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Table 1-1. Clinical effects of cefozopran
[ Isolated i
Bod . . Dail Total | Isolated organisms Bacterio-
Case| Age 9 Y Diagnosis 4 Ipuration| | © 2 bef Clinical ac .erlo Side
( ) Weight| ———————— dose (days) dosage erore ffect logical ffects
No.|(year)| oy | Underlying disease | (5 i) ¥ (@) after eltec effect ¢
P 5 gt
1| 32 45 | fection 1x2 5 10 E. j;aec)alis Good | Eradicated | eruption
Puerperal
intrauterine Corynebacterium sp. .
64 . . 1x2 4 8§ | —mmmmm S —
21 23 infection Corynebacterium sp. Good Persisted (=)
Puerperal
intrauterine C.N.S.
3| 24 55 infection 1x2 5 10 O Excellent | Eradicated (=)
Pyometra S. aureus
4| 176 42 | Uterine cervical 1x2 7 14 S. aureus Good Decreased (=)
cancer B. fragilis
P. anaerobius
Pyometra E. coli
5 77 49 1x2 7 14 " i -
atrophic vaginitis B. fragilis Good Eradicated (=)
(=)
Puerperal
intrauterine E. lentum
6| 29 53 | infection 1x2 7 14 - Good |Eradicated (-)
Salpingitis =)
7| 39 | s3 |Salpingitis 1x2 5 10 =) Good | Unknown | (—)
Uterine myoma (=)
Ipingiti —
8| 25 | 5o |2leingitis 1x2 5 10 E;; Good | Unknown | (-)
ingiti E. faeci
9| 25 | 54 |2alpingitis 1x2 5 10 Lt Good | Persisted | (—)
E. faecium
. P bi
10 | 52 65 Salpingitis 1x2 8 14 anacrovies Excellent | Replaced (=)
E. lentum
. E coli
1| so | s5 |S2lpingitis 1x2 6 10 £0°L, Good | Replaced | (—)
P. cepacia
o S. haemolyticus
Salpingitis E. faccium
12 | 31 51 | Oophoritis 1x2 7 14 - - Good Decreased (=)
Dvsplasi S. haemolyticus
ysplasta E. faecium
Salpingitis C.N.S.
3] 25 46 | Pelveoperitonitis 2x2 7 28 E. lentum Good Replaced (=)
B. thetaiotaomicron
Salpingitis E. cloacae
14 46 42 | Pelveoperitonitis 1x2 8 16 S. intermedius Excellent | Eradicated (=)
(-)
Salpingiti§ ... P. asaccharolyticus
15| 28 42 | Pelveoperitonitis 1x2 5 8 B T S Good |Eradicated| (-)

(* N.E.=not examined)
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Table 1-2. Clinical effects of cefozopran
. . Dail Total | Isolated organisms o Bacterio-
Case| Age Bo.dy Diagnosis aty Duration ota bef Clinical ac .erlo Side
No. | ( ) Weight —————— dose (davs) dosage| erore effect logical ffect
. i i ays e
o-|ryear (kg) Underlying disease | (;  tjmes) 4 (g) after effect ects
Salpingitis C.N.S.
16 48 62 Pelveoperitonitis 1x2 7 14 S. salivarius Good Replaced (=)
Uterine myoma E. faecium
Salpingitis
Pyosalpinx S. agalactiae
17 43 70 Pelveoperitonitis 1%2 7 14 X, maliophilia Good Replaced (=)
infection of S. aureus
18 | 65 | 37 |elvicdeadspace |, 7 14 E. avium Good | Replaced | (-)
Uterine cervical E. faecium
cancer E. avium
iti S.
19| 48 | 5o |Farametritis 1x2 7 14 pyogenes Good | Replaced | (-)
Uterine myoma E. faecium
Bartholin’s M. morganii
20 | 48 45 | abscess 1x2 7 14 B. bivius Good | Eradicated | (-)
(=)
Bartholin’s S. agalactiae
21 45 63 | abscess 1x2 7 14 - agz_) Good Eradicated | (-)
Bartholin's S. morbillorum
22 | 49 53 | abscess 1x2 6 10 ' = Good | Eradicated| (-)
Bartholin’s H. influenzae
23| 34 44 | abscess 1x2 5 10 - = Good |Eradicated| (-)
. . GPT 1
f f lymphocyst . lact
24 | 36 | 45 |Mmfectionofbmphocyst| ., 8 | 16 S g Poor | Eradicated |y-GTP 1
ALP 1
Infection of lymphocyst N.E.*
25 | 39 | 58 |TNCVIPIOON |y 6 12 NS Excellent | Unknown | (-)
(* N.E.=not examined)
Serum(Uterine artery) Serum(Peripheral vein)
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Time after administration(h)
Fig.1. Serum concentration of cefozopran after intravenous administra-

