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Table 1. Absorption of radioactivity in rats after an injection of “C-NY-198
to loops of the gastrointestine at a dose of 20mg/kg
Absorption (%)
Site Time (min)
10 30 60 120
Stomach 0.5+0.3 3.6+1.1 4.4+1.4 3.9+0.4
Duodenum 18.3 + 0.9 44.6 + 2.8 65.8 +1.7 85.5+ 1.6
Jejunum 15.1 + 2.5 55.2+3.8 67.1+1.1 90.7 £ 1.6
Ileum 12.0 +1.8 31.5 £ 3.7 47.4 + 3.3 62.0 + 5.9
Colon-rectum 55+1.0 8.5+1.3 16.1 + 2.7 33.1+2.8

Each value represents the mean * S.E. of three rats.
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Blood level
(zg equivalent to NY-198/ml)

Time (h)

Each point represents the mean + SE. : p.o. (@, fasting,
n=6), p.0.(O, non-fasting, n=3) and i.v. (@, n=3).

Fig. 2. Whole blood levels of radioactivity after
a single oral or intravenous administration
of ¥C-NY-198 to male rats at a dose of

20mg/kg
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Each point represents the mean = S.E. of three rats
: male (O, non-fasting) and female (a, non-fasting).

Fig. 3. Whole blood levels of radioactivity after
a single oral administration of #C-NY-198
to male or female rats at a dose of
20mg/kg

Blood and serum levels
(zg equivalent to NY-198/ml)

Time (h)

Each point represents the mean *+ S.E. of three dogs
: 20mg/kg (a, p.o., serum), 20mg/kg (O, p.o., blood),
Smg/kg (@, p.o., blood) and 5mg/kg (O, i.v., blood).

Fig. 4. Whole blood and/or serum levels of
radioactivity after single oral doses of
20mg/kg and 5mg/kg or intravenous
dose of 5mg/kg of “C-NY-198 in dogs
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Table 2. Tissue levels of radioactivity after a single oral administration of “C-NY-198
to male rats at a dose of 20mg/kg
Tissue levels (#g equivalent to NY-198/g or ml)
Tissue Time (h)
0.5 1 2 6 12 24
Blood 2.80+0.46 2.69+0.17 1.56+0.03 0.55+0.11 0.28+0.06 0.03+0.01
Serum 3.59+0.50 3.47+0.30 1.98+0.02 0.65+0.11 0.33+0.06 0.03+0.00
Brain 0.22+0.05 0.29+0.02 0.21-+0.01 0.09+0.01 0.05+0.01 0.01+0.00
Hypophysis 3.12+0.48 3.26+0.30 2.24+0.11 0.70+0.11 0.43+0.07 N. D.
Eyeball 0.26+0.04 0.23+0.06 0.26+0.02 0.19+£0.02 0.15%0.02 N. D.
Lymph node 3.71+0.73 3.87+0.16 2.04+0.06 0.93+0.05 0.40+0.04 N. D.
Submaxillary gland 3.88+0.72 4.67+0.75 2.86+0.22 0.90+0.12 0.59+0.16 0.02+0.00
Thymus 2.46+0.44 3.31+0.33 2.14+0.29 0.85+0.11 0.42+0.09 0.01+0.00
Thyroid 2.18+0.43 2.43+0.21 1.70+0.10 0.41+0.20 0.34+0.03 N. D.
Trachea 3.60+0.91 3.96+0.37 2.50+0.17 1.06+0.23 0.57+0.08 0.05+0.02
Medulla spinalis 0.43+0.07 0.51+0.04 0.43+0.04 0.16%=0.01 0.09+0.02 N. D.
Heart 3.10+0.69 3.37+0.17 2.04+0.06 0.80*0.16 0.35+0.06 0.02+0.00
Lung 3.01+0.52 3.00+0.19 1.80+0.07 0.67+0.12 0.32+0.06 0.02+0.00
Liver 9.61+1.71 6.98+0.26 4.61+0.15 1.72+0.32 1.10+0.15 0.06+0.01
Spleen 4.01+0.64 4.64+0.42 2.73+0.11 1.08+0.17 0.53+0.10 0.03=+0.00
Pancreas 5.07+1.13 4.24+0.10 4.43+1.05 1.11+0.25 0.58+0.15 0.02+0.00
Adrenal 3.03+0.63 3.32+0.45 -1.98+0.16 0.72+0.09 0.38+0.06 N.D.
Kidney 10.13+1.66 11.13+1.36 6.85+0.77 2.74+0.51 1.58+0.25 0.10+0.01
Urinary bladder 2.69+0.66 3.73+0.78 2.04+0.39 1.29+0.37 0.58+0.17 N. D.
Sciatic nerve 1.38+0.21 1.28+0.08 1.01+0.08 0.66+0.06 0.27+0.07 N. D.
Seminal vesicle 1.89+0.40 2.12+0.11 1.54+0.13 1.57+0.34 0.25+0.04 0.02+0.01
Prostate 1.85+0.27 3.50+0.48 2.16+0.18 0.85+0.22 0.42+0.06 0.03+0.01
Testis 0.79+0.13 1.20+0.09 1.57+0.17 1.18+0.04 0.56+0.10 0.03=+0.00
Bone 3.55+0.96 3.89+0.19 2.94+0.35 1.47+0.27 0.84+0.16 N. D.
Muscle 2.97+0.37 3.83+0.26 2.71+0.06 1.06+0.14 0.44+0.08 0.01+0.01
Fat 0.39+0.11  0.41+0.07 0.22+0.02 0.09+0.01 0.05+0.01 0.02+0.00
Skin 1.83+0.15 2.26+0.41 1.76+0.07 0.59+0.08 0.28+0.04 0.04+0.00

