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Zincke aldehydes, which are readily available from the ring-opening reaction of pyridinium salts, are easily converted into o-tributylstannyl-
o,f,y,0-unsaturated aldehydes (stannyldienals) by the action of tributylstannyllithium. This reaction appears to proceed via 1,6-stannyllithium
addition/elimination of lithium dialkylamide. Several stannyldienals of significant utility for the synthesis of polyene natural products have
been made by this route, which proceeds in modest yields, but is successful on multigram scale using inexpensive reagents. Simple stannylenals
and stannylenones are similarly available from the corresponding vinylogous amides.

Polyene motifs are ubiquitous in biologically active and
structurally novel natural products.* Cross-coupling reac-
tions that forge sp?>—sp? bonds are particularly important
for the efficient assembly of these important synthesis
targets. In the arena of transition-metal-catalyzed cross-
couplings, the Stille reaction has seen significant utility,
largely as a result of the mild coupling conditions, and
the relative stability and ease of handling of the requisite
alkenylstannanes.?
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y-Tributylstannyl-a.,3,y,0-unsaturated aldehydes (stannyl-
dienals) and the corresponding esters have been used
frequently in the synthesis of polyene natural products,
including polyketides, retinoids, and carotenoids.>* These
reagents are typically made in severa steps by radical
stannylation or stannylcupration of alkynes, in conjunction
with olefination and/or redox chemistry. Given the known
compatibility of the aldehyde functional group with Stille
cross-coupling conditions? and the stability of vinylstannanes
to most aldehyde addition reactions, we posited that a short
and general synthesis of bifunctional stannyldienals would
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be of significant utility for the synthesis of polyene natural
products. As part of our program to exploit the underappre-
ciated, century-old Zincke procedure for the ring opening
of pyridinium salts (1 — 2 — 3, Scheme 1),> " we report a

Scheme 1. Synthesis of Stannyldienals from Pyridines (Ar =
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new method for the synthesis of stannyldienals (4) from
pyridines. The key step is an unusual conjugate stannylation/
amide anion elimination of 5-amino-2,4-pentadienals (Zincke
aldehydes, 3) derived from pyridinium salt ring-opening
reactions. This general reaction also proceeds with other
vinylogous amides to afford 3-stannylenals and enones.
The known electrophilic nature of Zincke aldehydes®™
prompted us to examine the regioselectivity of attack of
tributylstannyllithium (Scheme 2).® Attempts to obtain vi-

Scheme 2. Regioselectivity of Stannylation of Zincke Aldehyde
9 Discounts 1,2-Addition/Hydrolysis Mechanism
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nylogous hemiaminal 8 by the sequential addition of tribu-
tylstannyllithium and methyl iodide led directly to the
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isolation of stannyldienal 6 in low yield; this result was

initially attributed to a surprisingly facile hydrolysis of either
7 or 8 upon agueous workup. However, the reaction of
substituted Zincke aldehyde 9 under the same conditions
furnished stannane 10,°™ consistent with a formal 1,6-
addition/elimination reaction wherein dimethylamide anion
had served as aleaving group. The tendency of stannylmetal
nucleophiles to add in a conjugate fashion is well-known;®
however, loss of dimethylamide anion as aleaving group is
unusual.

If 1,6-addition/elimination is operative, then addition of
methyl iodide should prove unnecessary; however, when
aqueous acid was used in place of methyl iodide, no stannane
product was observed. The addition of methyl iodide or
another reactive electrophileis critical to the success of this
reaction. Acetyl chloride emerged as the quenching agent
of choice after a screen of acidic and electrophilic reagents;
its low toxicity and cost also make it preferable to methyl
iodide. The observation of dimethylacetamide in the crude
reaction products suggests an important role for the electro-
phile in the removal of dimethylamide anion from the
reaction mixture. In addition, the reaction appears to be
reversible because exposure of pure stannyldiena 6 to lithium
dimethylamide under otherwise identical reaction conditions
led to the observation of small amounts of Zincke aldehyde
5in the *H NMR spectrum of the crude reaction product.***

Table 1 shows several stannyldienals that have been
synthesized from Zincke aldehydes according to the

Table 1. Stannyldienals From Zincke Aldehydes (TBS =
tert-butyldimethylsilyl)

Zincke aldehyde stannane yield®

—55%
MeN~ S CHO Bugsn” - CHO 50-55%

5 6

MGQNWCHO
9
H /\)\/ Hi
MegN/\)\/C © BuzSn” XX CHO
11

60-67%
45-50%

35-38%

MezNWCHO

13 Ph

MeN” X CHO CHO 35-47%

TBS

2 Range of isolated yields for reactions run on 0.5 to 2.0 mmol scales.

procedure optimized for substrate 9. Methyl-substituted
stannyldienals 10 and 12°? are clearly relevant to the synthe-
sis of polyketide and terpene-derived polyenes. The synthe-
sis of phenyl-substituted stannyldienal 14 suggests that a
range of aromatic substituents will be tolerated, and the
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allylsilane of 16 might be harnessed for further C—C bond
formation after reaction of the stannane and adehyde
functional groups. The modest and somewhat variable yields
are offset by the simplicity of the chemistry that begins with
cheap pyridines and uses tributyltin hydride as a relatively
nontoxic and inexpensive tin source. We have run the
stannylation reaction of 9 on 20 mmol scale in order to
demonstrate preparative scale utility; stannane 10 was
obtained in 58% yield (3.9 g), aresult similar to that shown
in Table 1.

