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Fig. 2 Blood concentration of “C-L-105 after
single intravenous administration
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Fig. 3 Plasma concentration of 4C-L-105 after
single intravenous administration
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Table 1 Distribution of radioactivity in tissues of male rats after a single intravenous
administration of 20 mg/kg of 4C-L-105

Concentration (ug equivalent of L-105/g or ml)

Tissue

5 min ‘ 30 min
Plasma 94.56+1.79 | 22.73+1
Whole blood 52.91+1.91 | 12.58 +0
Brain 0.95+£0.01 | 0.24+0
Hypophysis 15.85+£0.83 | 3.79+0
Eye ball 4.4940.06 | 1.67+0
Submaxillary gland 12.2440.68 | 3.2210
Submaxillary lymph nodes | 14.66+0.80 | 4.81+0
Thyroid 13.65+0.94 | 2.76+0
Thymus 6.59+0.27 | 1.66+0
Heart 14.154£0.59 | 3.39+0
Lung 17.85+1.43 | 4.81+0
Liver 92.214+6.36 | 19.67+0
Kidney 111.22+7.16 | 14.22+0
Adrenal 9.17+0.81 | 2.67+0
Spleen 7.10+£0.33 | 1.88+0
Pancreas 9.134+£0.26 | 2.90+0
Testis 3.43+£0.29 | 2.79%0
Seminal vesicle 5.73£0.19 | 1.77+0
Prostate 11.60+1.58 | 2.60+0
Stomach 9.56+0.13 | 2.08+0
Duodenum 130.94+£9.29 | 42.09+38
Small intestine 5.07+£0.78 | 0.75+0
Large intestine 7.76+£0.65 | 1.48+0
Muscle 6.81+0.62 | 1.45%0
Fat 3.51+0.19 | 1.35%0
Skin 15.80+£0.57 | 4.79+0
Spinal cord 1.174+0.09 | 0.33+0
Bladder 28.25+6.93 | 5.49+0

Time after administration

24 hr 72 hr

o zhr | 6 hr
43| 1.70+£0.36 | 0.44+0.01 | 0.20+0.00 | 0.07+0.01
74| 0.9840.21 | 0.28+0.00 | 0.14+0.00 | 0.06-+0.00
01| 0.024£0.01 | 0.0040.00 | 0.00+0.00 | 0.00+0.00
34| 0.00£0.00  0.00+£0.00 | 0.00+0.00 | 0.00+0.00
13| 0.1840.04 | 0.0040.00 | 0.00+0.00 | 0.00+0.00
33| 0.2340.05| 0.08+0.00 | 0.06+0.00 | 0.00:+0.00
51| 0.2540.10 | 0.0040.00 | 0.00+0.00 | 0.00:+0. 00
93| 0.00+0.00 | 0.00+0.00 | 0.00+0.00 | 0.00+0.00
19| 0.1740.02 | 0.08+0.01 | 0.05+0.01 | 0.01+0.01
21| 0.2840.05| 0.08+0.00 | 0.05+0.00 | 0.00+0.00
54| 0.55+0.09 | 0.24+0.04 | 0.1340.01 | 0.09+0.02
35| 1.4640.29 | 0.29+0.01 | 0.16+0.01 | 0.080.01
58 | 2.25+40.24 | 1.43+0.05 | 1.08+0.06 | 0.66+0.02
26| 0.1740.10 | 0.00+0.00 | 0.0040.00 | 0.00+0.00
18| 0.18+0.02 | 0.07+0.00 | 0.0340.01 | 0.00+0.00
28| 0.26+0.04 | 0.08+0.00 | 0.02+0.01  0.000.00
09| 0.7240.12 | 0.0840.00 | 0.04+0.00 | 0.00+0. 00
21| 1.16+0.03 | 0.06+0.00 | 0.01+0.01 | 0.00+0. 00
25| 0.25+0.08 | 0.17+0.06 | 0.05+0.01 | 0.00 0. 00
15| 1.11+0.43 | 0.1240.02 | 0.17+0.06 | 0.00+0. 00
07| 1.8140.64 | 0.23+0.03 | 0.15+0.07 | 0.00+0. 00
16 | 25.50+8.48 | 4.28+£2.81 | 0.49+0.16 | 0.00:+0.00
20 | 0.7840.33 | 17.15+9.55 | 0.66+0.21 | 0.02+0.01
20| 0.14+0.04 | 0.05+0.00 | 0.01+0.01 | 0.000.00
33| 0.0940.05 | 0.0040.00 | 0.00+0.00 | 0.00+0. 00
.67 | 0.43+£0.09 | 0.1840.01 | 0.1240.01 | 0.0140.01
02| 0.004£0.00 | 0.0040.00 | 0.00%0.00 | 0.000.00
65| 0.5240.13 | 0.04+0.04 | 0.000.00 | 0.000.00