Each value represents the mean + S.E. of three rats.

»Y, WEWIL LRFHVELIZZED SNk 5Tz,

4. B Ot

D Fv MoBITBR - #hihit

MC-NY-198% 20mg/kei 5 & UBIRME 5140
IR - #bPEitR %2 Table 8 IR,

HEFGTROKSE LS v MoBid 2 RS
133544248 L U 168h TENEFIUL S RDT5.2% 5 &
U75.8%Th Y, #EhPkittRIII 514245 L F 168h T
ENEFIEG5RD20.1%B L U22.5%Th -7, 154
168h (23517 A A8HRIH(398.2% TH > 72,

—%, BIRNIRE LM v M BT 21854% 168h
DRFEB & CEPPERIZZNZNT6.5%5 L 1F21.2
%, AEHEMEIZI7.7%TH N, FORE5RE 12T LE

ERLT,

72, FEAFGFTROKRS LS v b Tid 168h
& TITRRAPANG5.2%, BP~41.2%3hlt 3, EARKM
T BT 5 L RPPRERA20%ET L TEB Y, FHi
BEMTROZE TIRIBIAEHET T2 2 Lomgd
nrz, FEREFMHTROK/ELMS v MicBWTHA
FETOWET v b LIZZFEETH D, $%57% 168h 2 T
IZRHIN57.3%, HErh~39.2% k6l & 7z,

