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chang d 1n various brain regions. It is concluded that this
investigation failed to reveal overt toluene- induced
CNS-neurctoxtictty, however, certain irreversible sffects wera
found which further add to the accumulating evidence of the
chronic CNS-neurotoxicity of toluens.
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in saveral metabolic encephalopathies, hyperammonemia and
rganic actidemia are consistently found. Ammonfa and fatty
acids (FAs) are neurotoxic: previous workers have shown that
mmonia and FAs can act singly, tn combination, or
synergistically, in inducing coma in experimental animals.
Howev r, the biochemica) mechanisms underlying the
neurotoxicity of ammonia and FAs have nct been fully
slucidated. FAs are normally converted to their corresponding
CoA derivatives (CoAs) once they enter cells and 1t is known
th t these fatty acy! CoAs can alter {ntermediary metabolism,
Th pres nt study was initiated to determine the effects of
ammonia and fatty acy!l CoAs on brain mitochondrial
d hydrogenases. At a pathophysiological level (2 mM), ammonia
is a potent inhibitor of brain mitochondrial
alpha-ketoglutarate dehydrogenase complex (KGDHC). Only at
toxicotogical levels (10-20 mM) does ammonfa inhibit brain
mttochondrial NAD(+)~ and  NADP(+)- 1 inked isocitrate
d hydrog nase (NAD-ICDH, NADP-ICDH), and NAD{+}-1inked maliste
dehydrogenase (MDH]} and 1iver mitochondrial MAD-ICDH. Butyryl-
(BCoA}, octanoyl- (0OCoA), and palmitoyl (PCoA) CoA were potent
inhibftors f brain mitochondrial KGOHC, with 1C50 values of
11, 20, and 25 microM, respectively; moreover, the inhibitory
off ct of fatty acyl CoAs and ammonia were additive. At levels
of 250 microMm or highar, both OCoA (IC50 = 1.15 mM) and PCoa
(ICS0 = 470 microM) idnhibit brain mftochondrial NADP-ICODHM;
only at higher levels (0.5-1 mM) does BCoA inhibit this enzyme
{by 30-45%). Much less sensitive than KGDOHC and NADP-ICDH,
brain mitochondrial NAD-ICDH is only inhibited by t mM BCoA,
QCoA, and PCoA by 22%, 35%, and 44%, respectively.(ABSTRACT
TRUNCATED AT 250 WORDS)
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MMS {nduced mitotic recombination but not mttotic chromosome
ioss when tested in pure form in strain D61.M of Saccharomyces
carevisiae, confirming previous resutts of Albertini (1991),
whereas in Aspergillus nidulans it also induced chromosomal
malsegregation in addition to mitotic recombination (Kafer,
1988). However, induction of mitotic chromosome loss was
observed 1in combinatfon with strong inducers of chromosom
1oss such as the aprotic polar scivents ethyl acetate and to a
lesser extent methy] ethy!l ketone but not with
gamma-valerolactone and propionitrile. In addition to this, 4
solvents, dimethyl formamide, dimethy]l sulfoxide, dioxane and
pyridine, enhanced the MMS~induced mitotic recombination in
strain DET. .M. AN snhancement of MMS - induced mitotic
recombination and reverse mutation could be demonstrated for
ethy]l acetate and gamma-valerclactone in yeast strain D7.
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Machanisms of the inkibitory effect of ethancl on
acetaminophen hepatotoxicity are controversial., We studi d the
effecta of ethano! and acetaldehyde, an oxidative m tabolite
of athanal, on NADPH-dependent acetaminophen-glutathione
conjugate production in 1iver microsomes. Ethanol at
concentrations as low as 2mM prevented the conjugate
production noncompetitively. Acetaldehyde also inhibited
acetaminophen-glutathiona € njugate production at
concentrations as | w as ©O.1imM that s comparable with thos
observ d in vivo after social drinking. Acetaldehyde may be
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