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S. aureus : 108 cells/ml Tix CPZ % 1.56 pg/ml,
e, CEZ 1 0.78 ug/ml 1= peak H3Zd St

108 cells/ml % CPZ i3 0.78 ug/ml &, CEZ i
0.39 ug/ml & peak »iEB LI, CEZ D13 5 hioeH
WHENEET S (Fig. 1),

B-Streptococcus (Group B) : 108 cells/ml ¢ix CPZ,
CEZ 3tiz 0.39 ug/ml }z, 108 cells/ml <4 CPZ,CEZ
Jt1z 0.39 ug/ml & peak 2Fbd it (Fig 2),

E. coli : 108 cells/ml Tix CPZ X 0.39 pg/ml 1z
peak HipHbh, 25 ug/ml P EOFEERMEED 2 %2
»hhic, CEZ 1% 1.56~3.13 ug/ml & peak 2%
25 ug/ml & 3%k, 50 ug/ml @58, 100 pg/ml LIk
2 4 BRDMYEBEMNTFEEL foo 108 cells/ml Cix CPZ i1

'Fig.1 Sensitivity distribution of clinical isolates
S. aureus (27 strains)
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‘Fig.2 Sensitivity distribution of clinical isolates
B-Streptococcus (Group B) (22 strains)
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Fig.3 Sensitivity distribution of clinical isolates
E. coli (184 strains)
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Fig. 4 Sensitivity distribution of clinical isolates
K. pneumoniae (65 strains)
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(Fig. 3)o

K. pneumoniae : 108 cells/ml Tix CPZ i3 0.39 ug/
ml & peak A bhAH 12.5 ug/ml LT TH »
#-o CEZ 1% 1.56~3.13 ug/ml 1 peak »ZEDLI D
2%, 25 ug/ml & 2 B, 50 ug/ml 23 100 ug/ml
1 BROMHEENHFEL oo

108 cells/ml ©ix CPZ i 0. 2 ug/ml & peak »33%
»hi, &tk 3.13 ug/ml YT CH-To CEZ 12 1.56
ug/ml i@ peak HERdHHBA, 12.5 ug/ml T 4#%
25 ug/ml T 1 #k & HB MIC OFVEEIFEL, CpZ
DIE 5 BB L ERCHENERL (Fig. 4)o Pep-
tococcus spp.: 108 cells/ml < CPZ 11 0. 78~1.56 ug/
ml 1© peak HEeb fo 4%, 12.5 pg/mlic 1Bk HEELE
MIC O\ MR Lic, CEZ 1 0.2 ug/ml yzpeak
NhHh, £k 6.25 ug/ml YT TH-7

108 cells/ml ¢ CPZ % 0.39 ug/ml iz peak NEDHH
h4#k 6.25 ug/ml LIFTHh-7o CEZ12 0.2 ug/ml
iz peak AiH b £k 6.25 ug/ml LUFTH - e (Fig. 5o
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Fig.5 Sensitivity distribution of clinical isolates
Peptococcus spp. (42 strains)
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Fig. 6 Sensitivity distribution of clinical isolates
Peptostreptococus spp. (59 strains)
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Fig. 7 Sensitivity distribution of clinical isolates
B. fragilis (70 strains)
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1o 108 cells/ml % CPZ % 0.39 ug/ml iz, CEZ ¢
13 0.2 ug/ml = peak %#3¥¥7- (Fig. 6),

B. fragilis : 108 cells/m]l ¢ CPZ % 70 ¥k 86.7%
M 12.5 ug/ml AFHELEL, peak X 6.25 pug/ml €
Hoteht, 50 ug/ml i 2 #k, 100 ug/ml Ll ki 3 Bk&
y)&hf&o

CEZ i1 12.5 ug/ml L FTO¥IXL 15.7% T peak X
25 ug/ml THH, 50 ug/ml = 9 k%, 100 ug/ml 4
¥k, >100 ug/ml 1 8 BROM MBS FIEL oo

108 cells/ml ¢ ¥ CPZ o peak (¥ 3.13 gg/ml T,
93.9% Dkkht 12.5 pug/ml LTFCHELEL oY 50 ug/
ml = 18, 100 pg/ml @ 1 BkOMMHES FEE L o
CEZ ¥ peak % 12.5 ug/ml T, 12.5 ug/ml LT O
¥ 54.3% THH, 25pg/ml T 134, 50 pg/ml
12 #, 100 pg/ml LA kw7 BkfEZEL o (Fig. 7)o

Bacteroides spp.: 108 cells/ml ¢ CPZ % <0.1 ug/
ml 225 6.25 ug/ml HAL Tuieht, CEZ 13<0.1
ug/ml 236 50 pg/ml FTRHAL Thico

