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MAP kinase inhibitors block IFN-gamma-
induced MHC class | expression but not
MHC class Il expression. IFN-gamma is a
potent inducer of MHC class | and class |l
gene expression in cells derived from all
lymphoid organs. In the present study we
describe the effects of two inhibitors of the
ERK signalling pathway on IFN-gamma-
induced MHC class | and class Il gene
expression. U0126
[5,5'-dimethyl-2-urea-3-carboxylic acid
(2R)-2-methylpropyl ester], a highly
selective inhibitor of MEK1 and MEK2, and

PD98059 [2-(2-amino-3-methoxyphenyl)-4
H-1-benzopyran-4-one], a MEK inhibitor
that blocks only one of the three MEK
isoforms, completely blocked MHC class |
gene expression in IFN-gamma-treated
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U937 cells and partially inhibited the IFN-
gamma-induced expression of MHC class Il
genes, but did not inhibit MHC class | gene

expression in IFN-gamma-treated Hela
cells. A MEK inhibitor that blocks all three
MEK isoforms, PD325901, also blocked IFN-

gamma-induced MHC class | and class Il

expression in U937 cells. PD325901 was

approximately 1000-fold more potent in
inhibiting MHC class | expression. In
contrast, the MEK2 inhibitor, PD184161

(4-anilino-6-(4-chlorophenyl)-1,3-dihydro-2
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