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SBHERIC 81T 5 cefozopran DERER), EERAIRRES

ol B-RE OE-MR FE-WHEH KRB K=
Y EE - AL B - LE BEL - BN WE - EX B
SR EF - KB EH - AR ER
[LBRFEEFHRELRE - £—48

BA=EX - fH ETEP
IN= B e S

=i 5M0 - hH £l
RIFmbEs R

FLLHE N7 = ARVEME TH 5 cefozopran (CZOP) 2 D> THEER S BERRIC N
TAMBE N R T 2 £ &I BRBRE RS L TBRIE, T2 dOW»THRET L,

ABTBEREN» SO L - BEHE N T % CZOP OR/INEBEHIEEE (MIC) DWW THK
SHULIER, XOBY Tholr, 77 LABMERE TId methicillin-sensitive Staphylococcus
aureus, coagulase negative Staphylococcus \&2V> T3 BIF 21 %2R L7245, methicillin
-resistant Staphylococcus aureus, Enterococcus spp. ¥ LU TIIMBENIIZFT -7z, 77 ALK
YWABE TIX, Escherichia coli, Klebsiella peumoniae, Klebsiella oxytoca X3 L T2 TDHRD
MIC %5 0.2 ug/ml AT Toh o7z, Enterobacter cloacae, Enterobacter aevogenes, Citrobacter
freundii, Morganella morganii ¥t L Td CZOP X BEF 2P 1 2R U 120 Pseudomonas
aeruginosa, Serratia marcescens D MICsold Z N Z413.13, 0.78 ug/ml, MICyid & b i 25
pg/ml THolz,

LN BHREERE 37 et L T CZOP 2 %5 L TR LTz, T OREREBERIEIIER
3B, LLE2HLENLHREERD, BEWEFAERD $, BREFBROBKREME %KY
L, 1% GOT, GPT O L&, 18lIciFERKES, 16 FRHKES, BUN L&, 1§l
BUN, Zv7F=V, MEKDODERRRDz, LHL, AR bBEHEELT, &5%H1L7 5
EOBEERZLORIRED SN o,

BED & 512 CZOP RENHEHE2EL, »OBEEHRVEN TS, BFRL PRV E

nEREEZ oz,

Key words: cefozopran, ¥ 7 = ARTIEWE, EH, HCBRARIZEE

Cefozopran (CZOP) i3 RHEER TEER I BV TH
FIshHFLOUEHBL 7 L 48 TH B, XHZ Sta-
phylococcus aureus 2 &0 7 7 LGRS, Pseudomonas
aeruginosa # &L 7 7 LABEMHRECH L THROYENE2E
L, 37— 78— X UBOEERERT HilttizE
RepTdh 0, BEHPHRED R,

FA1E Methicillin-resistant S. aureus (LATF MRSA) Dz
WREEHSKEL 70 —X7 v 7ENT W5, ZOEED
FRe L TE=ZMR 27 = sHORBSHBEE 2> Tw
32, zOBEE L TE=WMAR L7 = 2FI03 S. aureus 12xF

LTHIEABHE W EosfgilahTwa, LaL CZOPR
ZOD S. aureus 2 BB EHL, %12 P. aeruginos
WHHBEE b > TB Y HBEREDONT Y ABRVEIN
T3,

HIE, ARHESOBRIE R SEESBOMS I L ) FHiE
DR LTz 0, g ORI & 0, BpHEEEDOBTL
RBECHELLT L, BBLLBE0oBAHEL LTI
S. aureus, P. aeruginosa DREHEDE I, o 5 HREF
Z 7B, AFIONRIRYSE N T B HES, BRI, £2
HERNT B LB HIEEHL L EEX D, ZITD
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nbiii CZOP 0ft5E%%13, £ L THALSE A RIREIC
B BEFIOEBER, KRN 2T O THRE Y %,
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1. MEBIUAE

LEARZE—NEHCABE - IEET 72 F & LTH
{tBARBERED > B LT, S. aureus, coagulase
negative Staphylococcus (CNS), Enterococcus spp.,
Escherichia coli, Klebsiella peumoniae, Klebsiella
oxytoca, Enterobacter cloacae, Enterobacter aeroge-
nes, Citrobacter freundii, Morganella morganii,
Serratia marcescens, P. aeruginosa, Acinetobacter
spp., Xanthomonas maltophilia \Z2>T CZOP B &£
VZOMETOL 7 x ARNENE OR/NFEEHEILR
B (MIC) % BR{LEREFS, MIC/NEBEDED
FHENCHERLL , BRIARFFEIC L DEEL 72, %%
BEBEE L 105%cells/m] & L, BSIZRRZMHEIE B
B CGERE) RER L. £72, S awreus iIZDWT
it, methicillin (DMPPC) @ MIC #%12.5 gg/ml LA
oK% methicillin-resistant S. aureus (MRSA) &
L, 6.25ug/ml BLF @ ¥k % methicillin-sensitive S.
aurens (MSSA) & LT 28 hb I TRETL 72,