108 cells/ml T3 CPZ ¥ 3.13 ug/ml LIFATL
Ty fept. CEZ i 6.25 ug/ml, 12.5 ug/ml, 25 ug/ml
Wik MIC D@ ikat 1 8k o2& L 7o (Fig. 8)o

Fusobacterium spp.: 108 cells/ml i3 CPZ i3 0.1
ug/ml 285 12.5 ug/ml w5453 % pt. CEZ i3 25 48/
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Fig.8 Sensitivity distribution of clinical isolates
Bacteroides spp. (16 strains)
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Fig. 9 Sensitivity distribution of clinical isolates
Fusobacterium spp. (18 strains)
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C : Drug concentration [xg/ml or g]
K : Transport rate constants [hr™!]

V, : Distribution volume of compartment [@D)
W : Drug dose [mg]

¢t : Time after injection[hr]
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Fig. 11 Three compartment model
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Table 1 Pharmacokinetic parameters for CPZ and CEZ (iv 2g)

Parameters
V(1) ‘ K 12(hr=1) |K 21¢hr=1) |K 14¢hr=0) | @ (hr™!) | B (hr)
Drug
CPZ 3. 56 \ 8.78 8.08 1.47 17. 66 0.673
CEZ 4.13 | 1.93 4.35 1.23 6.71 0.797
Drug CPZ | CEZ
Parameters I \ [ ‘
K 13¢hr ') K 31(hr~1)| K31/K13 K 13(hr ') K31(hr™!)| K13/K31
Tissue | | |
Myometrium 5.96 11. 20 1.88 2.79 8.15 2.92
Endometrium 4.28 9.74 2.28 3.51 9.24 2.63
Perimetrium 487 | 820 1.70 4.40 9.08 2.06
Ovarium 5.89 ' 9.93 1.69 4.00 8.78 2.20
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Table 2 Serum and tissue concentrations of CPZ CPZ 2g iv
Ti Serum Myometrium Endometrium Perimetrium Ovarium
No. tme
(min) | £5nd cal, found cal. | found | cal. found cal. found cal.
1 27 180.0 180.9 127.5 103.2 95.0 86.1 120.5 115.8 115.0 115.9
2 30 155.0 171.0 110.0 99.5 77.5 83.0 102.5 111.9 132.5 111.7
3 38 181.7 159.9 115.0 90.6 75.0 75.6 122.5 102. 3 105.0 101.8
4 41 156.7 154.6 110.0 87.5 75.0 73.1 90.0 98.9 62.5 98. 4
5 45 180.0 70.0 72.5 107.5 132.5
147.8 83.7 69.9 . .
6 45 130.8 82.5 80.0 100.0 94.5 88.5 94.0
7 47 144.3 144.5 65.0 81.8 62.5 68.6 87.5 92.5 82.5 91.9
8 50 145.0 139.7 67.5 79.1 67.5 66.0 87.5 89.4 80.0 88.9
9 56 156.7 130.7 65.0 73.9 62.5 61.7 92.5 83.6 83.1
10 60 130.8 124.9 82.5 70.7 45.0 59.0 72.5 79.9 70.0 79.4
11 63 104.5 120.8 82.5 68. 4 75.0 57.1 87.5 77.3 100.0 76.8
12 70 95.5 111.7 52.5 63.2 52.5 52.8 62.5 71.4 71.0
13 72 118.7 109.2 56.5 61.8 50.0 51.6 70.0 69.9 85.0 69. 4
(ug/ml or g)
Table 3 Serum and tissue concentration of CEZ CEZ 2g iv
Ti Serum Myometrium Endometrium Perimetrium Ovarium
No,| Time
(min) found cal. found cal. found cal. found cal. found cal.
1 37 190.0 180.6 112.5 70.5 155.0 77.2 150.0 98.5 127.5 95.4
2 39 180.0 176.1 80.0 68.3 75.0 74.7 122.5 95.4 125.0 92.4
3 47 160. 0 161. 6 80.0 60. 4 87.5 66.1 90.0 84.4 95.0 81.7
4 50 145.0 150. 8 92.5 57.8 60.0 63.3 97.5 80.8 78.2
5 60 137.5 131.7 41.0 50.2 52.5 55.0 75.0 70. 2 70.0 68.0
6 65 140.0 123.2 23.0 46.9 36.0 51. 4 42.5 65.6 55.0 63.5
7 67 130.0 119.9 55.0 45.7 53.0 50.0 65.0 63.8 61.8
8 70 109.0 115.2 50.3 43.8 52.5 48.0 90.0 61.3 59.3
9 72 95.5 112.2 47.5 42.7 42.5 46.7 62.5 59.6 40.0 57.8
10 75 100.0 107.8 52.5 41.1 46.0 44.9 52.5 57.3 55.0 55.5
11 78 112.5 103.6 23.5 39.4 37.0 43.1 39.5 55.0 47.5 53.3
12 80 108.5 100.9 24.5 38.3 31.0 42.0 36.0 53.6 51.9
(ug/ml or g)