Data are expressed as the mean values + S.E. for

four animals.
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Table 2 Distribution of radioactivity in tissues of male rats after a single administra-

tion of 100 mg/kg of “C-L-105

Concentration (ug equivalent of L-105/g or ml)
Tissue Time after administration
5 min 30 min 2 hr 6 hr 24 hr 72 hr
Plasma 332.27+6.84 | 85.85+7.35| 5.65+0.58 | 2.25+0.04 | 0.89+0.04 | 0.30+0.01
Whole blood 171.38+5.54 | 45.86+3.46 | 3.314+0.31 | 1.37+0.03 | 0.631+0.03 | 0.30+0.01
Brain 3.56+0. 20 1.03+£0.08 | 0.12+0.04 | 0.00+0.00 | 0.00+0.00 | 0.00+0.00
Hypophysis 56.25+3.07 | 14.58+2.08 | 0.00+0.00 | 0.00+0.00 | 0.00+0.00 | 0.00+0.00
Eye ball 25.34+2.04 5.96+0.75 | 0.66+0.08 | 0.00£0.00 | 0.0040.00 | 0.00£0.00
Submaxillary gland 51.384+1.16 | 11.40+1.41 | 0.91+0.09 | 0.40+0.02 | 0.21+0.02 | 0.00+0.00
Submaxillary lymph nodes | 59.89+4.23 | 13.84+1.40 | 0.0040.00 | 0.00+0.00 | 0.00+0.00 | 0.000.00
Thyroid 66.71+5.01 | 13.57+1.78 | 2.12+2.12 | 0.00+0.00 | 0.0040.00 | 0.00+0.00
Thymus 27.68+2.18 5.524£0.56 | 1.05%+0.22 | 0.40+0.02 | 0.0940.05 | 0.07+0.04
Heart 51.80+1.27 | 12.13+1.44 | 1.40+0.33 | 0.45+0.02 | 0.314+0.03 | 0.32+0.04
Lung 83.70+0.94 | 18.62+1.11 | 2.52+0.28 | 1.17+0.09 | 0.5140.04 | 0.57+0.19
Liver 515.94 £172.47 79.56+2.38 | 5.96+1.11 | 1.37+0.06 | 0.69+0.03 | 0.43+0.05
Kidney 665. 83 £163. 86| 59.42+11.05 8.97+1.25 | 6.89+0.35 | 4.49+0.10 | 3.09+0.22
Adrenal 46.56 +1. 60 9.72+£0.89 | 0.42+0.42 | 0.00+0.00 | 0.00£0.00 | 0.000.00
Spleen 34.28+1.05 7.07£0.50 | 0.76+0.06 | 0.39+0.02 | 0.23+0.01 | 0.11+0.04
Pancreas 61.90+4.54 | 10.45+0.64 | 1.13+£0.14 | 0.37+0.01 | 0.00+0.00 | 0.00+£0.00
Testis 24.184+1.42 | 13.84+1.61 | 2.06+0.18 | 0.38+0.03 | 0.1240.04 | 0.00£0.00
Seminal vesicle 26.54+1.56 6.08+£0.70 | 0.70+0.11 | 0.23+0.02 | 0.00£0.00 | 0.00+0.00
Prostate 49.55+£3.86 | 10.83+£0.26 | 1.554+0.54 | 0.45+0.10 | 0.3140.12 | 0.00+0.00
Stomach 61.29+0.93 8.86+2.59 | 8.50+4.24 | 0.99+0.10 | 0.614+0.06 | 0.49+0.06
Duodenum 527.72+£58.30 [212.10+53.77 12.77+£3.50 | 1.63+0.64 | 0.23+0.09 | 0.00+0.00
Small intestine 41.90+1.12 9.42+0.91 | 53.05+44. 26| 20.68+5.74 | 1.66+1.16 | 0.00+0.00
Large intestine 27.42+0.85 7.56+1.00 |124. 31 +82.93| 29.21+13.86/ 1.07+0.11 | 0.14+0.05
Muscle 30.34 £3. 62 5.46+0.32 | 0.54+0.04 | 0.1540.05 | 0.04+0.04 | 0.00+0.00
Fat 19.50+2. 68 4.194£0.55| 0.00+0.00 | 0.33£0.33 | 0.00£0.00 | 0.00+0.00
Skin 93.60+4.00 | 18.54+1.23 | 1.55+0.22 | 1.38+0.28 | 0.48+0.02 | 0.42+0.02
Spinal cord 4.88+0.48 1.3640.30 | 0.50+0.34 | 0.00%0.00 | 0.00+0.00 | 0.00+0.00
Bladder 334.15+58.63 | 27.04+2.20 | 6.95+5.12 | 0.00£0.00 | 0.0040.00 | 0.00+0.00