2. R

&R Table 1 & MIC O43#%8E (range) , MIC 50
%, MIC90 % & L TFERL Tz, T2 5B MSSA 17 tk
T& CZOP @ MIC % 0.78~12.5 ug/ml W 3% L,
MICs,, MICqo & ® 12 1.56 pg/ml & BREFRHE %2R
Lz, flifl & (8§ % & Flomoxef (FMOX) (1&IA
WatERL, —HIZEH W MICKRBRED 5 L7z,
Cefuzonam (CZON), Cefotiam (CTM) ¥ CZOP &
DR PEN T/, MRSA 24 #R Tid— iz MIC D&
WEOBED 5N B DD MIC D E— 7 {#IE 50 ug/ml
THISRIMF LW EEZ ORI, LB LAt
Kb R TH - 72,CNS 28 BdD CZOP ® MIC 118/
WK ZRT B MICs i3 12.5 ug/ml & LUK BEF 2
HENER LT, floF LT 2 L CTM & iRIZRA%,
CZON, FMOX X W Eh T\>1z, Enterococcus spp.58
BED CZOP ®» MIC i3 ¥ — 7 {E» 12.5 ug/ml £f&E <,
BRAIC IR IIHIE L v e Ez o, fiFl &
&S 2 e nThoER LD bENR T2, E. coli 38
HTIE CZOP DHIEHRBH TENTE Y, £4:0.1
ug/mUFTECHFHEL T, F & &S 2 &
FMOX & h 242 DD CZON,CTM L VN T
Wize K. peumoniae 17 ¥ D CZOP ® MIC 13£#% 0.2
pg/mI T B TENLHENZEL T, K.
oxytoca THEH 0.1 pg/ml AT A LEKRTH - 72,
E. clacae 12 B T3 £ T3 6.25 ug/ml LTI 4340

L, BELFENEB L T, F &gy 5 &
CZOP 23l b BN T \» 72, E. aerogenes 8 £k T i3
CZOPDO MIC 3% & 5% & 28K 1.56 ug/ml LA T T
HY, BIFZHEHE2EL T, il sl T
BYRIFTHoT, C. freundii 10 %D CZOP ® MIC
DA D E2R6.25 ug/ml AT & BEF LRI %
BLTwi, il tE&T 2 L RZLBRITIENEE
L TWwize M. morganii 8 #®D CZOP ® MIC 73# %
ALEE—7EIZ0.39 ug/ml THYH, 1850 ug/ml
OFRDH 5 b DDOMITT NT1.56 ug/ml AT ThH-
T fiFl e b3 % & CZON D& 5 b00ftiL D ik
BN T Wiz, S marcescens 118k D CZOP O MIC 4
A% &5 E MICst3 0.78 ug/ml EENT W78, —
iz MIC O EWEEBED sz, iRl k& T 5 &
CZON & b MIC DEWERS % L, MOERI L D EN
T\ 1z, P. aeruginosa 52 ¥k CZOP © MIC 5346 % »
B E MICyid 3.13 ug/ml ThH Y, BEFAHEH*E
LTz, il &b % & CAZ £ 9D 1 BERRES
ZEHEBEDONDE L DOOMEIL DER TV,
Acinetobacter spp. 9 %D CZOP O MIC 7% & %
ES5ERH 313 ug/mI LTI HELTB Y, MHERD
HZVEIC L TREENRIFLHENEEL T,
g LIMME AN LD EN TV, X. maltophilia
8D CZOP D MIC DA% A5 L wih b MIC
EHEL, BRHREIWBFELCSLEEZ SN,
FMOX, CZON & W o4 -5 Tz,
II. B K & #% 5