tion of 1.0g dose
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Table 2. Tissue concentration of cefozopran after intravenous administration

- Plasma concentration (xg/ml) Tissue concentration(ug/g)

ime

Case Uterine Cubital vein . Endome- | Myome- | Cervix POT“O
No b min artery Oviduct | Ovary trium trium uteri vag}l1a-

0.25h 0.5h In Knot lis

1 30 80.2 4.8 94.8 94.8 18.9 8.6 19.7 20.3 33.1 33.8
2 30 61.1 64.7 73.5 73.5 23.2 38.9 21.7 33.0 32.3 42.5
3 45 44.8 39.2 65.2 49.3 36.1 32.0 27.9 23.9 27.9 31.3
4 48 39.6 65.9 76.4 44.8 - — 14.7 22.1 21.7 19.5
5 49 49.8 37.4 58.0 38.9 27.8 20.0 13.1 18.9 17.2 20.1
6 50 43.5 41.3 58.8 43.8 38.8 37.7 21.2 24.1 18.9 13.0
7 51 72.0 41.2 99.4 62.6 — — 25.5 33.5 39.6 34.4
8 52 56.5 55.7 103.0 56.9 50.3 41.7 36.5 30.3 48.0 41.7
9 |1 02 34.9 43.6 60.2 35.6 24.5 28.9 21.4 19.6 28.2 25.0
10 |1 04 48.1 45.0 110.1 50.7 58.8 27.3 25.2 26.5 20.9 24.2
1|1 15 44.8 39.4 76.0 41.7 24.8 28.1 19.6 15.3 27.5 34.6
121 25 31.8 81.6 86.3 30.7 19.3 21.7 17.6 14.6 25.0 27.7
131 45 24.6 39.7 72.5 29.4 18.3 21.5 12.0 11.9 20.2 21.4
14 |1 45 25.4 43.3 99.2 28.2 17.3 19.9 7.1 12.4 23.5 22.5
15 (2 15 14.6 — 67.7 14.5 8.3 7.5 6.3 8.5 10.7 11.9
16 |2 18 17.6 44.6 61.7 18.6 13.3 14.2 9.5 8.9 12.7 12.9
17 12 27 18.5 40.9 51.3 17.9 12.6 15.4 10.3 9.5 11.4 12.9
18 (2 30 16.0 53.6 64.0 19.6 7.0 10.6 10.4 6.2 11.4 14.2
19 |12 34 27.9 — — 30.5 21.4 23.6 17.1 17.7 22.2 26.0
20 12 35 - 46.7 77.6 15.9 10.5 13.2 7.2 7.9 7.5 8.6
2112 35 14.5 67.9 69.0 15.3 10.9 13.8 6.3 6.9 10.5 11.1
22 |2 50 — 47.0 51.3 - 8.1 8.9 6.7 7.2 9.9 12.9
23 13 34 8.2 - — 9.8 - - 5.7 6.0 7.0 7.5
24 13 40 12.9 39.2 66.3 11.1 — 10.6 6.3 6.0 9.0 10.6
25 |3 45 7.0 49.7 76.5 6.8 5.6 5.5 4.0 3.4 6.6 7.0
26 |4 39 3.7 37.3 41.5 3.9 3.0 3.8 2.8 3.0 3.1 3.2
27 |4 50 3.5 34.4 36.6 3.0 2.5 2.6 3.3 1.9 3.7 3.3
28 |5 35 6.0 37.7 55.2 6.2 5.4 5.7 3.0 4.1 4.5 6.3
29 |6 51 — 41.8 71.8 3.5 3.4 4.8 2.1 3.0 3.0 3.9
30 | 6 58 2.6 86.8 91.7 2.3 1.7 2.2 1 1.5 1.5 1.8
31 18 00 4.5 48.6 73.8 4.4 1.6 3.5 1.9 2.4 2.7 2.1

