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SEE IC BT B cefozopran DIENBIREDRRET &
IMRBRBEERIC BT 2 HE D « BRI

mEE Th-@mE
RS R R AR

FLLBR SN EHAL 7 = ARPEWE cefozopran (CZOP) OHHESN, E@E RS
LEBOBRNBES S xy MUIROERA D SO REBBBE N T 2HAMC OV TR %
To7,

1) HMEHOKE

FREGREGAE 2> BiERR O 7 217 #Ric A % CZOP @ MIC ##IE L, ceftazidime (CAZ), cef-
uzonam (CZON), flomoxef (FMOX), cefmetazole (CMZ), ofloxacin (OFLX), &Hi#&L
72 methicillin-sensitive Staphylococcus aureus IMSSA) ZxL Tix, CZON, FMOX, OFLX
EDRRESTVEHDD, CAZ & D ENIHESN %R L 72, methicillin-resistant S. aureus
(MRSA), Enterococcus faecalis TiZ, DX 7 x 2F| X D BN TidWiz48, OFLX £ H 1~2
BELEOHRBENET T3 Tho1e, 77 LBRMEEICH L Tid, REFRHESN %R L, Pseudomonas
aeruginosa W BWTH CAZ L IZRRAFEDOIME %2R L7,

2) HAHBEIREORE (FEE)

68 M~80 EOEEE 4 BICAHA 1 g % 30 FHEAWHEEL, MARES X URPHRHEICOWL
THRE LTz, ZORKRE, S0EROEEHE CB VTS Cor #$83.0ml/min & BREEESIEE Thh
X, t,,,0 1 2.16 BFfE S BB & KEHL, —F, TTERTHBEHEED Cor 18.3 ml/min &1
TULIEBITIE, t,,8 03 17.3 Rl L ER L, FRCBRL ERBRECETOREELT
1.8 DIEE, AUC DERE L URGHMEDE TN A S iz,

3)  ERRHIRREY

CZOP = 2 M HMMEBELE X 6§, GHMERERBIE 15 FI&E L, BRIMEL L URL2%D
BET%ITo 72, BE5RIE1E0.5~1 g (BRMEMMEEREALATIE, 1E0.5gDA) % 1H2ME
3093 ~6 AR AERESELL. X282 Tiklg ¥ v b 2EH L. 21 fid UTI 3355%
M EEHE CRHAEATAEERIL 15 BITZ D5 b M EMMUBTRBE R I IBTES 16, BX26, &
HEMEPRBERBIE L 12 BITERNS B, BRh6 6, | 1BITERERIZIN.T% Tho7, MIEE

HIZHR TIE P. aeruginosa 1 BR0SER L, BREERIZ4.1% Tho 72,

B - tEEIER, BARREEORECOWTI,

lﬁjbﬁbﬁfﬁ’)f:e

Key words: cefozopran, i/, &%, HENENE, REEBRPGE

Cefozopran (CZOP) i3, RHEEMTERASHIIBWLT
s HLOENEY 7  ARVEMETH 5, &
I cefsulodin, ceftazidime & [A Bk zwitter ion #:& % &
L, BOTRREERAE R T, & 512, 77 ABHEIE L
Tb, 3{fiI#Hi imidazo [1, 2-b] pyridazinium % & A
THIERED, MORBEFRAE2RT &N T3, 5,
PR BERGLAE B IR DERIK 5 BERR 120 4 2 B FI O 11 % Bl E
THEELIL, BREICBY HENIES S I REEBIYE
T 2EME  ReHERF LI OTHRE T %,

