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ABSTRACT

New azabicyclo[2.2.1]heptane and -[3.3.1]nonane derivatives containing a pyridinyl substituent at the bridgehead position have been synthesized
via an efficient ten chemical steps pathway. Both chemical series were then evaluated in vitro for their affinity at r7 nicotinic receptors
revealing nanomolar potency with notably excellent selectivity over the r4�2 nicotinic subtype.

In the past decade, intense efforts from both pharmaceutical
companies and academic groups have been engaged in identify-
ing new potent and selective R7 nicotinic receptor ligands. Such
compounds are expected to generate new promising treatments
for cognitive dysfunction related pathologies (e.g., Schizophre-
nia, Alzheimer’s disease).1 A number of chemical families have
been identified containing an azabicyclic moiety where the
nitrogen atom is positioned at the bridgehead.2 In most cases,
these molecules possess aromatic or heteroaromatic substituents
but not on the opposing bridgehead position of the azabicyclic
moiety (Figure 1).

In the literature, few examples of azabicyclo[2.2.1]heptane
derivatives of that kind, bearing an aromatic or a heteroaro-
matic group at the bridgehead position, are known.

Only oxadiazolyl (B and C), triazinyl (D), triazolyl (E and
F), and tetrazolyl (G) groups have been described,3 mostly
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Figure 1. Examples of nitrogen-bridgehead azabicyclic R7 nicotinic
ligands.
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derived from the transformation of the ester group of the
common intermediate A (except for F). Only one example
of an azabicyclo[3.3.1]nonane substituted with a phenyl
group at the bridgehead position (H) has been described with
moderate yield (Figure 2).4

We wish here to report an efficient and concise synthesis
of new azabicyclo[2.2.1]heptane and -[3.3.1]nonane de-
rivatives bearing a 2-chloropyridin-5-yl substituent at the
bridgehead position. These were subsequently function-
alized with various substituents. To generate a library of
compounds, we focused our efforts on the synthesis of
both azabicyclic scaffolds 1 and 2 bearing a synthetically
valuable 2-chloropyridin-5-yl group at the bridgehead
position (Figure 3).

Although compound 6 is commercially available, we chose
to synthesize it for multigram accessibility and cost reasons.
Diisobutylaluminium (DIBAL) reduction of commercially
available 6-methoxynicotinic acid methyl ester 3 furnished

the corresponding alcohol derivative 4 which was engaged
in a chlorination step leading to the 5-chloromethyl-2-
methoxy-pyridine 5. Substitution reaction with potassium
cyanide allowed access to the key synthon (6-methoxy-
pyridin-3-yl)acetonitrile 6 with 68% overall yield from 3 on
a multigram scale (Scheme 1).

Generation of the 4-(6-chloropyridin-3-yl)-1-azabicyclo-
[2.2.1]heptane scaffold 1 was then achieved in a six-step
sequence described as follows: Double alkylation of 6 with
ethyl bromoacetate led to compound 7 in 79% yield. Under
hydrogenation conditions in the presence of Raney Nickel
as a catalyst, reduction of the cyano group of 7 and
concomitant intramolecular cyclization of the newly
generated terminal amino group on one of the ester
functions furnished the lactam 8 in 92% yield. Reduction
of both lactam and ester moiety using lithium aluminum
hydride (LAH) gave pyrrolidine 9 in 79% yield. Treatment
of the latter with concentrated hydrobromic acid with
heating led to the hydrolysis of the methoxy group of the
pyridine and to the exchange of the terminal alcohol to
bromide quantitatively (compound 10). Cyclization of 10
to the target azabicyclic[2.2.1]heptane scaffold was achieved
in 74% yield by treatment with potassium carbonate.
Finally, action of POCl3 under sealed tube conditions led
to the desired key chlorinated scaffold 1 (Scheme 2).

Synthesis of scaffold 2 started with the double 1,4-addition
of the above-described (6-methoxypyridin-3-yl)acetonitrile
6 on ethyl acrylate in the presence of Triton B following
Uyeo’s procedure5 with Su’s modifications.6 This step
afforded the compound 12 in quantitative yields. The
following steps were then the same as described above for
the preparation of scaffold 1 (Scheme 2).

