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A new method for the synthesis of 2,4- and 2,3,4-substituted pyrroles in two or three steps from commercially available ketones and allyl
hydroxylamine is described. An iridium-catalyzed isomerization reaction has been developed to convert O-allyl oximes to O-vinyl oximes,
which undergo a facile [3,3] rearrangement to form 1,4-imino aldehyde Paal—Knorr intermediates that cyclize to afford the corresponding
pyrroles. Optimization and examples of the isomerization and pyrrole formation are discussed.

[3,3] Sigmatropic rearrangements, such as the Claisen and
Fisher—Indole reactions, are powerful methods for forming
new carbon—carbon bonds.* A less familiar example is the
[3,3] rearrangement of O-vinyl oximes to give 1,4-imino
carbonyl compounds. Trofimov and co-workers have shown
that oximes can be added to acetylenes under strongly basic
conditions to form O-vinyl oximes that rearrange to 1,4-
imino carbonyl compounds and then participate in a
Paal —Knorr cyclization and condensation sequence.? This
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transformation is an intriguing alternative approach to the
synthesis of pyrroles because it uses the Paa—Knorr
sequence without requiring the synthesis of 1,4-dicarbonyl
compounds.®* Unfortunately, the Trofimov reaction islimited
in scope and efficiency. The strongly basic conditions limit
functional group compatibility. While 2,3-substituted pyrroles
can be accessed from acetylene and oximes which tolerate
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the harsh reaction conditions,” the use of substituted alkynes
is rare and gives regioisomeric mixtures of products in low
yields (Scheme 1).° These limitations are regrettable given

Scheme 1. O-Vinyl Oximes as Precursors to Pyrroles
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the importance of substituted pyrrole architectures in me-
dicinal and material target molecules.”® To broaden the range
of pyrroles accessible from the [3,3] sigmatropic rearrange-
ment of O-vinyl oximes under more tolerant and efficient
conditions, we have developed an akene isomerization
method to access O-vinyl oximes from easily prepared
O-dllyl oximes. Here we report the scope of this isomeriza-
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tion and the conversion of the O-vinyl oxime products to
pyrroles with mild heating (Scheme 1). The overall method
provides a ssimple, selective, and functional group tolerant
synthesis of 2,4- and 2,3,4-subgtituted pyrrolesin two or three
steps from ketones and allyl hydroxylamine.

Alkene isomerization conditions for the conversion of
O-dlyl oximes to O-vinyl oximes were screened for alyl
oxime la. This substrate was synthesized by a condensation
reaction between 4’-methoxyacetophenone and commericialy
available, alyl hydroxylamine. Initially, known allylic ether
isomerization catalysts, such as [(PhsP)sRhCl]/n-BuLi and
[(coe)IrCl],/PCys/AgPFs, were tested and shown to be
ineffective for the desired transformation.®*° Instead, a 1:2:2
mixture of [(cod)IrCl],, NaBH4, and AgOTf successfully
catalyzed the conversion of 1lato 2a at 25 °C (Table 1, entries

Table 1. Optimization of the O-Allyl Oxime Isomerization
Catalyst

.0 0.
N catalyst (5 mol %) J‘Jl\ " Me
Ar Me THF, 25°C, 18 h Ar Me
1a 2a(EZ=1:24)
Ar = p-OMe-CgHy
entry catalyst yield (%)*
1 (Ph3P);RhCl/n-BuLi NR
2 [(coe)sIrCl]o/2PCys/2AgPFg NR?
3 [(cod)IrCl],/2NaBH4/2AgOTf 85
4 [(coe)oIrCl]/2NaBH/2AgOTf 53
5 (cod)2Rh(BF,)/NaBH/AgOTf 30
6 [(coe):RhCl]o/2NaBH/2AgOTf NR
7 [(cod)IrCl]o/2LiAIH/2AgOTf 89

aDetermined by using *H NMR spectroscopy with CH,Br, as a
reference. ® The reaction was done in THF and in 50:1 DCE:acetone.