Data are expressed as the mean values + S.E. for four animals.
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L oREKE Dimilum® (Packard) # 7o, HEH Bk L-105 AT Ui,
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Fig. 4 Autoradiogram showing the distribution of radioactivity in male rat at 5 minutes’
and 30 minutes after intravenous administration of 1C-L-105 (100 mg/kg)
Male
Lu L K 5min

Lu K 30 min

L : Liver Lu: Lung K : Kidney H : Heart
E : Eye ball S : Salivary gland B : Blood Br : Brain
A : Adrenal Ic : Intestinal content
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Fig. 5 Autoradiogram showing the distribution of radioactivity in male rat at 2, 6, and
24 hours after intravenous administration of 1C-L-105 (100 mg/kg)

Male
K 2hr

K 6hr

K 24 hr

K : Kidney Ic : Intestinal content
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Fig. 6 Autoradiogram showing the distribution of radioactivity in pregnant rat at 30 minutes
and 6 hours after intravenous administration of #C-L-105 (100 mg/kg)

17th Pregnant
K 30 min

lc 6 hr

L : Liver
K : Kidney

Lu : Lung

A : Adrenal
Ic : Intestinal content

P : Placenta
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#H - te (Table 3),

ERITABE® 5 v Mic 100 mg/kg DEETHRE Lk
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Fig. 7 Autoradiogram showing the distribution of radioactivity in pregnant rat at 24
hours after intravenous administration of 14C-L-105 (100 mg/kg)

17 th Pregnant
24nr

K : Kidney

Ic : Intestinal content
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RS RIRD Shich ot (Fig. 6, 7),
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B 5 24R5R1% ¥ CoH FBEE R L 20 mg/kg 5T
1% 80.5%, 100 mg/kg #E5Ti173.8% THH, 20k X
U 100 mg/kg 5 L LB E30 S8 E CRBERDH
50% v Rt chicBkft Shic, BEA=av—vav iy

MRt BERADHEITIZ E A LR, BE24BEM%
¥ TR R~ Bt A% 20 mg/kg # 5 ¢14. 0%, 100 mg/
kg #E5T21.8% DEETH »1e, BE2UBEMBE TO
BB, R¥s X o¥EhEit Rz 20 mg/kg 5 TRER
D94.6%, 100 mg/kg H & T L BEDI5. 8% TH - oo

BRERBHN LG ROBH, R £ BEY

Table 3 Distribution of radioactivity in tissues of female rats after a single intravenous
administration of 20 mg/kg of 14C-L-105