LEbBSEbLARY, 4 HAMRL, 5. HETHE I #& 2

DESFFETHEL 12, 1. EpEaosE

1) [0 9 cefozopran ¥ & ¥ & U cefozopran @
MRS NE TS (Table 2, Fig.1, Fig.2)
Cefozopran 1 g 30 4 SiTEFERRER, TEHIE
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Time after administration(h)
Fig. 2. Tissue concentration of cefozopran after intravenous administration of 1.0g dose

RETORMIEABKTRO 30505 8FETH-
720 ZOMIEF B L OCHERMEBA cefozopran HE D
EH#lfE% Table 2Z"L, ThoDEAES Fig. 1,
Fig.2«&7ay b L7z,

FEEIK- 5K D cefozopran REEE X, 30 4355
WK TECASN, FRLEN61.1~80.2 ug/ml -
36.6~110.1 yg/ml T, LABRFBHA 1.15 BFRE-1.23 BF
BITER L 7203, Wihd 8RFERICITE 72 ug/ml
UEDBEEHERFL Tz,

HBRANREEE L, REHEE S5 52 5Ok
WD SN, 33.5~50.3 ug/g WCEL 2o LA EH
1.01~1.63 e T, BMERRMAM & & FRRLHER Tl
L, 8HEBETHLLETOMEB T ug/g ULDBEE S
HRL T,

SRR EAIBE 13, FESIRMAE P INED
50 %L ETH -T2,

2) BT D cefozopran DFEITEE (Table
3, Fig.3)

AR PSR 1, MREBANBT COFEBIR
B & UHEIRMBEDEE - ERRg0ELERL, F
B SIS X ST T D 30 23BF 53.9 ug/ml T, M
AR 2. 34 BRI TR L, 1 BERI%% 30.5 ug/ml, 25
filt% 18.6 ug/ml, 4 B5REI%: 8.8 ug/ml, 6 BEME 5.5
ug/ml, 12 B¥fE#% 1.4 ug/ml THo 1z,

BRSO ORKILE 12, ATEERAEREREML,
FHYREHE T I, SRS 15 5342 0.8 yg/ml, 30
2% 3.5 ug/ml, 1E§RI% 14.7 ug/ml, 2 B 20.3
ug/ml, 4 BRI 23.9 ug/ml DBRFEE L 2D, k¥
WA 5.90 B TR A L, 6 BERI% 17.7 pg/mb,
12F$f% 9.8 ug/ml TH Y, KARBEEMERL TV
720