1—3). Other common Ir(l) and Rh(l) catalyst precursors were
screened under the isomerization conditions but were less
efficient than [(cod)IrCl], (Table 1, entries 3—6). The
addition of phosphine ligands to the catalyst mixture and
the removal of AgOTf also inhibited the reaction. Severa
reducing agents were screened and LiAlH, and NaBH, were
found to give the highest yields of 2a (Table 1, entries 3
and 7). A 2:1 ratio of the reducing reagent to the iridium
dimer was required because larger concentrations of the
reducing reagent provided small amounts of a side product
produced by reduction of the alyl group to an n-propyl
group.** THF and MeCN were determined to be optimal
solvents for the isomerization. A significant decreasein yield

(9) For related syntheses of allyl vinyl ethers which undergo subsequent
Claisen rearrangements, see: (8) Wang, K.; Bungard, C. J; Nelson, S. G.
Org. Lett. 2007, 9, 2325. (b) Nelson, S. G.; Bungard, C. J.; Wang, K. J. Am.
Chem. Soc. 2003, 125, 13000. (c) Schmidt, B. Synlett 2004, 9, 1541. (d)
Tanaka, K.; Okazaki, E.; Shibata, Y. J. Am. Chem. Soc. 2009, 131, 10822,
and references cited within,

(10) For examples of alylic ether isomerizations see: (a) Tanaka, K.
Compr. Organomet. Chem. |11 2007, 10, 71. (b) Corey, E. J;; Suggs, J. W.
J. Org. Chem. 1973, 38, 3224. (c) Boons, G.-J; Ides, S. J. Org. Chem.
1996, 61, 4262.

(11) Seethe Supporting Information for full characterization of the O-n-
propy! oxime reduction product.

2291



was observed when the reaction was run in toluene and only
starting material was observed when the reaction was run in
CHCl,. On the basis of these results, the optimal catalytic
conditions for substrate screening were determined to be 5
mol % [(cod)IrCl],, 10 mol % NaBH, or LiAIH,, and 10
mol % AgOTf in THF.

A variety of O-vinyl oxime ethers'® were synthesized in
good yield from the corresponding O-allyl oxime ethers,
using the isomerization conditions determined in Table 1
(Scheme 2). The predominantly E-O-allyl oxime substrates

Scheme 2. Isomerization of O-Allyl Oximes to O-Vinyl Oximes
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3 NaBH, was used instead of LiAlH,. ® DIBAL-H was used instead of
LiAIH,.

used for these reactions were selected to illustrate the
functional group tolerance of the isomerization and were
prepared by simple alyl hydroxylamine condensations with
the corresponding ketones.™® Both electron-poor and electron-
rich aryl oximes, as well as pyridyl-substituted substrates,
were tolerated under the isomerization conditions. Alkyl, aryl,
and ester functional groups were also allowed at the
enolizable position of the alyl oximes. The preference for
NaBH, or LiAlH; as a reducing agent was related to
functional group compatibility. The O-vinyl oxime products
of the isomerizations were isolated with vinyl E:Z ratios of
approximately 1:2 and favored a cis-relationship between the
O-substituent and the enolizable carbon atom.** Overall, the
results in Scheme 2 show that the iridium-catalyzed alkene

(12) (@) For the base-mediated synthesis of benzophenone-derived
O-vinyl oximes from alkynes see: Zaitsev, A. B.; Vasil'tsov, A. M.; Schmidt,
E. Y.; Mikhaleva, A. |.; Morozova, L. V.; Afonin, A. V.; Ushakov, I. A,
Trofimov, B. A. Tetrahedron 2002, 58, 10043. (b) For the base-mediated
synthesis of O-vinyl oximes with enolizable oximes, see: Trofimov, B. A ;
Mikhaleva, A. I.; Vasil'tsov, A. M.; Schmidt, E. Y.; Tarasova, O. A;
Morozova, L. V.; Sobenina, L. N.; Preiss, T.; Henkelmann, J. Synthesis
2000, 1125.

(13) O-alyl oxime 1m was synthesized by a substitution reaction
between the corresponding oxime and allyl bromide.

2292

isomerization is a mild, general, and efficient method for
the synthesis of O-vinyl oximes that uses simple starting
materials and provides afacile entry into the study of O-vinyl
oximes as precursors to pyrroles.

Several O-vinyl oximes prepared in Scheme 2 were tested
as precursors to 1,4-imino aldehyde Paal —Knorr intermedi-
ates and pyrroles.*®> As shown in Scheme 3, conversion of

Scheme 3. Conversion of O-Vinyl Oximes to Pyrroles
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O-vinyl oximes to 2,4- and 2,3,4-substituted pyrroles was
achieved by mild heating in the presence of molecular
sieves.’® The pyrroles were isolated in good yield after the
three-step sequence involving [3,3] rearrangement, cycliza-
tion, and dehydration.*” Pyrrole formation was sensitive to
solvent choice and substrate concentration: a0.4 M dioxane
solution afforded optimal yields. Electron-donating substi-
tutents on the aryl ring of the acetophenone-derived oximes
favored pyrrole formation (3a vs 3e) but substitution at the
o-carbon had little effect on the efficiency of the transformar
tion (3h, 3i, and 3j). For substrates derived from dialkyl
ketones, the pyrrole synthesis favored enamine formation at
the more enolizable a-carbon atom for 2n and the most
sterically accessible position for 20. The transformation of
O-vinyl oximes to pyrroles was monitored by 'H and °C

(14) Oxime and vinyl isomers were identified by *H—'H nOe experi-
ments. The minor Z-O-allyl oxime isomer of the starting material was not
observed as unreacted starting material; therefore, it is likely that isomer-
ization to the E-oxime isomer occurs with isomerization of the allyl group
to the vinyl group.