1. MRBIUHE

[EEAREE—NEB L UBEERREA RN ABE, HIHE
EIT-> BN RIBE CRBROBENGO N
37 Blic CZOP 2% 5L T, EIKRZIE, MEZNOZE,
TEMERE LTz,

®BSHEFID—EFR% Table 2 iR LTz,

CZOP 05 EHAEAKE 72135 % 7 F 7 §E 100
ml (AR 0.5~1.0g ZIEEL T, 30~60 5300 Ta
TEERE L 72,

B 5 0O xf SR B IEE R RYE 14 §, ik BIER 8
B, REREs 8 B, REMENMEE 3B, KTIRE 16, K
ey 1 5, ALFIARESE 14, B l1fiTh-7c,
B SEF D ER I DV TIE Table 3WCRL &
312 60 LA LD BEREIEEHEBZ T2,

EERZNE DK E IZ YHEOREE L, KD &L
ED Tz,

% (Excellent) : 5% 2 HUMICE L W RIEAE
KOHEEZDIZHD,

% (Good) : EBKEEROKEEZFEDI b



CHEMOTHERAPY

386 DEC. 1993
Table 1—1. Comparative in vitro antimicrobial activity of cefozopran and other antibiotics
Clinical isolates o MIC (ug/ml)
(No. of strains) Antibiotics R 50 % 90 %
ange o o
Cefozopran 0.78~ 12.5 1.56 1.56
MSSA Flomoxef 0.2 ~ 25 0.39 12.5
17 Cefuzonam 0.2 ~ 100 0.78 0.78
Cefotiam 0.39~ 12.5 0.78 0.78
S. aureus
Cefozopran 0.39~>100 100 >100
MRSA Flomoxef 6.25~>100 100 >100
(24) Cefuzonam 6.25~>100 >100 >100
Cefotiam 3.13~>100 >100 >100
Cefozopran <0.05~ 50 3.13 12.5
CNS Flomoxef <0.05~>100 12.5 50
(28) Cefuzonam <0.05~>100 3.13 100
Cefotiam <0.05~>100 3.13 12.5
Cefozopran 0.78~>100 12.5 >100
Enterococcus spp. Flomoxef 12.5 ~>100 100 >100
(58) Cefuzonam 0.1 ~>100 50 >100
Cefotiam 25 ~>100 100 >100
Cefozopran =0.05~ .1 0.1 0.1
E. coli Flomoxef <0.05~ 0.1 <0.05 <0.05
(38) Cefuzonam =0.05~ 0.1 0.1 0.2
Cefotiam =0.05~ 0.1 0.2 0.39
Cefozopran =0.05~ 0.2 0.1 0.2
K. preumoniae Flomoxef =0.05~ 0.1 =0.05 0.1
(17) Cefuzonam =0.05~ 0.2 0.1 0.2
Cefotiam 0.1 ~ 0.39 0.2 0.39
Cefozopran 0.1 0.1 0.1
K. oxytoca Flomoxef <0.05 <0.05 <0.05
(7) Cefuzonam =0.05~ 0.1 <0.05 0.1
Cefotiam 0.1 ~ 0.78 0.2 0.78
Cefozopran =0.05~ 1.56 0.39 1.56
E. aerogenes Flomoxef 3.13~ 100 25 100
(8) Cefuzonam 0.2 ~ 50 6.25 50
Cefotiam 0.39~>100 100 >100
Cefozopran <0.05~ 12.5 0.1 6.25
C. freundii Flomoxef 0.78~ 100 6.25 100
(10) Cefuzonam 0.2 ~ 50 0.39 50
Cefotiam 0.39~>100 1.56 >100
Cefozopran 0.39~ 50 0.39 50
.. <0.05~ 100 0.1 100
M. morganii Flomoxef
®) Cefuzonam 3.13~>100 3.13 >100
Cefotiam 0.1 ~ 50 0.1 50
0.39~>100 3.13 >100
Cefozopran 0.2 ~ 50 0.78 25
S. marcescens Flomoxef 1.56~>100 25 >100
(11) Cefuzonam 0.39~>100 6.25 12.5
Cefotiam 25 ~>100 >100 >100

MSSA : methicillin-sensitive Staphylococcus aureus
MRSA : methicillin-resistant Staphylococcus aureus
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Table 1—2. Comparative iz vitro antimicrobial activity of cefozopran and other antibiotics
el MIC (ug/ml)
Clmlcafl 1solf1te)s Antibiotics
(No. of strains Range 50 % 90 %

1.56~ 100 3.13 25

Cefozopran
. 0.78~>100 1.56 25

P. aeruginosa Flomoxef

>100 >100 >100

(52) Cefuzonam
. 1.56~>100 50 >100

Cefotiam

>100 >100 >100
Cefozopran 1.56~ 100 3.13 25
Acinetobacter spp. Flomoxef 12.5 ~>100 50 >100
(9) Cefuzonam 6.25~>100 50 >100
Cefotiam 25 ~>100 100 >100
Cefozopran 25 ~>100 >100 >100
X. maltophilia Flomoxef 12.5 ~ 25 12.5 25
(8) Cefuzonam 3.13~>100 25 >100
Cefotiam ~>100 >100 >100

0.