Cefozopran O KI5 i FE & B FEHER R
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Table 3. Concentration of cefozopran in serum and retroperitoneal fluid after intravenous administration of 1.0g dose
Drug concentration (ug/ml)
(;\?se Serum Retroperitoneal fluid
o.
0.25h | 0.5h 1h 2h 4h 6h 12h [ 0.25h | 0.5h 1h 2h 4h 6h 12h
1 47.6 59.1 39.3 18.4 8.1 3.7 0.4 N.D 3.9 15.7 20.9 25.4 27.4 23.1
2 35.2 74.3 32.5 21.8 7.8 5.0 0.9 N.D 1.3 10.3 26.7 22.9 13.7 7.4
3 40.4 41.3 19.8 9.5 7.3 3.8 0.6 N.D 1.0 30.0 18.0 16.9 12.8 4.9
4 33.5 50.6 24.1 21.1 7.7 7.7 3.1 1.7 8.1 19.3 18.4 13.8 12.8 11.2
5 43.1 66.6 38.2 32.8 19.7 13.7 4.0 N.D 3.1 15.0 23.5 27.3 19.9 6.0
6 48.8 75.4 27.6 13.1 5.3 2.0 N.D N.D 7.5 35.0 48.3 49.9 21.4 4.0
7 — 50.0 37.3 16.0 7.5 4.2 0.6 N.D — 1.6 5.4 20.5 20.3 15.6
8 40.7 35.8 29.2 20.1 9.6 6.8 2.9 5.7 7.6 10.4 14.6 17.2 14.7 12.7
9 61.3 39.8 26.1 18.0 8.4 4.5 1.1 N.D 2.1 6.7 14.0 25.1 20.8 11.3
10 29.2 45.8 30.6 15.3 6.9 3.9 0.8 N.D 0.6 2.6 13.0 20.2 13.3 2.1
Mean | 42.2 53.9 30.5 18.6 8.8 5.5 1.4 0.8 3.5 14.7 20.3 23.9 17.7 9.8
+SD | £9.6 | £14.3| £6.4 | £6.2 | £4.0 | £3.3 | £1.4 | £1.9 | £3.1 | £11.0| £11.5| £10.1| £5.0 | £6.1
N.D: not detected
:E 60+ O0—OSerum
EA 50 ®---®Retroperitoneal fluid
=
2
E
5
o
=
S
8o
H
a
Time after administration(h)
Fig. 3. Concentration of cefozopran in serum and retroper-
itoneal fluid after intravenous administration of 1.0g dose
Table 4. Clinical effect of 25 cases with cefozopran treatment
Clinical evaluation Effecti t
Infection disease Number e ;ve rate
Excellent Good Poor (%)
Pyometra 2 2 2/2
Puerperal intrauterine infection 3 1 2 3/3
Puerperal intrauterine infection+ Salpingitis 1 1 1/1
Salpingitis 5 1 4 5/5
Salpingitis+Oophoritis 1 1 1/1
Salpingitis + Pelveoperitonitis 4 1 3 4/4
Salpingitis + Pyosalpinx + Pelveoperitonitis 1 1 1/1
Infection of Pelvic dead space 1 1 11
Parametritis 1 1 1/1
Infection of lymphocyst 2 1 1 1/2
Bartholin’s abscess 4 4 4/4
Total 25 4 20 1 24/25(96.0)
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Table 5. Bacteriological effect of cefozopran
) Bacterial effect Elimination rate
Isolated organism No : o
Eradicated | Decreased | Replaced | Persisted (%)

Staphylococcus aureus 2 0 1 1 0 1/2
Staphylococcus epidermidis 1 1 0 0 0 1/1
Coagulase (—) Staphvlococcus 3 1 0 2 0 3/3

L | Staphylococcus haemolyticus 1 0 1 0 0 0/1

:‘; Streptococcus pyogenes 1 0 0 1 0 1/1

a Streptococcus agalactiae 3 2 0 1 0 3/3

E g Streptococcus salivarius 1 0 0 1 0 1/1
g O | Enterococcus faecalis 1 1 0 0 0 1/1
< Enterococcus faecium 2 0 0 0 2 0/2
Enterococcus avium 1 0 1 0 0 0/1
Corynebacterium sp. 1 0 0 0 1 0/1

o | Escherichia coli 2 1 0 1 0 2/2

‘% Enterobacter cloacae 1 1 0 0 0 1/1

‘géo Morganella morganii 1 1 0 0 0 /1

= | Haemophilus influenzae 1 1 0 0 0 1/1

T | Bacteroides fragilis 1 1 0 0 0 1/1

= | Bacteroides bivius 1 1 0 0 0 1/1
Eubacterium lentum 2 1 0 1 0 2/2

}é E Peptostreptococcus anaerobius 2 1 0 1 0 2/2
g E Peptostreptococcus asaccharolyticus 1 0 0 0 1/1
é 3 Streptococcus intermedius 1 1 0 0 0 1/1
Streptococcus morbillorum 1 1 0 0 0 1/1

Total 31 16 3 9 3 25/31(80.6)