Table 4 Equations for the concentration in serum and uterus tissue after intravenous injection of CPZ

2.0g doses

Serum
Myometrium
Endometrium
Perimetrium
Ovarium

Cy(t)=245.0exp (—0.673-¢)+316.8exp (—17.66-1)
Cy(£)=153.7exp (—11.2-#)—292.4exp (—17.66-£)+138.7 exp (—0.673-1)
Cy(t)=55.6exp (—9.74-£)—171.3exp (—17.66-)+115.7exp (—0.673-1)
Cy()=8.1exp (—8.29-1)—164.7exp (—17.66-1)+156.6 exp (—0.673-1)

Co(£)=85.6exp (—9.93-#)—241.5exp (—17.66-1)+155.9exp (—0.673-1)

The data were calculated by computer by means of the two or three compartment model.

(ug/ml or g)
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Table 5 Equations forthe concentration in serum and uterus tissue after intravenous injection of CEZ

2.0g doses
Serum C,(#)=290.8exp (—0.797-¢)+193.4exp (—6.71-¢)
Myometrium Cy(t)=—485.9exp (—8.15-¢)+375.5exp (—6.71-¢)+110. 4 exp (—0.797-2)
Endometrium C3(#)=—389.6exp (—9.24-4)4+268.7exp (—6.71-4)+120.9exp (—0.797.1)
Perimetrium C3(¢)=—514.0exp (—9.08-2)+359.6exp (—6.71-£)+154.5exp (—0.797-¢)
Ovarium C3(#)=—520.0exp (—8.78-2)4+374.3eXxp (—6.71-2)+145.7exp (—0.797.¢)

The data were calculated by computer by means of the two or three compariment model.

Fig. 12 Serum and tissue concentrations of CPZ
CPZ 2g iv
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Fig. 13 Serum and tissue concentrations of CEZ
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BRI XL OFE A AR PR IE 2 & AT U 7o & 3K )21y
AR o £ MMMIIEIE M S hIiE & ABBI L TH
BT 520 RSB ET 5 IR 7 iR i L
TH 20 BN, ZhbOEE) TSR ATl
PIRES X OB ARPIBE 23U A 6B L R
XU Table 7R U feo 3HELE & ML & < —FcF
LILNBDONMMSE, B REE L ESTHD L
HEEh B,

(ug/ml or g)

Fig. 14 Two compartment model

K,
Compartment 1 {—"—»' Compartment 2

KN
oW
T: —K,W, (@)
oC. w
atzz—K24C2+K12 V: ®"
The inverse Laplace transformation of (a’), (b
Co()= Wo- K, e~Kirt_g-Kat) (2)

Vo(Koy—Kyp)
C : Drug concentration [ug/ml]

K : Transport rate constants [hr']

V. : Distribution volume of compartment 2[ 1]
W : Drug concentration of compartment[mg]
W, : Drug dose [mg]

t : Time after injection[hr]

Fig.15 Three compartment model
' Compartment 3[

K,
= ——»l Compartment 2 \

Compartment 1 t

l Ky

ow

ml =—K, W, ("
oC
6[2 =—KpC+ Ky V‘I/{; )
053=—K3203+Kzacz (e

The inverse Laplace transformation of(c')(d’)(e)
is given by

Wo Ky K 1
Ci()= 0 23 12{ g-Ku-l
o) Ve  \Kn—Kw) KK
1
+ —Kay-t
(K=K, (Kp—Kp)®

1
+ u—K:z-t}
(KIZ—K32) (K24'—K32>

Table 6 DIEB)NFHE R A KA L iU s L¥
HHMPIRE DHEER &\ I 5 B4 Table 8 ieiTo
70, MIEFRES XOE M 8 M I & © simulation
curve % Fig. 16 WWiRL foo &#4KM IR Mg +RE
D 50% M DB CRESHB T 5 = L2385 bhio
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Table 6 Pharmacokinetic parameters for CPZ Fig.16 Serum and tissue concentrations of CPZ
(im 2g) CPZ 2g im
Parameter K12 K24 T (sig/ml or g)
Drug VaCID | hemty | (hreY) | (miny 150
CPZ 6.61 0.719 | 0.718 84
100
Drug CPZ
Parameter K23 K32 K32 Tmax 50t
Tissue (hr™Y) | (hr™?) | /K31 | (min)