A library of compounds were generated using scaffolds 1
and 2. Representative examples 17a-g and 18a,h were
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Figure 2. Reported bridgehead (hetero)aromatic-substituted [2.2.1]-
and [3.3.1]-azabicyclic derivatives.

Figure 3. Targeted scaffolds.

Scheme 1. Synthesis of 6
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erate to good yields. Compounds 17b and 17e were
subsequently salified to hydrochloride and hydrobromide salt,
respectively, to obtain satisfactory purity (Table 1).

In vitro evaluation of these compounds as R7 nicotinic
receptor ligands was then performed on tissues from rat brain
following Marks and Collins’ protocol.7

All examples possessed potent R7 nicotinic receptor
affinities with IC50 values from 5 nM (17g) to 1.045 µM
(17f). More precisely, six of nine examples (17a-d, 17g,
18h) exhibited activity with IC50 below 50 nM. These
primary activities are comparable or better than the in vitro
activity of the SSR180711, an R7 nicotinic receptor partial
agonist we previously developed (advanced clinical phases),
used as our reference drug compound.8 In terms of
structure-activity relationship, an influence of the size
of the azabicyclic moiety has been observed by comparing
IC50 of 17a with its superior homologue 18a. The latter
appeared to be 10-fold less potent but still had affinity in

the hundred-nanomolar range. This trend which should
be confirmed with a wider range of analogues is the
subject of a future study. The functional activity of
examples from this publication is under study and will
be published elsewhere.

Selectivity versus the R4�2 nicotinic receptor, the other
major nicotinic receptor subtype present in the brain, was
also evaluated following a protocol described by Anderson
and Hall.9 Of the five tested compounds, three (17c-e)
were inactive as ligand on the R4�2 nicotinic receptor
(IC50 > 10 000 nM), whereas compounds 17b and 17g
exhibited R4�2 nicotinic receptor affinity with IC50 values,
respectively, of 4150 and 1960 nM. In these cases, R7
selectivity versus the R4�2 subtype is more than 100-
fold (Table 2).

In summary, we have developed an efficient and concise
synthesis of two new chemical series of pyridinyl bridge-
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Scheme 2. Synthesis of Scaffold 1 and 2 Table 1. Suzuki-Miyaura Coupling Reaction on 1 and 2

a Boronic acid pinacol ester was used instead of boronic acid.
b Subsequent salification was performed providing 17c as its hydrobromide
salt. c Subsequent salification was performed providing 17b as its hydro-
chloride salt.
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headsubstitutedazabicyclo[2.2.1]heptaneand-[3.3.1]nonane.
We were therefore able to generate a library of compounds

from scaffolds 1 and 2 by means of a Suzuki-Miyaura
coupling reaction. These final compounds were then
evaluated by in vitro biological tests and exhibited highly
potent activity (nanomolar range) as R7 nicotinic ligands
with an excellent selectivity versus the R4�2 nicotinic
receptor. This synthesis opens an efficient general access
to (hetero)aromatic bridgehead substituted azabicyclo-
[2.2.1]heptane and -[3.3.1]nonane with the nitrogen atom
at the opposing bridgehead position.
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Table 2. In Vitro Evaluation of Compounds 17a-g and 18a,h as
R7 Nicotinic Receptor Ligands and Selectivity vs the R4�2
Subtypea

compound
R7 receptor

IC50 (nM) ( SD
R4�2 receptor

IC50 (nM)

SSR180711 30 ( 5 >10 000
17a 23 n.d.
17b 37 4150
17c 14 >10 000
17d 9 >10 000
17e 596 ( 19 >10 000
17f 1045 ( 146 n.d.
17g 5 ( 0.3 1960
18a 260 n.d.
18h 21 n.d.
a SD: Standard deviation. The results with no SD were only performed

once but with SSR180711 as the internal reference drug compound
exhibiting reproducible values; n.d.: not determined; R7 ligands: in vitro
evaluation was performed on OFA male rat brain tissues in the presence of
[3H]-R-bungarotoxine at 1 nM concn; R4�2 ligands, in vitro evaluation was
performed on Sprague Dawley rat brain tissues in the presence of [3H]-
cytisine at 1 nM concn.
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