~

VOL. 41 S—4

R ARISERIC 81 % cefozopran DRET

EEWR ARIEIC B 1) % cefozopran OXEER), EERAIRRET

ot HiE - RE A - BK 18- MH AT
REIIEMARFERAR® (EE MELZHED)

E BE & #
&R AR

1 oH MR
E LR ALRBE R AR

FLLIARINI 7 2 LREWE TH 5 cefozopran BT % HEEH, BRI 21T
v, UTORREB,
HEAEFIRRET & U T, cefozopran 1 g one shot BHERFIC B ) 2 METIEE, LHEMRABNERE
BLUOBBRIEHERTRE ZAIE Lz, AEIOKRBEFEIRMETREIL, &5% 155 TFH73.3
pg/ml Z7RL, LAERER L, 3EFMEIT 15.6 ug/ml &4 o 7z, M BEBNIEE 3%5% 15
DTF21.3~35.1 ug/g, 3BEMIT7.5~12.4 ug/g %L 12, BEFEHERDEE 13, %55
0.5 1, 2, 4, 6 RITZENZN 15.427.1 (F¥Y+SD), 30.4+5.6, 26.9+7.7, 15.5+2.6,
8.4%5.4 ug/ml R L 720 BERFNICH T 2MRETE LT, EBFERNBRLE LA, FERNER]
B, REYHREE 16, ONEEIREE 1 B, BEEIEMEAL 4 B, 5 11 B0 ER ARHESSBHE (- KA
ER2{To 18R, 9261, A6, EH2H, HERFE LB TEMEIZ80.0% TH> T,
MEZR T 135k, HE 1L, T2/ T8L.6 % ThHo oo BEMICDWLTIEIFlIC—
EEDFERERE 2R 1208, TSN BEMEIER B L VEBERREEEE OFIR IR
Shighoiz,

Key words : cefozopran, MIETIRE, MEMESRMABNRE, BRIEHEETIRE, EFARHE

Cefozopran I RHER TEKRSHTERK, RN
FLOBHAL7 c ARTIEMETH 5. FElIZ€7 70
AR EEO 7 A BI$C aminothiadiazolyl &%, 31
BI$C imidazopyridazinium #E%2H L T\ %, AHIDHE
ARZ VI LBEETHY, BEOEIHR L7 = AR
EMETIZ, BIRHEAZF T & ke h o 72, Staphylococeus &%
RUBET 277 LABHEICHL THEOHRENESRL, L
» Y Citrobacter J&, Pseudomonas B ¥ D7 7 LEHHE
KNLTHBOHENERT I EBROONT B, £
T, AR EEHEHSELE T 2 f-lactamase I L TH R
BT, HOZOEMEMEL, % DFER B-lactamase ELE
BN L THBOMEEE 2R 2 ESRESATLEY,
KA, ST L D BOIRBENES R, £ M
B AMAPFEEIH 1 oMTHD, EHENTREEZ
I3 Zrn<, 5% 24 B % T2 80~90 %S KREALE
ELTRFPICH it S hL 52,

SE, Bx FEBARKESIC B 2 K5 OEREIIRE 7

SUHEARNERAMOFMEIT OB 2B O THRET 5,

B, AR IR SHAGBITCHRBRAS £ BECHBEL, B
BEBLIZATERL,

I. DERRES LUREBHEEBTHEORES

1. A

1) IMiEhs L OHBREKAEE

Cefozopran DIMEHEE B L UHSBEABZ~OBIT
%R BET T % BRI T, BT = BERTRITERS 24 1%
NRICEF &S L 12,

#5451 1326 one shot ##E & L, cefozopran 1 g
FESRAREG KD 2 IZEBEREK 20~30 ml (&%
L, REIR~NZS L2, T, WElTF Sk
FEEIRM % BT % & FRHICREFRIRID 2 & BEL
Too MBI AR SHE T % 12 530 5 3 BEfE
2053 % TTH o Tz FEELL 72 MIHR 13 7] B A5 S0 5> 12 I
BB ITV, BERECHT 2 £ T, —20°Ci2 THE
BREL 2, WL INE, N, FERE, FEEHSR

