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FLOLESB v 7 x 2 RFEWE cefozopran (CZOP) & D> THEHEBOBREE I L T
HEEY - BRORBRET 21T 572,

1) T-tube®A 3HIic CZOP 1 g % AREE £ L IFE L ROBEHPBEE KRS 1 ~4
BT 3.4~11.0 ug/ml DREBEZR LI,

2) REBERGHIT 6 Bz CZOP 1 g 8k L /-0 RBMAMGS & CEEBTPRE 3 1 BiEEs
FUL15BBTENEFNRE 35.5 ug/g, 8.4ug/ml TH>72,

3)  BYIRM 5 Bl HTET CZOP 1 g #iE L -BEDREEERERE B & O TRERSMBRBRE X v»
N 05BERCESEBELRYD, FRFN2T.0ug/gBL U185 ug/g ThHoTz, B 5HIT,
W% 3HAMCZOP1g 1 H 2 BIARKKEL, EEABHKRTPEELRAZLER, MR1HE
18.2+7.7 ug/ml, 2HE 12.6+1.6 yg/ml, 3HE10.0£2.1 ug/ml TH> 72,

4) MRV 6o CZOP 1g 1 H 2 EIAHESEL, AEOBHPEELHIE L ER, &
SE54 2 BRI OB B IX 16.2+9.6 ug/g TH Y, BETHBEIKBWTH 16.3+11.8
uglg L BIF2BITE2 R L1,

5)  MRAIRY: 12 6, MK 9@, REMEPIEE 36U, ALFIAMEEE 16, RTEE 16, 5t
26 Blic BT BEERRZIE L, ERN5 60, BZHIB, LA TH, HETESHITHY, HHEX
1366.7% Chotze LdL, BH LI 27THRDHEKFEIZ88.9%TH T,

EWER L LT, BEOLEIES 1F, BRREEREE L CIFCEREYVEY EES
L URMERBEOHIEAED 105, TN LFCHBEL LR bDTRAED» 275

BlEX D, CZOP 3&EHK - M, B EARET~OBTCEN, ARBRECERZE
KIThzrnwz b,
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Cefozopran (CZOP) i3+ 7 7 0 AR Y > HH&D 3 (r{AlsH
IZ imidazo [1,2- &) pyridazinium # %, 7 i @I 84 &
aminothiadiazolyl %A 35 Z i & D, HORE
FEEEHRFET 2L b, 77 4BHEEOMREE &Y
EEOIERBY 7 2 AFTH B,

EENE 7 7 LGHRED S 7T ABHE £ TIEIL < Wi
BH%RL, 2F ) Y RBRUD Staphylococcus aureus &
T BHE ST (MICe 0.78 ug/ml) 3 ceftazidime (CAZ)
B & U cefclidin (CFCL) X D3 <, flomoxef (FMOX)
B &£ Ufcefpirome (CPR) & 121Z[E%E T, Pseudomonas
aeruginosa \2X33 AHE S (MICy, 6.25 £g/ml) ix CPR &
D <, CAZZIEET B L vwbhb, $E2DB-77 %
I—CINLTORET, Th6DB-779v—XEDH
At IED 5122,

S, bbb, ARHESIC B 2 BIYEIC OV T, B
AR T 2R R EREPR R L B L 2485,
CZOP D EEEH - BEREIRRET 21T - 720

1. ¥RELUFHZE

19896 A S 191 FE38FTO1IEI0HAM
WCRIERILBRSIERREHELENE B L UBLERRIC T
IEEZ 2 0B EHRE L, 2HNCEADZVIXZ
DOREL VEERB, &7z, CZOP &5 kIS,
KEARIGAEBEEmL, BETHZ L 2RERL

1. HREHREORET

) BEARED?VIZREERAICT T-tube 2fHEA
L7z 36z 3 HMOAMD 7 7 >~ 7%, CZOP1g#&
5L, #56H%E coMBHEES L OCBEH 3
EEHIE LT, &5 HER 30 2 S fEaREs 2 fi, 5
D 1BITH oIz, MHABEI DV T cefmenoxime
(CMX) 1g bt L 7z,

