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Z (54) Title: IMPROVED METHOD OF MAKING NEVIRAPINE
e H (57) Abstract: A process for making ncvirapine, comprising
o0 ///N 3 the following steps: (a) reacting a 2-halo-3-pyridinecarbonitrile
an Z C HZN of the formula (I), wherein X is a fluorine, chlorine, bromine or
o I (1) = (I iodine atom, preferably chlorine or bromine, with cyclopropy-
— ~ | lamine, to yield  2-(cyclopropylamino)-3-pyridinecarbonitrile;
Q N X X \N (b) hydrolyzing the 2-(cyclopropylamino)-3-pyridinecarbonitrile
- to yield 2-(cyclopropylamino)-3-pyridine carboxylic acid; (c)
g isolating the 2-(cyclopropylamino)-3-pyridine carboxylic acid from
P~ the reaction medium; (e) treating the 2-(cyclopropylamino)-3-pyridine carboxylic acid with a chlorinating agent, to yield

2-(cyclopropylamino)-3-pyridinecarbony! chloride; (f) reacting the 2-(cyclopropylamino)-3-pyridine carbonyl chloride with a
O 2-halo-4-methyl-3-pyridinamine of the formula (I), wherein X is a fluorine, chlorine, bromine or jodine atom, preferably chlorine

or bromine, to produe an N-(2-halo-4-methyl-3-pyridinyl)-2-(cyclopropylamino)-3-pyridinecarboxamide; and (g) cyclizing the
N-(2-halo-4-methyl-3-pyridinyl)-2-(cyclopropylamino)-3-pyridinecarboxamide by treatment with a strong base, to yield nevirapine.