*T 602 FERT b5 K FRET L/ N VAR SEHT 465



482 CHEMOTHERAPY DEC. 1993

Table 1. Serum and tissue concentration of cefozopran after intravenous administration of 1g dose
Serum (zg/ml) Tissue(ug/g)
szlse Time Peripheral Uterine . Endo- Myo- Cervix Portio
No. . Oviduct Ovary . . . .
vein artery metrium metrium uteri vaginalis
1 12 min. 68.9 74.4 12.5 17.6 24.5 40.7 32.1 28.5
2 15 min. 87.8 87.7 54.8 20.0 11.3 27.3 33.8 42.5
3 15 min. 77.6 85.4 24.8 27.0 4.3 24.7 37.3 26.4
4 15 min. 76.1 90.3 38.0 16.9 — 35.7 21.3 2.2
) 15 min. 51.8 62.2 22.9 — 50.4 31.1 47.1 34.4
6 27 min. 38.0 57.2 46.5 36.0 - 45.4 43.1 38.0
7 30 min. 59.2 68.1 25.9 34.3 45.9 35.1 41.5 40.1
8 35 min. 59.5 62.1 39.6 35.9 — 47.7 33.8 34.1
9 43 min. 38.4 40.5 15.1 - — 19.6 24 .4 19.4
10 50 min. 58.1 57.2 30.3 31.1 23.1 28.2 29.9 35.7
11 50 min. 55.1 35.5 23.0 18.0 37.5 28.5 30.6 39.6
12 56 min. 40.3 51.6 24.5 23.8 24.0 21.5 18.6 23.2
13 1 h.10 min. 36.7 37.0 28.8 27.8 27.5 24.2 17.7 24.3
14 1 h.30 min. 29.2 26.8 19.1 19.6 15.7 16.8 19.0 19.8
15 1 h.32 min. 12.3 12.6 10.5 — 13.1 14.9 10.9 12.2
16 1 h.35 min. 21.4 19.1 — - 12.2 12.2 15.3 14.1
17 1 h.40 min. 18.9 19.6 16.0 15.4 12.1 11.6 15.2 14.8
18 1 h.50 min. 12.4 11.5 9.6 - 10.7 11.0 15.4 7.2
19 2h. 10.0 9.6 3.0 — — 5 8.0 7.9
20 3h. 2 min. 15.6 15.4 12.4 7.5 8.7 9.2 8.5
21 3 h.20 min. 3.5 4.2 2.9 4.1 — -
HiE, FEERBLUTERSIZ] gL, £4EA 10- Peripheral vein 1001 Uterine artery
BAREROTHEL, ME L FRBEAZECHT S £ ~ . H
T, —20°CIC THASRIEL 120 E W 1.
2) MBS & BRI I I 6o+,
LT E TS, BRSO S EN ol
Mo~ o—Z KL —2 B LT, AR g & : . "
one shot B L, FAHIRILS & OV 85ERE % K2R SR R
HNCHRIR L 72, ) S— N SRR
RSB AR ST H 0.5, 1, 2, 4, 655 v e s
MLl RULEREGRLIBERT - Rk, 20 Fig. 1 SerumTiZ;;f;:r:::z;ntiis(;:“:(fm cefozopran
FERREHECHT 2 T, -20CIC THRERT L T .
. after intravenous administration of 1g dose
3) REHE
MEH, HEEEBA 2 & N BBRIEER T O cefozo- 2. #ER

pran #8 B I (38R H 5 ¥ TR 12 T Escherichia
coli NIH] 2 RER & T 57 #— 7 Tk RV HPLC
(fb: J: O ?—_J:') f:o

1) MEPs L OCHREBNEE
Cefozopran 1g one shot BHERFIC B 5 IS
S UM BN % Table 11U, RIBHIRS &
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Fig. 2. Tissue concentration of cefozopran after intra-
venous administration of 1g dose
Table 2. Concentration of cefozopran in serum and retroperitoneal fluid after intravenous
administration of 1g dose

Case Serum(ug/ml) Retroperitoneal fluid (xg/ml)

No. 0.5hr. | 1hr. 2hr. 4hr. 6hr. | 05hr. | 1hr. 2hr. dhr. 6hr.
1 50.5 34.6 17.3 6.6 3.0 21.7 34.6 35.5 16.9 8.1
2 34.8 20.8 10.7 3.5 1.6 21.1 26.6 18.7 11.8 4.3
3 55.9 31.2 15.4 3.8 N.D 7.8 24.5 22.5 17.5 16.1
4 56.6 34.2 16.3 3.4 2.0 10.8 35.7 30.9 15.9 5.0

Mean 49.5 32.2 14.9 4.3 2.2 15.4 30.4 26.9 15.5 8.4
+SD +10.1 +6.4 +2.9 +1.5 +0.7 +7.1 +5.6 +7.7 +2.6 +5.4
N.D.: not detected

UTEBIIRIE F#E % Fig. 11, MHEEMPIEE %

Fig. 2iczhZRL 72,

RAEBARMIE 12 B 2 cefozopran I I3 5.4

159 TP 73.3 ug/ml 2R L, DEBERL, &5%
3043 T 59.2 ug/ml, 3T 15.6 ug/ml TH - 72,
—%, FEEBIRMIE P EE 1L, #5% 1549 TFH 81.5
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Fig. 3. Concentration of cefozopran in serum

and retroperitoneal fluid after intra-
venous administration of 1g dose
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Table 4. Clinical effect of cefozopran treatment

