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Table 1. Concentration of cefozopran in serum and genital tissues after i.v. administration of 1g

. Cubital vein |Uterine artery| Endometrium | Myometrium | Cervix uteri Po_rtio_ Ovarium Oviduct
Time vaginalis
(ug/ml) (ug/ml) (ug/g) (ug/g) (ug/g) (ug/g) (ug/g) (ug/g)

0 h56m| 44.7 40.5 35.0 35.4 34.3 33.6 23.8 28.6
0 h58m 40.1 51.6 23.3 22.8 22.5 28.2 27.0
1 h 00 m| 26.9 18.2 15.1 19.5 24.4 31.6 23.1
1 h 03 m| 33.5 17.3 18.8 17.3 22.6 27.1 31.0 17.8
1 h07 m 22.4 23.0 15.3 13.1 17.8 23.4

1 h07 m| 37.9 40.9 18.4 18.2 31.2 30.2 36.9 44.3
1 h10m| 19.7 16.3 8.8 10.0 15.3 14.4 7.1 11.3
1 h22 m| 39.2 50.5 28.4 27.6 23.5 24.8 28.7 22.8
1 h32m| 14.8 12.0 7.0 8.8 9.3 11.2 10.8 10.5
1 h 40 m| 21.8 0.0 15.3 15.2 23.6 23.2 26.8 23.2
1 h44 m)| 21.4 21.3 16.9 17.4 22.6 29.8

2 h 46 m| 14.6 17.4 7.3 8.2 13.0 13.8 11.4 12.7
2 h52m| 14.8 15.9 9.3 9.6 11.8 8.1 12.6
2 h55m| 12.8 9.9 7.8 8.9 8.0 8.8 12.4 7.9
3 h25m)| 10.0 11.2 5.5 5.7 8.7 7.2 8.1
3 h25m| 9.5 9.4 4.6 4.5 5.6 7.9 5.9 4.9
5 h2lm 4.5 4.1 1.7 2.8 2.7 3.5 6.8 4.4
5 h58m| 3.0 2.8 0.0 0.0 0.0 0.0 0.0
6 h 04 m| 3.5 3.6 2.0 2.2 3.7 4.6 1.5
6 h 40 m| 2.4 2.7 1.5 0.0 1.9 3.2 1.8
7 h12 m| 2.0 1.9 1.9 2.6 1.1 1.1 3.1 1.2
7 h27 m| 2.6 2.4 1.5 1.4 1.5 3.3 3.4 2.1
7 h55m| 2.9 2.8 1.8 1.2 1.5 2.1 5.7 2.2
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Fig. 1. Concentration of cefozopran in serum and genital tissues after i.v. administration
of 1g.
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Table 2. Concentration of cefozopran in serum and genital tissues after d.i.v. administration of 1g
R Cubital vein |Uterine artery| Endometrium| Myometrium | Cervix uteri Po_rtio. Ovarium Oviduct
Time vaginalis
(ug/ml) (ug/ml) (ug/g) (ug/g) (ug/g) (ug/g) (ug/g) (ug/g)
2 h30m 13.1 12.5 4.5 5.2 8.8 9.8 11.2 10.4
2 h43m| 9.6 10.5 6.1 5.9 6.8 10.1 11.3 9.6
3 h24 m| 7.9 7.5 4.1 5.4 6.8 7.5 6.2
3 h35m| 6.4 7.0 2.3 3.9 5.9 7.7 6.3 7.6
4 h12m| 7.5 7.4 6.4 6.5 7.0 8.5 7.8
4 h13m| 3.6 4.1 1.9 2.0 3.4 3.9 9.9 4.4
4 h40m| 4.3 4.5 2.2 2.2 4.5 4.2 4.2 4.3
5 h 56 m| 4.3 4.1 3.2 2.3 4.5 4.2 4.7
6 h 28 m| 1.9 1.7 0.7 0.9 1.2 1.8 1.6
7 h 20 m| 1.1 1.1 0.6 0.5 0.9 1.1 1.8 0.8
7 h43 m| 1.8 1.6 1.0 1.1 1.4 2.3 1.4
5 h 48 m| 3.9 3.7 1.6 2.7 2.5 3.5 3.0
2 h 40 m| 15.7 14.7 9.0 9.0 12.2 13.3 14.0 13.4
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Fig.2. Concentration of cefozopran in serum and genital tissues after d.i.v. administra-

