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VSYNTHESIS OF ANALOGUES OF 4-METHYL-5(P-FLUORO-
PHENOXY) ~-PRIMAQUINE AS A TISSUE SCHIZONTICIDE
OF MALARIA PARASITE

CHEN'. Chang, GUO Hui—Zhu FENG Zh1 Hu1 and ZHENG Xlan Yu

(Institute of Parasitic Diseases™™, C’hznese “Aeademy of Preventwe Medicine, Shanghaz)

ABSTRACT. A series .of . analogues ‘of 4-methyl-5-(p- fluorophenoxy) -prima-
. quine have been prepared for evaluating of - tissue schizonticidal activity of Plas-

modium yoelii in mice. 2-Bromo-4-acetamino-5- -nitroanisole was reacted with p-

fluorophenol in the presence of potassium hydroxide to give 2-(p-fluorophenoxy)

4-acetamino-5-nitroanisole, which was subsequently hydrolyzed to yield correspon- .
ding amino compound Cyclization of the amino compound with methyl vinyl

ketone. afforded 4-methyl-5- (p-fluorophenoxy)-6-methoxy-8-nitroquinoline.  This
product was reduced by iron and acetic acid to give corresponding 8-aminoquinoline.

The latter was condensed with bromoalkylphthalimides to - yield 4-methyl-5-(p-

fluorophenoxy)-6-methoxy-8-(1- phthallmldoalkyl)ammoqumolmes(IV1~IV7) .These

compounds were heated with hydrazme hydrate to form 4-methyl-5-(p-fluoro-

phenoxy)-6-methoxy-8-(1- ammoall\yl)ammoqumohnes(IV8~IV13), and 4—methyl 5-

(p fluorophenoxy)primaquine(II). ,

Compound IT synthesized was radical curative at 10 mg/kgx 1, while the analo-
gues IV, and. IVm were rtadical curative at 100 mg/kgx1 against P. yoelit in
mice, ‘ : ‘
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