2) FMEEHLMTHREITFED 6 Flicfiih CZOP1g %
BEL, BE53FHEKE COMBETEE, BEASS
L UHBHEMNFBEE 2 RIE L,

3) BREC TBUVBRMET LS8 WT, g
CZOP1g# L, MEEEE S X UK TIRIFABANE
BEEHE LT, & 512, REFNC T 3 B CZOP 1
g rEmHE L 2ERE 25T, Fr— U8R
(=Y R =) KRANNY ZICTHERL, BENS
HRHRE R RIE L2, HIEME I Ht JIE I THIE®
To72,

4) MWERAIRSE %= FKfE L, CZOP1g 30 4 SfEE
L TERDRERETLICERD S B, 6FLicBWT,
BABIERC BT 5 BHHBRE 2 RELE L o R—r 38—
TAAZICEDERL, AL, %583 ~10
HET, T&2RIEEERL I,

CZOP D EHFIBE R E L RABE & U T Echerichia

coli NIH]J % fv>7z agar well IZ & % Bioassay % T
TFotz, MESB L TEHIC DV TREREEZ b,
BEH 5 & CBEBEH D W TIZERRE, 0.1M Y V&
EE® (pH6.0) THIRLIE, —20CTHEEREL
foo E/-EEEMER, BEEES X OB TIRES >
W, FERBREERIBRTE(REL, ¥ —¥Tr
HUZE-20CTHEL, HERFE CRELL, 5,
BUBRZDEERI T, pH :AEH#K (Machery-Nagel #)
PRHOWTRERED pH #HIE L. E 51, TYIVE
Eterat (M ERETERR5E, DFT-500-E &, #Ex
PCE-1 &) DRE ¥ > % —E45 DK % KRR
{HTREREZHEL 72,

2. BRRAORREY

kARG 12 B, RERER 9 B, MERERIRE 3 6, AT
FIABRE 1 6, K TRE 160 5NBHERSAE 26 i
CZOPO0.5~1g, 1B 2[E(1 [E#&E5 26, &thns
BEIBGEEN 1FNEE L, Bk 184, &8
BTG ERIT 47. TR TH o I

ERRZNR 1L, HABHEYEMCED, AIRRGIIER,
AR, HE, BB EORERR, ZOMIizBEENR
BfiE & U T OBBKRIER L BENFRR» 5, &%, B,
PRER, R, HETREED S EREECTMEL 2,

MEZORETIE, BEFRICBVLTAERRY BLH
DRIERZEHT 5 & & b, ML RELZEERS
FERRE v > & —I0&T U TEPRAE 21TV, BRE
DEEL L O MIC DHIEZEML 12o

FE SRR & CBRERTRICER L BRR
Eix, BBEEL LTBUN, ME7Vv7F=vktd
W, REHB, R, vov) /-5, RikBEOED,
ROBHRCOWTIE, FeECROFRETHL, B
FEDORRE, BERE, HHAEH, £ ORENBIR
ERMEL TEA L ORREFREHEL 2.

II. B ="

1. EARBEEORET R

1) T-tube f&A 3%lic CZOP 1 g &5 LB,
1 B O MBEDIEEIF 47.1+£7.6 ug/ml T, 6 FHH
%X 7.8+x1.3 ug/ml TH 1o BHPEE RS
HR1~4BEBCBEEEICEL, 2hTh 3.4/
ml, 8.4 ug/ml, 11.0 ug/ml THH, 6FFEIEIET7.0
ug/ml, 6.0 ug/ml, 2.0 ug/ml TH -7z (Fig. 1) 6
BFfE % COEINEIZ 0.04~0.11 % TH o712, DD
b, 2BIERBEHTH-> DT, BEHPHABEOHEY
% & 5% &, MIC $%0.05 ug/ml T & - 7z Klebsiella
preumoniae V3 Z DYRFET 6 BefILIRIc gk Lz, B
HiZ cefmenoxime (CMX) 1g #iE ¥ 7= i3 30 5
BTV, FIRRICIE 2 $E L, M5B E % cross
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(gl Case 1.(65yr.F.CZOP 1.0g 30min DIV) (g, G252y M.CZOP 10 30min DIV (g, 35 GHTF.CZOP Log ¥
604 57.1 60 60|
-O— Serum -O— Serum -O— Serum
50- —&- Bile 504 —e— Bile 504 -o— Bile
456
GOT 79
GPT 104
R 5 404 386 [ALP P 5§ 40
g 30 g 304 g 304
© S S
207 20 20
11.0
104 104 104 84
34
T 3 5 1 5 % e 0¥y
0 1 2 4 5 6 0 1 2 3 4 5 6
Time (h) Time (h) Time (h)
{ ﬁ;onl;,‘(gngi),g?(&)(g ()m)_.(_) { K. pneumoniae (0.05) (#)—(—)
E faecalis(12.5) #) —~(+) E.cloacae(6.25) () —~(+)
Fig. 1. Concentration of cefozopran in serum and bile
(ug/ml)
50 —e— (CzOP ml Th-o7: (Fig. 3)o
7O CMX 3) BYIBRHAT5 Blic CZOP 1 g MRS L BB,
201 85 0.5 BRI OBBRE S L UK TR EBNERE
BZENZFN2T0ug/gB & V18 5ug/gTH > 2
(Fig. 4)o
2 30 &5, RUERNC BV THE 3 AR CZOP1g 1 H
§ 2 [81 30 4> v ERE L, NS HETEE » R HC
8 ] HIE Lo #ER, itk 1 HE 18.247.7 ug/ml, 2 HE
12.6+1.6 ug/ml, 3HH10.0+2.1 ug/ml TH oz
10 (Flg 5)0
4) ARG 6 B2 CZOP1g30 9 Sig#mE L TAl
B ARHPRERRIE L ER, RS5HE 16
00 B TIE 42.6 ug/g, 2BFRIETIX17.7£9.2 ug/g,