Concentration (ug equivalent of L-105/g or ml)
Tissue Time after administration
5 min 30 min 2 hr 6 hr 24 hr 72 hr
Plasma 76.74+2.95 | 9.66+0.49 | 1.25+0.05 | 0.74+0.01 | 0.33+£0.02 | 0.16+0.01
Whole blood 42.90+£2.34 | 5.65+£0.39 | 0.74+0.02 | 0.484+0.01 | 0.21+£0.01 | 0.12+0.00
Brain 0.99+£0.09 | 0.14+0.01 | 0.03+0.01 | 0.00+0.00 | 0.00+0.00 | 0.000.00
Hypophysis 12.25+0.83 | 1.75+£0.11 | 0.00+0.00 | 0.0040.00 | 0.0040.00 | 0.00+0.00
Eye ball 3.26+0.16 | 0.81+0.05 | 0.10+£0.01 | 0.0040.00 | 0.00+0.00 | 0.00+0.00
Submaxillary gland 9.80+0.36 | 1.41+£0.05| 0.20£0.01 [ 0.13+0.01 | 0.0840.00 | 0.05+0.00
Submaxillary lymph nodes | 11.73+0.60 | 1.794+0.15| 0.16+0.10 | 0.00+0.00 | 0.00+0.00 | 0.00+0.00
Thyroid 11.41+£0.13 | 0.80+0.48 | 0.00£0.00 | 0.00+0.00 | 0.00+0.00 | 0.00+0.00
Thymus 4.93+0.25 | 0.75+0.06 [ 0.22+0.01 | 0.16+0.00 | 0.11+0.01 | 0.06+0. 00
Heart 10.70+£0.74 | 1.31£1.10 | 0.24+0.01 | 0.14+0.01 | 0.09+0.01 | 0.07+0. 00
Lung 16.07+£0.14 | 2.49+0.25| 0.57+0.02 | 0.33+0.01 | 0.23+0.02 | 0.19+0.03
Liver 91.17+£5.24 | 9.61+£0.37 | 0.74+0.03 | 0.3240.01 | 0.22+0.01 | 0.194+0.03
Kidney 233.18+25.39) 15.17+1.13 | 3.194+0.29 | 1.86+0.05 | 1.65+1.10 | 1.18+0.03
Adrenal 8.46+0.65 | 1.24+0.13 | 0.08+0.08 | 0.0040.00 | 0.00+0.00 | 0.00+0.00
Spleen 6.16£0.19 | 0.89+0.10 | 0.18+0.01 | 0.1040.00 | 0.08+0.00 | 0.06 +0. 00
Pancreas 6.00+£0.40 | 1.21+£0.11| 0.21+0.02 | 0.1040.01 | 0.06+0.01 | 0.03+0.01
Ovarium 17.244£0.91 | 2.97+0.24 | 0.41+£0.02 | 0.23+0.01 | 0.10+£0.03 | 0.00+0. 00
Uterus 21.93+2.11 | 3.49+0.45| 0.36+0.05 | 0.1740.01 | 0.13+0.01 | 0.10+0.01
Stomach 7.76+£0.71 | 1.33+£0.21 | 1.02+£0.41 | 0.1340.01 | 0.09+0.01 | 0.00+0. 00
Duodenum 153.31£12.72| 36.72+0.96 | 2.90+1.35 | 0.23+0.04 | 0.13+0.07 | 0.01+0.01
Small intestine 3.72£0.67 | 0.9710.22 (132.59+86.26/ 1.10+0.48 | 0.30+0.08 | 0.02+0.01
Large intestine 9.02+0.56 | 3.39+1.03 | 0.76+0.47 | 2.46+1.72 | 0.39+0.08 | 0.07 +0. 00
Muscle 4.87+£0.37 | 0.75+£0.11 | 0.15+0.04 | 0.06+0.00 | 0.05+0.00 | 0.03+0.00
Fat 4.04£0.49 | 0.77+0.15| 0.00+0.00 | 0.0040.00 | 0.00+0.00 | 0.000.00
Skin 12.77+£0.43 | 2.53+0.19 | 0.61£0.28 | 0.25+0.03 | 0.15+0.01 | 0.10+0. 00
Spinal cord 1.09£0.09 | 0.16+0.01 | 0.00+0.00 | 0.00+0.00 | 0.00+0.00 | 0.00+0.00
Bladder 66.67+£36.86 | 7.11+£1.29 | 0.8540.15 | 0.10+0.06 | 0.04+0.04 | 0.00+0. 00

Data are expressed as the mean values + S.E. for four animals.
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Fig. 8 Urinary and fecal excretion of 4C-L-105
after single intravenous administration
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Fig. 9 Biliary excretion of #C-L-105 after single
intravenous administration
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Table 4 Excretion of radioactivity in male rat bile, urine, feces after intraduodenal injection of biliary
excretes obtained from other male rats to which 14C-L-105 was intravenously administered

Collection period Bile Collection period Urine Feces
(hr) (% of dose) (hr) (% of dose) (% of dose)
0 ~ 1 0.50+£0. 149
1 ~ 2 1.05+0. 247 0 ~ 6 0. 63 0. 206 13.1+13.0
2 ~ 4 1.82+0. 346 6 ~ 24 2.7140.519 41.8+10.1
4 ~ 6 0.78+0.086 24 ~ 48 3.42+£1.29 19.518.36
6 ~ 24 0.88+0.264 48 ~ 72 N.M. 3.69+3.11
24 ~ 48 0.55+0. 307
Total 5.57+0.610 Total 6.77+1.89 78.1+4.37
Data are expressed as the mean values+S.E. for four animals.
N.M.: not measured
Table 5 Concentration of radioactivity in milk and maternal blood after
intravenous administration of !C-L-105 to mother rats at 2
weeks after delivery (dose: 100 mg/kg)
Concentration of radioactivity (uzg eq./ml)
Sample Time after administration (hr)
1 2 4 7
Milk 1.254£0.13 | 1.74+0.15 | 1.38+0.15 | 1.80+0.11 | 1.3140.16
Blood 4.56+£0.23 | 1.87+0.13 | 1.43+£0.10 | 1.354+0.01 | 0.64+0.02

Data are expressed as the mean values+S.E. for four animals.