Myometrium 1.24 3.39 2.73 108
Endometrium 1.01 2. 48 2. 46 114

ge“‘f‘e”i“m 1.61 | 315 | 1.96 | 106 0.519:+0.053, # /B 0.524£0.016, %F Bi% 0.661+
varium 199 | 28 | 179 | 10 0.070, BRI 0.650+0.098 T - 7co
Thax : time of peak serum or tissue concentra- CORERISEOEAEOKR L ISRAELETS -
tions
o
C. REMIRAE S5 3) FEAMPMIRELESMHEDO MIC EoMHEBME
CPZ 2g SEis M Table 9 IwR3 X 5 1c 30 5f, CPZ L CEZ £ M5 MIC {H & ArMIEE

50 7fE, 70 S HEIRTE L TEARE ORI S S OMRH B, DHEBEERET 5 L, KMECxT 5 CPZ 3 X0 CEZ
FEXABHNEE TOMBIE, SR X 5 HEL DRE 0% BAFEBEILBRE L 108 cells/ml B TIX
hEVIRL, BIERAEIELRL I, Table 10 D X 5 MBER L o2 TORELFE £ I

HBABEITOMBLD FHEWL, FERNE T COMABNBEXHET L Fig.17, 180X 51t 5,

Table 7 Serum and tissue concentrations of CPZ CPZ 2g im

Time Serum Myometrium Endometrium Perimetrium Ovarium
No. .
(min) found cal. found cal. found cal. found cal. found cal.
1 47 100.0 97.1 23.5 26.2 19.0 25.6 37.0 35.6 29.0 37.1
2 50 90. 6 99.7 23.5 27.8 19.0 27.3 29.5 37.8 39.5
3 59 107.7 105. 6 33.5 31.7 30.0 31.9 38.0 43. 4 45.5 45.7
4 75 100.0 110.8 43.0 36.6 65.0 38.0 62.5 50. 4 67.5 53.7
5 120 97.0 103.4 35.0 39.1 57.5 43.2 52.5 54.5 52.5 59.2
6 184 92.5 73.7 21.0 30.1 38.0 34.6 36.0 42.3 46.5
7 215 60.0 59. 4 28.0 24.7 24.5 28.8 36.5 34.8 38.4
8 291 30.0 32.4 17.5 13.9 13.0 16.5 21.5 19.6 21.8
(ug/ml or g)

Table 8 Equations for the concentrations in serum and uterus tissue after intramuscular injection of
CPZ 2.0g doses

Serum Co,(3)=—1.289x10% (exp) (—0.719-8)—exp (0.718-¢)

Myometrium gaéé)tz)—s 993x10*xexp (—0.719-£)+5.989x104xexp (—1.24-£)+37.93xexp (—
Endometrium 2Calg);—s—?.430><104><e><p (—0.719-£)+7.422x10*xexp (—1.01-#)+71.29xexp (—
Perimetrium sal(é)t——;—&s%xlo‘xexp (—0.719-1)+8.528x10*xexp (—1.61-£)+59.16xexp (—
Ovarium gaéé)S—Q.GOOXIO‘XeXp (—0.719-£)+9.592x 104 x e xXp (—1.59-£)+76.07xeXxp (—

The data were calculated by computer by means of the two or three compartment model.
(ug/ml or g)
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Table 9 Serum and tissue concentrations of CPZ (CPZ 2g di)
| di Serum Endometrium Myometrium ‘ Perimetrium ‘ Oviduct
No. (,Ir:;rrllg tirr11e (ugl | Mean | Mean 'Mean| ! ’Mean’ | Mean
(min)| &}, (#g{) (ugle) B/ (ug/g)(#8/8) M/S ;(ﬂg/g)(ug/g)i MIS {(uglg)“8/8) OIS gl
| m | |
1 151.7 102. 5/ 0. 68 107.5 0.71 1 135.0 0.89 67.5 0.44
2 30 251.7 196.7 145.0/ 0.58 | 106. 3] 110.0 0.44 | 114.4 135.0 0.54 | 145.00 — — | 124.2
3 ‘ 268. 3{ ) 95. 0; 0.35 {(0.54)| 150.0; 0.56 (0. 58)‘ 200.0 0.75 ((0.74)| 195.0 0.73 |(0.63)
4 60 115.0 82.5 0.72 90. 0‘ 0.78 ‘ 110. 0, 0.96 110. 0, 0.96
| |
» 3 .0 0. .5 0.47 165.0 0.60 — | -
5 | 273 3 180.0 0.66 | 127.5 L4 2 s 3} "
6 | 50 | 250.0 225.3 107. 5’ 0.43 (0. 51) 97. Si 0.39 €0. 46) 122.5 0. 49 €0.53) 110.0 0.44 0. 44)
7 [ 242.5 “ 57. 5{ 0.24 | ‘r 87. SJ‘ 0.36 | [ 67. 5j 0.28 — — )
8 o 11500 o’ 77.5 0.52 | 59.8 72 5‘ 0.48 | 59.3 115.0 0.77 | 86.3 102.5 0.68 | 102.5
9 } 8.0 ‘ 42.00.49 |(0.51)| 46.0 0.53 |(0.50) 57.5/0.67 |(0.73) — | — |(0.68)

