAEEr SRBEES S T LBY
BETHEOY 7 x ARMEWME C A SNz LILTEI
NIVADENTHIEARZ bVEFL, B-lactamase i
HLTUBOTHRETHAREDBBEETH2ERTD
51=3,

CZOP DZLMIT DV TiE, BICHIEKZEEBRIC BV TR
HENTHD, BHERE LHERRICBLTE b TOBRBIE
EREU LRI N T VBT,

ZIT, SEbNbNEEREOTENRHEL, thF L 0

HERRE A T 5 L kb, BENRBERIEEE CEKIG
BALIOTZOBRMEERET %0
I. MRELUHFE

1. HEN

FREBILERE L 0Bk 3 EICHEE L L HERYE
¥ D 5 B, Staphylococcus aureus, Staphylococcus
epidermidis, Enterococcus faecalis, Enterococcus
faecium DY T LRGYEERE 4 BHE & Escherichia coli
Klebsiella pneumoniae, Proteus mirabilis, indole-
positive Proteus spp., Enterobacter spp. Serratia
marcescens, Pseudomonas aeruginosa N7 7 LR
B EE, ZhEh 50 ko w» T MIC 2000 system
FI\vs, 105CFU/ml &R & TR/ AR ERE
(MIC) ZBIE Utro %72, REDLBIEH & LT ceft-
azidime (CAZ), cefuzonam(CZON) % & U flomoxef

T 060 FLIRTHhRXFE—4%PE 16 TH
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Table 3. Overall clinical efficacy of cefozopran in complicated UTI
after 5 day’s treatment
(0.5g or 1 gx2/day)
B .. Pyuria Cleared Decreased Unchanged | Effect on bacteriuria
acteriuria
Eliminated 1 4 8 (62 %)
Decreased 0
Replaced 1 1 2 (15%)
Unchanged 3 3 (23%)
Patient total
Effect on pyuria 4 (31%) 1(8%) 8 (62 %)
13
@ Excellent 3 (23%) Overall efficacy rete
1 G o 6%
9/13 (69 %)
1 Fo e
Table 4. Overall clinical efficacy of cefozopran classified by the type of UTI after 5 days treatment
(0.5g or 1gx2/day)
Overall
Group NO'. of [ percent ] Excellent| Good Poor efficacy
patients | of total
rate
Group 1 (indwelling catheter) 4 (31%) 1 1 2 2/4
Group 2 (post-prostatectomy)
M icrobial
. ono.rmcro @ Group 3 (upper UTID)
infection
Group 4 (lower UTI) 3 (23%) 1 2 3/3
Sub Total 7 (54%) 2 3 2 5/7
Group 5 (indwelling catheter) 4 (31%) 2 2 2/4
Polymicrobial
. ° yn.ncro b Group 6 (in indwelling catheter) 2 (15%) 1 1 2/4
infection
Sub Total 6 (46%) 1 3 2 4/6
Total 13 (100 %) 3 6 4 9/13(69 %)
No. of ¢ Overall
Indwelling catheter 0.0 [percen ] Excellent| Good Poor efficacy
patients \ of total rate
Yes 8 (62%) 1 3 4 4/8
No 5 (38%) 2 3 5/5
Total 13 (100 %) 3 6 4 9/13(69 %)

(FMOX) %Rz,

2, EGIRAIRRES

FR1FE9 Ao oK 3 4 6 B % CIHIRERASE
WERIBRNT B> T ARG %52 1) 7= MM R R
BET, ZBREBCHIDborUbREOES T

17 %%NRE Ui, NRIZE 134, L4 AT, FlHI

2905 T9IRTH > 72

REBECZHS» CHOFEARGVRETHSL I L
RFERL, CZOP # 1E05gH3ixl gxk 1H1
v L 2 [E,

5 HREI#EE F 7 I3 EmEEL 72
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Table 5 Bacteriological response to cefozopran in complicated UTI after 5 day’s treatment
(0.5g or 1 gXx2/day)
. No. of eradicated strains . . Strains appearing
Isolates No. of strains (Eradicated rate) No. of persisted strains after treatment
E. faecalis 4 4 1
E. faecium 1 1
E. coli 2 2
K. pneumoniae 1 1
S. marcescens 4 1 3 1
P. mirabilis 1 1
P. vulgaris 1 1
E. cloacae 2 2
P. aeruginosa 3 3
A. calcoaceticus 1 1
YLO
Total 20 16 (80 %) 4 5
3/13 (23 %) 2/13 (15%)
(cases) (cases)
. . 5/13 (38 %)
Percentage of persistently infected cases after treatment
(cases)
Table 6. Relation between MIC and Bacteriological response after 5 day’s cafozopran treatment
MIC (gg/ml) Inoculum size 10° cell/ml Total rate
Isolates (%
<0.2{ 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | 100< 8)
E. faecalis 1/1 2/2 1/1 4/4
E. faecium 0/1 0/1
E. coli 2/2 2/2
K. pneumoniae 1/1 1/1
S. marcescens 1/1 0/1 0/1 0/1 1/4
P. mirabilis 1/1 1/1
P. vulgaris 1/1 1/1
E. cloacae 1/1 1/1 2/2
P. aeruginosa 1/1 1/1 1/1 3/3
A. calcoaceticus 1/1 1/1
Total rate 7/ 1/1 2/2 1/1 2/2 2/3 1/2 0/1 0/1 16/20
(%) (80)