Time(h)

Fig. 2. Concentration of cefozopran and cefmenox-
ime in serum (Crossover, 1.0g 30min DIV or
IV, n=3)

over i TR LI #ER, 1 g #1E, 1g 30 2 AfgHE L
b, CZOP DI ix 1 ~ 6 Bz 72 v, CMX
SV IZELIBE R TR L (Fig. 2).

2) HHZERFHIAMT 6 iz CZOP 1 g B3R5 L 128
i, BEHGNBE RS | BFERCREEE 5.5
pg/g CEL, 3EMBOREBER11.9ug/g TH
ofee Fiz, BHEEBH hEEIIRS 1.5H%IC 8.4
ug/ml OREBEICEL, R5 3% TS 3.4 g/

4 FF% T13.7£8 5 ug/g E BIF 2 BIT R R L 12
(Fig. 6)

10 A OBITRZEAICRE T 5 &, HLEET
BRETH - 7GR 22 LHER 26 25 < &, K564
HOBH BRI 24.3+14.7 ug/g, 56 HEWCS
WT b 22.2+10.7 ug/g EFAMAE £ 1ZI1IZE UMl £ &
L, #59HETH 21.1 ug/g TH-7: (Fig. 1),

2. [EGIRAE

ARG 12 B, KRR 9 5, MEREANIRE 3 6, AL
FIFEFRREAS 1 6, B2 TR 1 Bl A BURE 26 Bilic,
CZOP0.5~1g, 1H1~3[E, 3~12 AMKE L%
BOBKRZERIL, E2h5 6, BEZNIF, LLFERTH,
HIERE S BT, BHHKIZ66.7% (14/21) Tholz
(Table 1) JERI 22 & fER 26 1315412 HALEHE & ¥
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Fig. 3. Concentrations of cefozopran in serum, gallbladder tissue and bile (CZOP 1.0g IV, n=6)

Serum Peritoneum Subcutaneons fat
(ug/ml) (ng/p) (ng/g)
50 1 479 301 30 4
hd 27.0
[}
40
[ ] 20 L] 20
£ o0 ] . 5 5 %
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Fig. 4. Concentrations of cefozopran in abdominal tissues (CZOP 1.0g IV, n=5)

BAL7z7z8, fER 231X LMOX 2 g (BZMn L) #
Ao, EF 24 3BFM L Dk Liziz o, fEH
25 X FBIRRE L AN 720, TR LEREIRED
HIEDPSBA LT, LizioT, ARG 8 BlOEEKSR)
B, EB260, B3, LREMIML R,
Zhiex LT, BERIFITIIER 3B, B3 6,
LB 2HITH T,

CZOP DEKHMR %2 L HTH 2 &, IIFIEEEE,
MERE A TREERMRBRIF T, BENBETCIZZOE
TRPPRBEALTHo I,

Ric, RREZEFICOVWTEHRET %,

R 3 13, MBRRSSRMEIERE c CESERE S L B LR
BB YIRMT R, BISROFR L EREREL, YHCTH
BOBHSHEH U FEBITH - 72 Bacteroides fragilis %
Hanrs, CZOP0.5g, 1H2[E, 5HE&ESCLY,
R, Bk, BB, BEB L UBBOTRTOEED (-)
b, EXMEHELZ,

