NEW ATKYIATIONS OF QUINOLINE N-OXTIDES

Fuminori Sato, Masayoshi Yamashita, Makoto Nishikawa, Hiroshi Noda

Seitarc Sacki and Masatomo

Faculty of Pharmaceutical Sciences, Kyushu University

Maidashi, Higashi-ku, Fukucka 812, Japan

In the course of studies of phase-transfer catalyzed reaction of 4-chloroquinoline l~oxide (}’) with
carbanions, we happened to find interesting alkylating reactions of 1 and 3-bromoquinoline l-oxide (2)
with active methylene campounds by means of 50% sodium hydroxide {a) or powdered scdium hydroxide (3).

(I) Reaction of ], with Aliphatic Ketones: Treatment of a dichloramethane solution of 1 with an

excess of acetone in the presence of excess i\, at room temperature gave 2-acetonyl-4-chlorocuincline
l-oxide in 58% yield, the 4-chloro group being inert. A similar result was obtained from the reaction
with di-isc-propyl ketone, and reactions with diethyl and di-n-butyl ketones gave the respective de—
acylation products, the 2-ethyl- and 2-n-butyl derivatives. From the reaction with methylethyl ketone,
4-chloro—2- {2-oxc—n-butyl)~ and 4-chlorc-2-ethyl—quineline l-oxides.

(II) Reaction of ) with ArCOR: while acetophencne (':\i/] resisted the reaction described in (I), re-

fluxaing a benzene solution of ,l\, and E/in the presence of Ecaused the displacement of the d-chloro
group to afford 4-phenacylquinoline l-oxide in a small yield of 18%. Similar reactions of }’ with
propiophencne and benzylphenyl ketone produced 4,4'-(1l,l-ethylene)digquinoline l-oxide and 4-benzyl-
quincline l-oxide, respectively.

{II1) Reaction of ] with ArCHCN: The reaction of 1 with phenylacetonitrile in the presence of A

or 5 also resulted in the displacement of the 4-chloro group to give 4-(phenyleyanomethyl)- {:\;’) and
4-benzoyl-quinoline l-oxides (’%). When the reaction was carried out in boiling benzene under nitrogen
or oxygen, fvor ?vwas cobtained as the sole product, respectively, in high yield (87 and 86%). This
reaction is fairly general and very promising for the route to 4-aroylgquinoline l-oxides.

{IV) Reaction of 2 with Active Methylenes: Treatment of a dimethylsulfoxide of 2, with phenylaceto-

nitrile at 50° in the presence of B afforded 3~ (phenylcyanomethyl)quineline l-oxide in 32% yield.
Similar reactions with o-phenylbutyronitrile and benzylphenyl ketone gave the corresponding 3-substi-

tuted products (32 and 38%). Tt seems most likely that the reaction proceeds by S mechanism.

—110—