EDLETIX, BE5% 1~ 2B TEESHEL, U
BBBREBROANELLEMBEE -T2,

2. EERKIRRES (Table 4, 5, 6)

XFR 25 Bl it 3 2 BRI 1, E%h 4 B, BZ20
B, EEH1BITHD, BB EEDLE EWERIZ
96 % (24/25) TH -1z,

ZOWRTIF, ARBRBRTITFERRBRE 22T
B%h, EBTENREIFIDEL LG - B2 6, E
BFENBGLIVE RSO 1BIBER, IIER S BITE
2140 - Brh4 6, IERCIIEREH 1EIER, I
EREBREBEREH AFIHER 1G] - B3 6, 90
TR EIVERRIE - BREEALSH 1 1B, BH83E
WMER 1 1B, FEEGSER1HIES, BHy >
INBERE 2 BIRERN 1 B - RN 16, B L OSMERRES
DNV VBB 4B TEM TH- 12, Thbb,
BRI ) R BED 1 FIDOATHY, ZOf
BETENDLVIEMNTH- 72,

HEFHIZNR L, 31 EERFEEK 16 Btk BRY 3
Bk, ERRIER TEIEKRTHY, HHLLE
TREEBDOELEMBEEAEIZ80.6% (25/31) k-
720

BE2ER 256 TORLEMDRRE TId, cefozo-
pran EFOREFERE LT, BEOEKS® 141/
25=4%) Wi, JHEBERAI /77—
¥ — % cefozopran L HAKRE L, BPEHEBOAR
RSk, 2 HEWCXESIFME LS, £725-
GPT +- y-GTP - ALP O E -8 % 18| (Table 6,
Case 24) (1/25= 4 %) WCR» 108, &EKTHITH
BWCRIEZEEBEE 2>, WThOERLEETH
D, EELEREZ»- 2,

AL & D, cefozopran 13PERR A RMEBURSE L
TETHY, RRCKRETRETHLIL LY, B
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Cefozopran 1, Miyake et al."® # & T i Ce-
phalosporin DB ICEHES T > Bk rBARVEL
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S. aureus ® PBP1 & PBP2 2, % 7z E. coli * P. aer-
uginosa D PBP3 S L THEESE 2T T. £1
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Table 6. Laboratory findings before and after cefozopran administration
Case RBC Hb Ht Plt GOT | GPT -6Tp| LDH ALP | BUN | S-Cr
No.  [(X109] (g/dD) | (%) |(x100| ) | W |¥ (U) |(mg/dD|(mg/dD)

