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Fee~3 inhibitors of Polycvcl.ic dranatic hydrocarbon (PAH) rietabolism
resulted in an approacimately 50% irh:bition of pailmona:y adP.noma forniation by
7,12-dimethy].benzanthraoEne (ANm) in 1{i;T mice. Z4uo inhibitors %%,ere used, menadione
glutathicne adduct (MGA, thiodiane), Aich inhibits both enzymatic 6-hydraxylation
of benzo(a)pyreie (BP) and the aryl hydrocarbon M) sjstem and benzylimidazol (BL)
which is a preferential inhibitor of the more camron ring hydroxylating microsana 1
P-450 (AFIIH) systan but without effact aaz 6-bydroxylatian . 't?ee relevance of the
unique enzymatic 6-hydroxylation to nulm=aYy carcinogenesis is quite unknown and
needs further clarificatiai: (a) the 6-hydroxyl.ase is essentially a lung enzyme,
(b) during the rax:enzynotic oxidation of the 6-)rydrioxy oanpotmd to diones, free

radicals are generated, and (c) the generation of free radicals results in t W~ini
.ug of the 6-hydraxy-cvqxxmd to cellular constituents includinq DM; indeed

tissue culture cell transformation has been acomplished by this derivative .

Therefore, this project e.Vlores an alternate mechanism to the study of
AFH, an enzyme svsten which now apEe-us unlikely to e6-the sole determinant of lung
tumorigenesis, altha.tgh it may be the mcst impartant . The uivestigatars' studies
oonoern the inhibition of chenicalll• :.nduoed lung carcinogenesis in vivo using a
variety of inbred strains of mice .

The researchers are also going to perform in vitro studies dealing with
the E-hydroxylase systen and the inhibition of chemical carcinogenesis by
napt,thpq,;,x,ne derivatives .
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