(15) For examples of cascade processes involving the Stetter reaction
or oxidative enolate coupling with the Paal —Knorr reaction, see: (a) Szakal-
Quin, G.; Graham, D. G.; Millington, D. S.; Maltby, D. A.; McPhail, A. T.
J. Org. Chem. 1986, 51, 621. (b) Lee, C. K.; Leg, |.-S. H.; Noland, W. E.
Heterocycles 2007, 71, 419. (c) Bharadwaj, A. R.; Scheidt, K. A. Org. Lett.
2004, 6, 2465. (d) Braun, R. U.; Miller, T. J. J. Synthesis 2004, 14, 2391.
(e) Periasamy, M.; Srinivas, G.; Seenivasaperumal, M. J. Chem. Res. 2004,
270.

(16) E:Z mixtures of the O-vinyl oximes were used for the synthesis of
pyrroles.

(17) Lessthan 5% of 2 and the corresponding ketone were isolated with
the pyrrole products. The remainder of the starting material is most likely
converted into a highly colored polymeric material that remains physisorbed
to silicagel.
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Scheme 4. Observation of Paal—Knorr Intermediate by *H and
13C NMR Spectroscopy

O NH Me
)NL Me  THF-g® MH MS 4A 3
- e
A “Me 75°C,2h AT 75°C, 12 h
2e de O

Tc = 53%, yield = 47% 46% from 2e

NMR spectroscopy to observe the 1,4-imino carbonyl
intermediate: the [3,3] rearrangement of 2e occurs between
2and 4 h at 75 °C (Scheme 4) to give imino adehyde 4e.
The subsequent cyclization and condensation that are neces-
sary to form 3e requires an additional 10—12 h of heating
in the presence of molecular sieves.

A one-flask procedure for the conversion of O-allyl oximes
to pyrroles was tested for comparison to the two-step
procedure. O-Allyl oximes 1a, 1h, and 1j were subjected to
isomerization reaction conditions for 12 h and then heated
to 75 °C for 24 h (Scheme 5). Theisolated yields from these

Scheme 5. Conversion of O-Allyl Oximes to Pyrroles
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3q (74%) 3r (75%) 3s (76%) 3t (30%)

transformations corresponded to the sum of the yields from
the two-step procedure. No deleterious effect was observed
due to the presence of the iridium catalyst during pyrrole
formation. The one-flask procedure also allowed for an
extension of the method to include substrates such as 1p,
which were slow to isomerize at 25 °C.
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Although a clear electronic trend for pyrrole formation
was not established in Scheme 3, cyano-substitution at the
enolizable a-carbon of O-vinyl oximes was shown to
dramatically favor the [3,3] rearrangement and subsequent
Paal —Knorr reaction. When subjected to the iridium-
catalyzed isomerization conditions at 25 °C, cyano-substi-
tuted O-alyl oxime substrate 1q gave the corresponding
pyrrole in a one-flask procedure in 74% yield (Scheme 5).
Further investigation showed that this reactivity was con-
sistent for several cyano-substituted acetophenones and that
electron-donating groups on the aryl ring facilitated the
reaction. These results suggest that pyrrole formation is
particularly facile for these substrates.

In summary, we have shown that O-vinyl oximes can be
synthesized from O-allyl oximes by an iridium-catalyzed
isomerization reaction and that O-vinyl oximes can be
thermally converted to pyrroles. Cyano-substituted O-alyl
oximes have aso been identified as substrates that are
particularly amenable to this reaction sequence and can be
directly converted to the corresponding pyrroles at 25 °C.
This new isomerization reaction provides reliable and
reproducible access to a variety of O-vinyl oximes as well
asfacile entry into subsequent [3,3] rearrangements and use
in the preparation of 2,4- and 2,3,4-substituted pyrrolesin a
two- or three-step procedure from commericialy available
starting materials. Future work will concentrate on expanding
the scope and controlling selectivity of the isomerization
reaction and pyrrole synthesis. Isolation and study of the
reaction intermediates will also be targeted to explore the
breadth of the transformation.
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