B 5 13, Bl CRESRN®CE LR ORIRRE
SAE U T2 EBIT B - I Eubacterium lentum dSBRHE ST
»8, CZOPlg, 1H2ME, 5HEKSICLY, @, Al
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Fig. 5. Concentration of cefozopran in ascitic fluid 0 1 2 3 4
(CZOP 1gXx2/day, 3days, n=5) Time ()
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50 4

Case 6

Concentration

Fig. 6. Concentration of cefozopran in pus (CZOP
1g, n=6)

1.0 h after administration
2.0 h after administration
4.0 h after administration
Fistel from anastomosis

x> OO

Treatment (day)

Fig. 7. Concentration in pus during cefozopran treatment (CZOP 1g x2/day, n=6)

HRBOER{, CRP DBRMILEHEL DT, 2 HE
L7z,

EB 91, EITEBEBESIC L 2REEEEL T,
CZO0P0.5g, 1 H2M[E, 5 HMREICLY, BRME £
R, K (+2), BERES L UHR (+) O3 RTO
HEHS#EP i (—) kD, HIMERES 9,300/ul 5
4,300/ul EEEHALLI-DTER EHIE L 12,

FEFI 10 13, RERFILOBRRBEEEL T, BSANIEER
39.6°C, EMEBREK 11,700/ 1, BFHE, 8, HHER#ED (+
3), EEE#(+ 2) DR THo7, BABEE L T Strep-
tococcus bovis SR & fzHs, CZOP 11810.5¢g, 1 H?2
G5 1E1g, 1H2EWCEELT, 6 HEKRSLHE
R, BE, HIMERED 5,800/u]l LEFELL, ZOMOAME
bHELIcDT, BREHELR,
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Table 1-1. Clinical efficacy of cefozopran in surgical infections
. . Cefi Efficac
Case f(\)g)e Diagnasis Pretreatement| e Isolated organism MIC B i - Remark
N Gex Underlying disease g xtimes|days{ 00 (ug/m) | SACEIO | Clinilcal )
g) ogical
) o S. saccharolyticus  (+)| 0.025
. 26 | Postoperative wound infection 05x1 | 4 2 E. ilenlum (+)] 0.39 Replaced | Good
F | Urachal rest [
P. aeruginosa (+)| 0.78
e w ot P. aeruginosa (+)| 0.78
) 4'\5; Postoperative wound infection B osxa | 4l 4 . Persisted | Fair _
M| Breast cancer P. aeruginosa (+)| 0.78
Post ti d infecti CZON 2 B. fragilis (+)| 25
3 501 28 opera' e Woun l_n econ & 0.5x2 | 51 5] | Eradicated | Excellent -
M| Mesenteric fibromatosis ASPC 4g (-)
Post ti d infecti
0|9 o oPera Ve Wound imection - 0.5x2 | 5| 5|NT. Unknown | Fair
M | Gastric cancer
+ | Post tiv d infecti E. lentum (+)| 1.56
5 | A7) 2Eoperae ome recet czx2g | 1ox2| 5[0 | Eradicated | Excellent
M| Gastric cancer (=)
41 | Postoperative wound infection _
6 - - CTM2g |[1.0x2| 7|14} (=) Unknown | Good
F | Traumatic perforation of duodenum
Post tive wound infecti
7 8= operz? Ve Wound infecton CTM2g |[1.0x2| 8|16 (=) Unknown | Good
F | Mesenterial cyst
9 Postoperative wound infection S. aureus (MRSA) (#)| >100
8 M Duodenal ulcer - 1.0x2 [ 10 | 20 1 Eradicated| Fair -
Cholelithiasis (=)
3 Localized peritonitis
9 M | Perforated ascending - 0.5x2 | 5| 5|NT. Unknown |Excellent -
colonic diverticulitis
55 | Localized peritonitis 0.§X2 1 S. bovis (+)]| 6.25 i D‘!)il t
10 M — - i 13 | Eradicated| Good | Urinary
Perforated appendicitis 1.0x2 | 6 (=) sediment(+)
E. coli ) (#)| 0.0
60 | Diffuse peritonitis K. pneumoniae  (#)| 0.025 _ .
11 F — - 1.0x2 | 4| 8 |B. distasonis (#) 6.25 |Eradicated| Fair -
Perforated appendicitis !
(=)
Dif oniti E. coli (#)| 0.025
iffuse peritonitis
1 '1\2 use p _ Lox2 | 612 S. constellatus (#)]| 0.025 Eradicated| Fair _
M| Perforated appendicitis ( ! )
Diff itoniti CNS (+){ 0.39
iffuse peritonitis i
3| ¥ P Loxa | 6 | 1o | Commebacteriion sp.(+) | 0.025 | g icated | Excellent| -
Adnexitis !
(=)
Alcaligenes sp. (+)]| 2
38 | Diffuse peritonitis LOx2 ] 5 E. aviﬁi:zl&\ * (+)| 6.25 .
14 F — J 12| Eradicated| Good -
Adnexitis bilateral 05x2 | 2 '
) (=)
Diff itoniti E. coli (+)| 0.025
_ | 46 |Diffuse peritonitis . B. distasonis (+)| 6.25
1 - 1.0x2 14 Repl Excellent -
M Perforated duodenal ulcer ! . o eplaced | Excellen
S. epidermidis (+)| 3.13
‘l Diffuse peritonitis S. equinus | o0
16 M Perforated duodenal ulcer - 1.0X2 71 14 i Eradicated| Good -
Diabetes mellitus (=)
a Intraabdominal abscess FOM 2¢g S. haemolyticus  (+)| 1.56 '
17| o | Hepatic cirrhosis SBT-CPz2g| 102 | 6 | 12 |S 1emer (| 318 | Partilly | gy | -
Diabetes mellitus S. warneri (+)] 3.13
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Table 1-2. Clinical efficacy of cefozopran in surgical infections