Table 4 /R, B548EEMIK T COBFBRICKITS
L-105 o BRNKFEREOWI2. 4% TH Y, 5.6%n
IB¥H shic, 6.8%hRrpicHift X hic,

4) BT

FH PEBERRETRESCREREEY R LA, 1.80
¢g eq./ml LIEL, FBERBLIPBRNT, #E2
B DR L B EHER LML L T\ 7o (Table5),

5) MFEHZEER

“C-L-105 0 7 v +MREERE A R % Table6 R
T, 20mg/kg HEDFE, BEI HSEOBOZBARR
95.7% (MifErhREE 43.3 pg/ml), #5 1R % TR
96.5% (Mm#fEARE 7.9 pg/ml) T % 7, 100 mg/ke
BEDBE, BEISHHT87.9% (Ml 178 pg/
ml), #5 1RREI%RT95.9% (M 32.6 pg/mD
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Table 6 Protein binding rate of 4C-L-105 to

rat plasma
Binding rate (%)
Dose Time after dose
(mg/kg)
15 min 1hr
20 95.740.07 96.5+0. 09
100 87.940.27 95.940.05

Data are expressed as the mean values+S.E. for

four animals.

Table 7 Distribution of radioactivity in tissues of male rats after multiple intravenous

Fig. 10 Blood concentration of !'*C-L-105 at 30
min. after every dosing (20 mg/kg/day,
i.v.) for 10 days in male rats

administration of 20 mg/kg of 4C-L-105

Blood concentration (ug eq./ml)

Concentration (pg equivalent of L-105/g or ml)
Tissue Time after 5th Time after 10th administration
administration
30 min 30 min 2 hr 24 hr 72 hr 1 week 2 weeks
Plasma 29.45+2.84 | 27.20£2.45 | 3.8840.43 |0. 86 +0. 04/0. 37 £0. 02(0. 10 £ 0. 03/0. 00 £ 0. 00
Whole blood 16.35+2.14 | 14.70+1.42 | 0.35+0. 23 [0. 73+0. 04/0. 50 +0. 02/0. 26 £ 0. 02/0. 16 £ 0. 01
Brain 0.32+£0.02 | 0.33+£0.03 | 0.06+0.02 |0.00+0. 00/0. 00 +0. 00/0. 00 + 0. 00{0. 00 +0. 00
Hypophysis 2.53+1.47 | 1.51+1.51 | 0.00+£0.00 |0.00+0. 00[0. 00+ 0. 00/0. 00 + 0. 00/0. 00 +0. 00
Eye ball 1.71£0.10 | 1.76+0.08 | 0.43+0.02 |0. 00+0. 00/0. 00 +0. 00/0. 00 £ 0. 00{0. 00 + 0. 00
‘Submaxillary gland 4.15+0.20 [ 3.77+0.38 | 0.73+£0.04 [0.34+0.01/0. 23+0.00[0. 14 +£0. 01{0. 09 +0. 01
Submaxillary lymph nodes| 6.04+0.41 | 4.96+0.60 | 0.1940.19 |0.00 0. 00{0. 00 +0. 00/0. 00 £ 0. 00/0. 00 + 0. 00
Thyroid 4.69+£0.20 | 5.26+0.41 | 0.00£0.00 [0.00+0.000. 00 0. 000. 00 +0. 000. 00 +0. 00
Thymus 2.90+0.24 | 2.57+0.21 | 0.80+0.06 {0.32+0.03|0. 18 +£0. 01/0. 06 +0. 03[0. 00 + 0. 00
Heart 3.94+0.27 | 3.97+0.37 | 0.78+0.08 (0.29+0.01/0. 18 +0. 01{0. 12+0. 01(0. 03+ 0. 03
Lung 8.03+0.87 | 6.63+0.55 | 1.84+0.10 |0.88+0.010.55+0.02(0.38+0.010. 24 +£0. 01
Liver 31.78+2.90 | 30.19£1.70 | 5.07+1.00 0. 76 +£0. 04/0. 48 +0. 01/0. 27 +0. 00/0. 12+ 0. 00
Kidney 28.70+0.94 | 29.87+£1.96 |13.67+1.05 |8.64+0.59(5.79+0. 12/4. 49+0. 33(2.19+0. 08
Adrenal 4.384+0.42 | 3.64+0.26 | 1.23+0.18 0. 0040. 00/0. 00 +0. 00{0. 00 £ 0. 00{0. 00 +0. 00
Spleen 2.77£0.20 | 2.69+0.23 | 1.134+0.19 (0.36+0. 03]0. 28 +0. 01/0. 20 +0. 02/0. 15+0. 01
Pancreas 4.96+£0.55 | 7.81+£4.16 | 4.26+1.94 |0.29+0.01/0. 19 +0. 00{0. 10 +0. 03[0. 00 + 0. 00
“Testis 3.52+0.29 | 3.57+0.10 | 1.16+0.07 [0.28+0.04/0. 16 +£0. 01/0. 04 +0. 03)0. 00 + 0. 00
Seminal vesicle 2.31£0.10 | 1.65+0.15 | 9.47+5.91 |0.1740.01/0. 12+0. 01/0. 04 +0. 01/0. 00 + 0. 00
Prostate 3.11+£0.46 | 3.29+0.69 | 1.06+0.16 [0.21+0.01(0.11+0.01/0. 06 +0. 02/0. 00 + 0. 00
Stomach 2.99+0.36 | 4.44+0.64 | 2.554+0.79 |0.31+0.080.11+0.04/0.0040. 00/0. 16 +0. 10
Duodenum 77.17+6. 46 |112.53 +25. 67{31. 52 +£16. 92(0. 29 £ 0. 05(0. 23 £ 0. 01/0. 00 +0. 00/0. 00 + 0. 00
Small intestine 2.31+0.32 | 3.80+0.37 {20.90+2.21 0.4040.150.05+0.050. 09 +0. 09/0. 00 + 0. 00
Large intestine 3.51+0.45 | 6.66+1.30 (14.45+8.16 0. 71£0.11(0. 28 +0. 03/0. 14 +0. 01/0. 00 +0. 00
Muscle 2.08+0.16 | 2.01+40.18 | 0.36+0.04 [0.1440.010.10+0.01/0. 00 +0. 00!0. 00 + 0. 00
Fat 4.61+1.25| 1.91+0.63 | 8.74+4.49 |0.00£0.00/0. 00+0. 00/0. 00 +0. 00[0. 00 + 0. 00
Skin 7.42+0.41 | 6.54+0.08 | 1.44+0.16 (0.58+0.020.43 +0. 01{0. 31 +0.01[0. 13+0. 04
Spinal cord 0.70+£0.26 | 0.4140.05 | 0.0040.00 |0.0040.000.00+0.00l0. 00 +0.000. 00 +0. 00
Bladder 14.97+5.43 | 7.93+0.98 | 5.1942.25 [0.34+0. 12{0‘ 00 £0. 00/0. 00 +0. 00/0. 00 + 0. 00

