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Table 1. Clinical efficacy of cefozopran, according to disease

No. of Clinical efficacy Efficacy rate (excellent+good, %)
Diagnosis - - -
cases excellent | good | poor committee attending physician
puerperal fever 8 2 1 2/ 3 2/ 3
a
2 | puerperal intrauterine infection 14 1 13 14/14 (100 ) 14/14
E, chorioamnionitis 16 1 11 3 |12/15 ( 80.0) 13/16
E amniotic infection 9 4 5/ 9 6/ 9
& pyelonephritis 3 1 3/ 8 8/ 3
! mastitis 5 4 5/ 6 6/ 6
E others? s(4) 1(2) 2 3/ 3 4 4
-9
Sub total 52 (63) 8 (9] 38 8 |44/52 ( 84.8) 47/63 (88.7)
Late abortion group 4 3 1 34 3/ 4
Total 56 (57) 8 (9) 39 9 47/66 ( 83.9) 60/67 (87.7)

1 UTI 1 case, endometritis 2 cases, (colpitis 1 case)
( ): attending physician’s evaluation

Table 2. Clinical efficacy of cefozopran, according to isolated organism

No. of Clinical efficacy Efficacy (excellent+good, %)
Organism - —
cases excellent | good | poor committee attending physician
S. aureus 3 2 1 &3 33
£ | S. epidermidis 2 1 1 22 22
g C.N.S. 1 1 Vi1 1
® S. agalactiae (1) (1) 1/ 1
:g y -Streptococcus sp. 1 Vi1 V1
g | & | E.faecalis 1 2 V3 V3
g ?A Stomatococcus sp. 1 1 vi1 vi1
=
g Sub total 11 (12) 4 (5) 6 2 9/11 (81.8) 10/12 (83.3)
4 g E. coli 4 1 3 44 44
-E K. pneumoniae 1 1 11 V1
g ‘g, E. cloacae 1 1 11 /1
=3
= | & Sub total 6 1 5 6/ 6 6/ 6
§ P. bivia 1 1 0/ 1 01
= Prevotella sp. 1 1 0/ 1 0/ 1
g Sub total 2 2 0/ 2 0/ 2
Total 19 (20) 5 (6) 10 4 15/19 (78.9) 16/20 (80.0)
Poly microbial infection 18 1 14 3 15/18 (83.3) 15/18 (83.3)
Total 37 (38) 6 (7) 24 7 30/37 (81.1) 31/38 (81.6)

C.N.S.: coagulase negative Staphylococcus
( ): attending physician’s evaluation

Holo
(2) EEBEHNMHEE

BEBOHEEIIOWVTIE, ZHZYWE (Table 4) T
X, 499 DI L 42 K& (85.7%) KL 7T A
B ® Tid, Enterococcus faecalis 7% 8 ¥k 4 HRiH %k
(50.0%) &RREL-IbDODT FYRELR LMDy
S LABHEIZSREELTEY, 2L LTI 77.8%
(14/18) Th o720 77 2RBRUBDOHEEIX 95.2%
(20/21), BABEHEOWHEEIZ 80.0% (8/10) THo

BBRELENE TR, HERCIMSIIz 50 %D
t, 43 ¥ (86.0%) HHHEL 7z,

4) Reh

REMIHNERS L VBKRRERTOH % HE
e 66 MTHELX. 63 B (95.5%) 2t [RLT
ba| LHEsh, B 3 M [1FIRLTHL] ¢
HEShz,

BfERE LTIRR2FEM 66 B0 1 #1 (1.5%)
T, FEEOENE - BLONESAKHIVEERTH
HEITZOON, TOBHELE. AFLOHRM
Rz [250RHY] EHESN

BARREMREIL, 66 P 1H (1.5%) T, BED
GOT (#x5-8i 6 U-RTH 53 U—&kk 22 U) - GPT
(18 U—86 U—~40 U) - LDH (295 U—589 U—~504 U)
ERERZHohn, HAEITF AN Y, TRV =N,
FHArYO ORBLEIONEA, XA EORRKHE
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Table 3. Bacteriological response to treatment with cefozopran