Diagnosis No. of cases | Excellent |Good|Poor Efficacy rate(%)
puerperal intrauterine infection 4 4 4/4
L . endometritis 1 1 1/1
Intrauterine infection septic abortion 1 1 1/1
sub-total 6 2 4 6/6
’ . pyosalpinx 1 1 1/1
Adnexitis sub-total 1 1 1
Pelvie infecti pelvic peritonitis 3 1 2 1/3
eivie miection sub-total 3 1| 2 1/3

Overall total 10 2 6 2 8/10(80.0)

Table 5. Clinical effect of cefozopran classified by isolated organisms

Clinical effect
Isolated organisms No. of Effi
g cases Excellent |Good| Poor icacy
rate
G(+) MRSA 1 1 0/1
G(=) P. aeruginosa 2 2 2/2
Monomicrobial infection P. stutzeri 1 1 1/1
Anaerobes | P. anaerobius 2 1 1 2/2
sub-total 6 1 4 1 5/6
E. faecalis+ P. anaerobius 1 1 1/1
S. equinus + K. pneumoniae 1 1 1/1
Polymicrobial infection E. faecalis+ E. cloacae+ P. aeruginosa 1 1 1/1
sub-total 3 1 2 3/3
Overall total 9 2 6 1 8/9
Table 6. Bacteriological response to cefozopran treatment
Isolated organisms . ‘Of Eradicated Persisted Bradlcz;tlon
organisms rate(%)
Gram MRSA 1 0 1 0/1
postive S. equinus 1 1 1/1
bacteria E. faecalis 2 1 1 1/2
sub-total 4 2 2 2/4
Gram K. pneumoniae 1 1 1/1
negative E. cloacae 1 1 1/1
bacteria P. aeruginosa 3 3 3/3
P. stutzeri 1 1 1/1
sub-total 6 6 6/6
Anaerobes P. anaerobius 3 3 3/3
Total 13 11 2 11/13(84.6)
LU y-GTP LASED SNTets, WFhbBETL 1. * =
O —BYDOLERATHY, BKREHCHEER2bD ERARHRSIC B 2 MIBRBREDRAE L, 77
TR 1, LEEEESEETEDH 5, SHTIEIHRLT

L AKIOREC & 275 ABNE & 3 B0sRIER
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Table 7. Laboratory findings
Case RBC Hb Ht WBC Plts GOT | GPT | y-GTP | AL-P BUN S-Cr
no. (104/mm?®) | (g/dD) | (%) [(/mm*)| (10'/mm?) (1g) (1U) (1) (1U) (mg/dl) (mg/dl)
B 321 10.1 30.2 18500 31.2 18 17 6 192 9.0 0.5
1 A 327 10.4 31.7 9700 52.9 29 25 6 168 7.0 0.5
5 B 282 8.6 26.4 5400 30.3 14 27 23 189
A 364 11.3 35.2 5900 40 71 38 196 10.0 0.4
B 330 10.0 31.8 8900 41.7
3 A 377 11.4 37.1 3500
4 B 280 8.7 26.8 14100 20.1
A 308 9.4 30.1 7000 36.7 7 12 10 126 11.0 0.6
5 B 267 8.3 24.5 4600 11.8 40 35 207 545 20.0 1.2
A 266 8.3 24.2 8200 15.9 22 15 93 327 24.0 1.6
6 B 313 9.4 26.5 15300 19.5 15 15 4 71 9.0 0.5
A 319 9.3 27.1 7900 21.9 18 10 6 161 12.0 0.4
7 B 382 13.1 39.8 9900 35.3 17 12 36 108 6.0 0.6
A 367 12.6 38.1 7000 36.9 19 14 24 84 7.0 0.5
8 B 359 9.3 29.8 14600 25.2 16 11 7 88 8.0 0.6
A 387 10.8 32.9 11800 61.5 30 39 24 162 8.0 0.6
9 B 290 8.5 25.5 7000 36.3 14 14 30 303 11.0 0.6
A 250 7.2 22.0 10300 32.3 32 26 55 540 13.0 0.6
10 B 403 10.8 33.8 12800 54.7 13 12 17 89 12.0 0.6
A 405 10.9 33.9 12700 60.1 11 10 13 10.0 0.4
1 B 264 7.7 24.5 8300 19.8 18 11 31 13.0 0.3
A 300 8.7 27.6 13200 35 29 38 11.0 0.2

B :before treatment A : after treatment

INTWn3BY,
S ERRES L 72 cefozopran BREEDE I 7 =«
LABIDFETH > 12 S. aureus 2 &7 7 LGHEE