I. M8 & F &

1. Hi&EH

LT CERSBE S - (1991 £ 7 A~1992 £ 2 A)
HED b 9EE 217k E MR & L7z, methicillin-
sensitive Staphylococcus aureus (MSSA) 19 #%, meth-
icillin-resistant S. aureus (MRSA) 20 #k, Enterococ-
cus faecalis 18 ¥k, Escherichia coli 66 ¥, Citrobacter
Sfreundii 13 ¥k, Klebsiella pneumoniae 31 #%, Klebsiel-
la oxytoca 6 ¥k, Proteus mirabilis 8 ¥, Pseudomonas

aeruginosa 36 BRIZD W T, HA(bZERkF TR

‘T 153 WEMARXPEHE 2-3-8
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W REV, 105cfu/ml &I T, s/ NFEBE R ILEBE (MIC)
RRE L. W E LT, ceftazidime (CAZ), cef-
uzonam (CZON), flomoxef (FMOX), cefmetazole
(CMZ), ofloxacin (OFLX) ® MIC % #l5E U tb#hk
2L 7o MSSA 8 & U MRSA 1213, & 5IZ methicil-
lin (DMPPC) @ MIC O #IE %840 L LLERET L 72,

2. BNEE (FHE)

WRIZEEE (68~80m%) OFMH4LHT, 7v T F
=y )77 A 18.3~83.0 ml/min TH o7z,

BEORIBERBI LT, £¥1g % 30 FAMHEL
fzo BEHIB L VREHIIAT 30 4 (AWK TR, 2,
4, 8, U{BMECIEEHML 7z, BEHHAEEO
~2, 2~4, 4~6, 6~8, 8~24BEEDREH
BT, BRERRAIX, MESBEAECHT2ET—
20°C ICHIERTE LU Too IBERIE L, E. coli NIH] %%
EH & T 5 bioassay &2 & 1T 1o, EENSIERME
#ix two compartment model % 27z,

3. ERRAIRRET

MRILL, PR2EIH LV FR4EL A TER
HBEIREIMRBRI T2E L ARBED > b, KA
DRBEMBF SN AMEMMEBTEE R 6§, TR
KRR E 15 6] (BMEMEMEERE R 1241, 84
BHMBERA 3B TH-oT,

BEHEZ, KF0.5g XX, 1g 2EERIEK 100
ml ZFEL 1 H 2 [, 30 SfEAEEEE Lz, kB 26
ZowTiklgFy MEEAL ESHAREIL, 388
MUBERELTIIIAM 241, 4 BN 1H, 58
128 3 i, MEEMERIEBRGETIX 5 BREA 1041, 6 H
M5 BITH -7,

BRSBHEZIEFREHES L U UTI EFHME
¥ (IR QCHEL T, 2FlicowTE-tEN
EIfER% o VEERREBOREEH OB EERE L
2o

II. # £

L. HEH

LRI T 5 £EHFID MIC range, MICso, MIC,,
% Table 1 IZR L7z,

S. aureus (MSSA) T, &HFID MIC i 0.39~1.56
pg/ml DRTIZHF L, MICsi3 0.78 ug/ml, MICs,ld
1.56 ug/ml T, CZON, FMOX, OFLX &£ Y %% -
Tw3H00,CMZ LIZIZEFET,CAZ £V 2EEN
HBEAER LT,

MRSA, E. faecalis T, & 12 MICsoid 25 ug/
ml, MICytd>100 pg/ml THED X 7 = 2K & DL
TRWw2b0m, OFLX £ D 1~2E4%D, MEHR
THaTh-otz,

E. coli, K. pneumoniae \Z339 % MIC;, 18, & &
12=0.025 ug/ml T CZON & IZIZRIZEDHE N %
L, ftoMEEACHELENL T,

C. freundii TiE, MICsotd 0.05 pg/ml, MICq i
3.13 ug/ml T, OMFRER| L D LEHS MicER T
726

K. oxytoca TiE, MICs43 0.1 gg/ml, MICgtd 1.56
rg/ml T, CAZ, CZON, FMOX & W #E% > Tidw»
500, OFLX W LENHET %R 12,

P. mirabilis T 1& MICs013 0.2 pg/ml, MICqold
0.78 ug/ml T, BIF%HE 5 %X L7245, CAZ,
CZON, FMOX, OFLX i3 £ > Tz,

P. aeruginosa T, KFID MIC i 0.39~25 pg/ml
DRI 545 L, MICsld 1.56 g/ml, MICyod 12.5
ug/ml T, CAZ LIZIZEET, fhoXtBEFI L DEES
PIZENR TV,

