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

vivo IZ 311 % Bk & RIS & i ic MISO &
HeBE LA,
WEIR U &

KB E LT CIH/He i~ v 2 (20~25g)
%, FEERREE - LT SCC-VII A L1z, FEHix
EBAEKCERL, BEARS L.

O SHEM

50% D= 25 T AW LT 5 A E (LD
50/7) % BMHEEOIRELE L, FHI0KO10HE
B~y AL, B«oHFETHREL7THEOL
EARBE LI, LD50/7T0E 13, ERERBFIC
FHECRITAECERY 7 ey L, REEE
12T dose-mortality line #{EH+5 Z ki Xk b
R,

Q@ £FADH

~ v AKERE B Tie B L - [EE 0 E&E10~15
mm {2 7g - Fo B T A L7z, KIN 100mg/kg #
SRR B B U, BM, ESS, AAEw
I L, thrhic&E8Kkemz, EED
HhEFXFFA4AXLEIE, EHE72b=FI A
iz CTHREA L, OSSO LEY 7 4 1

SERE 4 45 A25H

(119)

689
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column: ODS; I, D 4.5mm, L 250mm

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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