0. 519 £0. 0530

j 0.524 +0. 0160

0.661£0. 0700 0. 650+ 0. 0980

Table 10 Concentratio;ls of 90% strains inhibited
by CPZ and CEZ

CPZ (ug/ml)CEZ (#g/ml)

S. aureus 1. 56 0.78
B-Streptococcus 0.78 0.78
E. coli 0.78 6.25
K. pneumoniae 1.56 12.5

Peptococcus spp. 1. 56 0.78
Peptostreptococcus spp. 0.78 0.39
B. fragilis 12.5 >100
Bacteroides spp. 0.39 0.39
Fusobacterium 6.25 12.5

TibbRE 0% B REMREBEDGBIEAZ
B. fragilis T¥# CPZ ¥ 12.5 ug/ml Th b, HiEH
BIOPHEATY CPZ O FMMPIEE L HIE £ M
T, CHERGRAA=TEDZ Db ot

CEZ TIZIFSHEs X OMEIED 7 5 o 1a H: o B
0%V HEEIIEEEN L, & & B. fragilis Tix
>100 ug/ml &g 57z,

4 BAREENE

540 CPZ 1g % 243 19 ZTiit, 18 B L o
EEC ST, ¥ LB GmEHERL TMNE L
o

BHLEBIL 5 0005 240 4, FHEEGIE 14 4t 220 4
Wi B 1l < DRI HIIE M T isbh fo o B MR
ANIEHE X ) IHBALER B AT 5 5 DL DAY
HEMBETH Do HERETIZH 15~20 ug/ml o s pt
Boh, FHADOMEFIEED 0.7~47.5% OB 25
Nize FAPIIL <0.2 ug/ml H38% 3.5 ug/ml O PEE

Fig. 17 Comparison of serum and tissue levels of
CPZ and CEZ with concentrations of 90%
strains inhibited by CPZ and CEZ

(g 'ml)
150+

12 5

6.25

0.3¢

304050607080 3040506070 80
Timermin. ) Time(man.

CrzZ 2 mw CEZ 2 v

Fig. 18 Comparison of serum and tissue levels of
CPZ with concentrations of 90% strains
inhibited by CPZ

(ug/ml)

150
IOOL

50

100 150 200
CPZ 2gim

250 300
Time (min.)
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Table 11 Transference of CPZ into umbilical cord blood and amniotic fluid after intravenous injection
of 1.0g at delivery

Case Time after Maternal blood Umbilical cord blood Amniotic fluid
No injection Mean M
(min.) | Cug/mb) | oy | Cug/mD | UM (%) | Mean | (ug/m) CaglmD)
1 5 150. 0 - 22.0 14.7 15. 4 0.9
: +4.57
2 10 126. 5 1444 6.6 5.2 (12_ = <0.2 0.4
3 20 100. 0 17.5 17.5 +3. 72) <0.2
4 30 87.0 15.0 17.2 —
5 30 105. 0 18.0 17.1 —
6 30 115.0 108 15.0 13.0 12.3 —
.9 +2.52
7 35 112.5 492 7.2 6. 4 (11.9 ) — 1.6
8 35 114.2 19.8 17.3 +2. 40 —
9 38 109. 5 <0.8 0.7 21
10 40 84.0 10.0 11.9 1.0
11 50 105. 0 17.0 16.2 188 0.4
12 60 58.5 66.9 18.5 31.6 +0.78 3.4 L6
13 60 56.0 +12.90 20.8 37.1 @6159 0.9 '
14 70 48.0 19.0 47.5 ' —
15 85 65.0 4.3 6.6 17.6 0.4
60.7 +6.69
16 90 60. 0 9. 33 25.5 42.5 <29. 3 > — 0.4
17 90 57.0 23.0 40. 4 +11.63 —
18 182 48.0 48.0 6.6 13.8 6.6 (13.8) 3.5 3.5
19 240 — — 2.8 2.8

