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The scope and limitations of SyAr substitution reactions of metalated 4-cyanopiperidines with heterocy-
clic halides were explored. These facile reactions provide rapid access to a wide range of 4-heteroaryl-4-
cyanopiperidines and have resulted in improved yields, faster reaction times, and lower temperatures
than previously published synthetic methods.
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The 4-arylpiperidine nucleus has proven to function as a valuable
structural motifin drug discovery. These ‘privileged structures’ have
been exploited in numerous pharmacologically relevant molecules
encompassing indications such as pain (e.g., pethidine),!? benign
prostatic hyperplasia,® cancer,* Alzheimer’s disease, and anxiety
(e.g., paroxetine). We recently targeted 4-heteroaryl-4-cyanopiperi-
dines as a key functional moiety in the synthesis of bioactive mole-
cules in the context of a neuroscience program.

Previously, 4-aryl-4-cyanopiperidines have been prepared via bis-
alkylation reactions of aryl acetonitriles with N-substituted bis-(2-
chloroethyl)amines (Fig. 1).> However, this synthetic approach
proved to be inadequate for our goals as many of these reactions
suffered from difficulties such as moderate to poor yields, a lack of
generality, and the limited availability of substrates. Based on the
known reactivity of o-lithio-cyanoenolates, 357 we wish to report a
more general and highly effective method for the preparation of
4-heteroaryl-4-cyanopiperidines via SyAr addition of o-lithio-
4-cyanopiperidine anions to recipient heteroaryl electrophiles.

Conditions to optimize the desired SyAr reaction were explored
using 2-fluoropyridine as a standard electrophile and N-Boc-4-
cyanopiperidine. After surveying an array of bases and solvents
(Table 1), it was gratifying to discover that high yields and rapid
reactions were observed for most conditions examined. Both tolu-
ene and tetrahydrofuran proved to be acceptable solvents for these
highly facile substitution reactions. Although an N-benzyl-protect-
ing group (1b) on the piperidine ring (entry 2) was compatible
with the reaction conditions as well, the Boc (1a) afforded higher
yields and was suitable for a broad range of substrates (vide infra).

The scope and limitations of the SyAr reaction were then ex-
plored in order to determine its versatility over a wide variety of
substrates. Specifically, electronic and steric effects resulting from
substitution about the heteroaryl electrophile were examined.
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Figure 1. Bis-alkylation route to 4-heteroaryl-4-cyanopiperidines.

Table 1
SNAT optimization
R R‘N
I\O\ + N base, solvent CNN
= -78°Ctort
CN N OF |
=
1la (R=Boc) 2a (R=Boc)
1b (R=Bn) 2b (R=Bn)
Entry? Base Solvent Time (h) Prod Yield (%)
1 LiHMDS THF 2 2a 89
2 LiHMDS THF 2 2b 48>
3 LiHMDS Toluene 2 2a 89
4 NaHMDS Toluene 1 2a 96
5 LiHMDS THF 0.3 2a 95

2 Entries 1 and 3-5 reactant is 1a. Entry 2 reactant is 1b.
> Unoptimized yield as a small amount of unreacted 1-benzyl-piperidine-4-car-
bonitrile remained.

Thus, arylation of N-Boc-4-cyanopiperidine (1a) with several elec-
tronically diverse halopyridines was carried out (Table 2).2
Addition to electron-rich substrates such as 2-bromo-6-
methoxypyridine (entry 1) and 2-chloro-4-methoxypyridine (en-
try 2) resulted in moderate yields when compared to more
electron-deficient counterparts such as those in entries 3 and
4. Interestingly, when the anion of 1a was subjected to 2-chloro-
pyridine-6-carbonitrile and 2-chloropyridine-4-carbonitrile
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Table 2
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Boc Boc.
¢ N substrate ¢ N
CN
base, solvent
CN R
temp
la
Entry Substrate Base Solvent Temp (°C) Time (h) R Yield (%)
X #X_N._OCH,
1 | _ LiHMDS Toluene +23 16 - | 66
HsCO™ "N” “Br X
OCH; J.r"‘ /N
2 | X LiHMDS THF —78 to 1t 14 A | 58
—
N Cl OCH3
Br N S N\
3 | LiIHMDS Toluene rt 16 | 100
—
N Br & Br
B e Ny
4 | LiHMDS Toluene —78 to rt 16 | 86
I Z
N F =
X < __N._ClI
5 | LiHMDS THF _76tort 25 [ 87
NC N Cl =
CN :rr‘
Cl
6 X LiHMDS THF —78to 1t 4 | A 87
| 7 = N
N Cl
X SN C %
7 | > LiHMDS THF —76 to rt 0.5 | A 83; trace
F” °N” ~cl ¥z
Cl ,f
Cl
8 X LiHMDS THF —78 to 1t 16 | o 81
| _ _N
N Cl
| oL
NG
9 | X LiHMDS THF —78 tort 25 | 86; 2
& N
N~ ClI
F
BN
10 X LiHMDS THF —78 to 1t 1 | 93
| > N
N Cl
F Rie Ny
11 L A LiHMDS THF —78 to 1t 36 | A 51
| SiEt,
N~ ~cCl F
Cl ;é
12 X LiHMDS THF —78 to rt 36 | A 92
| > N
N
13 NaHMDS THF rt 1 60