NYLHENBEFCENTED, Lirdb P aer-

uginosa *EL 7 7 AEMFHEE I bEOHAE T 2R
THLOE 7 2 ZRITH 5, FEIOEKRIBERICN T
5 MIC;, B X U MIC, i3 Z NZh, S. aureus T 0.78
ug/ml, 1.56 ug/ml, E. coli T0.05ug/ml, 0.1 ug/
ml, E. cloacae T 0.05ug/ml, 6.25ug/ml, K.
prneumoniae T 0.05 ug/ml, 0.1 ug/ml, P. aeruginosa
T0.78 ug/ml, 6.25 ug/ml TH 2, Zh & FKIOPLHE
H% ceftazidime (CAZ) 8 & U flomoxef (FMOX)
BT DL E coli kXL TIR3FE L IZZAFET
HY, S aureus, K. pneumoniae 23t L T ¥ FMOX
ERREFETCAZ X VED, P aeruginosa XL T
X CAZ L 12iZF% T FMOX X D &h, E. cloacac T
BID2F L BN TV,

S, 3% 13 cefozopran DEAREIMEET & L T, &Hl
1g one shot BHERFIZ 517 2 s hERE, wHEMIEE
BNBE B & BB RIEE 2 BIE L 72,

FHI 1 g one shot HERFIZ 35 1) 2 A DR M0 75 s

i, #51% 155 TFH 73.3 ug/ml R L, LU&H
WL, 5% 3BT 15.6 ug/ml THo 72, —H, T
EEIRIE PEE X, 5% 155 TFH81.5 ug/ml
ERL, EER L, %5% 3BEIT 15.4 ug/ml &%
D, REHIRIEDEE & RIEOEEHE 2R 1,
HREBAEBE L, SHEBETELOELTD SN
fo s, #E5#%154 T21.3~35.1ug/g, 3 BRI T
7.5~12.4 ug/g DEBE %R L, KEHIRIEFEED
1/3~2/3 BE O RIF R HBRBATHRD S iz,
BERIBEANOBITOREFTZOERE R, &5%
0.5, 1,2, 4, 6 BRI B VT, TREN15.4+7.1 ug/
ml (F#+SD), 30.4+5.6 ug/ml, 26.9+7.7 ug/
ml, 15.5+2.6 ug/ml, 8.4+5.4 ug/ml ThH o7, &
OBAEL D, BRI TERIREMHROBEILER DS
BHo0IEFECERZERTEL LEZ SN,
RPN 3 2RI T3, EBTFENRLE 445, F
ERREL 1B, RRE 16, INEERE LG, B
HERE A 4 B, 51 11 Bl O ER ARME SR BRIYE KRR G
BT iR, EXh2681, BR6 6, JH2H, HE
TEE 1 BT, BEIFEIL80.0%TH -7,
KFOHMEEHHEL, RHES T BKDI B
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Cefozopran in obstetrics and gynecology

Takao Yamamoto, Jinsuke Yasuda, Kazuhiro Iwasaku and Hiroji Okada
Department of Obstetrics and Gynecology, Kyoto Prefectural University of Medicine,
465 Kajii-cho, Hirokoji-Agaru, Kawaramachi, Kamigyo-ku, Kyoto 602, Japan
(Director : Prof. H. Okada)

Masaaki Kanao

Department of Obstetrics and Gynecology, Society Insurance Kyoto Hospital

Kazuyoshi Hatsuda
Department of Obstetrics and Gynecology, Fukuchiyama National Hospital

We performed basic and clinical studies on cefozopran (CZOP), a new injectable cephem antibiotic, and
obtained the following results.

1. The concentrations of CZOP in serum, internal genital organs and retroperitoneal fluid after a single
i.v. administration of 1g were examined.

The peripheral serum level was 73.3ug/ml (mean) at 15min, decreasing to 15.6ug/ml at 3h after
administration.

The concentrations in the tissues were 21.3~35.1ug/g at 15 min, decreasing to 7.5~12.4ug/g at 3h after
administration.

The concentrations in retroperitoneal fluid were 15.4%7.1, 30.4+5.6, 26.9+7.7, 15.5+2.6, 8.4+5.4ug/ml at
0.5h, 1h, 2h, 4h and 6h after administration.

2. Inclinical trials, CZOP was administered to 11 patients with obstetric and gynecological infections (4
cases of puerperal intrauterine infection, 1 of endometritis, 1 of septic abortion, 1 of pyosalpinx and 4 of
pelvic peritonitis).

The results were as follows : 2 cases were judged as excellent, 6 good, 2 poor and 1 unknown. The efficacy
rate was 80.0 %. Bacteriologically, 13 organisms were isolated and the eradication rate was 84.6 % (11/13).

No side effects were observed in any of the cases. In laboratory findings, transient elevation of liver serum
transaminase occurred in 3 patients.

We conclude that CZOP is a very useful antibiotic in obstetric and gynecologic infections.