No. of strains eradicated/No. of strains isolated

ERIRZNRHE IMRAR, IR 2 481R & ¢ % UTI E#)
FHEEEHE (38 3R VICHE - TITV, BREEL LU
7 —7 VOB EOIRERHBIRIC DWW T bR L 72,

HEFHIRET & L TRABORE 21TV, 0 MIC
BIE 13 B R EF SARERN R > TiT - 7

ZeMHICBEL T, BtREEROMR LRSI
BERREZITY, ZOEEERL T,

II. A |
1. HEH
BERTF ORI S BEEH I T 5 RIEEH O

B/1% Table 112 &7z,

1) S. aureus

REHR 50 #£D 5 B Methicillin-resistant S. aureus
(MRSA) #2516 %k & £ W T\ 7z, CZOP ® MICso &
MIC,,f ¥, Methicillin-sensitive S. aureus (MSSA)
Ti20.2 gg/ml & 0.78 ug/ml, MRSA Tk 0.39;¢g/
ml & 3.13 ug/ml TH o7z, ZOHHDORMBEIZ LD
120.2 ug/ml T3 > 72, CZOP D MICq i3 MSSA T
i FMOX LB U TH- 7208, CAZ, CZON & 0 i385
DIEETHY, MRSA TRELEMEERL TV
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2) S. epidermidis

CZOP @ MICso & MIC,ofE 12, 0.39 ug/ml & 0.78
ﬂg/ml THY, TOHMORIEEIX0.39 ug/ml TH
5726 CZOP @ MICy, i3fid 3 EHI X D & 2 E¥FELLE
BETH - 72

3) E. faecalis

CZOP @ MICso & MIC, fl i & & 12 12.5 ug/ml T
by, ETEMEEZTRL T30, D 3ER LD G
HonEETH > 72,

4) E. faecium

CZOP @ MIC & 41 # (82 %) 128> T 100 xg/ml
DETHYRENRRD o hrolz, Mo 3FE
AicBWTH CZOP LERICHEN IR D s g h
27,

5) E. coli

CZOP @ MICs, & MICyfE 1 & 12 0.05 ug/ml T
Hh, D IFEAFLD b IBREULEETH - /2,

6) K. pneumoniae

CZOP @ MICso & MIC,,f# 1, 0.05 xg/ml & 0.1
ug/ml THY, ZOHHDERIEMEIL0.05 xg/ml TH
2 126 CZOP @ MIC4o i FMOX, CZON & R % T
CAZ LV EfETH > 7z,

7) P mirabilis

CZOP @ MIC;o & MICoofE (%, 0.1 xug/ml & 0.2
pg/ml THY, ZOSHOERIREIX 0.1 ug/ml TH-
7z CZOP OHE /11 FMOX & R% T CAZ, CZON
INRRELEZHDTHo T2,

8) Indole-positive Proteus spp.

CZOP ® MICs; & MIC,ofE &, 0.1 xg/ml & 0.78
ug/ml THY, ZORHORMAEIX 0.1 ug/ml TH o
2o CZOP OME /13D 3 K L RAZETHh - 72

9) Enterobacter spp.

CZOPOMIC ZBIL S 43 L, = DRFEME IR
3.13~6.25 ug/ml TH Y, 50 ug/ml LA LD MIC %F
T5%k%E 1k, 77, MICs, & MIC,,fE 1%, 3.13
ug/ml & 6.25 ug/ml THH, CZOP ® MIC,, it
SEA LY 4 BRELIHEETH > 72,

10)  S. marcescens

CZOP @ MIC iH&IL < 4L, % DEBSEMEE1.56
kg/ml TH > 7z, % 72, FI T 50 wg/ml BLE DA
BOSNTH, CZOP Tk 1#b D SR h > 726
CZOP ® MIC,, & MIC,,f# &, 1.56 xg/ml & 6.25
ug/ml THH, CAZ L RZET FMOX, CZON &b 2
B HEETH - 72,