tion of 1 g.
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Table 4. Clinical efficacy of cefozopran
No. of Effica
Disease o0 Excellent | Good | Fair Poor ! ocy
cases rate (%)
Puerperal fever 3 3
Puerperal intrauterine infection 5 4 1
Pyometra 1 1
Endometritis 8 1 7
Salpingitis 4 1 3
Parametritis 5 4 1
Pelveoperitonitis 4 1 3
Pelvic cellulitis 1 1
Bartholin’s abscess 2 2
Abdominal wall abscess 2 2
Pyelitis 1 1
Mastitis 3 3
Total 39 3 34 0 2 94.9
Table 5. Bacteriological effect of cefozopran on diagnosis
Partially
No. of i Not
Diagnois 00 Eradicated eradicated Replaced |Unchanged °
cases or clear
decreased
Puerperal fever 3 2 1
Pl{erper?l intrauterine 5 1 2 1 1
infection
Pyometra 1 1
Endometritis 8 4 3 1
Salpingitis 4 2 1 1
Parametritis 4 1 2 1
Pelveoperitonitis 4 3 1
Pelvic cellulitis 1 1
Bartholin’s abscess 2 2
Abdominal wall abscess 1 1
Pyelitis 1 1
Mastitis 3 1 1 1
Total 37 19 10 5 1 2
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Table 6. Bacteriological response to cefozopran
No. of Eradicati
Organism © .o Eradicated Persisted radlcao on
strains rate (%)

S. aureus (MRSA) 6 5 1
S. aureus 4 4
S. epidermidis 1 1
CNS 7 6 1
Streptococcus sp. 4 2 2
E. faecalis 7 3 4
Other GPB 6 5 1

Sub-total 35 25 10 71.4%
E. coli 4 2 2
H. influenzae 1 1
Other GNB 4 4

Sub-total 9 7 2 77.8%
P. anaerobius 4 4
P. asaccharolyticus 2 1 1
P. prebotii 1 1
Peptostreptococcus sp. 1 1
B. fragilis 1 1
Bacteroides sp. 1 1
Other anaerobe 2 2

Sub-total 12 11 1 91.7%

Total 56 43 13 76.8%

MRSA : methicillin-resistant S. aureus
CNS : coagulase negative Staphylococcus sp.

Table 7-1. Laboratory findings before and after administration of cefozopran

Case | Age RBC Hb Ht WBC Platelet | S-GOT | S-GPT ALP BUN S-Cr
No. | (y) (X104/pl) | (g/dD) (%) (/) | (X10*/ul) 9)] {9)] (1) (mg/dl) | (mg/dl)
o1 | 26 B 419 10.9 37.0 12800 15.2 - - - - -