2) A XiZBITBR - #Ehdait

“C-NY-198% 20mg/ketk1, 5mg/kg BIRNE LU
ROBESDIR - ¥rh Rkt 2 Table 9 1SR T,

20mg/kg #E O35 H% DR RII 5 H2U4B LU
168h TZNZN55.6%% L 1r64.1%TH Y, #Kehskik



VOL. 36 S-2 CHEMOTHERAPY 167
Table 3. Tissue/serum ratios of radioactivity concentration after a single oral
administration of “C-NY-198 to male rats at a dose of 20mg/kg
Tissue/serum ratio
Tissue Time (h)
0.5 1 2 6 12 24
Brain 0.06+0.01 0.08+0.01 0.11+0.00 0.13+0.01 0.15+0.01 0.43+0.03
Hypophysis 0.87+0.02 0.94+0.02 1.14+0.07 1.06+0.05 1.29+0.04 N.D
Eye ball 0.07+0.00 0.06+0.01 0.13+0.01 0.30+0.06 0.46*0.05 N.D
Lymph node 1.02+0.07 1.12+0.05 1.03+0.04 1.48+0.20 1.24+0.10 N.D
Submaxillary gland 1.07+0.07 1.33+0.10 1.45+0.12 1.39+0.10 1.70+0.18 0.65+0.16
Thymus 0.68+0.07 0.96+0.05 1.08+0.15 1.32+0.12 1.25+0.03 0.46+0.06
Thyroid 0.60+0.09 0.70+0.05 0.86+0.06 0.57+0.30 1.07+0.18 N.D
Trachea 0.99+0.23 1.14+0.07 1.26+0.07 1.61+0.26 1.75+0.16 1.44+0.73
Medulla spinalis 0.12+0.01 0.15+0.01 0.22+0.02 0.26+0.03 0.25+0.02 N. D.
Heart 0.84+0.08 0.98+0.04 1.03+0.04 1.22+0.16 1.05+0.01 0.66+0.07
Lung 0.83+0.05 0.87+0.03 0.91+0.04 1.01+0.06 0.97+0.01 0.77+0.13
Liver 2.65+0.10 2.04+0.16 2.33+0.10 2.62+0.06 3.38+0.18 1.88%+0.21
Spleen 1.11+0.03 1.34+0.06 1.38+0.06 1.65+0.04 1.58+0.01 1.04%0.10
Pancreas 1.38+0.14 1.24+0.10 2.23+0.50 1.68+0.27 1.70+0.18 0.71+0.18
Adrenal 0.83+0.07 0.95+0.06 1.00+0.08 1.13+0.12 1.15%0.05 N.D
Kidney 2.81+0.07 3.19+0.11 3.47+0.42 4.17+0.42 4.82+0.43 3.29+0.34
Urinary bladder 0.74+0.15 1.06+0.16 1.04+0.20 1.91+0.25 1.72+0.49 N.D
Sciatic nerve 0.39+0.03 0.37+0.02 0.51+0.05 1.03+0.07 0.81+0.05 N. D.
Seminal vesicle 0.52+0.05 0.62+0.06 0.78+0.06 2.63+0.92 0.77+0.03 0.81+0.18
Prostate 0.52+0.05 1.02+0.18 1.09+0.08 1.26+0.19 1.28+0.05 1.11+0.21
Testis 0.22+0.01 0.35+0.03 0.80+0.09 1.89+0.28 1.68+0.02 0.86+0.09
Bone 1.02+0.28 1.13+0.07 1.49+0.18 2.30+0.42 2.52%+0.27 N.D
Muscle 0.83+0.03 1.11+0.07 1.37+0.02 1.65+0.16 1.33+0.02 0.41+0.23
Fat 0.12+0.05 0.12+0.01 0.11+0.01 0.14+0.02 0.16+0.01 0.76%+0.15
Skin 0.52+0.04 0.64+0.06 0.89+0.05 0.92+0.04 0.85+0.03 1.18+0.09

Each value represents the mean = S.E. of three rats.
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Table 4. Tissue levels of radioactivity after a single oral administration
of #C-NY-198 to female rats at a dose of 20mg/kg
Tissue levels (#g equivalent to NY-198/g or ml)
Tissue Time (h)
1 6 24

Blood 3.06 + 0.14 0.58 = 0.03 0.04 + 0.01
Serum 3.89 + 0.16 0.74 = 0.05 .05 + 0.01
Brain 0.31 = 0.02 0.07 = 0.01 0.01 + 0.00
Hypophysis 3.77 £ 0.4 0.63 = 0.07 N. D.

Eye ball 0.30 = 0.02 0.13 = 0.01 0.02 + 0.01
Lymph node 4.32 +£ 0.23 0.81 + 0.02 0.09 + 0.00
Submaxillary gland 4.39 = 0.27 1.08 + 0.07 0.06 = 0.01
Thymus 4.38 + 0.32 0.84 + 0.04 0.04 + 0.01
Thyroid 2.35 £ 0.07 0.62 + 0.06 N. D.

