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ABSTRACT

Liver tumor promoting activity ofbutylated hydroxytoluene (BHTI is controversial.
butylated hydroxytoluene (BHTI had previously reported to have a promoting and
protective roles in occurrence of tumour formation but strain differences, the effect
upon various carcinogens, paradoxical dose responses and mechanisms ofaction re
main major questions in the toxicology ofBHT. Here, we investigate the promoter ac
tivity ofBHT in c-myc transgeniC mouse model ofliver cancer. It was found that BHT
increase liver to body weight ratio especially at age of 4 month immediately after
treatment when compared with non- transgeniC control. Moreover increase the mitot
ic ngures and proliferation ofhepatocyte 'either clarJOed in histopathology or tmmu
nohistochemistrly labeling index which consider evidence of promoting activity of
BHT at early stage. Additionally. cytochrome p450 members played an important role
in metabolism ofBHT especially at early stage of4 month agree with the increase of
gene expression of these members while its expression decreased at 8.5 month. Nota
bly. BHT treatment increase gene expression ofcellular metabolism especiallyprotein
metabolism and drug detoxilication like Cypla2, Cyp7bl and Cyp2c40 was down
regulation at age 8.5 month. While Cyp4a14. Cypla2 and Cyp4a29 were increased at
4 month immediately after treatment, Moreover ascorbate and aldarate metabolism
was unchanged in BHT treatment.

INTRODUCTION
BHT Is one of the most commonly used an

tioxidants In foods containing fats and oils
and In food packaging and other food contact
appUcations. cosmetics. drugs. and animal
feeds to prevent oxygen-Induced Upld peroxl
dation. (FDA, 1973 8Dd NlH, 1979, U.S. In
ternAtional Trade CommfeefOD, 1977). Be
cause of the lack of reported toxic effects to
people since Its wide use In 1954. BHT was
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given a GRAS (Generally ReCOgnized as Safe)
status by the FDA at a level not to exceed 0.5
mg/kg body wt/day or 0.02 ppm In foods. Ac
cording to this regulation. companies adding
BHT to foods and drugs would be compelled
to perform further studies on certain toxic ef
fects of BHT (FASEB. 1977).

The co-mutagenic and co-carcinogenic
properties of BHT have been demonstrated In
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