Bacteriological effect Eradication rate (Eradicated+ Replaced, %)
Organism No. of d’":r"'d
cases eradicated partially replaced | unchanged committee attendin physician
eradicated
. S. aureus 3 3 8/ 8 3/ 3
S. epidermidis 1 1 11 11
s | S. agalactice 1) (1) V1
Ii E. faecalis 3 2 1 2/ 3 2/ 3
] Stomatococcus sp. 1 1 1/1 /1
g g Sub total 8 (9) 6(T7 1 1 78 8/ 9
'E _}; E. coli 4 2 2 4/ 4 4/ 4
E s, £ | K. pneumoniae 1 1 11 171
E E. cloacae 1 1 171 11
g E, Sub total 6 4 2 8/ 6 6/ 6
s 23
s g
£ ,3 Prevotella sp. 1 1 V1 U1
53
Total 15 (16) 11 (12) 3 1 14/15 (93.3) 15/16 (93.8)
Poly microbial infection 16 8 5 2 10/15 (66.7) 10/15 (66.7)
Total 30 (31) 19 (20) 5 5 1 24/30 (80.0) 25/31 (80.6)

( ): attending physician’s evaluation

Table 4. Bacteriological response to cefozopran according to isolated organism

Bacteriological effect Eradication rate
ac
Organism No. of riological etlec (eradicated + replaced, %)
strains
eradicated | persisted committee attending physician
8 S. aureus 4 4 4/ 4 4 4
% S. epidermidis 2 2 2/ 2 2/ 2
21 c.N.s. 1 1 V1 V1
[
2 | S. agalactiae 2(3) 2(3) 2/ 2 33
8 | E. faecalis 8 4 4 48 48
E Stomatococcus sp. 1 1 /1 Vi1
6 Sub total 18 (19) 14 (15) 4 14/18 (77.8) 15/19 (78.9)
E.coli 12 11 1 11/12 (91.7) 11/12 (91.7)
8 | C. freundii 1 1 /1 /1
§ K. pneumoniae 2 2 2/ 2 2/ 2
& | K oxytoca 1 1 V1 V1
& | E. cloacae 2 2 2/ 2 2/ 2
®
¥ | E. aerogenes 1 1 /1 1
a
E P. vulgaris 1 1 11 11
6 P. aeruginosa 1 1 1/1 /1
Sub total 21 20 1 20/21 (95.2) 20721 (95.2)
P. anaerobius 2 1 1 12 1/ 2
'E Peptostreptococcus spp. 2 2 2/ 2 2/ 2
§ Bacteroides sp. 1 1 1/1 11
§ P. melaninogenica 1 1 1/1 /1
2 | P. bivia 3 2 1 2/ 3 2/ 3
g Prevotella sp. 1 1 11 11
Sub total 10 8 2 8/10 (80.0) 8/10 (80.0)
Total 49 (50) | 42 (43) 7 42/49 (85.7) 43/50 (86.0)

C.N.S.: coagulase negative Staphylococcus
( ): attending physician’s evaluation
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4 BICEH 1 g 30 7 HACEEHEERATV, RERAMICT
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~3.3 ug/ml DL 257 (Fig. 1) Two-compart-
ment open model (=& DS LAMR, ¥ — 27 MHIZE
55986 30 5T 39.2~79.6 ug/ml, MWL 1.4~5.6
BEEio2 (Fig 1)