Trachea 3.81 + 0.27 1.05 = 0.09 0.13 £ 0.02
Medulla spinalis 0.59 = 0.01 0.15 + 0.02 N. D.

Heart 4.13 £ 0.22 0.75 = 0.02 0.04 + 0.01
Lung 3.33 £ 0.19 0.69 = 0.05 0.04 + 0.00
Liver 7.98 + 0.99 1.62 = 0.04 0.11 + 0.01
Spleen 5.77 £ 0.24 1.11 + 0.06 0.09 + 0.01
Pancreas 7.00 £ 0.15 1.20 = 0.09 0.09 = 0.02
Adrenal 3.79 + 0.27 0.74 = 0.03 0.07 + 0.01
Kidney 14.21 + 1.27 2.13 = 0.11 0.16 + 0.03
Urinary bladder 4.93 £ 1.97 0.70 £ 0.13 0.04 = 0.01
Sciatic nerve 0.99 + 0.07 0.42 £ 0.04 N. D.

Ovary 3.22 + 0.36 0.44 £ 0.05 0.04 + 0.00
Uterus 3.42 = 0.16 0.75 + 0.05 0.06 £+ 0.01
Bone 4.43 + 0.29 1.41 + 0.12 0.11 + 0.05
Muscle 3.84 + 0.31 0.95 £+ 0.10 0.04 = 0.01
Fat 0.32 + 0.06 0.09 + 0.01 0.01 + 0.01
Skin 2.81 = 0.20 0.78 + 0.16 0.16 + 0.04

Each value represents the mean + S.E. of three rats.
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Table 5. Tissue/serum ratios of radioactivity concentration after a single oral
administration of “C-NY-198 to female rats at a dose of 20mg/kg

Tissue/serum ratio

Tissue Time (h)
1 6 24

Brain 0.08 = 0.00 0.09 + 0.01 0.13 = 0.02
Hypophysis 0.97 = 0.09 0.84 £ 0.05 N. D.

Eye ball 0.08 = 0.00 0.17 £ 0.01 0.56 = 0.33
Lymph node 1.11 = 0.02 1.10 = 0.07 2.12 £ 0.50
Submaxillary gland 1.13 + 0.06 1.45 = 0.05 1.25 +£ 0.13
Thymus 1.13 £ 0.05 1.14 = 0.03 0.86 + 0.06
Thyroid 0.61 = 0.01 0.84 = 0.11 N.D

Trachea 0.98 + 0.05 1.42 = 0.09 3.11 £+ 0.45
Medulla spinalis 0.15 £+ 0.00 0.20 = 0.02 N. D.

Heart 1.06 = 0.04 1.02 = 0.04 0.89 = 0.06
Lung 0.86 + 0.02 0.92 + 0.01 0.94 = 0.10
Liver 2.04 = 0.19 2.20 £ 0.09 2.57 = 0.35
Spleen 1.49 = 0.04 1.50 = 0.07 2.02 £ 0.25
Pancreas 1.81 + 0.06 1.62 = 0.01 1.99 + 0.35
Adrenal 0.98 + 0.08 1.01 + 0.04 1.78 £ 0.51
Kidney 3.69 = 0.47 2.87 = 0.06 3.51 £ 0.43
Urinary bladder 1.31 + 0.58 0.92 = 0.11 1.01 = 0.25
Sciatic nerve 0.26 = 0.03 0.56 + 0.05 N.D

Ovary 0.84 = 0.13 0.60 + 0.08 0.97 = 0.13
Uterus 0.88 + 0.03 1.02 + 0.08 1.31 + 0.26
Bone 1.14 + 0.03 1.90 + 0.13 2.69 = 1.52
Muscle 0.99 £ 0.05 1.28 + 0.15 1.01 + 0.09
Fat 0.08 = 0.01 0.13 = 0.02 0.32 + 0.17
Skin 0.72 =+ 0.05 1.04 £ 0.17 3.41 = 0.37

Each value represents the mean + S.E. of three rats.
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Fig. 5. Autoradiograms showing the distribution of radioactivity 1h after a single oral administration

of ¥C-NY-198 to male rats at a dose of 20mg/kg
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9 23 24 18 25 7
See legend to Fig. 5 for explanation of numbers.