A 413 11.5 36.2 8500 25.2 9 13 252 10 0.8
02 | 28 B 263 8.5 26.2 10800 36.4 - — - — -
A 287 9.1 28.8 7800 49.2 17 15 221 12 0.9
03 | 29 B 349 9.4 29.8 18100 27.6 — — - - —
A 363 9.5 31.2 8400 51.4 21 8 165 10 0.7
04 | 24 B 328 8.8 29.2 12700 27.4 - — - — —
A 322 8.7 28.8 7600 32.0 24 18 188 17 0.8
05 | 2 B 334 9.6 30.7 17500 23.7 - - - — —
A 472 14.3 44.9 4800 19.1 26 27 112 16 0.7
06 | 29 B 299 9.6 29.5 9400 18.6 15 9 221 12 1.2
A 285 8.5 28.0 16800 21.6 15 5 184 15 1.0
07 | 29 B 256 7.0 23.6 25500 30.1 - - - - -
A 267 7.6 26.4 8900 52.5 — — — 16 0.9
08 | 33 B 374 12.8 32.4 13300 52.2 15 14 236 14 0.8
A 373 10.6 32.7 9500 50.1 13 13 246 13 0.7
09 | 73 B 423 14.3 41.0 9800 16.1 — - - - -
A 390 13.4 38.4 7300 15.9 37 28 165 12 0.9
10| 15 B 403 12.6 38.9 15700 29.8 — - - - -
A 412 12.8 39.4 7600 24.2 — — — — —
1 17 B 455 13.9 41.6 13200 - 5 6 179 7.9 1.3
A — — — 5100 — 3 5 128 8.8 0.7
12 | 18 B 394 12.8 37.0 29400 20.0 — - - -
A 421 12.9 38.6 6500 20.5 — - - - -
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Table 7-2. Laboratory findings before and after administration of cefozopran
Case | Age RBC Hb Ht WBC Platelet | S-GOT | S-GPT ALP BUN S-Cr
No. | (y) (xX10*/u1) | (g/dl) (%) (/ul) (X 104/ 1) (U) (U) (1U) (mg/dl) | (mg/dl)

13 2 B 425 12.3 38.3 18400 30.9 - - — — -
A 379 11.3 35.0 8200 21.9 10 8 118 12 0.7

14 20 B 515 14.0 45.9 24900 28.7 - — - — —
A 500 13.6 44.0 7800 21.5 19 6 153 12 1.0

15 99 B 422 12.4 39.7 9600 21.4 17 10 — 10 0.8
A 473 13.8 43.4 7700 21.1 18 19 113 11 0.8

16 m B 501 15.0 45.5 9400 24.7 - — - - —
A 505 15.2 45.6 7700 24.0 18 8 145 9 0.8

17 i B 399 12.2 37.8 12100 26.4 23 23 — 12 0.9
A 394 11.5 37.3 4800 25.1 19 25 130 12 0.9