1 B 429 12.5 38.2 62.1 13 17 15 324 295 15 0.5

A 430 12.0 38.0 52.5 12 17 15 252 238 14 0.5

9 B 373 9.8 31.5 35.4 37 31 8 744 211 7 0.4

A 440 12.3 38.0 36.0 12 11 9 377 177 14 0.5

3 B 435 11.7 36.7 42.6 12 25 10 552 281 12 0.7

A 386 9.7 31.9 34.6 17 20 12 443 184 7 0.6

4 B 254 8.2 24.7 20.2 46 20 62 445 306 18 0.7

A 258 8.2 25.0 23.8 42 13 56 495 347 19 0.8

5 B 397 11.0 35.7 22.2 12 7 11 235 24 16 1.1

A 366 10.1 33.0 23.9 15 8 14 246 24 20 1.1

6 B 464 13.6 42.6 26.1 53 55 10 214 14 11 0.7

A 420 12.2 38.6 26.3 16 37 10 11 13 0.8

7 B 406 13.4 39.6 39.6 20 9 6 628 111 12 0.7

A 397 13.3 38.9 31.5 16 11 11 298 121 15 0.7

8 B 448 14.1 41.4 27.2 20 14 6 368 131 12 0.8

A 425 13.3 39.4 24.6 17 11 6 258 121 13 0.7

9 B 430 12.3 37.1 18.0 26 19 16 403 113 8 0.7

A 435 12.7 37.4 21.5 47 35 27 511 144 12 0.6

10 B 334 9.4 29.4 27.0 32 30 36 332 42 15 1.3

A 351 10.0 30.9 37.8 15 18 38 248 49 16 1.0

1 B 505 14.2 42.2 24.9 25 26 11 188 16 0.7

A 499 14.2 42.2 31.1 31 31 12 189 18 0.6

12 B 406 12.9 38.0 16.8 15 11 8 342 84 8 0.6

A 387 12.3 36.0 21.2 16 11 8 288 81 9 0.4

13 B 417 13.4 32.1 23.7 13 12 9 199 21 9 0.9

A 406 12.8 31.5 23.7 12 11 8 183 21 12 1.0

14 B 347 9.3 29.8 49.9 9 8 24 178 39 8 0.8

A 340 9.2 30.3 44.7 16 16 19 169 27 11 0.8

15 B 385 12.6 36.0 34.7 13 1 49 353 119 9 0.9

A 362 11.7 34.2 46.4 20 10 32 291 119 11 0.8

16 B 410 12.4 38.1 25.8 30 30 52 492 204 9 0.7

A 307 9.3 28.4 37.5 13 15 60 434 238 12 0.5

17 B 330 10.0 29.3 36.5 39 31 106 248 687 11 0.6

A 361 10.7 32.9 43.0 16 16 56 230 385 11 0.7

18 B 376 11.7 34.1 28.6 18 11 33 522 183 13 0.4

A 363 11.2 33.1 24.7 10 7 32 337 178 14 0.5

19 B 301 7.8 24.6 47.5 13 9 14 406 122 4 0.4

A 395 12.0 36.5 32.6 20 10 23 160 9 0.4

20 B 412 13.2 41.2 36.9 21 12 12 300 124 9 0.7

A 380 11.9 37.8 32.8 31 28 9 312 110 16 0.9

21 B 420 12.2 36.5 26.1 21 22 37 348 157 9 0.6

A 422 12.3 37.0 29.0 16 9 19 305 115 11 0.6

29 B 438 10.3 32.3 33.7 13 9 5 229 95 11 0.6

A 415 10.0 30.8 32.0 11 7 8 252 105 14 0.5

23 B 442 9.3 31.2 27.1 15 7 8 250 150 8 0.9

A 453 9.3 32.0 36.2 17 6 9 287 123 7 0.5

2% B 345 10.3 30.3 19.1 7 3 20 229 147 19 0.9

A 314 9.4 27.3 55.3 41 68 108 384 445 12 0.6

2 B 360 9.8 30.2 41.6 22 30 73 14 1.2
: A 400 10.8 33.9 31.5 13 9 40 32

B ! before, A : after
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Clinical values of cefozopran in obstetrics and gynecology

Nobuyoshi Takasugi, Hiroyuki Yamashita, Haruyo Tamura, Moriyuki Hattori,
Toru Mitioka, Noriko Kaneko, Hiroshi Katoh,
Department of Obstetrics and Gynecology, School of Medicine,
Yamaguchi University, 1144 Kogushi, Ube City, Japan

Akio Narimatsu, Takehisa Itoh
Department of Obstetrics and Gynecology, Tokuyama Central Hospital,Kodacho 1-1, Tokuyama City, Japan

Keisuke Hiratsuka, Hiroshi Noguchi, Hitoshi Morioka
Department of Obstetrics and Gynecology, Saiseikai Shimonoseki General Hospital,

Kifunecho 3-4-1, Shimonoseki City, Japan

We performed basic and clinical studies on cefozopran, a newly developed cephem antibiotics, in obstetric
and gynecological fields and obtained the following results.

1) The maximum levels of cefozopran in the serum of the uterine artery and cubital vein ranged from
61.1 to 80.2 xg/ml and from 36.6 to 110.1 xg/ml respectively at 30 min. after the beginning of cefozopran lg
drip infusion for 30 min., and then declined gradually.

The tissue concentrations of cefozopran in genital organs ranged from 33.5 ug/g to 50.3 ug/g after
cefozopran 1g drip infusion, followed by gradual decline, and remained at 1 ug/g at 8 hours.

The concentration of cefozopran transfered into retroperitoneal fluid was reached at the maximum level
of 23.9 ug/ml at 4 hours after cefozopran lg drip infusion, then declined and remained at 9.8 xg/ml at 12
hours.

2) In our clinical study, cefozopran was administered to 25 patients with obstetrical and gynecological
infection. The clinical results were excellent in 4 cases, good in 20 cases and poor in 1 case, showing the total
effective rate of 96 %. No critical side effects were observed in any cases.

These results indicated that cefozopran was a promising aid in obstetrical and gynecological infection.