case| P8 Diagnosis Cefozopran _ MIC Efficacy
No (v) — Pretreatement| d total|  Isolated organism (ug/ml) | Bacterio- Clinilal Remarks
- Sex Underlying disease g X times|days, @ logical inilca
0 Intraabdominal abscess AMK 300mg | 1.0x2 | 3 CNS (#)] 1.5
18 M Gastric cancer PIPC 8¢ 1 15 1 Decreased Fair
Arterial thrombus of inferior limb |CPFX 600mg| 1.0X3 | 3 CNS (+)| 1.5
. K. pneumoniae  (+)| 0.05
Intraabdominal abscess . . .
19 | 3 | Rectal cancer SBT-CPZ2g| 1.0x2 | 10 |20 |E oo N B pradicated|  Good Ep‘g:;"‘c
Diabetes mellitus (=)
Perioroctal ab E. coli (#)] 0.05
abscess i
w | B | S - 0.5x1 | 3| 15> s 005 prdicated|  Good -
(=)
Subcutaneous abscess CNS ()| 039
21 12\/4[ e - - 0.5X2 | 5|5 l Replaced Good -
- B. cereus (+)| >100
E. coli (#)| 0.1
Postoperative wound infection E. avium (#)] 12,5
2 75 1 Operal el ! CTM 2g 1.0x2 | 3|6 |P asaccharolyticus (#)| 0.05 | Unknown [Not evaluated -
eus |
N.T.
18 Diffuse peritonitis E. cloacae (+)
2 M Perforated transverse colon - 1.0xX2 | 12 |24 i Unknown [Not evaluated -
and small intestine N.T.
69 | Postoperative wound infection S. sanguis () 01
/] M - — 1.0X2 | 3|6 | Unknown |Not evaluated
Gastric cancer N.T.
63 | Postoperative wound infection
25 M - - 1.0x2 | 51{10 [N.T. Unknown [Not evaluated -
Gastric cancer
Postoperative wound infectiol S. aureus (MRSA) (#) | 100
26 g p e o CZX 2¢ 1.0x2 | 6|11 | Unknown |Not evaluated -
Gastric cancer N.T.

