Tetrahedron Letters 50 (2009) 2994-2997

Contents lists available at ScienceDirect

Tetrahedron Letters

journal homepage: www.elsevier.com/locate/tetlet K —=

Trifluoromethylation of enamines under acidic conditions

Roman T. Gritsenko, Vitalij V. Levin, Alexander D. Dilman *, Pavel A. Belyakov, Marina I. Struchkova,

Vladimir A. Tartakovsky

N.D. Zelinsky Institute of Organic Chemistry, 119991 Moscow, Leninsky prosp. 47, Russia

ARTICLE INFO ABSTRACT

Article history:

Received 27 January 2009
Revised 17 March 2009
Accepted 27 March 2009
Available online 2 April 2009

Keywords:

Enamines

Iminium ions
Trifluoromethylation

A method for the trifluoromethylation of enamines using Me3SiCF3 leading to a-CF3-substituted amines is
described. The reaction is promoted by hydrofluoric acid generated from KHF, and either trifluoroacetic
or triflic acid, and involves protonation of the enamine followed by transfer of the CFs-carbanion from the
silicon reagent to the cationic electrophile.
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Amines bearing a trifluoromethyl group at the a-position con-
stitute an important class of biologically active compounds.!
Among methods for the synthesis of these compounds,? the ap-
proach based on the direct introduction of the CF3 group via nucle-
ophilic trifluoromethylation is arguably the most effective, owing
to the ready availability of electrophilic precursors with a C=N
bond.>~> In the latter processes, the combination of trifluorometh-
yltrimethylsilane (MesSiCF3, the Ruppert-Prakash reagent) and a
Lewis base serves as an equivalent of a trifluoromethyl carban-
ion.4-®

Recently, we introduced a method for the nucleophilic trifluo-
romethylation of imines with Me3SiCFs under acidic conditions,
where hydrofluoric acid, generated in situ, played the key role as
an activator.” Herein we report the application of this methodology
for the trifluoromethylation of enamines leading to various o-CF3-
substituted amines.®

The general mechanism of the reaction is shown in Scheme 1.
Hydrofluoric acid, which is generated in situ from potassium
hydrogen difluoride and a strong acid (TfOH or TFA), reversibly
protonates the enamine substrate 1 to give the iminium ion
and hydrodifluoride anion. Subsequent activation of the silane
followed by transfer of the CFs-group provides product 2.
According to this mechanism, the reaction should proceed faster
for enamines giving, upon protonation, more stable iminium
ions.

The use of HF is crucial, since it provides the optimal bal-
ance required for the activation of both the enamine and the si-
lane, and at the same time minimizing decomposition of the
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Scheme 1.

silicon reagent with the formation of trifluoromethane. Indeed,
earlier we tried to employ carboxylic acids of different
strengths, and even with the optimal conditions, the scope of
substrates was quite narrow and product yields were
moderate.®

Following our previous observations on reactions of imines,” in
this work, we used two protocols for the trifluoromethylation of
enamines (Table 1). Method A, in which trifluoroacetic acid is used
to generate HF, is suitable for more reactive substrates, whereas
method B requiring expensive triflic acid and a larger excess of
the silane is more general and applicable for less reactive
enamines.



R. T. Gritsenko et al./ Tetrahedron Letters 50 (2009) 2994-2997 2995
Table 1
Trifluoromethylation of enamines 1
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Table 1 (continued)
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Entry Substrate Method

Product Yield of 2,%*

16
17

11

21 36

Bn.
55

NH

FsC OMe

Isolated yield.
Reaction time 6 h.

The relative configurations were determined by 2D-NOESY experiments.

Enamines 1a-e derived from ketones and aldehydes gave
trifluoromethylated products 2a-e in good yields according to
method A (entries 1-5). The substrates 1f-k bearing an ester
group at the B-position also took part in the trifluoromethyla-
tion reaction affording products 2f-k, though in order to ob-
tain good yields, method B should be used. The decreased
reactivity of enamines 1f-k compared to that of enamines
1la-e is likely to be associated with the presence of the ester
group, which makes the formation of an iminium ion less
favorable. Thus, the protonation of ester-substituted enamines
can form cations 3-5 which exist in equilibrium, and subse-
quent reaction of either of these species can give the desired
product (Scheme 2).

Trifluoromethylation of substrate 11 containing an N-H frag-
ment gave the desired product 2l in moderate yields of 36-
55% (entries 16-17). Probably, the diminished reactivity of 1l
is due to the presence of an intramolecular hydrogen bond,
which imparts additional stability to the enamine and decreases
its basicity (Fig. 1). In this regard, we were surprised to find, that
the cyclic enamine 1m having a fixed anti arrangement of the
N-H and ester moieties, proved to be completely unreactive.
Compound 1n also did not undergo trifluoromethylation, even
under the conditions of method B. The latter observations sug-
gest that a cis-arrangement of amino and ester fragments may
be necessary for the reaction to proceed, presumably owing to
formation of a cyclic cationic intermediate species 5 stabilized
by a hydrogen bond.

In the reaction of substrate 10 containing an o-hydrogen
atom at the enamine double bond, the trimethyl ester of ben-
zene-1,3,5-tricarboxylic acid 6 was obtained exclusively, while
the product of trifluoromethylation was detected only in a trace
amount (Scheme 3). The formation of 6 can be readily explained
by the increased reactivity of the sterically unhindered iminium
cation that interacts with enamine 10, leading to trimerization
and aromatization.!®

Yield is denoted in parentheses determined by NMR, the losses upon isolation are due to the volatility of the product.
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In summary, a new method for the trifluoromethylation of en-
amines using the Ruppert-Prakash reagent has been described.'!!?
The method gives high yields of products for reactions of conven-
tional enamines, as well as for enamines substituted with an ester
group. The key feature of the reaction is the transfer of a trifluoro-
methyl carbanion to the electrophilic species generated from en-
amines under acidic conditions.
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All reactions were performed in conventional glass vessels. No deterioration of
reaction flasks, even after prolonged use, was noted. Presumably, HF formed
in situ reacts faster with the silicon reagent than with the glass surface.
General procedures. Method A. Trifluoroacetic acid (116 pL, 1.5 mmol) was
added to a mixture of enamine (1 mmol) and KHF, (78 mg, 1.0 mmol) in
acetonitrile (2mL) at 0°C, and the suspension was stirred for 5 min.
Me;SiCF; (295 pL, 2.0 mmol) was added, the cooling bath was removed, and
the mixture was stirred for 18 h (or 6 h for enamines 1b,c) at room
temperature. For the work-up, saturated aqueous Na,COs; (0.5 mL) was
added dropwise, the mixture was stirred for an additional two minutes,
diluted with water (7 mL) and extracted with ether/hexane (1:1, 3 x 5 mL).
The combined organic phase was filtered through Na,SO4 concentrated
under vacuum, and the crude product was chromatographed on silica gel.
Method B. Triflic acid (142 pL, 1.6 mmol) was added to a mixture of
enamine (1 mmol) and KHF, (117 mg, 1.5 mmol) in acetonitrile (2 mL) and
DMF (232 pL, 3 mmol) at 0°C, and the suspension was stirred for 5 min.
Me;SiCF; (443 pL, 3.0 mmol) was added, the cooling bath was removed, and
the mixture was stirred for 18 h at room temperature. The work-up was the
same as in method A.