Fig. 19 Transference of CPZ into umbilical cord
blood and amniotic fluid after intravenous
injection of 1.0g at delivery

o—e Maternal blood
©0—o0 Umbilical cord blood
x=—x_ Amniotic flvid

~——

(—,

2040 60 80 100120140160180200220 240 {min)
ime

HEB 5t (Table 11) (Fig 19),

FATERET b B R 124 5~30 ug/ml O B A%
BoR, BEOMIEFRED 6.6% »b 89.4% OB
NED BRI, FhEkhicid <0.4 ug/ml 5 5.5
#g/ml YN ED bt (Table 12) (Fig. 20),

5) FAVEMMEE

CPZ 2g IR D AR P YeRE% Table 13 iR L 720

Rh M W LRSI L, BERFIIR 130 5T,

Fig. 20 Transference of CPZ into umbilical cord
blood and amniotic fluid after intramuscular
injection of 1.0g at delivery

(yeg/ml)

20 40 60 £0 100120 140150180 200220 240 (min.)
Time

34.8 ug/ml, 145 4T 35.5 ug/ml TH »to ¥ KX
18 4T trace, 1454 1.8 ug/ml TH »tco BRI
43.0 ug/g U, OBETIX 9 3 ug/g LT, IfiTix 10.8
uglg T, FFCix 21.0 ug/g VT, BTk 12.3 uglg
LAF, WERETIE14.3 ug/g 25 3.2 pglg, JAFETIX 6.3
uglg, BT 3.9 ug/g LU, /NG T 35.0 ug/ml 2
5 7.5ug/ml, KBTI 9.54ug/ml mi 3.5 pg/ml
THoTco
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Table 12 Transference of CPZ into umblical cord blood and amniotic fluid after intramusular injection

of 1.0g at delivery

Case | Time after Maternal blood Umbilical cord blood Amniotic fiuid
No. injection Mean Mean
(m,ljl)_,,,, (#g(ml) Cug/mD (ug/ml) | UM% Mean (ug/ml) Cugiml)
1 14 49.5 9.5 | 55 1.1 |55 LD 2.2 2.2
2 33 68.0 5.0 7.4 42 —
3 42 78.0 75.1 3.3 4.2 +1.10 - <0.4
) +11. 51 ) 9.9 7.0 <0.4 ’
4 44 69.0 6.8 +£1.18
5 50 26.5 <1.7 6.4 —
6 60 56.5 6.5 11.5 6.6 0.4
7 60 69.0 75.1 6.1 8.8 +0.37 2.7 1.7
) +10. 42 . 7. 8.8 0.7 +0.60
8 62 105.0 7.6 2 £0.90
9 75 70.0 6.0 8.6 2.8
10 105 70.0 15.5 22.1 1.3
11 120 99.0 7.0 7.1 18.3 —
89.6 +5.86 1.8
12 120 99.0 +9. 52 27.5 27.8 20. 4 2.8 +0.517
13 135 115.0 37.0 32.2 +5.28 —
14 135 65.0 4.3 6.6 1.2
15 150 86.0 65.8 40.0 46.5 32.5 5.5 3.3
16 180 45.5 ' 25.0 54.9 (49. £ 1.1 '
17 210 62.0 31.0 50.0 2.0
54.5 36.5 1.4
18 222 47.0 42.0 89.4 (67.0)
Table 13 Migration of CPZ to fetuses (CPZ 2g iv)
-~ I G oe o 8A ~ ~ ~| =~ &~ ~ ~ PN gr\
o | CE |8~ EUE SUUEICTE E | L | e | tw| dw| S| S Sw [E-Ek 08w
R e e e I IR I R e S e
SRR R ERAERER R N ERIERIEERI-RAR-R ALK R R R (K
1 18 360 | 240.0 trace 7.0| 80|10.8|12.3| 6.3| 6.3| 3.9| 80| 9.5
2 60 150 | 150.0 9.3]10.8 7.5 9.3| 3.5
3 110 180 | 61.5 43.0 | 5.8 |trace |trace |trace
4 130 360 | 90.0 34.8 trace |trace| 3.5|10.0| 4.2 | 3.2 trace | 35.0 | 4.5
5 145 360 71.0 35.5 1.80 | 18.5 4.9 6.3121.0|10.5| 14.3 3.9 7.5| 3.6

not tested

II.  ErRebiRst

R 8 18D THHESDHIL &t 24 B2 THE
Liehs, S, HEZDG 3 flaats 6 flic CPZ %8
HLitco ZVRHELIETE 1 POHKAER R » %o, Table
14 @R & 5 AR Ik SBPC &40 6 C 75 P RIIAE,
FREE T, CPZ 1@ 2g 1 A 2 BARC X b ERE
HELBL) & HEL 720