CZON : cefuzonam, ASPC :aspoxicillin, CZX : ceftizoxime, CTM : cefotiam, FOM : fosfomycin
SBT+CPZ: sulbactam-cefoperazone, AMK : amikacin, PIPC : piperacillin, CPFX : ciprofloxacin, N.T.: not tested
CNS: coagulase-negative staphylococci, MRSA : methicillin-resistant Staphylococcus aureus

fEGI 13 13, BEOMBERRICHK T 5 ARMEELT,
BE/ICHR 38.7°C, HIMBRE 21,900/ 4], CRP 12.5 mg/

[ czOP 1.0gx2/day,15min DIV 7days

] dl, B%ME, £fE, s (+3), BEEES (+) O
- 3 FBTH-72, CZOPlg, 1H2ME, 6HEES5ICT, &
emp 381 /—\ N IR, EIMERE 6,400/41, CRP 1.7 mg/dl & E#1t
3 A W\/V\M L, ZOMOMRL T XTHELIOT, EREHEL I
36p #2458 & L T coagulase-negative Staphylococci (CNS) ¥
iﬁff?ﬂm fi; 2:; & U Corynebacterium sp.BRH & iz ds, v»¥h b CZOP
o w8200 8.500 9,000 @ MIC i 0.025~0.39 ug/ml TH Y, kL7,

CRP .72 EFI 15 b, +ZEBERE*SH L -BEBOFICLS
;’N'l‘ T — S WHRMERE % T, 158 38.3°C, K, BR®E, LHE,

pain MEBAEINS T NT (+3) LERETH-7, CZOP1lg, 1
e : o H2mE, 7 AR5 T, AL L b1, ZOMOMRL T
deene e RTER DB L 2O TEM L ¥E L (Fig. 8)o B

L8/19, 20 21, 22 | 23, 24 , 25 | 2% , 2 ,

k& D E. coli, Bacteroides distasonis DRI E htchs, ¥

Fig. 8. Clinical course of diffuse peritonitis (Casel5, B5#124& Staphylococcus epidermidis W B L 72,
46yr, M, 50kg) REG) 19 13, ERSEO I HERBYIMMTER, BYERRE SR
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Table 2. Bacteriological responce of cefozopran

No. of

Isolated organism .
strains

Eradication

Persi
rate, % sted

Eradicated

S. aureus 1
S. warneri 1
CNS 3
Streptococcus spp. 6
E. avium 2
Corynebacterium sp. 1
E. lentum 2

Gram positive

Subtotal 16

14 (87.5) 2

E. coli 4
K. pneumoniae 2
P. aeruginosa 1
Alcaligenes sp. 1
B. fragilis 1
B. distasonis 2

Gram negaeive

Subtotal 11

10 (90.9) 1

Total 27

24 (88.9) 3

FEL, BRFEEZEH L T BEE L LT K. pneumoniae
B X U Enterococcus avium DRI & iz, CZOP1lg, 1
H2[E, 10 HEES L, HEBEELEL .

3. HIEEHIEIE

EEREDOHEE L7z 21 Bl B 2 HIEEHIZNRIZ, 1
K116, B 16, —EEE 14, BERMR3H, TE
16, TER4 BT, HEEKIZ82.4%TH>7: (Table
Do HICBEHBEBRED IBGITIIHEE ., B 14,
B 2Bl REFTH o7z,

INEBERBENTATAHLE, VT LBME 168%T

&, 14 BELSER L, 76 L7 D& Staphylococcus war -

neri 1#k& CNS 1¥RD AT, HAKIZ87.5%TH >
120 777 LEEMEE 11 B T3, 10 BROSIEK L, EEEL 72
D% Pseudomonas aeruginosa 1 kDA T, HEERIZ
90.9% TH o1z, 27T HREHETIZ, 24 BRDSHEL, HE
H 1% 88.9 % TH -7z (Table2), MRSA 121z MIC #8
100 wg/ml AL EFE TR TE 2w, ER8 T
XKL 72,

4, BUERSB L UBEHRREMERE

CZOP#5 26 ik, EHMLEMEIERAIZ 16 (3.8
%), EERREMBREEZ 16 3.8%) w@Ediz,

EIfER® 141 (EFI19) 3 CZOP1g 1H2mE9H
HRE LI 22 TREOLBIBENREAL 12, M
{EHEERA2HBE T2 kD, KB4 B
FERDHE LIEFITH - 12, EERFEEZH KD
BEZKTLTHEY, AR OREBEFRIZHZHH
Lz,

