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Table 1-1 Concentration of latamoxef in maternal serum, umbilical cord serum
and amniotic fluid after a single intravenous administration of 2g.

— ] Concentration (ug/ml)
Case No. Time Maternal serum Umbilical cord serum Amniotic fluid
I
1 ¢ 195.0 4.4 0.0
9 7 170.0 27.9 3.8
3 10 213.0 14.1 . 0.0
4 10 157.0 24.0 0.0
5 12 120.0 21.6 0.0
6 18 127.0 18.8 2.9
7 18 110.0 24.3 2.8
8 20 149.0 36.8 1.4
9 2 123.0 24.6 0.0
10 22 114.0 23.4 1.1
11 30 105.0 28.4 4.0
12 39 8.8 29.2 2.1
13 45 98.1 25.9 4.1
14 58 78.9 68.1 10.0
15 105 46.5 28.0 8.6
16 113 56.6 33.1 10.9
17 116 63.0 24.9 3.3
18 118 ' 48.9 36.3 16.9
19 121 48.6 33.7 9.3
2 125 48.9 28.1 12.6
21 12 68.1 34.6 8.3
2 128 70.1 35.8 9.2
23 130 54.5 33.2 9.9
% 132 52.7 26.9 6.9
% 136 45.9 47.1 6.9
% 157 39.1 29.3 7.0
27 157 31.2 21.3 15.7
] 159 57.8 58.3 11.1
2 203 33.4 26.7 13.3
30 210 52.0 46.2 14.6
3 210 37.8 21.0 12.6
32 215 22.7 19.5 9.0
3 225 22.1 23.5 9.6
U 230 23.9 31.1 18.2
3 230 40.2 35.4 9.0
36 241 12.5 11.8 20.9
k1) 2 50 33.3 24.4 16.9
B 250 26.9 28.6 17.1
3 2 56' 28.0 29.0 9.0
4 259 21.1 23.6 11.7
—_—
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Table 1-2 Concentration of latamoxef in maternal serum, umbilical cord serum
and amniotic fluid after a single intravenous administration of 2g.

Concentration (ug/ml)
Case No. Time - -
Maternal serum Umbilical cord serum Amniotic fluid
41 304 15.7 16.0 23.5
42 314 39.3 48.8 19.7
43 315 13.2 19.0 19.8
4 329 4.4 25.7 23.0
45 343 22.9 23.8 17.8
46 353 14.0 17.9 16.9
47 412 14.7 22.9 14.5
48 417 9.0 16.1 17.0
49 4 24 22.9 24.4 2.9
50 442 12.9 15.3 13.1
51 4 46 19.7 25.4 21.2
52 4 56 9.0 17.8 40.0
53 5 00 19.9 38.0 23.3
54 524 10.5 19.3 44.6
55 5 54' 20.0 29.3 50.6
56 612 11.5 14.7 12.1
57 618 9.0 27.9 26.7
58 6 21 9.0 13.2 27.2
59 6 23 7.8 14.0 28.5
60 6 30 3.3 7.1 33.0
61 6 43 11.8 19.6 38.4
62 6 56 13.6 7.9 29.7
63 701 5.6 13.3 31.2
64 7 03 8.8 13.9 25.5
65 711 5.9 9.0 34.6
66 713 4.2 8.0 U.7
67 718 3.5 12.5 23.1
68 718 1.4 5.0 7.5
69 732 4.2 9.3 21.0
70 7 45 3.6 8.1 28.8
71 7 48 14.7 36.9
72 7 56 2.8 5.6 4.9
73 7 59 2.5 7.6 15.4
74 8 00 2.5 15.2 3.7
75 825 8.8 29.1 48.6
76 8 30 5.6 9.7 34.7
77 8 43 0.7 2.7 18.9
78 8 57 3.3 8.6 19.8
79 9 03 2.7 6.7 34.6
80 917 1.1 3.7 29.4
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Table 1-3 Concentration of latamoxef in maternal serum, umbilical cord serum
and amniotic fluid after a single intravenous administration of 2g.