Y,
2\ /§Z
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Table 2 (continued)

Entry Substrate Base Solvent Temp (°C) Time (h) R Yield (%)
Ny SN
14 ©: j\ LiHMDS Toluene —78 to rt 96 \[ :@ 75
— —
N~ ~Cl N
15 4 | D NaHMDS THF 78 - NS
_ a —78 to rt 1 | 72
Y
ST N7 N
HyCS S
16 : \&)/C' LIHMDS THF rt 1 N —cH, 91
N N—/
s S
17 Q’Yd LiHMDS Toluene —78tort 1 \’\}(\@ 95
N
O A
18 N. LiHMDS THF rt 48 | N 0
Cl =

(entries 5 and 6, respectively), there was no evidence of chloride
displacement. Surprisingly, SyAr occurred at the nitrile o-aro-
matic carbon position, resulting in the net displacement of cya-
nide in good yields (87%).° There was no evidence of products
associated with nucleophilic attack on the nitrile-carbon itself.!°

Heteroaryl electrophiles with two potentially competitive sub-
stitution sites were also examined. Not surprisingly, there was al-
most exclusive preference for fluoride displacement over chloride
(entry 7). Interestingly, 2,4-disubstituted pyridines (entries 6, 8-
10) resulted in exclusive preference for displacement at the 4-po-
sition. Even the incorporation of a more sterically encumbered and
poorer leaving group at the 4-position of the pyridine, such as an
iodide, only managed to afford a 2% yield of the 2-substituted pyr-
idine product (entry 9). This inherent preference for SyAr substitu-
tion at the 4-position of the pyridine ring can be suppressed by
incorporating a sterically demanding substituent at the 5-position
of the pyridine. As seen in entry 11, a triethylsilyl group!! was used
to block the 4-position, resulting in exclusive formation of the de-
sired 2-substituted product in 51% yield. Facile desilylation can
then afford the elusive 2-substituted pyridine. Direct displacement
of the 4-chloropyridine (entry 12) afforded the desired material in
high yield (92%).

As seen in entries 13-17, the scope of this SyAr methodology
can be expanded to a variety of hetereocycles beyond pyridines.
In entries 13-15, derivatives such as quinoline, quinoxaline, and
thienopyridine resulted in good yields (60-75%) of SyAr adducts.
In entries 16 and 17, SyAr reactions with thiazole analogs afforded
even higher yields.

One anticipated limitation of this methodology is its preclusion
in effecting substitution reactions at the 3-position of the hetero-
aryl electrophile. No substitution product was observed when
3-chloropyridine was reacted with the lithium anion of N-Boc-4-
cyanopiperidine (entry 18). To circumvent this shortcoming,
transition metal-mediated cross coupling was investigated using
catalytic Pd(PtBus), in the reaction mixture. This strategy led to a
successful palladium-catalyzed coupling of the nitrile anion with
3-chloropyridine, affording the desired pyridyl piperidine 3 in
38% unoptimized yield (Scheme 1).'? Further work to examine
the scope and potential of transition metal-catalyzed cross

Boc. N~ Boc .
,\O\ cl N CN
CN Pd(fBUgP)z, | SN

LIHMDS, toluene,

=
la rt, 38% 3

Scheme 1. Bis-alkylation route to 4-heteroaryl-4-cyanopiperidines.

coupling of 4-cyanopiperidines with aryl/heteroaryl halides is
underway.

In summary, we have shown that the scope of SyAr chemistry
can be successfully extended to the addition of a-lithio-4-cyanopi-
peridines to a variety of heterocyclic electrophiles producing
4-heteroaryl-4-cyanopiperidines in moderate to quantitative
yields (51-100%). In addition, unique and unexpected reactivity
in SNAr substitution reactions was observed in which a nitrile
was displaced over a halide with a carbon anion. In this process,
a C-C bond was broken during the SyAr process. As far as we know,
this type of selectivity for nitrile over halogen on a pyridine is un-
known in the literature. This methodology has allowed facile ac-
cess to 4-aryl-4-cyanopiperidines, ‘priviledged structures’, that
have expedited our ongoing drug discovery efforts which will be
communicated in a future publication.
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also resulted in high amounts of self-condensation products while affording
the desired product in only a 33% yield. This result was in contrast to the 94%
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