BARBREMEEED 14 (GEF10) 13, FFESHIC
BEFEYLELYER(0.4—-0.6—0.2), LRE G
MK, — >+ 2 >—) DEERDIER TH - 72, &

KlOREEFRITHTH 3,
1. # =

1980 ERICERFER ENTE - VLHY 5 3R
ESRAY 7 = ARIZAOPIE A2 bV EBOHED
PEBETE, —HOLOEBRE ST ABEEYE
BRE T 2 MBS L3V 2%, CZOP i3
PIZBALIA S5V IV =y AROBELHE
BELL, a7V VIV VLABRLEZABT I EICLY,
FRBEEEEEZEREL DD, 77 ABNEOMIES
BYEERDTT 7 LBHE T 2 HE 2HD, 7
PEIBED T S NBECT S 2 FTIT V) NERENT
B5IEdD, VIZBEEER2 S SIKEDILDOTH
D, TORENR 7 7 LBHEE» SKBEE2E0S T
LEEME E TRILS BT Y AD ENTHIEETDH
31~9,

SE, FRONBRIRBRGLAE Z3 T 23R 2 HRETT
7912, £, ELOEKREK - HEBRADBTEREL
2o

JEBEBANDOBITIXICZOP g5 1 BFHA&E
35.5 ug/g, &1z, BHHI~DOEITIZ CZOP 1g 58
DOBREEBE T 3.4 ug/ml~11.0 ug/ml THY, 78
552 L K& <, CZOP Dt MIBIF 3 MEEEES
RiZB1IBLEVCOLEHETHL I Lo, fliDL7
L AR L TE L v, B - [EERRECTE
RERBETH S E. coli ® K. pneumoniae 75 ¥ O MIC
S EDBERIBERTY E. coli 5#0.025~0.1 ug/
ml, K. pneumoniae 2 %% 0.025~0.05 ug/ml TH Y,
+45 EE>Twiz, 4EH, EVLEY EOREEDORE
PREBEE T & nHEM IR oTz, £725H, 4
HER% TIEAT - ARERREE X 3 2 BRI R 2 RETTE
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kholeh, FEY VR YLADFEERC L B E CZOP
OFF « JBERIEIC XT3 2 HF%1%13 98.3 % (59/60)
LEBCEO LD TH 79 Lizd> T, CZOP DI
¥, IBFEAZS X CHBEEH ~ORITIEE 12 a5% L6
ERtARBEICEL TR EEI S NS,

EEREES X UK TRIEEZDOBITIZ CZOP %
50 5BMBIC TN TN 27.0 ug/g B U 18.5 ug/g
Tholz, £1:, MEEEAZBHERDEBEIMNE1H
B18.2+7.7 ug/ml, 2 HE 12.6+1.6 ug/ml, 3HH
10.0£2.1 ug/ml THo7zo TS DfHIZ, 5E], KR
KROBELEE L THBES NI E. coli, K. pneumoniae
kbb3A, B distasonis 2%k (MIC 6.25 yg/ml) %
+ALEREZHDTHY, I s 13 RIZRERICLHE
kL1, BE, BEEXSHIOBRMRIIEZNIF, B
3G, PREM2HEENI IO TH ST,

MRS 6 BT ORHPBE XRS5 1 BR%
2.6ug/g, 2BEM®%I7.719.2,4g/g, 4 BRI
13.7£8.5 ug/g TH o Iz, MBBIRF DL E IZTFMH
BlOFAL & D Rig 559, LIRHILEFMH ClIFRM
DEWERG0% L, TEHHILEFM CIZ Enterococ-
cus sp., P. aeruginosa, Bacteroides sp.’s ¥ DEF<ME
HEESMER L OBBERES S <, i, B, BEoF
MTRZIOFEEZ>TWVB,

SE, MEAIBRLE» SRE SN 65k, 75468
HE2K, 7 LBRMEAK OBEBEEEIK T
Ho12, CZOP @ MIC 1% 0.025~>100 pg/ml &LV
BEIC AL TV72 08, P aeruginosa 1 BHSTEEE L T2
DHTHoT20 P aeruginosa DESK S BERRIZ TS 3
MICy0 12 1.56 ug/ml LAFTH D, +5EFS iz ds,
SEOBAES & VERARLBEE L & MICO0.78 ug/
ml Tho7ik bbb, HhkLzrol, L
U, CZOP DESEKHEZ Db D, &2 6l, B3
Bl, ©2HEZ 3 HITMBRIBRICTHLTH, WETA
SR/ ONTL, ZORIME LT, EHACHETH
D CZOP DRATRMRET LI FER, ER 8 Tidf5 9
HESU 10 HEO®EHSZAEN21.1 ug/g, 7.5
ug/g, EF T CRBE5E6HEB LUV THETENZR
34.8 ug/g, 194 ug/g EBBETH >z, I HITEH
BEIC XD KRR OSHE SN T X 7RI b IREERL
WHABATT 22 L2 RLTBY, BRUOELED 2
CLRFSEL T EzoN 3,