Fig. 6. Autoradiograms showing the distribution of radioactivity 6h after a single oral administration
of “C-NY-198 to male rats at a dose of 20mg/kg

See legend to Fig. 5 for explanation of numbers.

Fig. 7. Autoradiogram showing the distribution of radioactivity 24h after a single oral administration
of ¥C-NY-198 to male rat at a dose of 20mg/kg
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Table 6. Erythrocyte binding of radioactivity Table 7. Serum protein binding of radioactivity
after a single oral administration of after a single oral administration of
#C-NY-198 to rats and dogs at a #C-NY-198 to rats and dogs at a dose
dose of 20mg/kg of 20mg/kg

Time Binding (%) Time Binding (%)

(h) Rat Dog (h) Rat Dog

0.25 - 48.3 £ 2.9 0.25 36.6 + 1.6 -

0.5 30.3 1.6 47.8 0.8 0.5 29.3 £2.5 —

1.0 30.4 2.1 49.3 + 0.6 1.0 23.2+ 3.8 20.5+1.4

2.0 31.5+1.6 49.4 + 0.1 2.0 30.7+ 1.6 20.4 +£1.0

4.0 b 50.3 £ 0.4 4.0 — 25.0 £ 6.2

6.0 35.1 +2.6 48.9+0.3 6.0 - 22.2+0.4

8.0 - 54.0 £ 5.2 8.0 - 19.6 £ 0.4

12.0 30.4 +5.3 46.9 £ 0.3
Each value represents the mean *+ S.E. of

Each value represents the mean + S.E. of three animals.
three animals.

Table 8. Cumulative urinary and fecal excretion of radioactivity after a single oral or
intravenous administration of *C-NY-198 to rats at a dose of 20mg/kg

Cumulative excretion (% of dose)

Numb. f
Route and sex l?m er o Excrete Time (h)
animals
0-12 0-24 0-48 0-72 0-168
. Urine 72.7+1.3 75.2+1.2 75.6+1.2 75.7+1.2 75.8+1.2
p.o. (fasting)
male 6 Feces — 20.1+1.1 22.1+1.0 22.3+0.9 22.5+0.9
Total - 95.3+1.5 97.7+1.1 98.0+0.9 98.2+0.9
. . Urine 73.7+1.2 76.0+1.3 76.3+1.3 76.4+1.3 76.5+1.3
i.v. (fasting)
male 3 Feces - 20.2+0.3 21.0+0.1 21.1+0.1 21.2+0.1
Total - 96.2+1.4 97.3+1.3 97.5+1.3 97.7+1.3
. Urine 48.4+1.1 54.2+1.7 54.9+2.1 55.0+2.1 55.2+2.2
p.o. (non-fasting)
male 3 Feces - 37.4+4.4 41.0+2.5 41.1+2.4 41.2+2.4
Total - 91.6+2.7 95.9+0.5 96.1+0.4 96.4+0.3
X Urine 46.3+1.7 55.5+0.9 56.5+1.1 57.0+1.3 57.3+1.4
p.o. (non-fasting)
female 3 Feces - 30.8+3.4 38.0+1.5 39.1+0.8 39.2+0.7
Total - 86.3+2.5 94.5+1.2 96.1+1.1 96.5+1.3

Each value represents the mean + S.E.
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Table 9. Cumulative urinary and fecal excretion of radioactivity after single oral doses
of 20mg/kg and 5mg/kg or intravenous dose of 5mg/kg of ¥C-NY-198 in dogs

Cumulative excretion (% of dose)

