
Reprinted from The Journal of Organic Chemistry, 1983, 48, 4899
Copyright © 1983 by the American Chemical Society and reprinted by permission of the copyright owner .

Organometallic Methylation of Nicotine and Nicotine N-Oxide . Reaction
Pathways and Racemization Mechanismsl
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The reaction of nicotine with methyllithium leads to 2-methyln,• .cotine as a major product in addition to the
previously reported 4- and 6-methylnicotines. The reaction of nicotine N-oxide with methylmagnesium bromide
furnishes both 2- and 6-methylnicotine . The product compositior„ of these reactions is strongly dependent on
the experimental conditions ; the effects of solvent, temperature, and relative reagent concentration are presented .
The methyllithium reactions lead to partially racemized methylnicotines, and the recovered nicotine is often
nearly optically pure. Independently, (S)-(-)-6-methylnicotine was treated with methyllithium and was recovered
with complete retention of optical activity . These results suggest that the loss of optical purity in the formation
of methylnicotines in these methyllithium reactions occurs during the reaction itself and is not due either to
racemization of the starting material or to subsequent racemization of the initially formed product .

Introduction 4-methylnicotine (4) (eq 1) .s In 1978, other workers re-
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Investigations in the field of nicotine structure-activity
remain a topic of considerable interest.2 While almost all
preparations of nicotine analogues involve lengthy syn-
thesis from acyclic precursors,3 some of these nicotinoids
have been derived directly from nicotine itsel£4,5 This
latter approach has appeal because optically pure (S)-
nicotine is readily available as a starting material, and
because this strategy can directly result in optically active
analogues .

Some years ago, it was reported that reaction of nicotine
(1) with methyllithium in a variety of solvents led to the
isolation of 6-methylnicotine (6) with minor amounts of
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ported repeating the original literature procedure and
"obtaining essentially the same results" with the exception
that the isolated 4 had a higher optical activity .7,8
Based on the well-documented propensity of alkyl-

lithium reagents to attack in a regioselective manner at
the 2-position of a 3-substituted pyridine in preference to
the 6-position,9 we were somewhat skeptical of the litera-
ture reports6,7 which did not demonstrate the formation
of 2-methylnicotine (2) as a reaction product . We were
thus prompted to reexamine these methylations to confirm

(6) (a) Haglid, F. Acta Chem . Scand. 1967, 21, 329-334 . (b) Haglid,
F. Acta Pharm. Suec. 1967, 4, 117-138 . (c) Haglid indicates that a "third
possible product",s' 2-methylnicotine, was present in "trace"Id quantities
as judged by "the presence of trace amounts of 2-methylnicotinic acid
methyl ester and quinolinic acid dimethyl ester"", by packed column GC
analysia of the permanganate oxidation mixture of the total methylation
reaction product. (d) Haglid, F . ; Noren, J. O . Acta Chem . Scand. 1967,
21, 335-340 .

(7) Leete, E . ; Leete, S . A . S . J. Org. Chem. 1978, 43, 2122-2125 .
(8) 1'he methylation of nicotine under homolytic radical conditions

(t-Bu00H/FeSO4•7H20/HZSO4) leads to 2-, 4-, and 6-methylnicotines of
higher optical purity than obtained in the methyllithium alkylations . See:
ref 4 and Itokawa, H . ; Inaba, T . ; Haruta, R . ; Kameyama, S. Chem .
Pharm, Bull . 1978, 26, 1295-1297 .

(9) (a) Yale, H . L. in "Pyridine and Its Derivatives" ; Abramovitch, R .
A ., Ed . ; Wiley: New York, 1974 ; Vo1 .14, Supplement, Part Two, Chapter
VII. (b) Abramovitch, R . A . ; Poulton, G. A. J. Chem. Soc . B 1969,
901-903. (c) Hauck, A. E . ; Giam, C: S. J. Chem . Soc ., Perkin Trans . 1
1980, 2070-2076 and references cited in these papers .
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