Data are expressed as the mean values + S.E. for four animals.
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2. REHRSER

1) myFgE

FERY 30 44 © MY FRET YE& 5 T 16.1
pg/mlCH b, AEEER ¥ TiE —ED EX L
7o SEHRELEL T ERAERL, 0BRSS
23.8 pg/ml ¥ 7¢ -t (Fig. 10),

10 E# 54 © Mg HREE#ES 13 &5 55% T 49.9
pg/ml %R L, FORIIEEMOZEEE & LTEIR L.
10[E1# 5:30 4 #% 0 Mg P EET 16.2 pg/ml %RL, &
B #5303 %R % 4T - Fe B O PIEH 55 & BRI
ETh -t (Fig. 11),

2) BEHFH

5% XU 10 @ E#OEMAS %L Table7 1R
T

5 EI# 5304 1% & 10E #5305 %o BEARERTZ
EEYBRVCTRIEFRBLER YR L. 5HE, 10E&kE
0 FHTIIT B b - LB MELX R L (SER
L., 77.17 pg/g, 10E#H 5 112.53 pg/g), &K\~ THF,

Fig. 11 Blood concentration of !4C-L-105 after

10th dose (20 mg/kg, i.v.) in male rats
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B, Mmifiiz 30 pg/g FIEOWELTR LA, M X
B, BE BrBREEags LRECETIESHT
»b, W0EHEUREMEBECTIBYRETT 1eg/s I
Tkkotoﬁum@ﬁgﬂﬁﬁ&1579wk,Zﬂ
Rk T 2.19 pg/g BRLIC,

3) IR - #EHiE

REHEROR, FEbditERE% Fig. 12, Table8 i
<+

15 B8 524858 ¥ CoO RebPit R B 5B O 10771
(5.8~13.6%) TH b, 10EHEHRPICKE LI
e ote, EEREH24EEM ¥ ToEPHMRIER
BRSICIE62% &R Lichd, B B A cm L 7 B SE
CIRT7.8% 1 is 5, T EER S LRI K & R B RL
77. 8~80. 5% Db R AR L, BB 524RM%
¥ TS EEORELR, Fhwc Bkt 2 h, BfHE 120
~144 BRI BT B R, EPHHERIZZh £ h0.1%
T E D ot 10EIHE 144 BRI IS 1T B R AFR
HERZI0EE HEED0.51% TH -7,