FEM 2 XM % D % T ABPC & KM %)<, CPZ
1081 2g 1 H2[@¥EEL, iz, RSV S AHMmE 5
WHDHEKC X Y B EHTL #o,

FEG) 3 X BAHREE T GM BRI TH » - BETH

%, CPZ 1[E 2g 1H 2@E¥EIC X hiEAETH1
P.aeruginosa 314%L, FEROIER L h E5he HE
L7

FEG 4 I HEROFIRR T, WIoEIhich o
2. CPZ 1[@0.5g 1 H 2 @#ER & b iERZHKEL,
HEhEHIEL o

FEGI5, 6 XEERINLT, T RA S E. coli hi#
IhichknBET, CPZ 1g i kb, BEOMKE
FEROHFIC LD B EHEL oo BIfEREIZLAEDD
hf&?b‘of&o

¥, BRBREEORYELRDShinh o7 (Table
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15),
% =

CPZ DEIRBSHC O\ T FI G RE S 11 f% &
o 24 Gl D WTERC ALY, FhER 78.3% DRVK
MTH T

OHDERTERT S BT, THERAL LSS
hiciEgmo MIC #flEL, CPZ ##5 L cHoFE
FHEBPRE & & UBRE U i,

BARHER CORYPIEDRAN & LTRSS
HHEENEL, TlFIME L MR ORSEED
£\, W R IEALBR S WO SR RAEDOS
HIREEXBED LTERD, SELICH > TRAKESRS
WS HEE X R D SRS DS\~ S. aureus, B-Stre-
ptococcus (Group B), E.coli, K. pneumoniae DI
VLB, Peptococcus spp., Peptostreptococcus spp.,
B. fragilis, Bacteroides spp., Fusobacterium spp.
DEFEHEYRATHEL o TORRE, HFRMES T 4
PREERES, BERME 7 T ABMERES T, CPZ & CEZ %
i35 A% L, CEZ D3 5 ni0Riiv #l 5
%R T,

—7, W& 7 AEHEE, MRS 7 ABHET
L, G CPZ DI 5 EVWHE IR R oo

WAREIRORPERAELEFEET T 7 7 2B
BEEBEMEO LSS AL T 5 L DHRES
PEL, TOENDETHAFDLRFIRIC KT 558
sl TEs2 0L Bbh 3,

FERBBANRECONTIE, i, i SEE
DWW THIETL oo

#E, #5 IF B 2\WTiL two compartment model
%5 L ¢ three compartment model %\ ~Cimigs X
Ol AVERR B AR & AR T L Too BHEBICTIRE X
N9 30 005 80 5 DT, CPZ & CEZ D ffuifichi
ERECEED bRt ot HAMTE K3 & K,
DL CPZ Dig 5 H CEZ Lo /h& vz &xb, MmiFeh
BT & OBV CPZ DIz 5 AR EHEE XN D, ¥
7= CEZ o RBEw ZT AL CPZ X b Bh 5 M
NHbo HITEMARTOBITHEE E R PHlbE T E K
LHKRENZ EDLERINC LB TOEREMA
ERRL T Do MG T CPZ i AM:RE
HBBTLRTL, MEFRIYT EATBIL ol Hef 4
AL &R MEPIRE D 50% Rt O\ IR THER
THZENBD DRI, LA E R BRI &5
Sl ENFHEE Ao SETENHE G T & Rk
A RS b,

PR ORNEEANEL lE T > \vw T, W
MY5x CET & CEZ o FEALMkM 2 W T 4 5

L, CET Tixm+iEED 30% UTTHYH, CEZ %4
~70% ThHE, EHIHX CMD A\VTOFEME
PR 20~40% &, FHIH1 CMZ THFEREER
2~37%, B2 T 5~35% &, =_Eb6ix SBPC o
THBABERHRFEL 30~50% DML TEBITL T
BEREL TV B,

HEFRORE LR FEN R D ICDIERTII T T
oy, LAEDKERLS CPZ iXfhOPiAHR X b
EWEBABENESh D LD LHE IR B,

CPZ OFEMAPIEENT, & 6 JIE L f- it Bn
LBt hic&MIE D MIC ORZN:R T 5 1T 0%
S EE - Ttz 2D &k CPZ DRERARE
REPIEC T 5D R AT SWCHREFTE D L wRTY
DEBIbhb,