) Concentration (ug/ml)

Case No. Time Maternal serum Umbilical cord serum Amniotic fluid
8l 923 1.9 4.8 41.5
82 925 3.1 7.9 26.2
83 9 30 1.9 9.0 29.8
8 10 48 0.0 2.4 19.6
85 11 06' 4.1 3.1 27.6
86 11 36' 0.0 2.2 18.3
87 12 10’ 1.7 4.2 19.9
8 13 03 1.2 3.6 20.3
89 13 33 1.1 2.7 23.1
90 14 05 0.0 2.4 27.5
91 14 26’ 0.0 0.0 17.9
92 1917 0.0 0.0 12.0
93 2118 1.2 0.0 9.8
9% 24 00 0.0 0.0
95 24 38 0.0 0.0 4.0
9 25 07 0.0 2.1 0.0
97 26 55' 0.0 0.0 6.7
98 27 21’ 0.0 0.0 7.9
99 39 28 1.0 0.0 0.0
100 43 32 0.0 0.0 1.9
101 47 ¢4 1.3 3.5 2.8
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Fig.1 Pharmacokinetic model for distribution of

latamoxef to a fetus and amniotic fluid follow-
ing a single administration injection to the
mother. Latamoxef in the amniotic fluid is
assumed to be eliminated by fetal absorption.
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Fig.2 Latamoxef concentration in materna|
serum, umbilical cord serum and amniotic fluid
after a single intravenous administration of 2
to pregnant women at delivery and the fitted
curves obtained using the pharmacokinetic
model shown in Fig.1
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¥7-, Table 2 D25 2 — 5 —FHVWTHE L€
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7 L7z LMOX 0#g 15% H¥KPABTT5Z LR
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iz, ML > THALBERLTV50T, 54

Table 2 Pharmacokinetic parameters of latamoxef in pregnant women at delivery
after a single intravenous administration of 2g.

kiz k21 k1o 8- 1’4 hrag
(hr 1) (hr?) (hr) (hr?) (hrt) (L) (br)
1.039 1.397 0.812 2.850 0.398 9.2 1.74
ki3 kn ks W Va
(hr~?) (hr?) (hr?) (hr?) (L) (L)
0.056 0.475 0.094 0.097 1.289 0.5
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Fig.8 The fitted curves of latamoxef concen-
tration in umbilical cord serum and amni-
otic fluid
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Latamoxef in the amniotic fluid is assumed to
be eliminated by fetal absorption (——) or trans-
port directly to the mother and degradation in the
amniotic fluid (.- ).
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PHARMACOKINETIC ANALYSIS OF PLACENTAL
TRANSFER OF LATAMOXEF

Taxao Yamamoto, Jinsuke Yasupa,
Masaaxkr Kanao and Hirojr Oxapa

Department of Obstetrics and Gynecology Kyoto Prefectural University of Medicine
(Director : Prof. HrroJr OKaADA)

Taxavosit Ocuma and Hipeo Yamapa
Shionogi Research Laboratory, Shionogi & Co., Ltd.

Pharmacokinetic analysis of placental transfer of latamoxef(LMOX) was performed using a
modified compartment model.

Concentration of LMOX was examined in maternal serum, umbilical cord serum and amniotic
fluid after a single intravenous administration of 2.0g dose.

Data obtained were used for this study.

Maternal serum concentration was analyzed by a two-compartment model.

Concentration in umbilical cord serum and amniotic fluid were analyzed using the parameters
obtained in the analysis of the maternal serum concentration as constants.

1. The peak level of LMOX in maternal serum was 217.4 pg/ml and half life of the S-phase was
1.74 hours.

2. The concentration in umbilical cord serum was rapidly increased and reached a peak of 35.3
pg/ml at 1.55 hours after the administration.

3. The concentration in amniotic fluid was slowly increased and reached a peak of 28.2 ug/ml
at 6.92 hours. It was decreased very slowly, but it still remained 17.3 pg/ml at 16 hours.

4. The absolute transfer ratio calculated with obtained parameters were 2.30% and 0.38% for
the umbilical cord serum and the amniotic fluid respectively.



