AABHATE (52 (5), 688690, 1992 (F4)
FR5E R
b Fedtafffill=tra 3 &Y~ KIN-804D
EEREVWIES W53 A AR B 2 5

KR IR S MO R
ZH 2L TR 8/ NEFILEA
BT RS AL B R
*xE FT W ¥ WL B

(ER 3 F10[29H Z )
(PR 4 5 3 A10 B BHERRBE )

Radiosensitizing Effect of a 2-Nitroimidazole Hydroxamate
(KIN-804) to Murine Tumors

Takuhito Tada, Toshifumi Nakajima and Yasuto Onoyama
Department of Radiology, Osaka City University Medical School
Hideko Nagasawa, Hitoshi Hori and Seiichi Inayama
Pharmaceutical Institute, School of Medicine, Keio University

Research Code No. : 600.4

Key Words : Hypoxic cells, Radiation-sensitizing agents,
KIN-804

We studied the toxicity, pharmacokinesis and radiosensitizing effect of a newly developed 2-
nitroimidazole-1-methylacetohydroxamate (KIN-804) in C3H/He mice hearing SCC-VII tumor. They
were compared with misonidazole. LD50/7 of KIN-804 and misonidazole were 3200 and 2000 mg/kg.
The concentration of KIN-804 in the brain and sciatic nerve was at a very low level and its clearance
from the sciatic nerve was rapid. Enhancement ratios calculated using the growth delay method were
1.50 for KIN-804 and 1.36 for misonidazole respectively when they were administered by intraperi-
toneal injection with a dose of 100 mg/kg. KIN-804 was considered to be a promising radiosensitizer
because it obtained less toxicity and a higher radiosensitizing activity than misonidazole.
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Fig. 1 Dose-mortality line and Chemical stur-

ucture of KIN-804. LD50/7 is 3200mg/kg. Molecu-
lar weight is 200.2.
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carrier : 67%acetonitrile, 33%water

flow rate : 0.3ml/min

detection : 325nm

temperature : 50°C
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Fig. Z Pharmacokinesis of KIN-804. Change of
concentration in blood, brain, sciatic nerve and
tumor acording to time after injection.
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Fig. 3 Growth delay of SCC-VII tumor as a func-
tion of the radiation dose.
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