2. HKNERE (BHE)

BIEFI DM ERE % Table 212, £ ZDHBE%E
Fig. 1\ CRL7z, £72, ZOBEORGHE S L UEY
HERIY/NT A —F —% Table 3R LTz, ZDFE
B, EEW N80, 725, 68K CCer B Z L EF 1
83.0, 60.7, 77.3 ml/min ® 3EFITiL t,,8 BENZE
Nn2.16, 3.07, 2.31 KT, AUCIZZnZ 1 193.4,
227.0, 160.1 yg*hr/ml TH o7z, & 7zRFPEEM KL,
SEFEILANIC Z N 47.1%, 76.1%, 80.0 % TH
272,

Ih o DFERITET, BERKAD phase [ AT
N, ty,,8 DEE, AUC DIEX, IREHEHEDET 53
HOENTZbDDREIZ LT,

¥ 7z, R 77T BT, Cer #818.3 ml/min L& T L
TRERITIE t,,,8 D317 3B L R L, AUC iE 1130
pgehr/ml LK, F R RPHEM L 8 BEMUAT
23.2% EAET LTz,

3. EEIKAYBRET (Table 4)

AMEMAMEZBLR 6B, FHREHET, E2
B, B#h 4 BITH o7z, UT] ERNFHEELEC & 2HE
ATREERX 3BT, ER 1B, BR2HITH- T,

B PR 15 BT, FIREHET, ER 4
&, BZhTH, LRER1H, EH1H, KE5ATLD
Yeast Like Organism HIEOE M THIEREES 2 Bl
THNEIL84.6 % TH -1z, UTI EZNFHHEELEI &
2 HERRE R RERIE 12 BT, E3h5 6, BRh6 B,
% 1T, BEIERIZ91.7 % TH -l MIERICNT 2
SR LR AL 10 ] (83.3 %), WA 161 (8.3%), &
TRI1H(8.3%) Thote, BRICHT BRI, 1E
#AL 6 B (50.0%), TE6H (50.0%) THo



280

CHEMOTHERAPY

DEC. 1993

Table 1. Antibacterial activity of cefozopran and reference compounds against clinical isolates

Test organism

MIC (ug/ml)