Route Dose Excrete Time (h)
0-12 0-24 0-48 0-72 0-168
Urine 39.1+2.4 55.6+2.3 61.3+1.4 62.8+1.0 64.1+0.8
p.o. 20mg/kg Feces — 19.3+3.3 27.4+1.4 28.4+1.4 29.2+1.6
Total - 74.9+5.1 88.7+1.7 91.2+1.2 93.3+1.3
Urine 38.0+2.3 55.6+1.2 62.0+1.7 63.4+1.7 65.3+1.6
p.o. 5mg/kg Feces - 18.2+0.5 27.8+1.1 28.9+1.2 29.6+1.2
Total - 73.9+1.1 89.8+1.0 92.4+0.9 94.94+0.7
Urine 23.8+8.2 53.6+4.7 61.7+2.9 64.1+2.4 66.3+1.8
iv. 5mg/kg Feces - 23.2+2.1 28.8+2.2 30.5+2.4 31.7+2.7
Total — 76.8+2.9 90.5+0.7 94.5+0.2 98.0+0.9

Each value represents the mean *= S.E. of three dogs.

Cumulative excretion (% of dose)

1 1 1

0 8 24 48
Time (h)

Each point represents the mean + S.E. of three
rats : fasting (O) and non-fasting (@).

Fig. 8. Cumulative biliary excretion of radioacti-
vity after a single oral administration of
#C-NY-198 to bile duct cannulated rats
at a dose of 20mg/kg
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Table 10. Enterohepatic circulation of radioactivity
in rats given an intraduodenal dose
of bile containing “#C-NY-198 and its

metabolites

Time Cumulative excretion (% of dose)
(h) Bile Urine Total
0- 2 1.0+0.3 - -
0- 4 2.5+0.4 — -
0- 8 5.6+0.8 — -
0-24 15.5+1.0 36.7+2.5 52.2+2.2

Each value represents the mean *+ S.E. of
five rats.
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Table 11. Tissue levels of radioactivity after a single oral administration of
4C-NY-198 to pregnant rats on day 18 at a dose of 20mg/kg
Tissue levels (#g equivalent to NY-198/g or ml)
Tissue Time (h)
1 6 24
Maternal blood 4.26+0.07 1.27+0.14 0.03+0.01
serum 5.09+0.04 1.48+0.13 0.03+0.01
liver 11.09+0.69 3.51+0.40 0.08+0.01
kidney 21.54+1.07 5.09+0.48 0.14+0.02
Placenta 3.75+0.15 1.31+0.15 0.04+0.00
Fetus 2.69+0.07 1.08+0.15 0.06+0.00
Amniotic fluid 0.54+0.03 0.76+0.12 0.05+0.01
Amnion 2.01+0.27 1.26+0.33 0.13£0.01

Each value represents the mean + S.E. of three rats.
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Fig. 9. Autoradiograms showing the distribution of radioactivity 1h after a single oral administration
of “C-NY-198 to pregnant rats on day 18 at a dose of 20mg/kg
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See legend to Fig. 9 for explanation of numbers.

Fig. 10. Autoradiograms showing the distribution of radioactivity 6h after a single oral administration
of “C-NY-198 to pregnant rats on day 18 at a dose of 20mg/kg
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See legend to Fig. 9 for explanation of numbers.

Fig. 11. Autoradiogram showing the distribution of radioactivity 24h after a single oral administration
of “C-NY-198 to pregnant rat on day 18 at a dose of 20mg/kg
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Each point represents the mean £ S.E. of three
lactating rats : blood (&) and milk (O).

Fig. 12. Whole blood and milk levels of radioac-
tivity after a single oral administration
of “C-NY-198 to lactating rats at a dose
of 20mg/kg
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Fig. 13. Whole blood levels of radioactivity during and after oral administration
of ¥C-NY-198 to rats at multiple doses of 20mg/kg once a day for 21 days
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9 23 24 15 14 12 20 25 7

Legend : 1. Adrenal 16. Medulla spinalis
2. Blood 17. Muscle
3. Bone marrow 18. Penis
4, Brain 19. Preputial gland
5. Brown fat 20. Seminal vesicle
6. Cartilage 21. Skin
7. Epididymis 22. Spleen
8. Eye ball 23. Sublingual gland
9. Harderian gland 24. Submaxillary gland
10. Heart 25. Testis
11. Hypophysis 26. Thymus
12. Intestinal contents 27. Trachea
13. Kidney 28. Urine in urinary bladder
14. Liver 29. Zygomatic bone
15. Lung

Fig. 14. Autoradiograms showing the distribution of radioactivity 1h after the last oral administration
of ¥C-NY-198 to rats at multiple doses of 20mg/kg once a day for 21 days
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14 12 25 7
See legend to Fig. 14 for explanation of numbers.