1003

Serum concentration ( ug/ml)
o
soaraaal

2) HatkilAr

EABRBLUUHFERRSEHRT 5 ¥ KB%
sV 14 B, MEERE 2 W, TEABS 1 AR
17 001 1 Al 1 g 2ARMEL 7 RGRMIZ 17 pI
15 BUAS 30 SFMAGNAME, 2 P12 60 S MALIRMIETSH
%, Table 5 (Z/RT@ 0, 30 7MALiKMIEMEH 36 7
M6 135 M BIT B A M AR 17.4~74.6 ug/ml,
WP iRE 9~21.7 ug/ml, MHEHRE 1.6~7.5
uglg, HMPIRE 6~27.2 ug/g, HBRHPIRE 8.3~
30.6 ug/g THolo EKPMEIX 0.3~3.3ug/mlt,
B LHREL YV ENETHS

1g60 ZMSiWME 1 H2E, 5 HEDOH 1 fAHK
5. 120 % TiX 16.9 ug/mlD EKPREN D Hh iz,

3) ithBATIRER, URED2HAT 1H 1g %
20~30 M AKME 1 B 2 B 3~4 HMRXS5 L, &H

Ca= | Tiaff | AUC
(ug/ml) (h) |(ug-h/ml)
—Oo— | 700 [ 1.9 115.4
—€— | 410 | 4.1 96.5
—— | 796 | 6.6 116.5
—A— | 392 | 14 59.7

=
o

T T T T T % T T T
1 2 3 4 5 6 7 8 9
Time (h)
Fig. 1. Concentration of cefozopran in maternal serum after administra-

tion of 1.0 g by iv drip for 30 min.

Table 5. Serum and tissue concentration of cefozopran

Concentration
Route . . s s
No. | Time (min) maternal umbilical umbilical placenta fetal amniotic fluid
dose blood cord blood cord membranes
(ugiml) | (ugmD) | (uglp) | (488 (ug/e) (ngfmb)

1 36 40.3 9.0 1.6 13.4 10.0 0.3

2 38 - 144 4.2 16.4 20.2 1.0

3 45 33.3 14.1 1.6 6.0 15.5 0.6

4 46 - 10.2 1.5 10.7 8.7 0.5

5 58 48.3 18.4 2.0 13.5 11.7 13

6 62 74.6 21.7 3.9 27.2 30.6 19

lg 7 70 23.7 10.3 2.6 9.7 16.0 2.2

30 min 8 88 23.1 14.9 5.3 12.3 74 -

iv drip 9 94 174 14.8 71 10.5 8.3 2.8

10 100 18.2 15.3 7.0 11.0 8.8 2.6

11 105 - — 7.0 115 9.5 3.1

12 112 19.0 16.4 7.5 9.3 99 2.7

13 135 23.6 19.5 4.2 13.1 13.7 3.3

14 150 15.1 17.2 — — — 3.3

15 180 10.3 124 — — - -

le 1 120° 2.3 15 - - N 16.9

60min | 265 5.9 9.4 - 6.0 12.9 —

iv drip ' (amniotic membrane)

*2 times/day, time after first drip in fithday —:N.T.
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Right mastitis

@ Inflammation site
O Non inflammation site

10

Linn

1.0

Concentration (ug/ml)
1414

LUl

0.01

1
Time

Concentration (ug/ml)

'h 1 'h 1 'h | 'h |
1 day 2 )\2 dn}z }h day12 h4 dn}2 hﬁ day

Left mastitis

A Inflammation site
4 Non inflammation site

10

Loy

1.}

A
Y A
10 3 . AM A
4 A A
] A b
] A
A A A

1

0.0 f—r——————r—
1 duy12 lXZ dn};2 ‘h dn\y12 h4 day
Time

Fig. 2. Concentration of cefozopran in milk after administration of 1.0

g by iv drip for 20~30 min.