(No. of strains) Drug Range 50% 90%
Staphylococcus aureus (MSSA) cefozopran 0.39 ~ 1.56 0.78 1.56
(19) ceftazidime 1.56 ~ 6.25 3.13 6.25
cefuzonam 0.2 ~ 0.78 0.39 0.39
flomoxef 0.2 ~ 0.78 0.39 0.39
cefmetazole 0.39 ~ 1.56 0.78 0.78
ofloxacin 0.2 ~ 0.78 0.39 0.78
methicillin 0.78 ~ 1.56 1.56 1.56
Staphylococcus aureus (MRSA) cefozopran 12.5 ~>100 25 >100
(20) ceftazidime >100 >100 >100
(methicillin resistant cefuzonam 50 ~>100 >100 >100
MIC=12.5ug/ml) flomoxef 12.5 ~>100 50 >100
cefmetazole 25 ~>100 50 100
ofloxacin 0.2 ~>100 12.5 100
methicillin 50 ~>100 >100 >100
Enterococcus faecalis cefozopran 6.25 ~>100 25 >100
(18) ceftazidime 25 ~>100 >100 >100
cefuzonam 12.5 ~>100 100 >100
flomoxef 100 ~>100 >100 >100
cefmetazole >100 >100 >100
ofloxacin 1.56 ~>100 6.25 >100
Escherichia coli cefozopran =0.025~ 0.1 =0.025 0.05
(66) ceftazidime 0.05 ~ 0.78 0.2 0.39
cefuzonam <0.025~ 3.13 =0.025 0.05
flomoxef 0.05 ~ 3.13 0.1 0.2
cefmetazole 0.39 ~ 12.5 1.56 1.56
ofloxacin =0.025~ 6.25 0.05 0.2
Citrobacter freundii cefozopran <0.025~ 3.13 0.05 3.13
(13) ceftazidime 0.1 ~ 100 0.39 100
cefuzonam =0.025~ 50 0.1 50
flomoxef 0.39 ~>100 1.56 100
cefmetazole 12.5 ~>100 50 >100
ofloxacin 0.05 ~ 50 0.78 25
Klebsiella pneumoniae cefozopran =<0.025~ 0.39 <0.025 0.1
(31) ceftazidime <0.025~ 3.13 0.05 0.2
cefuzonam =0.025~ 1.56 <0.025 0.05
flomoxef <0.025~ 0.39 0.1 0.2
cefmetazole 0.39 ~ 3.13 0.78 3.13
ofloxacin <0.025~ 50 0.1 0.39
Klebsiella oxytoca cefozopran <0.025~ 1.56 0.1 1.56
(6) ceftazidime <0.025~ 0.2 <0.025 0.2
cefuzonam <0.025~ 0.39 =0.025 0.2
flomoxef 0.05 ~ 0.2 0.1 0.2
cefmetazole 0.78 ~ 1.56 0.78 1.56
ofloxacin 0.05 ~ 50 0.1 50
Proteus mirabilis cefozopran 0.1 ~ 0.78 0.2 0.78
(8) ceftazidime <0.025~ 0.2 =0.025 0.2
cefuzonam <0.025~ 0.39 <0.025 0.39
flomoxef 0.1 ~ 0.39 0.2 0.39
cefmetazole 0.78 ~ 6.25 1.56 6.25
ofloxacin <0.025~ 0.05 0.05 0.05
Pseudomonas aeruginosa cefozopran 0.39 ~ 25 1.56 12.5
(36) ceftazidime 0.78 ~ 25 3.13 12.5
cefuzonam 6.25 ~>100 100 >100
flomoxef >100 ~ >100 >100
cefmetazole >100 ~ >100 >100
ofloxacin 0.2 ~>100 100 >100
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Table 2. Serum levels of cefozopran following 1g d.i.v. in aged patients.
Cer
Case Age (ml/min) 0Oh 0.5h 2h 4h 8h 24h
1 80 83.0 n.d. 82.6 32.7 15.4 5.1 n.d.
2 68 77.3 n.d. 72.5 27.1 11.9 4.2 n.d.
3 72 60.7 n.d. 72.6 33.1 20.0 7.3 0.4
4 77 18.3 n.d. 50.1 50.1 40.8 32.5 17.1

n.d.: not detected

Table 3. Pharmacokinetic parameters of cefozopran in aged patients

Urinary recovery
Case Age Sex (ml(;(r:;in) t(llinzrlz)i (;/;\gligljlfn:) 0-8 hr 0-24 hr
(%) (%)
1 80 M 83.0 2.16 193.4 47.1 n.t.
2 68 M 77.3 2.31 160.1 80.0 88.8
3 72 M 60.7 3.07 227.0 76.1 nt.
4 77 M 18.3 17.03 1130.0 23.2 nt.
n.t.: not tested
200 . o Noi TH-o7: (Table 6),
STo N MEFHHRTE, AMBRSHICRD DS D
100 5 A—a No3 R L1THRTPI6EROSEAL, BREEE, 94.1%TH-1:
50 ] &H—A Nod (Table 7). FEEE LTz 1 8RiZ P. aeruginosa T MIC &
R 6.25 ug/ml TH o7z,
E 1 ; 28
% 20 4 \\A TCO&”%&&EE LT, E faecium 1R H SN
ElE B - MREEIIER - BB BEEEIC OV T
"é 5 ] i3, 181D E»o7z,
g x =
'ﬁ 2 4 CZOP i3, #IBE»s0 7 7 LoEBME ICHEWIIEN
°1 Bbb, 07 ABHEICHT 2MENERET S
B CTHE SN - HF LYWL 7 7 0 AR ) > RAEDE
05 Th b, KEIDOHEIIZSEIDREREGE 3 BRI
TERE»S b, BRI,
02 1 b, BBE S0 7 ARMEICIE CAZ R XL
o ) DB IR T = AFLASEL CHTAULD
051 2 4 6 8 N | WENEFRL, 77 LEMEO T FYRECHLTY
Time(hn) CAZ LB L EN-HENSER S, B, kK

