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Abstract—Three advantages of a trifluoromethylated amino alcohol auxiliary in the Simmons—Smith cyclopropanation of allylic amines
are described. The trifluoromethylated amino alcohol auxiliary reduces unwanted side reactions induced by its acidic, and thus less nucleo-
philic, hydroxy group. The auxiliary accelerated the reaction rate by its electron-withdrawing effect, and promoted the reaction with

excellent diastereoselectivity.
© 2006 Elsevier Ltd. All rights reserved.

1. Introduction

The Simmons—Smith cyclopropanation with an organozinc
species, such as IZnCH,I and (ICH,),Zn, is one of the
most widely used and popular tools for the conversion of
olefins to cyclopropanes (Scheme 1).! Among various ver-
sions of this reaction, stereoselective cyclopropanations
have been the focus of interest of many synthetic chemists
and great progress has been made in recent years.? Efficient
enantioselective cyclopropanations have been achieved
using chiral ligands or catalysts.? Also, efficient diastereo-
selective cyclopropanations have been achieved using
chiral auxiliaries.*”

Recently, a highly diastereoselective Simmons—Smith
cyclopropanation of allylic amines using the chelating
pseudoephedrine moiety was attained by suppression
of the possible side reactions (Scheme 2).® The product
structure, aminomethyl cyclopropane, is the key structure
of a series of irreversible inhibitors of monoamine
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Scheme 2. (Ref. 8).

oxidase.!® It is an accessory part of an opioid receptor
antagonist,'! and is a conformationally restricted histamine
analogue!? and y-amino acid.!* A drawback of the reaction
is its slow reaction rate; the reaction requires 2-3 days for
completion.?

In general, the slow reaction rates of Simmons—Smith
cyclopropanation had been recognized as a synthetic draw-
back. Since the first report of Lewis acid acceleration of the
reaction by Friedrich in 1989, there have been a variety of
accelerating methods developed for the reaction using an
electron-withdrawing moiety to make the carbenoid species
electrophilic.!®

Recent computational studies on the reaction pathway sug-
gested that the role of the Lewis acid is the push—pull of
electrons by a Schlenk-type aggregation of a zinc carbenoid
species.'® A similar acceleration of the reaction rate of alkyl
transfer process in a Grignard reaction by Schlenk-type
aggregation of an organomagnesium species had been stud-
ied kinetically!” as well as computationally.'®
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We found that a chiral a-trifluoromethyl-f-amino alcohol
1 promoted a highly diastereoselective ethylation of benzal-
dehyde and remarkable aggregation of a diethylzinc species
at that time.!” Of course, the trifluoromethyl group is a
strong electron-withdrawing group. Thus, the utilization
of the (chiral) a-trifluoromethyl-f-amino alcohol moiety
should accelerate the Simmons—Smith cyclopropanation.
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Herein, we succeeded in the improvement of the Simmons—
Smith cyclopropanation as illustrated in Scheme 2% by the
use of the chiral amino alcohol 1 instead of the pseudo-
ephedrine moiety. This alteration caused, (1) an acceleration
of the reaction, (2) high diastereoselectivity comparable to
that of the original reaction,?! and (3) destabilization of
possible ammonium ylide?? by the acidic hydroxy group to
suppress the side reaction.®23

2. Results and discussion

The chiral auxiliary attached to the allylic amine was pre-
pared by the reaction of allylic amine with enantiomerically
pure 1,2-epoxy-3,3,3-trifluoropropane (TFPO) 22* (Scheme
3). The enantiomerically pure TFPO is a compound with
high availability and reliability; it can be prepared from
commercially available optically active or racemic TFPO
via Jacobsen’s enantioselective hydrolysis procedure.?
The TFPO can react smoothly with nucleophilic amines
without a catalyst or a base. The epoxy ring is thus acti-
vated by the strong electron-withdrawing trifluoromethyl
group meaning that it can react spontancously with
amines.”* The reaction of amine 3 with the enantiomeri-
cally pure TFPO 2 in acetonitrile at room temperature, fol-
lowed by recrystallization from hexane—ether, gave a
chemically and enantiomerically pure allylic amine with
chiral auxiliary 4 in 90% yield.

A Simmons-Smith cyclopropanation of the trans-allylic
amine 4 with the trifluoromethylated chiral auxiliary is
illustrated in Scheme 4. It took only 1 h to complete the
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reaction; conversion of the reaction was found to be
>99% and the yield of the sole product 5 analyzed by
NMR was 98%. Crude reaction mixtures were submitted
to HPLC equipped with a chiral column (Daicel Chiralcel
OD-H, hexane—i-PrOH = 40:1). The mean diastereoselec-
tivity of the products of three runs was >99%. The isolated
yield of product 5 via silica-gel column chromatography
was 86%.

Similar to that of frans-allylic amine, a Simmons—Smith
cyclopropanation of cis-allylic amine 6 gave cyclopropane
7, as illustrated in Scheme 5. The isolated yield of product
7 was 85% with 92% de. The stereochemistry of the major
diastereomer 7 was confirmed to be (R,S) by X-ray crystal-
lographic analysis.?

The chiral auxiliary within 5 was removed from the
cyclopropyl moiety via quarternization with Mel followed
by treatment with ~-BuOK, as shown in Scheme 6.8 The
isolated yield of the product, 2-phenyl-1-(N,N-dimethyl-
amino)methyl-cyclopropane 8, was 81%. The stereochemis-
try of compound 8 was assigned by comparison of the
specific rotation to that of the literature;® the specific rota-
tion was found to be [o]5 = —116 {lit., [«]5y = —109 (96%
ee)°}.

It is noteworthy that the induced stereochemistry of the
cyclopropane unit of 8 was (R,R) from the (S)-trifluoro-
methylated chiral auxiliary, which is similar to the results
achieved by Meek et al. using the pseudoephedrine auxil-
iary (Scheme 2).8 Similarly, the chiral auxiliary, trifluoro-
methylated amino alcohol moiety, tightly held the zinc
carbenoid species, which would result in high diastereose-
lectivity of the product (Scheme 7). This stereochemical re-
sult is consistent with Meek’s suggestion that ‘large groups
attached to the oxygen center play a dominant role.” We
suggest that the trifluoromethyl group works as a large
group in the stereocontrolled Simmons—Smith cyclopropa-
nation, and its effective size is comparable to that of the
phenyl group.
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3. Conclusion

In conclusion, we have found three remarkable advantages
of the trifluoromethylated amino alcohol reduced in the
Simmons-Smith cyclopropanation of allylic amines; (1)
the trifluoromethylated amino alcohol auxiliary depressed
unwanted side reactions with its acidic hydroxy group;
(2) it accelerated the reaction rate remarkably, and (3) it
promoted excellent diastereoselectivity by the bulkiness of
its trifluoromethyl group. Easy introduction and removal
of this trifluoromethylated chiral auxiliary would be an
additional synthetic advantage. We are currently eager to
find further applications of the trifluoromethylated amino
alcohol ligands and auxiliaries for the stereoselective
reactions.'”2°
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