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Synthesis of Possible Antiamoebic Agents. Part III
K. 0. Mathar and H N. Sharma

3-5-Dimethylaminosthyl-3-alkyl-8-methoxyquinolines with alkyl groups {s-Bu, isoamyl, and n-bexyl)
havs boon syntheslssd with a view o testing their amoebacidal sotivity.

In continuation of our previons work® the synthesis of 2-f-dimethylaminoethyl-8-
alkyl-8‘methoxyquinoline having alkyl groups asa-butyl, iscamyl, and n-hexyl is
deacribed herein. The reaction takes place along the following route.
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Alkyl acetoacetio esters were prepared according to Vogel®. 2-Methyl-3-alkyl-
4-hydroxy-8-methoxyquinolines (I) were synthesised in very good yields, following
the Conard-Limpach reaction®. These were converted to substituted 4-chloroguinolines
(II) by heating in an oil bath at 1256° for 3 br. with & mixture of POCl, and PCl,
aoccording to the method of Pathak and Pathaks. In the case of iscamyl and »-hexyl, the
yield was reduced to 309 and 26%, respectively. On heating with POCL, and PCl,
separately, resinous mass wes formed. Similarly, raising the heating period even to
24 br. with a mixture of POCl, and PClL, formed the resinous mass. From these resincus
products the required chloro compounds were obtained in poor yields. The dechlori-
nation of (II) was achieved by hydrogenation under pressure in presence of Pd-C
catalyst {o form the compounds of type (ILI), which on subjecting to the Mammich
reaction yielded the desired 2-8-dimethylaminoethyl-3-alkyl-6-methoxyquinolines (1V)
in moderate yields.

1. This iswxe, p. 408.

1. Vogel, “Elomariary Prectica] Organic Chemisiry'’, 1957, Pard I, p. 213.
3.J. Uhem. Boo., 1947, 1084,

4. This Jowrual, 1080, 57, 333.
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408 K. 0. MATHUR AND H. N. SHARMA
EXPERIMENTAL

2-Methyl 3-alkyl-4-hydrozy-6 methozyquinoling (I: B = »-Bu, iscamyl, n-hexyl).—
A mixture of p-anisidine(0.1.M), 2-1-alkyl acetoacetio ester(0.11.M), 3-4 drope of HCl (cono.),
and benzene (ca. 50 mi) after keeping overnight was heated in an 0il bath at120-30° in a
Dean-Statk apparatuse till no more water had, collected; benzene was then distilled, the
residual viscous mass kept overnight, and then poured on boiling diphenyl oxide
{¢a. 200 m]). After boiling for 16 to 20 min, the mass wes cooled and diluted with petroleum
(b.p. 80-80°). It was then kept overnight, filtered, and washed with llght petroleum. It

was crywtallised from ethanol.

2- Methyl-3-alkyl-4-chloro-€-methorygquinoline(11: R=n»-Bu, iscamyl, n-hexyl).—A mix-
ture of the preceding quinoline (I, 15 g.), PCL, (0.01, 3 g.), and POCL, (35 ml, 0.2M) waa
heated in an oil bath with a bulb condenser, fitted with a guard tube, at 120-25° for 3 hr.
The product was cooled and poured on crushed ice. The aqueous solution was nentrallis-
ed with liguor ammonia under cooling till diatinetly alkaline. The separated solid maes
waa filtered and dissolved in HC1 (dil.). The impurities (resins) were removed by extracting
with benzene. The acidic layer was clarified by animal charcoal, filtered, and basified
with liquor ammonia under cooling. The chloro compound separted a& & white crystallline
maas. It was reorystallised from ethanol in white needles,

2-Methyl-3-alkyl-8-methozyquinoline (III: R=n-Bu,iscamyl, n-hexyl).—A mixture of
quinoline (I1, 0.009M), anhydrous sodium acetate (0.01.M, 1.02 g.), glaclal acetio acid
(20 ml), anhydrous ethanol (30 ml), and palladium charcoal(0.5 g.) as & catalyst was kept
in the reduction chamber of the hydrogenation plani. and worked up as described in Part
JI'" in the case of 2-methyl-3-alkyl-@-methoxyquinoline (ITI). When the filtrate was
neutrallised with KOH solution under cooling, an oil separated, which was extracted
with benzene. The benzene extract was washed with water and dried over anhydrous
sodium salphato. After removal of tho benzene the reeidnal oil was distilled under
reduced preasare.

2- 8- Dimethylaminoethyl-3-alkyl-6- methoryquinoline (1V : R=n-butyl, iscamyl, »-
haxyl).—A mixture of the preceding quinoline (I11,0.0C8X), paraformaldehyde (0.01.M,
0.55 g.), and dimethylamine hydrochloride (0.06M, 0.55g.), was worked up as described
in Part II in the case of 2-f-dimethyl-3-alkyl-8-methoxyquinoline (1V). The base wus
obtained as 8 viscous mass.

The picrale, prepared in usual manner, was crystallised from anhydrous ethanol.
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