Fig. 1. Serum levels of cefozopran following Ig
d.i.v. in aged patients

(Table 5),

UTI R BTREEEERIRIR % 4 5 &, BRI 9 Fl
Tix, FZNAGI, BR5 6T, EHERLEE 3 FITIE,
E100, B3 16, BN1BCThot, hT—F
BEEGI T, 8BIhER 24, HEh5 I, 16

DX 7 x AREKISENTH > 72 E. faecalis . L
Th, KDL 7z ARERNEABOHE 2L
726

EEREC BT 2 BNEETIE, BREEDOR VL IFIO
5%, Cer #$83.0, 77.3ml/min (5# 80, 687%) T
Hhid, BEALKEZEORVERNEELZRL, Cor?
60.7 ml/min (72 &) L HEEETHNIBEOBEER
LB SNLERTE, EFO .0 DER, R
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Table 4. Clinical summary of uncomplicated and complicated UTI patients treated with cefozopran
c Dlagnosls Catheter| UTI Treatment Bacteriuria® Evaluation** Side
ase| atheter .
T Age | Sex :on|Symptoms*|Pyuria* MIC effects
No. .0 .| (route) |gr dose Duration .
Underlying condltion| {rou group (mg/day) Route (days) Species  |Count (ug/ml) UTI Dr. Remarks
+ |E. coli 10° | 0.05
1 12| F A.UP. 0.5%2 |ivd. 5 # — « l_ — Excellent|Excellent| ~
+ #+ |E. coli 107 | 0.05
2 59| F AUP. 05%2 |ivd| 5 - T = Good |Excellent
+ |E. coli 10° [£0.025
36| F AUP. 052 |ivd| 3 H — = Good | Good | -
# + - -
4 {19 F A.UP. - 0.5%2 |ivd. 5 — — — — Good -
T _ _
5 13| F A.UP. - 5x2 [ivd. 4 L Good -
+ + - -
+ — _
6 |47|F AUP. - 0.5x2 |ivd.| 3 s - — — Good
CCC. + + |P. aeruginosa | 107 6.25
717|F -1 0.5%2 |ivd. Good | Good
e Neurogenic bladder |(Uretha) 6 0.5x2 |ivd 5 + |P. aeruginosa |<10° o0 o0
CCC. + |S. marcescens | 107 | 0.1
8 |80 | M BPH. 1Ur:tha) G-1 1x2 |ivd 6 _ B B Excellent|Excellent
Neurogenic bladder
" CCC. + i + |P. aeruginosa | 10° | 12.5 i
9 |87 | M PP (Uretha) G-1 1x2 |ivd. 5 — = — Excellent| Fair
C.CC + H# |P. aeruginosa | 10° | 6.25
1076 | M BPH (Uretha) G-1 1x2 |ivd. 5 n — — Good Good -
C.CC + # |P. aeruginosa | 10° 1.56
11|54 |(M G-1 X r.d. d
X Urethra stricture |(Uretha) X2 fivd 5 + - Goo Good
CCC. + + |P. aeruginosa | 10* | 0.78
12|77 M B.P.H. (Uretha) G-1 1X2 [ivd. 6 . B B Good Good
Prostatlc cancer
y 6
13(7 | M cet - | G4|o0sx2|ivd]| 5 *_|E col 07| 01 o cellent|Excellent
B.P.H. - - -
c.CC P i . ;
14|69 | M - |G| osx2|ivd| 6 * (P aenginosa | 10° 1125 | oog | Good
B.P.H. + - -
ccC P. inos ’ .
15|77| F - - G-4 1x2 |ivd. 6 # aeruginosa | 10 | 12.5 Excellent|Excellent
Neurogenic bladder - - -
P. mirabilis 0.39
c.CC + 1100
K.
1662 | M (Ure+tha) G-5 1x2 |ivd 6 3 })nexl(momae 0.05 Poor Poor
. jJaeciuum
B.P.H. + YLO. 10° | >100
C. freundil 0.05
CCC. + |K pnqumoniae 107 | £0.025
1717 | M - G-6 1x2 |ivd. 5 S. equinus 1.56 |Excellent|Excellent
B.P.H. _ _
Neurogenic
C.CP. P. aeruginessa 125
- # |A. xyloxidans | 10° 1
18] 45| M| Renal stone + |Gs| 1x2liva| s E foccals >100 | Good | Good
Neurogenic bladder
m — _
C.C.P. + _ _
53| M - .d. 5
19 | 53 BPH 1x2 |ivd 5 n — — Good
C.CP. + Y.LO.
20 | 63| M B.P.H. - 1x2 |ivd.| 5 - Unknown
Neurogenic bladder + YLO
CC.P. + Y.LO.
21|78 (M Postoperative + 1x2 [ivd. 5 Unknown|
bladder tumor + YLO.
CCC: chronic complicated cystitis