K BARHEBIETH B 2%, Bk CPZ 1g ##E, ¥
TXFEL e OB M, FRPNOBITERFL 1,
i OB MY X OFEKPIRE D peak {Hi% 18.8ug/
ml 35 X0 3.5 ug/ml THoteo HE TIXEH @m»R
36.5 ug/ml, 2£KTi 3.3 ug/ml Thote, = DER
% CPZ & BAIEC x5 MIC & ka4 5 L, &
LA EDMEED MIC fE% E % IRE il A EEL T
WHT EMbh ot DT ENLIBEROFEAKY
FRIEPEDERR IOFHCOEHTHBLELLR
%o

WITEROBETH DA, B FER % & ER
AFHREYE 24 BT DL THREE L 7As. 4@ SBPC, GM,
ABPC+KM, #5551 % &1r 6 fiic CPZ %441,
EHEHUEDORETH > 1o BIERITRED RN
oo

b4 ik

D WEIEE, NEEBA, KEEE K 1, HE
AT, ®i 3 BAEF, ARBEZE: Cefaoln
& Cephalothin O FHHEAMABTICO W To 2
B L FIK 14(4) : 253~256, 1977

2) EIBTHE KEMZ, WNIEmMK, EETHE EE
4 8% : Cefamandole ©FEH & X O BBHIEE,
Chemotherapy 27 (S-5) : 559~564, 1979

3) FMXE], MEYTF, MAR [, @XET:ER
ABHEIR 513 % CS-1170 o #EAy - FERMR
#to Chemotherapy 26 (S-5) : 575~.581, 1978

4) ZLEE SPDHE-— BWBIRE mikkA FE
el ERRABRRI 513 5 SBPC 0 #HMBTE
LR, EMARIOR 31 1 141~147, 1979

5) k& MM, TEANH, AEfmE AKFFX Pl
i, fEkET, EIEMIR A ARERKC ST
% Cefoperazone (T-1551) 1 [ % F5 BE T %o
Chemotherapy 28 (S-6) : 789~798, 1980

6) M AH— : BHKs X O A B2 SR R o 4B
&3Z ko Jap. J. Antibiotics 31 : 183~190, 1978
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BI—R, BE %, EHES, IEST: KK 8 REMA : EMABEIRC S 5 EF IR
teEo MIC 3 % ¥, Chemotherapy 27 (38) : DRRYAE, BERFTE 25(9) : 709~714, 1977

LABORATORY AND CLINICAL STUDIES ON CEFOPERAZONE

Nankun Cro
Department of Obstetrics and Gynecology, Showa University, School of -Medicine

Katsuaxr Kunir
Kunii Hospital

Kanco Fuxunaca
Shimada Hospital

Koicur DecucHr
Laboratory Section of Bacteriology, Tokyo Clinical Research Center

Hirorosur Arai, Yosuirumr NakanMa, Masasur Nocucar and Tosuio Hayasur
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The following experiments were made as a mean for the basic study of cefoperazone (CPZ) in the
field of obstetrics and gynecology :

1. The concentrations of CPZ in the various tissues of the uterus were measured, and a simulation
curve was obtained through a computer. Doses of 2g were given by intravenous, intramuscular or
drip injection. Cefazolin (CEZ) was used as a control. CPZ tended to have a higher concentration in
the myometrium than CEZ. Then, S.aureus, B-Streptococcus, E.coli, K. pneumoniae, Peptococcus spp.,
Pe ptostreptococcus spp., B. fragilis, Bacteroides spp., and Fusobacterium spp. were separated from
the focuses in the female sexual organs, and their minimum inhibited concentrations were determined.
The 90% strain inhibited concentrations were obtained, and compared with the concentrations in the
tissues of the uterus. The concentrations of CPZ in the uterus tissues were higher than the 90% in-
hibited concentration of any strain, while CEZ showed a lower concentration than that of B. fragilis.

2. The penetration of CPZ into the umbilical cord blood and the amniotic fluid was examined by
intravenous and intramuscular injection of 1g of CPZ. It required 5 to 240 minutes. The concentration
of CPZ in the umbilical cord blood showed a transition of about 15 to 20 ug/ml by intravenous injec-
tion. Its concentration in the amniotic fluid was <0.2 to 3.5 gg/ml. Intramuscular injection gave a
concentration of about 5 to 30 xg/ml in the umbilical cord blood, and<0. 4 to 5.5 xg/ml in the amniotic
fluid. CPZ appears to be useful against fetal amniotic infection. CPZ was administered to six gyneco-
logical patients, including three for whom other medicines had proved ineffective. All of the six cases
showed more than effective results. No side effect was observed.