1) P. aeruginosa

CZOP ®» MIC 1% 0.78 pg/ml WEBRABIE %R L 72208,

50 ug/mlAEDOMICR2 BT 28 % 6 %o 12,
MICs, & MIC,ofB 2, 0.78 ug/ml & 50 ug/ml TH Y,
CZOP DHiE NI 1x CAZ & 1ZIZF% T FMOX, CZON
IO RERLTVI,

2. ERIRAIRET

EHEVEPRBERRAE 17 fERI S UTI ERafiE#e i &
HL7: 13#I0ER% Table 2 127K L fe, UTI 5
HEICEBL 2o 572 4813, BIWERO AL 12,

UTI ERhFHEELEC SR L 72 136D T, BEER,
HERICNT 28R B X VBESERZIE % Table 3
R L Tz, MREEREIEIIERN 3B, %66, BH
4 BITHREBRNERIZ69.2% TH- 12,

JRREFERI (Table 4) TIXEMERYEE 7 % 5 6
B3, EBEBRE6 BT 4BINEMULTH -T2, &
7z catheter BEDOHEERI T3, WEE 8 FIF 441, 3
HEH S Fl2BInB UL TH - 12,

BERNICRP L DSBS NEAE (Table 5) i,
S. marcescens B X O E. faecalis BSFNEFN 48K, P
aeruginosa 3K, E. coli 8 X U E. cloacae B3F W Fh
2%k, K. pneumoniae, P. mirabilis, P. vulugaris,
A. calcoaceticus, E. faecium & 1¥RDEH20%TH >
12o 2D BHE Lo 128RIZ, S. marcescens 4 1k
th3#kE E. faecium 1#8T, 1HKZEIL 80 % (16/20)
ThHo 1. %EHEIRE X E. faecalis 1 ¥R, S. marces-
cens 18k, YLO 3K ThHo 7, B, BT H»H S
THRERLVEFEO I VCRIRREEE T 2EHN I 13
it 5 Bl (38 %) TH- iz,

RICERECXT 5 MIC L EHEEE L OREM
DWT Table 6 12/~ L 7zo MIC 13 0.2 gg/ml K »
5 100 pg/ml AEW AL TEB Y, S. marcescens %
BR SERTIE 50 wg/ml AT DT R TOMEHEL 720

3. EIfEA

FELZZRE L2 17THICBW T, BENEIER IZR
bonkhrol, BAREERELLT1IHICBVT,
GPT (14 — 67) OBRE LR %2F D 125, Z DOhDER
WCIBEARREBEEORELEF 2D L5 12,

1. #* =3

WE, ERMEBICBLTXF ) VEHEET K Y
KE (MRSA) » % IIdEEEICER T 2 BIYEHNH
FE> T3, MRSA & & 2RBPUEDFERD—D &
LT, 77 2BHEICHT 2HEINRS TRVES
R 7 2 ARMAEMEOFERADEHENTED, &
IBE S Enterobacter spp., Citrobacter spp.T 355 3 1
RIAEME OTHEREOHRSEEE k> T b, &5
B E A O OB E RS O D BEEHE
DESFEO@E b7z L &Y, immunocompromised
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host HIEIML TEH, ZDOLI3RBETIZ, ThoD
MECL2BPENR SN, BIEMICR 2 I L85
BoTwd, INLIRI s, BES T LBHR
EB» o7 7 AEMBRRE E TEYR, LERCB8 L
PEARY MV EBWTEEE2E T 2 EFI»RD &
nTtwz,
FERT7NUKEE2ST 7 7 2BHERE B & OFE
BEBU 77 LRERECN LEBVWHEIEZEL, 4-
lactamase WXXf L THRE T, ABEZELKIINL TH
HBOTENE2RTEOHREE L > T0EY, /2, &
EOEVEREZHIRAZSIC L DV RESRICHFIL R
FiefPBENG SN, MFFEEIN2BET, R
KBS DHEM SN2 Z L BERXNTEDHD, &
BB 72 & DEERME ORBGME 12X U T b BERAE Bt
HEFEEsNTw 3,

SEbNONDEE I DV TIT- - HEEH - BEIKH
BRETORBRICOWTLUTEET 3,

1. HEH

HERGFOBKSE Y 7 LGHERE 4 EE, 77 4.

fetEReg 7 BRI 5 CZOP, CAZ, CZON 8L Ut
FMOX O 4 FE&|D MIC %E& L 72,

AED MIC i, BRE W L TIHHBEARIZ T
2~ 3ERFELL EEWERR L2, ERBEIOWVL T,
BBEEZBRS T XNTOFEREIC BV T MIC, 5 6.25
ug/ml AR TH Y, E. coli, Enterobacter spp., S.
marcescens WO W TIFHBEERLI D b 1 ~5 BER
HFTRLBEOTEIERL Toic, BEECL TS,
CAZ L[AEDPRRL I BEOMEA N 2R LI, Lz
>T, KEOTENIE, 77 LABMEREICHR L Tttt
BER LD ZBHS»ICHEL, 7T ABEREINLT
LRIEULOMENE2B L T3 EEZ NI, T2,
SERRET L MBI DV TR, E. faecium 2B %, B
NIEERZI RS EAF S iz,

