
We have previously reported1 the use of solid sodium alkox-
ide in toluene for regioselective alkoxydehalogenation (RA)
of 2,4-dihaloquinolines 1a and 2a (see Table 1). In this study
the scope of the reaction has been further extended and the
results compared with those from the standard (alcoholic
alkoxide solution)8 alkoxydehalogenation (SA) method.

In the RA reactions 2,4-dichloroquinolines 1a–1k gave the
corresponding 2-alkoxy-4-haloquinolines 6 and 7 (Table 2);
only 1g showed any significant steric effect. The SA reaction
(Table 3) gave mainly the 2,4-dialkoxy substituted compounds
3–5. In the presence of additional 5-, 6- and 7-methyl sub-
stituents some 2-alkoxylation occurred to give the appropriate
compounds 6 or 7. In complete contrast, when an 8-sub-
stituent was present a significant amount of 4-alkoxylation
took place to produce the corresponding derivatives 10 or 12.

RA reactions with 2,6-dichloropyridine 13 (Table 5)
showed α-regioselectivity to give the 2-chloro-6-alkoxy com-
pounds 15, 16 exclusively. The SA reactions with 13 and with
2,4-dichloronitrobenzene 20 gave the expected dialkoxy sub-

stituted products.3–6 In the benzenoid series, the RA reaction
with 20 was a total failure, which confirmed that initial inter-
action between a basic heterocyclic nitrogen lone pair and the
alkoxide surface was the prime requisite for success.

1H and 13C NMR (Tables 6 - 8) were used for identification
and product composition analysis, the signals for H-3 and 
C-3 being particularly characteristic for each series. Use of
Cl/Me and OMe/Me (Table 10) peri-proximity effects7 were
necessary for accurate and reliable estimation of 13C chemical
shifts for the 4,5-disubstituted compounds (series b and h).
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Table 1 List of quinoline derivatives studied

R2 R4 R5 R6 R7 R8

1 Cl Cl a H H H H
2 Br Br b Me H H H
3 OMe OMe c H Me H H
4 OEt OEt d H H Me H
5 OPr OPr e H H H Me
6 OMe Cl f H H H Et
7 OEt Cl g H H H CMe3
8 OMe Br h Me H H Me
9 OEt Br j H Me H Me
10 Cl OMe k H H Me Me
11 OPr Cl m H H Cl H
12 Cl OEt