Stannylenal 182 and stannylenone 20" were generated
from the corresponding commercially available vinylogous
amides 17 and 19 (Scheme 3). The formation of 20

Scheme 3. Stannylation of Simple Vinylogous Amides

CcHO  BusSnli GHO
MEZN/Y Buasn/ﬁ/
59% vyield
17 18
o BusSnLi 0
—_—
MeoN™ X 62% yield BUSSn/\)J\
19 20

demonstrates that the reaction is not limited to aldehydes;
this result, along with the formation of 12, demonstrates that
the presence of relatively acidic protonsin the substrate does
not hamper this reaction. This is consistent with previous
reports suggesting a low basicity for trialkylstannyl an-
ion.11’14

Commercially available vinylogous ester 21 also leads to
the formation of stannane 18 in 70% yield (eq 1). In this
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case, an agueous quench suffices, presumably as a result of
the essentially irreversible nature of the reaction that gener-
ates an alkoxide leaving group, rather than an amide ion.
The mixture of geometrical isomers obtained from 21,
compared with the stereochemically homogeneous product
derived from vinylogous amide 17, might be explained by
the reversibility and potentia for equilibration in the case
of 17 (thermodynamic control) and the lack of equilibration
with 21 (kinetic control).
BugSnLi

CHO CHO
MeO/Y BUSSn/\r
70% yield

21 18
31EZ

One of many potentia applications of the stannylation of
vinylogous amides is a two-step a-stannylmethylenation of
carbonyl compounds (eq 2). Readily accessible vinylogous
amides such as 23, which are derived in a high-yielding and
general thermal reaction with dimethylformamide dimethyl
acetal (DMFDA), serve asintermediatesin this process.*>16
Stannylmethylenation of 23 afforded 247 in 42% unopti-
mized yield (=10:1 E: 2).

o DMFDA BusSnLi,
then AcCl
Z “NMe, —————— = ~8nBuy
42 % yield
unoptimized
22

Finally, since very few examples of the cross-coupling of
trialkyltin-substituted unsaturated aldehydes have been re-
ported,’® and only one of a stannyldienal (10),¥ we were
compelled to demonstrate that this reaction could be readily
achieved. Scheme 4 shows that coupling of stannane 12 with
iodoalkene 25 under typical, unoptimized Stille conditions™®
affords 26 with the expected conservation of alkene geom-
etries.?® Additionally, stannane 14 and iodobenzene undergo
Stille coupling under similar conditions to afford 27.

Though the yields of our stannane syntheses are modest,
the ready availability of the starting materials on large scale
from pyridines or from commercial sources and the simplicity
of the reaction conditions conspire to make this a very
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J. Chem. 1987, 65, 78-87.
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(19) The conditions in Scheme 4 were derived from those detailed in
ref 18b.

(20) While stannyldienals with substituents o to the aldehyde such as
10 and 14 (and presumably 16) generaly cross-couple with retention of
akene geometries, stannane 12 readily isomerizes under Stille conditions,
affording a mixture of product geometrical isomers. The inclusion of
stoichiometric NEt; suppressed isomerization in the synthesis of 26. A
similar isomerization of the Z-isomer of 18 to the E-isomer under Stille
conditions has been reported; see ref 18a.
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Scheme 4. Representative, Unoptimized Stille Couplings of
Stannanes 12 and 14

H
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Ph\)\/l 26

25
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CHO  EtN, di A CHO
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14 27

attractive protocol for the generation of valuable building
blocks for polyene synthesis. The use of relatively innocuous
tributyltin hydride as atin source (in place of the often used
alternatives such as toxic tributyltin chloride or highly toxic
and expensive hexamethylditin) is aso advantageous. Findly,
the products bear the desirable aldehyde functional group,
which is fully compatible with Stille cross-coupling condi-
tions and highly versatile in its own right. Without recourse
to oxidation state adjustment, these stannyldienals can be
readily converted into more complex stannanes.®

We disclose a simple and general synthesis of a variety
of useful, bifunctional unsaturated molecules. The pivotal
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role played by the chemistry of the aldehyde functional
group, aong with the importance of the Stille reaction for
polyene synthesis, renders these stannyldienals and related
stannanes invaluable for polyene synthesis. It is also note-
worthy that they are available in only three steps from
pyridines, or in a single step from commercially available
vinylogous amides, using common reagents. The availability
of arange of substituted Zincke aldehydes from substituted
pyridines renders facile access to complex stannyldienals that
should prove versatile as linchpins for complex polyene
synthesis, using the orthogonal chemistry of the stannane
and the aldehyde.
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