BPH:
CCP:

benign prostatic hypertrophy
chronic complicated pyelonephritis

AUP : acute uncomplicated pyelonephritis

* before treatment
after treatment

* * UTI: critria proposed by the UTI Committee
Dr: Dr’s evaluation
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Table 5. Overall clinical efficacy of cefozopran in complicated UTI
Pyuria
o Cleared Decreased Unchanged Effect on bacteriuria
Bacteriuria

Eliminated [ 5 ] 5 10(83.8 %)
Decreased 1 1(8.3%)
Replaced 1 1(8.3%)
Unchanged

Effect on pyuria 6(50.0 %) 6(50.0 %) Patient total

[— ]| Excellent 5(41.7 %) Overall efficacy rate
Moderate 6(50.0 %) 1/12(91.7 %)
[ ] Poor (including failure) 1( 8.3%) e

Bacteriological response

Total no. of strains

Eradicated

Persisted*

17

16(94.1 %)

1

* regardless of bacterial count

Table 6. Overall clinical efficacy of cefozopran classified by the type of infection

Overall
Group No. of (Percent) Excellent | Moderate Poor efficacy
patients of total rate
Group 1 (indwelling catheter) 6 (50.0%) 2 4 100 %
Group 2 (post-prostatectomy)
Monomicrobial
infection Group 3 (upper UTI)
Group 4 (lower UTI) 3 (25.0%) 2 1 100 %
Sub-total 9 (75.0%) 4 5 100 %
Group 5 (indwelling catheter) 2 (16.7%) 1 1 50 %
&?L’;?:)cnmb'a] Group 6 (no indwelling catheter) 1 ( 8.3%) 1 100 %
Sub-total 3 (25.0%) 1 1 1 66.7%
Total 12 (100 %) 5 6 1 91.7%
Overall
Indwelling catheter NO" of (Percent) Excellent | Moderate Poor efficacy
patients of total rate
Yes 8 (66.7%) 2 5 1 87.5%
No 4 (33.3%) 3 1 100 %
Total 12 (100 %) 5 6 1 91.7%

Table 7. Bacteriological response to cefozopran in complicated UTI

Isolates

No. of strains

Eradicated (%)

Persisted*

S. equinus
E. faecalis

E. coli

K. pneumoniae
C. freundii

. mirabilis
marcescens
. aeruginosa

. xyloxidans

L

—

Total

N = 00— o =

—

1
1
1
2
1
1
1
7
1
16

(94.1 %)

* regardless of bacterial count
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HOERTHAE SN, X5, BEEDD 2 Cer 18
18.3ml/min E{E T LER (775%) T, BES I
ti.8 DER, RIFMOETBEONIZI LS, &
BEIZBVL T, BEEESTEE ThhL, BE DRk
HAETRWY, BEEMETL TV IHAIIE, 20
BECGULESE, R5RKOAGHLELEZ S
niz,

EEPRIRET Tid, SMEMMETRE L 6 6, HEEEMER
PERAGAE 15 B ER L 72, 7 OFER, UTI EhaFhE
BIERLEZODODI b, AMEMEEREEL 3G
LTk, 1H0.5g, 1H2EAEHET, 3/30F
IR TH o7z, NEMMREBIE 12 Flicxt L T,
BEWMEHNIL.T% (11/12) LBDHDTHEL, FHOHE
HERBRUIRESE SN, KBRRREEIRE T,
AT—TNEB B, 7/8 DEMERISESH,
ToHIEEAC S 94.1% (16/17) DMEET, 20>
5 P. aeruginosa 8 BRTIX THRHBHEELL, FHIOEN
1BRERNR SN,