Fig. 15, Autoradiograms showing the distribution of radioactivity 6h after the last oral administration
of “C-NY-198 to rats at multiple doses of 20mg/kg once a day for 21 days

See legend to Fig. 14 for explanation of numbers.

Fig. 16. Autoradiogram showing the distribution of radioactivity 24h after the last oral administration
of “C-NY-198 to rat at multiple doses of 20mg/kg once a day for 21 days

6

27 12
See legend to Fig. 14 for explanation of numbers.

Fig. 17. Autoradiogram showing the distribution of radioactivity 168h after the last oral administration
of ¥C-NY-198 to rat at multiple doses of 20mg/kg once a day for 21 days
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Fig. 18. Cumulative urinary and fecal excretion of radioactivity during and after
oral administration of *C-NY-198 to rats at multiple doses of 20mg/kg

once a day for 21 days
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DISPOSITION AND METABOLISM OF NY-198
IV. ABSORPTION, DISTRIBUTION AND EXCRETION OF “C-NY-198
IN RATS AND DOGS

Osamu Nacata, Takenisa Yamapa, TosHiakl Yamacucu and Enchi OKEzAKI
Central Research Laboratory, Hokuriku Seiyaku Co., Ltd., Fukui

Tersuya Terasaki and Akira Tsuj

Department of Pharmaceutics, Faculty of Pharmaceutical Sciences, Kanazawa University, Kanazawa

We studied the absorption, distribution and excretion of **C-NY-198 in rats and dogs. In rats, *C-NY-198 was
absorbed mainly from the small intestine. In both rats and dogs, it was absorbed rapidly and completely after
a single oral administration of the drug.

The average whole blood levels of **C-NY-198 in rats and dogs reached maximum concentration at 0.5 and
1 h, respectively, after an oral dose of 20 mg/kg. Peak concentrations in rats and dogs were 6.90 and 11.12 xg
equivalent to NY-198/ml, respectively, and declined at half-lives of 4.80 and 6.14 h. In non-fasting rats, decrease
in the fraction absorbed and delay in absorption were noted. The time-course of the whole-blood level in female
rats was similar to that in male rats.

Tissue levels of *C-NY-198 in male rats were high in all tissues except the eyeball and the central nervous
system compared to the whole-blood level after oral doses of 20 mg/kg. Tissue levels reached maximum 1 h
after oral dosing in almost all tissues. The tissue level was highest in the kidney (11.13 xg equivalent to NY-
198 / g tissue). Tissue levels were less than 0.1 ug equivalent to NY-198/g or ml in all tissues 24 h after oral
dosing. A tendency to accumulate was not found, judging from whole body radioautograms of rats after oral
dosing. The time-course of the tissue concentrations in female rats was similar to that in male rats, showing that
no sex difference exists. '

Serum protein binding rates were approximately 30 and 20% in rats and dogs, respectively.

4C-NY-198 was mainly excreted in urine after a single oral administration of the drug to rats and dogs.
Within 168 h after an oral dose of 20 mg/kg, 75.8 and 64.1% of the dose was excreted in urine, respectively.
Residual components were excreted in feces via bile, and ca. 52% of the amount excreted was reabsorbed from
the intestine.

After repeated oral doses of 20 mg/kg of “C-NY-198 once a day for 21 days, whole blood and tissue levels,
and urinary and fecal excretion ratios were similar to those in rats after a single oral dose. In our study, no
accumulation of the drug in tissue or delay in excretion was found after multiple dosing.



