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/ Summary

LbNine target compounds, six 4~(4-diethylamino-l-methylbutylamino)-
3-phenylquinolines (1) and three 4-(4-diethylamino-1-methylbutylamino)-

3-phenylquinazolines (2), and 100 intermediates were prepared and

submitted for testing. All six of the quinoline antimalarials (1) showed

some evidence of activity, and four of them, containing 4-methoxy (la),
4-unsubstituted (1lc), 4-bromo (1d), and 4-nitro (le) substituents in
the 3-phenyl group were classed as active in mice, though only the
methoxy derivative (la) was classed as active at a dosage (320 mg/kg)
below that at which some toxic deaths were observed. Three of
the compounds, la, lc, and le, were classed as active in
chicks at dosages (80, 320, and 320 mg/kg, respectively) where no toxic
deaths were observed. Although all three were submitted, only one of
the quinazoline antimalarials, the 6-chloro-2-phenyl derivative (2¢),
was tested in mice; it showed strong evidence of activity, but not
quite sufficient to be classed as active.

None of the 100 intermediates were claksed as active in mice,
but the best evidence of activity was observed with the following
compounds (in decreasing order):

4-chloroanthranilic acid hydrochloride (16c) 80 mg/kg
T-C 3.1 days

N-(3,4~dichlorobenzoyl)isatin (18¢c) 160 T-C 3.1 and 2.9

Compound 1la 640 T-C 3.9

2-(4-nitrophenyl)isatogen (3e) 640 T-C 3.5 PRI
L 4
sodium 6-chloro-2-(3, 4-dichloropheny1)quinazoline-é—carboxylate Whte Sectien
(12h) 640 T-C 2.9 st g
O

methyl 6-~chloro-2-(3,4-dichlorophenyl)quinazoline-4-carboxylate ...

(121) 640 T-C 2.5
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Summary - continued

6-chloroanthranilic acid (16g) 640 T-C 2.3

4 ,6-dichloro-3-(4-methoxyphenyl)quinoline (8f) 640 T-C 1.8

4-chloro-3-(4-methylphenyl)quinoline (8b) 640 T-C 1.4

l-cinnamylpyridinium chloride (19) 160 T-C 1.3

6-chloro-2-nitrobenzoic acid (22) 640 T-C 1.3

methyl 5-chloro-N-(4-nitrobenzoyl)anthranilate (17i) 640 T-C 1.1
More complete details are provided in the List of Compounds Prepared
and Submitted for Testing which follows.

Financial support for the contract was discontinued by its sponsor
after it was decided that the 4-aminoquinoline (1) and 4-aminoquinazoline
(2) antimalarials would have to compare favorably with chloroquine, and
the 2-phenyl-4-quinazoline aminoalcohols (the synthesis of which was
not completed) would have to be free of or very low in phototoxicity,

which was considered unlikely.

Note added: While approval of this report was being awaited, samples of

a number of the new compounds for which elemental analyses had not been
reported (and which are now over eight years old) were subjected to mass
spectral analysis,without further purification. The mass spectral results
are reported as footnotes to the tables where descriptions of the compounds
appear. In some cases the results support the formulas and structures
assigned. In other cases they show that, at least in their present state,
the samples are not what had been thought or are mixtures. This underlines
the fact that, in the absence of supporting elemental analyses and/or mass
spectral verification of molecular weight, the structures assigned to those
new compounds which are included in the tables should be viewed with a

healthy degree of skepticism.
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