18 23 B 452 13.5 41.4 9200 24.9 14 8 132 8 0.7
A 425 12.9 39.1 4900 27.6 12 6 126 9 0.8

19 23 B 413 12.3 36.9 16600 26.4 15 2 123 12 0.6
A 392 11.0 36.6 6100 31.5 26 12 95 14 0.7

20 13 B 407 13.6 39.7 21600 23.7 22 6 100 10.8 0.7
A 406 13.1 39.2 4800 33.0 19 8 96 13.6 0.6

21 47 B 383 12.6 37.4 9300 25.0 10 0 58 8.2 0.4
A 399 13.0 38.7 5200 27.8 10 5 121 10.1 0.6

922 40 B 302 9.3 27.5 9300 19.8 29 19 110 10 0.9
A 317 9.9 29.1 6200 21.5 58 43 57 8 0.8

93 40 B 411 10.0 33.6 10300 41.2 19 16 68 10 0.7
A 450 11.8 39.4 6900 31.9 45 75 85 12 0.6

24 57 B 392 11.5 37.5 9800 56.6 19 18 148 13 1.0
A 390 11.7 36.7 4800 53.1 24 4 180 5 0.7

25 66 B 345 10.3 35.2 10500 36.8 — — — - -

A 325 10.2 30.7 7200 25.7 — — — — —

2% 69 B 270 8.6 27.5 9600 30.7 — — — — -

A 298 9.4 30.2 5600 41.5 — — - - -

97 28 B 397 12.3 36.9 9200 24.4 11 8 118 11.9 0.6
A 419 12.7 38.8 5000 42.3 13 7 119 9.8 0.5

28 20 B 369 10.3 34.6 12100 36.4 — — — — -
A 397 11.2 38.6 5500 37.1 12 7 121 10 0.9

29 39 B 406 11.3 36.6 10800 8.8 28 10 155 13 1.0
A 327 9.2 29.0 2000 10.1 34 14 119 9 0.8

30 64 B 494 13.8 4.7 9600 41.8 13 7 145 17 1.0
A 421 12.6 39.9 6600 31.7 13 4 188 18 0.8

31 59 B 383 12.2 36.6 16200 47.8 — — — — -
A 383 12.2 37.1 6800 46.9 21 13 141 6 0.6

32 36 B 512 15.2 45.4 10600 18.6 12 10 121 12 0.9
A 500 15.5 44.0 7600 24.9 10 8 109 11 0.9

33 47 B 469 13.9 44.6 8600 31.0 16 20 221 12 0.8
A 418 13.0 39.7 7600 31.0 21 29 231 13 0.8

34 0 B 406 11.4 34.4 10700 19.6 — — — — -
A 394 11.4 33.2 7800 31.2 13 5 155 16 0.8

35 46 B 360 10.4 33.6 8500 28.5 22 8 149 17 0.9
A 374 10.7 34.9 5600 39.5 20 5 134 16 0.8

36 69 B 409 12.8 40.3 8800 23.2 23 15 174 0.3 14.0
A 412 12.9 41.2 6200 21.4 27 16 189 0.3 15.0

37 2 B 462 13.4 41.9 14200 21.5 — — — — -
A 448 12.9 39.9 6500 25.4 18 11 170 8 0.8

18 25 B 471 13.1 42.9 10900 17.6 — — — — -
A 463 12.8 42.3 6800 22.3 20 17 212 20 0.8

19 a1 B 477 13.4 44.5 11300 30.0 10 9 294 14 0.9
A 428 12.4 38.5 6000 29.5 21 21 259 12 0.9
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Basic and clinical studies of cefozopran in obstetrics and gynecology

Nankun Cho, Takehiko Kimura, Atsushi Shimizu, Zenjiro Miyakawa, Yuko Gotoda,
Yukimasa Notake, Hidenosuke Araki

Department of Obstetrics and Gynecology. Showa University Fujigaoka Hospital
1-30, Fujigaoka Midoriku, Yokohama, 227, Japan

Katsuaki Kunii
Kunii Hospital

Cefozopran, a newly developed injectable cephalosporin antibiotic, was evaluated for its transfer into the
tissue of female genital organs and its clinical usefulness against obstetric and gynecological infections, with
the following results.

1. Tissue transfer : After a single intraveneous injection of 1.0 g of cefozopran, good transfer into the
tissue was observed : the peak serum concentration in the cubital vein and uterine artery was 44.7 xg/ml and
51.6 ug/ml, respectively. Maximum concentrations in genital tissues were 33.6~44.3 ng/g. After intravenous
drip infusion of 1.0 g, the peak serum concentration in the cubital vein and uterine artery was 15.7 zg/ml and
14.7 ug/ml and maximum concentrations in genital tissues were 9.0~14.0 ug/g.

2. Clinical results : Cefozopran was administered to 39 patients, 3 with puerperal fever, 5 with puerperal
intrauterine infection, 1 with pyometra, 9 with endometritis, 4 with adnexitis, 5 with parametritis, 3 with
pelveoperitonitis, 1 with pelvic cellulitis, 2 with Bartholin’s abscess, 2 with wound infection, 1 with pyelitis
and 3 with mastitis, at doses of 1.0 g 2~4 times a day for 4~11 days. The clinical efficacy was excellent in
3 cases, good in 34 cases and poor in 2 cases. The effective rate was 94.9 %.Bacteriologically, 43 of 56 isolated
organisms (76.8 %) were eradicated. No side effects and 2 cases of abnormal laboratory findings were
observed.

From these findings, the usefulness of cefozopran in obstetric and gynecological infections were suggested.



