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ABSTRACT By the use of electron spin resonance (ESR) spectroscopy and of
spin-trapping technique, the effects of ascorbic acid on the formation of the free
radical intermediates due to isoniazid (INAH) and its metabolites were inves-
tigated with a microsomal system.When a—-(4-pyridyl 1-oxide)-N—tert butylnitrone
(4-POBN) was used as a spin trapping agent, the ESR signal due to hydrazine (Hy)
was formed to be most intensive among others. Therefore, it was presumed that Hy
is a potent intermediate to cause an INAH-induced hepatic injury. In the presence
oflascorbic acid (AA), the free redical formation of Hy, INAH and acetyl hydrazine
was significantly inhibited, suggesting that AA may affect the INAH-hepatitis. By
the addition of inhibitors of cytochrome P-450 like metyrapone and CO, the
generation of the radical from Hy decreased, confirming that the radical is formed
by the cytochrome P-450 dependent microsome systems. The 4-POBN-trapped
radical species generated from Hy was presumed to be the hydrazyl radical by the

results of mass spectrometry.

53 raY—AREBWTA V=7V F (INAH) ROZORBHWL O ERT 5
7Y —5 o hAdfEifkicT AT AasE VEE (AA) OEEBZESRRUAEY FT v
Y VERCE OB Lt A Y Iy 7HlE LT4-POBNZHWTESRARYS b

141



NEBELLEDS, MOKBHCHLERTE FI IV (Hy) OF I HVEREIRKD
K# <, HyAINAHE X 5 FFBEOR N RRWE LR S h b, AADHERLD,
Hy, INAHRU'7 £ FAHyh b7 ) — 5 O AANDAERREECHEI R, A F 5
Ry 2o—BiLEFR i & DP-450lEFOFEEC L > THHyL DD F U h A DAERIE
WAL, 79 VAERRIGCIP-450M I ERRMABEE LTW 2 0L Eh 5,

*1 Faculty of Pharmaceutical Sciences, University of Tokushima

FEKFEIEE
*2 Kyoto Pharmaceutical University mREZEBIAE