3T, V¥ ¥ TRABEOTMEE K DT ORI,

RAPERE CRTFTR &t ARMEZIC L2 b0 Ly
Bhotz, S, AIRROFMEL L THLLRALE
Totz,

HE AW IRESICOWT, HEEMAT 27510

[czoP 1.0g x 2times x 5days DIV]
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Fig. 9. Body and local surface temperature in case 5

DFaFxyh— (BNHEEE) VBTV VEE
FHERIMSBES EAVT, BITE GRIE) 59 &1
TREORIEEZEEZIE 100 BIHIEL, BEOKET
HE LB DBEZE2HEL 12,

%7, 21°C, 30°C, 35°C, 37°C, 41°C, 50°C @ 6 &=
T, KBEZEE L7258 OKBRER L DBREZE (CV
&) 2HELI. ZOFER, 0 3IBEDREDL
BIZBAT ABEY, VAN L bLEL, »OBE
EDHE L EBHEAL DT, BIRRPEOHEIZIZN
VERIBERGWBZ LT,

RFFEERE*HIEL -&#ER, FRICRLT, B
WEMRKECH Y, BIEOXEEEZETLTBY,
REOHFELC LI Z > TREREBEL TE L,
TaEidnz, BB 7T—5 L L THIETE ERIL
8PIh 5 B & Diedotzhs, BFhbEFIOBENEE
EERAT &7 (Fig. 9, 10, 11). 5%, EH5KHRLT
WE T,

TLMITDOWTIE, RWEICHRIMERH—@M I HIR
LIHERID B - 1208, KEIOBIEA 25 )5y~
Wk BRBRIZ RN T,

k& D CZOP B3 BHBADOBIT b REFT, SHEHE
IR T 2RI L BN, BALERTHL L
W2 3,
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Fig. 10. Body and local surface temperature in case 6 Fig. 11. Body and local surface temperature in case 8
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Pharmacokinetics and clinical effect of cefozopran
in surgical infections
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The effects of cefozopran(CZOP), a newly developed injectable cephem antibiotic, on infectious
diseases in the surgical field were investigated clinically.

1) The bile concentration of 1 g of CZOP injected intravenously(iv) or administered by intravenous
drip infusion(ivd) to 3 patients with indwelling a T-tube reached a maximum, 3.4~11.0 xg/ml, 1 to 4
hours after administration.

2) The maximal concentrations of 1 g of CZOP, administered iv to 6 cholecystectomy patients, in
gallbladder tissue and bile, were 35.5 ug/g, and 8.4 xg/ml, 1 and 1.5 hours, respectively, after adminis-
tration.

3) The concentrations of 1g of CZOP, administered iv to 5 gastrectomy patients, in abdominal
peritoneal and subcutaneous adipose tissue, peaked at 27.0 ug/g and 18.5 ug/g, respectively, 0.5 hours
after administration. CZOP was postoperatively administered by ivd at a dose of 1 g twice a day for
3 days. The concentrations in intraperitoneal fluid were 18.2+7.7 ug/ml, 12.6 +1.6 4g/ml, and 10.0%
2.1 ug/ml on days 1, 2 and 3, respectively.

4) CZOP was administered by ivd at a dose of 1g twice a day to 6 patients with postoperative
wound infection. The concentration in pus from the wound was 16.3+11.8 ug/g even on day 7. The
concentration in pus was 16.6+9.6 ug/g 2 hours after the start of ivd.

5) The clinical effects of CZOP were excellent in 5, good in 9, fair in 7 and could not be evaluated
in 5 out of 26 patients consisting of 11 patients with postoperative wound infection, 9 with peritonitis,
4 with intraperitoneal abscess, 1 with periproctal abscess and 1 with subcutaneous abscess. The
efficacy rate was 66.7%. Although the side effects including mild epigastric pain in 1 and abnormal
clinical laboratory values, which included an elevation of direct bilirubin and a positive change in
urine sediment, occurred in one patient, they were not problematic.

These reusults suggest that CZOP shows good penetration into human tissue and body fluids and is
useful for the management of infections diseases in the surgical field.