2. ERRHIRRES

CZOP % fEHETERBERGAE 17 B (BEREAR 11 BB &
UBHBEXR6H) REL, BRSES L VCEERD
BET 21T 572 FEDRERIZ1IEI0.5g~1 g% 1
HlZzwlL2@E05HERS L Lz, 176 UTI %
ZhEHlE R & 2 R EERIR 2RI ERTRERIE 13 BT
HY, EX3IG, BR6H, EIAFIT, REFE
1369.2% ThH-oTzo £7z, BREEIZ80.0% (20 Bk
16 kD3 K) TH Y, ¥IZE. faecalis D 4 £k & P.
aeruginosa O 3R IIEHBRE S iz, BREBHFE &

L TI& E. faecalis, S. marcescens & 1%k, YLO 3%
DEFSHETH - T2,

FE LD EBOOWIEWERRFED SN ro 1z,
FEAREERELE I 161 GPT LRESED Sht:
», BETHY, REKTEEELLTVEZEns
FEOZLHIFCHET R EBbi,

UEDZ b oFEIHRFEDE 7 = ARTENE L
HARTRBILCHESTEN 2B L, FCEELRBRYL
EDRAEE L (EEAERSHES N3 RIBES L Vg
HKEX L CORBEA»EL, 72, §BLEmMT2
& B b 3 opportunistic infection & U T DREBL:
FEDWBREL L THFSNIEREEZ SN,

X 13

1) Miyake A, Yoshimura Y, Yamaoka M, Nishimura
T, Hashimoto N, Imada A : Studies on condensed
-heterocyclic azolium cephalosporins IV* Syn-
thesis and antibacterial activity of 78(2- (5-
amino-1,2,4-thiadiazol-3-yl) -2 (Z) -alkoxy-
iminoacetamido]- 3 - (condensedheterocyclic
azolium) methyl cephalosporins including SCE-
2787. ] Antibiot 45 (5) : 709-720, 1992

2) Nakao M, Noji Y, Iwahi T, Yamazaki T:
Antibacterial properties of SCE-2787, a new ce-
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Cefozopran (CZOP), a newly developed cephem antibiotic, was assessed fundamentally and clinically.
The fundamental study included determination of minimum inhibitory concentrations (MICs) of CZOP,
ceftazidime (CAZ), cefuzonam (CZON) and flomoxef (FMOX) against 4 species of gram-positive cocci
and 7 species of gram-negative bacilli, which had been clinically isolated and stored in our laboratory, using
the MIC 2000 system (10°CFU inoculated per ml). The MIC,, of CZOP was 0.78 xg/ml for methicillin-
sensitive Staphylococcus aureus, 3.13 ug/ml for methicillin-resistant Staphylococcus aureus, 0.78 ug/ml for
Staphylococcus epidermidis, 12.5 ug/ml for Enterococcus faecalis, 100 ug/ml or above for Enterococcus faecium
0.05 g/ml for Escherichia coli, 0.1 ug/ml for Klebsiella pneumoniae, 0.2 pg/ml for Proteus mirabilis, 0.78 ug/
ml for indole-positive Proteus spp., 6.25 ug/ml each Enterobacter spp. and Serratia marcescens, and 50 ug/ml
for Pseudomonas aeruginosa.

In comparison with other antibiotics, CZOP had distinctly greater antimicrobial activity against all cocci
except E. faecium. Against bacilli, such as E. coli Enterobacter spp. and S. marcescens, CZOP exerted
antimicrobial activity 1 to 5 times more potent than that of any of the other antibiotics compared.

The antimicrobial activity of CZOP against cocci was definitely greater than that of the others, and its
activity against bacilli was equal of greater than those of the others.

In the clinical study, CZOP was administered to 17 patients with complicated urinary tract infections (11
with cystitis and 1 with pyelonephritis), and the clinical effects and side effects were investigated. CZOP was
administered at a dose of 0.5-1.0 g once or twice a day for 5 days.

The general clinical effects were evaluated according to the criteria proposed by the Japanese UTI
Committee for drug efficacy evaluation in 13 of the 17 patients.

The rate of general efficacy was 69.2 %.

The bacteria elimination rate was 80.0 % of 20 strains.

In particular, all 4 strains of E. faecalis and all 3 strains of P. aeruginosa were eliminated.

No side effects considered likely to be attributable to the drug were observed.

One patient showed a GPT elevation as an abnormal finding on the clinical tests.