2 EHESHICHERMICRERN - SEREROIH % R
LTHR L. AP REDO M-S ICX 2 REAE
Aohdb00, 5% 0.5~4 B 1 ug/ml FiED
BREFBON, ZORIIETI 2285458 12~13 B
MT 0.12~0.30 ug/ml TH oo REWMELIEREM L
TRREZZEZZDOAEH -7 (Fig. 2).
Im. % ®

Cefozopran (CZOP) B3#HB7FUREizizLHL
577 0BHEE»ORBEEZEL Y 7 2BHE I
LTEBRHEAANZ PV EBRVHE G 2R3 EH
BE7 2 2RMEWHATH 5o

AAOBAHRFARTO—BRBIEICBITL2AEHMEL
LUIZRLEZHIZOVWTIE, T TICHZEIIATEY, &
ERMBMICSH 5 compromised host 1235 1F 2 BB &
REOE BRAL LT, TLAEHFORGER
BSEDHREA L L TOFRABENE W EFEE =Y,

5o, FAZEEMEEBRICHTS CZOP DFER)
#, R2HIOVTRIFATHLEEDIC, KBEBIUF
EMB~OBITHORE L

BRI, AU LOEREN, BRALHETIX
83.9% (47/56), HEREUENETIE 87.7% (50/57)
LETREERLAH, CHIEBEIWEIIER S
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Study on the therapeutic effect of cefozopran on perinatal infection
in pregnant women
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An investigation was carried out to determine the therapeutic effect of cefozopran (CZOP), a
injectable cephem antibiotics on infections in pregnant women during the perinatal period. Of the
78 patients enrolled in the study, 66 were subjected to the analysis, with 3 of the subjects hav-
ing been exclnded because being pregnant for less than 16 weeks, 4 because of protocol violations
(regimen), and 5 because of uncertain eridence symptoms of infection or failure to undergo labora-
tory tests. CZOP was administered by intravenous drip infusion at doses of 0.5 to 2 g twice daily
for periods of 3 to 14 days. The efficacy rate according to the evaluation of the Drug Efficacy
Evaluation Committee was 83.9% (47/66). The efficacy rate in the 37 patients from whom
causative pathogens were isolated was 81.1% (30/37). The bacteriological effect of CZOP could be
evaluated in 30 patients. The eradication rate was 80.0% (24/30), with 42 of the 49 clinical iso-
lates (85.7%) being eradicated. The efficacy rate determined by the attending physicians in 57
patients was 87.7% (50/57), and 81.6% (31/38) for the 38 patients from whom causative
pathogens were isolated. The eradication rate was 80.6% (25/31) and 43 of the 50 clinical isolates
(86.0%) were eradicated. Safety was evaluated as “safe” in 63 of the 66 assessable patients
(95.5%). Moderate headache and nausea were experienced by 1 patient (1.5%) as adverse drug
reactions, but the symptoms disappeared after the completion of treatment. Slight elevations of
GOT, GPT, and LDH in laboratory tests were observed in one patient (1.5%), but these values
returned to normal after the completion of treatment. When CZOP was administered by intra-
venous drip infusion in a dose of 1 g over 30 min. to pregnant women before parturition, mater-
nal blood drug concentrations changed from 30.5-42.6 ug/ml 1 hour after administration to 1.0-3.3
ug/ml 6 hours after administration.Pharmacokinetic analysis in a two-compartment open model
showed that the blood elimination half-life of CZOP was 1.4-5.6 hours. After intravenous adminis-
tration of a 1 g dose. CZOP levels in the fetus, amniotic fluid, and breast milk were determined.
The concentrations of drug in blod and tissue were determined 36 to 135 minutes after adminis-
tration. The concentrations ranged from 17.4 to 74.6 ug/ml in maternal blood, from 9.0
to 21.7 ug/ml in umbilical cord blood, from 1.5 to 7.5 ug/g, in the umbilical cord, from 6.0 to 27.2
uglg in the placenta, from 8.3 to 30.6 ug/g in the fetal membranes, and from 0.3 to 3.3 ug/ml in
amniotic fluid. These results suggested that CZOP can be a useful drug in the treatment of bac-
terial infections occurring during the perinatal period. To firmly establish its safety, however, fur-
ther studies are needed in larger populations.