KEN RS L1z 21 lc BT BEWEIER, BK
REBORERI 1D LT, FHIZLLHEDOE

WEK| X Bbhiz,

$t, AH1g @B N4 7NV ERBEREERERS
HadbEizFy NUKE 21 Fld 2 B BERA L7,
EERGEA L R {, BERIELSEE CERTL
LBbhiz,

& E3

LL_E# 5 cefozopran i&, 77 LBHEED»S 754
MEE CIRIL L pOBOREERAE2EL, %
HHEL, BEAMLHFINIERIEEZ SN,

X (13

1) HEEEE¥S MICHIEERETZESR | B/R
BHHEIEBE (MIC) fIZEERETIC DWW T, Chemo-
therapy 29(1) : 76~79, 1981

2) PTEZEHE#, o EEEREY D Cefozopran MEYF
HIE R, Chemotherapy &F#EfH T

3) KEIERK, fi(UTIHFES) : UTI ERhFHlERE (%
3 k%), Chemotherapy 34 : 408~441, 1986

4) KFihZ, B BT, SFERE X 1 8 40 mHALER
EELSHUHEAITRE, FEY VRY Y4,
Cefozopran, fgil, 1992
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Studies on cefozopran : pharmacokinetics in elderly patients,

antibacterial activity, and clinical evaluation in the field of urology

Isao Saito and Yasushi Saiko
Department of Urology, Tokyo Kyosai Hospital

The antibacterial activity of the novel injectable cephem cefozopran (CZOP) and its pharmaco-
kinetics in elderly patients were assessed, and the clinical utility of this drug including its kit for drip
infusion was evaluated in patients with urinary tract infection (UTI).

1) Antibacterial Activity

The MICs of CZOP against 217 strains of 9 species of clinical isolates were determined, and
compared with those of ceftazidime (CAZ), cefuzonam (CZON), flomoxef (FMOX), cefmetazole (CMZ),
ofloxacin (OFLX). CZOP was a little less active than CZON, FMOX, and OFLX against methicillin
-sensitive Staphylococcus aureus (MSSA), but showed superiority over CAZ. CZOP was more active
against methicillin-resistant S. aureus (MRSA) than other kinds of cephem antibiotics, but was not
satisfactory, showing less activity by 1 to 2 tubes, when compared to OFLX. CZOP showed excellent
activity against gram-negative bacteria, and was as active as CAZ against P. aeruginosa.

2) Pharmacokinetics (in Elderly Patients)

One gram of CZOP was administered to 4 elderly patients aged 68 to 80 years by intravenous drip
infusion over 30 min, and its blood and urine levels were determined at various time intervals. Even
in a patient as old as 80 years t,,,8 was little different, at 2.16 h, from the values of healthy adults, so
long as he had normal renal function as manifest from his Ccr of 18.3 ml/min. In the patient with renal
function diminished to Ccr of 18.3 ml/min, t,;,8 was prolonged to 17.3 h. Generally, t,,,3 prolongation,
increase in AUC, and decrease in urinary excretion were commensurate with renal function impair-
ment regardless of age.

3) Clinical Utility

CZOP was administered to 6 patients with acute simple pyelonephritis and 15 patients with compli-
cated UTI to evaluate its clinical utility and safety. The drug was administered by intravenous drip
infusion in doses of 0.5 to 1 g (only 0.5 g in the patients with simple pyelonephritis) over 30 min twice
daily for 3 to 6 days. Two patients were treated with a one-gram kit of CZOP. The treatment could
be evaluated in 15 patients by the criteria of the Japanese UTI Committee. The response in 3 cases
of acute simple pyelonephritis was excellent in 1 case and good in 2 cases. The response in 12 cases
of complicated UTI was excellent in 5 cases, good in 6 cases, and poor in 1 case. The rate of
effectiveness in the 12 cases was 91.7%. The bacteriological effect of CZOP was such that one strain
of P. aeruginosa persisted and that the rate of bacterial eradication was 94.1%.

All patients were negative for abnormal laboratory tests as well as for subjective and objective
adverse reactions.