2RES (Fair) | REBERFEROAELXRD 2
YHEKLSAORFBES L, EHOLOFEIID %
wEBbndbo,

#%h (Poor) : IERDAE, b LI IWER &L
b D,

FREWERC 2L TRREFTOEMENAR & D H
EL, EERBREEIC DV CIRE KA RS I HRI,
R L TREFL 720

2. Bk

Table 2 XRT & 5 WKREEREIFEITER 35 61, ®
PR 2B L BHMULDOEREIL 4.6 % L ENIER
KR ERD 1z, 1ERSE, 1| BRSEHEERY
ROEFEAB L Table 4 DT WTHOE LR
FRERTHD, ZERFT L L3R 2 P72
BEHM, BRMNLEEENOBKIE L OBE:
Table 5, 6 DL SR L7zd, VTHLERER
Dotz BRI DOKEKRINE % Table 7 D& 5 1IK
HULER, FAEHDBTERIFCRLVGBEE
REBLTCROTR G RIFRHRERD 1,

HEEHWBRER T 2 &, BESHRCHERES
B LBERIZ 28 BITH D, R SHTNCHERE 21T
SHREBIITh R ERDS 4§, REANCHE
BRERTS bESRE T E R d - HEF 26, &S5
A HERE LT L e oo IHERIM 3B TH - Too
SHicRE s -l T 288 % # % & Table
8DEI1/ 7 LBHRETIZ84.2 %BBRESHh, 7
7LEMRE TR 7.8 B BRE SN 7 T LR

B T3 P. aeruginosa 53 6 BRI K 3 Bk, & 2
B, THH1IBKREREZI RIS WD EEZ ST, B
SHHE I 8.9 %BRE S, RIFRFERTH- 1. &t
B, R5®&FL2HEHBEE L LTIk MRSA 2 ,
Pseudomonas cepacia 2 BRSO SNz, Th oD
ERNIERAIIC TN O REFRRIZIZEALRD S5 n
Rnotz,

BB R 2R T 2 &, BREFEAFICERT
3 EEbNBERIRD SN o,

FERREEOEREH 2 RE5HIHRT, & & ORREE
BEETERD 12D DL T HKRLEEEYS
Y FHAENTF > TH B LER 4 TGOT, GPT DL
R, ER 15 B TREHKTE, FEBER, BUN O
R, ES 27 THEBERO LR, ER 28 TlERE
THD, BUN, MEZ7 V7 F=rB&5Fi0» o5 <,
BEHOHEEEISIRE L IF A2V, MFK
DERBED>N1DT, FH L ORRBFEVBEET
EHVEVIERICBL TERREMBRE &5 2 1,
Pt 4 EFI CHERREEREVSEE T &R0 5 720,
WTFNLBEHLEETHY, BEFIELRELORE
TEDRE 3RO o 72,

1. * x

IELE, HILBARBERIC B 3RPEORLEE L
TEHVLOBEFMES TS 7 LBRMEREHE, Wk
BTz MRSA B X U P. aeruginosa Th %, Mk
#TD MRSA OREROF VO IXBAME L L T
KBEWCRDRT WS T ABEREENRE LIBETF
P S OMEHNC L 2BIRRC LB DT, JE
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Table 3. Distribution of sex and age

Sex
Male Female Total
Age(yrs)

17~19 1
20~29
30~39
40~49
50~59
60~69
70~79
80~82

Total 24 13
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Table 4. Clinical efficacy classified by daily dose

Daily dose No. of cases Clinical efficacy Efficacy rate
(g) ’ Excellent Good Fair Poor (%)
0.5%x2 9 8 1 8/9
0.5%3 1 1 1/1
1.0x2 17 17 17/17(100)
1.0x3 10 9 1 9/10(90.0)
Total 37 35 2 35/37(94.6)
Table 5. Clinical efficacy classified by administration
Duration No. of cases Clinical efficacy Efficacy rate
(days) ' Excellent Good Fair Poor (%)
3~4 14 14 14/14(100)
6~7 15 14 1 14/15(93.3)
8~9 5 5 5/5
10~13 3 2 1 2/3
Total 37 35 2 35/37(94.6)
Table 6. Clinical efficacy classified by severity
. Clinical efficacy Efficacy rate
t No. of
severity 0. of cases Excellent Good Fair Poor (%)
Mild 2 1 1 1/2
Moderate 34 33 1 33/34(97.1)
Severe 1 1 1 1/1
Total 37 35 2 35/37(94.6)
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Table 7.