0. % ®

mg, MmEEhRERRE S5 2% CTRBBEYRL, £
DBIBEIDEB L & b THR L THRILER»THo
foo M HIBE L MEEPREOHITIIZIE 1:2 THY,

Fig. 12 Urinary and fecal excretion of 4C-L-105
for 24 hours after every dosing (20 mg/
kg/day, i.v.) for 10 days in male rats
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Table 8 Urinary and fecal excretion of YC-L-105 after multiple

intravenous administration

Collection period Urinary excretion Collection period Fecal excretion
(hr) (% of dose) (hr) (% of dose)
0~ 6 10.2+1.08
6 ~ 24 3.4+0.44 0~ 24 80.5+2.64
24 ~ 48 0.94£0.11 24 ~ 48 11.3+3.67
48 ~ 72 0.34+0.03 48 ~ 72 1.3+£0.72
72 ~ 96 0.2+0 72 ~ 96 0.3£0.12
96 ~ 120 0.140.03 96 ~ 120 0.2£0.05
120 ~ 144 0.1+0 120 ~ 144 0.1£0.03

Data are expressed as the mean values+S.E. for four animals.
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L-105 o MERBTIXFEAERVWIDEELZ NS,

HC-L-105 DEAMARLFILE, FTErodd, By
BRfroAf AL, MK, mifeAkoBREHS Y
FL, EPLRET Lic, #1524 BHE ¥ T 20 mg/
kg HECHLML 1 pg/g LITF, 100 mg/kg 5 T
LG, KBS 1eg/s LTFER D, BRE D
cefotetan?, cefpiramide® X h{E\ME% R Lic, &8+
—+5URX Y57 4 —B IV HEEERD B R 2 5
b, NE, KEBOBSHEBERBI, Bt hx
BEESBARY L LTRERYBH L, BRACIIE
ELTHR S h B EXRBLTVWADDOLHE I h
b, S v P TRRES SREKITIHRENHES » b
CHRTED - 7eh, BEETIESLHTH ) ERFRE
D SR o1,

BIRS v bORFA— 5 U4 75 AL REOK
seesfivr L, miEEOME, A~ oBTHicE
LWHZRRSbhishotc, i, ¥ED 5 W IL R
B, BRCHhTI»OBRSESFHL LRI, BF~D
BRI B LI otc, HC-L-105 pHH
~OBMX, BRETH 1.8p8 eq./ml LERETHD,
BBV DEELX RS,

R, it cixRPoRtRA 20 mg/kg H 5 D15. 4
%h 5 100 mg/kg Hrb28.1% LigmL, HEE O ¥
ICHE > TRAPBMRY B LB EE LR L, H524
Btk TREDOHSTEEHN R, EhicBhit S h, 96RERIE
¥ CRBEEROWITL NER S hTH Y, JBRI%ICE
I BRBFBREFEH 0.2% AT LI &b s L-105
OHRHIECH TERB IRV D EE XL LR D, K
FOBEEERXE > REBE R o7, K, Efo
BRI 7% THBZ &b EERHF~D L-105
Btz ie b oL #E 2 ShB, BH B0 &b
TEP»HTHY, 20mg/kg 5 TH 5 & D 80.5%,
100 mg/kg 5T 73.8% Highit S hichd, = okt =
RHEPHEER & B L, 2O &Y, ARPNEE
AEELHEA— 504757 4 =BT BBOHSEE
BEEBOKEL L L1z, L-105 o#h~AodiizT e
Rt epihitic X 5 L RBR LTV 5, HC-L-105 # 5
SR X Tt I hiclaito—8B% 5 » + D+
BRegELicEz A, BHFH5.6%, R ix68%
Bt hicz &0 s, BREBHEDI2. 4B XHERR I A
T LHEEEINRS,

In vivo (31} B MIE B AR 7.9~179 pg/ml 0
BEREIC I\ T 87.9~96.5% *iR L, in titro T isiF
27y PMEEBAH AR 20pg/ml:93.8%, WI®
100 pg/ml : 89.3% 12 X < —FK Ltzo

REHEE, HER 5305 ko mg+@EIHERS
Mo 4 ERE F TIRIF—EDETH - 1ch, 5SEERELU
B it ERE R Lic, BEIRE30HIcHRmM% 1T -
TR L ORI G R M % T - B OFEX B LA L
A, BEOBENHEMERCS DT L, BIHE
BEEEI L DO THEI BT HEECS - o
e, BEEREISHOMKEBE EREREZRL
Fe OB SRR L A A A — D ERIC X
D, BEBEENMET LicicdEEX b5, 10EIEH
OMPEHREOHBIIEEBE/F LA UIBEESHET
RERBECEL, DIEEME L bicER UL, 10EH&E5
HIVFEF RS HI0FEL L—FKLTHY, RE
B X 5ERERIA SN 57,

MBS TR 5 Bl 5304tk & 10[m £ 5304 5 TH
BRBECKELEMILL, Pl b5
TRIEFRBCELTWSbDEEX bR D, 10EE
5, B, DB KB BE BB ORBRIES)
RBRECETAZRL, URHHBIZRVCTLERRE LR
¥ 1lpg/g LT o, NME, KBOBEHERILEE
BELAFTH - 1on, BREOEMNIEERFICHN
TEBhBERCH D, 10E# 5 24 BfEH% © 8.64 pg/ml
iR L, REHEER, loBich"BcEiBECsy
i3 HHEAIL cefotetan®, cefpiramide®, cefoxitin®,
cefuroxime? /g Kt H D ST B,

BRI 52405/ % TOR, EPBRtRyEE S
2oBA R LA 7 B B UK E T L,
10[E# 5245 5 ¥ TOR, HPPEl RN K5 &
D94. 1% L BEH 5RO LEINK. 8% & L —FK L
ZEn, HC-L-105 0EFIIIZ LA L7\ 2 EAVRER
Ihic, ¥, 10ERES 144 BREKCET 2RETFRE
i30.51B T EY, ZOBER1LL5 v FER~ADE
B EArhviorErxsohs,

E) &

FRBORITEHAD, RAZHEEYBLD, ZHH
YERVEELUESEHAERNUERE TR RREZ&KZ
FAHARECRSRBOBRYRLET,

X ik

1) Hikma, M.; M. Inoue & S. Mitsunasui: In
vitro antibacterial activity of L-105, a new
cephalosporin.  24th  Interscience Conference
on Antimicrobial Agents and Chemotherapy,
Washington, D.C., Abst 733, 1984

2) B KB, BRFUHIK, NSEF, HEEH,
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09330) ® 7 » biIZw1F BEMEHRR, Chemother-
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-1652) © 7 , biC T Bk EH), Chemother- 5) MfRmRE, BHMKX, ZKRE—, THIX &H
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DISTRIBUTION AND EXCRETION OF “C-L-105 IN RATS

Noriakr Yamasuira, Mirsuo Mizumura
Yosurvukr INokawa and HirosHr TAKEI

Toxicology Laboratory, Lederle (Japan), Ltd.

MasaTosH MAEDA
Radioisotope Laboratory, Toyama Medical

and Pharmaceutical University

The metabolic fate of L-105 was studied after single or repeated intravenous administration
of 14C-L-105 at doses of 20 or 100 mg/kg in rats.

1. The radioactivity in the blood and plasma reached the peak at 5 minutes after single
administration of #C-L-105, and thereafter decreased rapidly. No essential difference in tissue
distribution was observed between sexes or doses. The tissue levels of radioactivity were high in
the kidney, liver, plasma, blood and lung at 5 minutes after administration, but the radioactivity
in these tissues disappeared rapidly as well as the other tissues.

2. Upon repetitive administration of 14C-L-105, blood levels of radioactivity at 30 minutes
after the last administration were similar to those at 30 minutes after the first administration.
Blood levels of radioactivity after the 10th administration were the same as those after the single
administration, and the radioactivity in the blood was the highest at 5 minutes after administration
and thereafter decreased rapidly. There were no significant differences in the tissue levels of 14C-L-
105 at 30 minutes after administration between the 5th and 10th administration. Radioactivities in
the tissues after the last administration disappeared rapidly and were similar to those after the
single administration, but elimination of radioactivity from the kidney was somewhat slower when
compared with the other tissues.

3. 15~30% of dosed radioactivity was excreted in urine and the rest of dosed radioactivity
was excreted in feces via bile. In the expired gas, no radioactivity was detected and total recovery
of radioactivity in urine and feces within 96 hours was 96.8~97.6% of the dose. Upon repeated
administration, the radioactivity in urine and feces reached a plateau after the 6th administration
and the retardation of excretion was not observed.

4. The ratio of radioactive concentration between blood and plasma was about 1:2 and
transfer of radioactivity to erythrocyte was not observed.

5. There was a little distribution of radioactivity to the milk, and the maximum level of radio-

activity detected in the milk was only 1.8 ug eq./ml