Clinical efficacy classified by diagnosis

Diagnosis

No. of cases

Clinical efficacy

Efficacy rate

Excellent

Good Fair

Poor

(%)

Perforative peritonitis

Diffuse peritonitis
Intraabdominal abscess
Postoperative peritonitis
Cholangitis/Cholecystitis
Subcutaneous abscess
Periproctal abscess

Abdominal wall abscess
Postoperative wound infection
Purulent pleurisy

3 1
3
3
1
14
1
1

3/4
3/3
3/3
1/1
14/14(100)
1/1
1/1
0/1
8/8
1/1

Total

35 2

35/37(94.6)

Table 8. Bacteriological efficacy

Isolated organism

No. of strains

Eradicated

Persisted

Unknown

Aerobic gram—positive bacterium

S. aureus
MRSA

CNS

S. pneumoniae
S. constellatus
S. intermedius
S. morbillorum
S. carnis

E. faecalis

E. faecium

E. avium
Enterococcus sp.

o B W e e e DD = DO DD

&

GO DN = DN = N

1

Sub total

oo
—

16(84.2 %)

Aerobic gram—negative bacterium

E. coli

K. pneumoniae
K. oxytoca

E. cloacae

E. aerogenes
M. morganii
P. aeruginosa
P. cepacia

C. homonis

[ T I Sy RO

DO

—

Sub total

(5]
—

14(77.8 %)

Anaerobes
B. fragilis
B. distasonis
B. capillosus
B. ovatus
E. lentum

S R

4
2
1

1

Sub total

11

8(88.9 %)

Total

53

38(82.6 %)
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Basic and clinical studies of cefozopran in the surgical field

Takashi Yokoyama, Takashi Kodama, Yoshio Takesue, Mitsuaki Okita, Eizo Hiyama,
Atsushi Nakamitsu, Yoshiaki Murakami, Takahiro Santo, Hiroaki Tsumura,
Katsuya Miyamoto, Naokuni Tachimoto, Shigeki Tsuru, Yuichiro Matsuura

First Department of Surgery, General Examination Division, Hiroshima University Hospital

Mikio Fujimoto, Shiro Nakai

Department of Surgery, Hiroshima Memorial Hospital

Nobukazu Miyoshi, Hayao Nakai
Department of Surgery, Kure Kyosai Hospital

We investigated the antimicrobial activity of cefozopran (CZOP), a newly developed cephem antibiotic,
against clinical isolates, and assessed the clinical effect and safety of CZOP administered to patients with
surgical infections. The minimum inhibitory concentrations (MICs) of CZOP against various bacteria isolated
from lesions of inpatients were determined. The antibiotic exhibited excellent antimicrobial activity against
gram-positive cocci including methicillin-sensitive Staphylococcus aureus and coagulase-negative Sta-
phylococcus, while its antimicrobial activity against methicillin-resistant Staphylococcus aureus and Enter-
ococcus spp. was poor. Against Escherichia coli, Klebsiella pneumoniae and Klebsiella oxytoca, gram-negative
bacilli, the MICs of all strains were lower than 0.2 xg/ml. Cefozopran also exerted excellent antimicrobial
activity against Enterobacter cloacae, Enterobacter aevogenes, Citrobacter freundii, and Morganella morganii.
MICs of Pseudomonas aeruginosa and Serratia marcescens were 3.13 and 0.78 ug/ml, respectively, and the
MIC,, was 25 ug/ml for both. Cefozopran was administered to 37 patients with gastrointestinal surgical
infection. It was clinically effective in 35 and slightly effective in 2, showing favorable results. There were
no side effects. The clinical laboratory test values before and after administration showed elevations of GOT
and GPT in one patient, eosinophilia in one, eosinophilia and elevated BUN in one, and elevations of BUN,
creatinine and serum K in another. All these changes were slight, and administration did not have to be
discontinued. Cefozopran has excellent antimicrobial activity, exerts excellent clinical effects and does not
induce side effects so frequently.



