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Abstract—Conformationally biased cyclohexylideneethanols were prepared and converted to trichloroacetimidates, which then were
subjected to the thermal Overman rearrangement. The rearrangement of axially unshielded imidates was unselective, providing iso-
meric amides in equal ratio. The axial face shielding in the 3,3,5-trimethylcyclohexylidene system resulted in highly selective nitrogen

attack from the equatorial side.
© 2006 Elsevier Ltd. All rights reserved.

The aza-Claisen rearrangement of O-allyltrichloroacet-
imidates to AN-allyltrichloroacetamides (the Overman
rearrangement), performed thermally or catalyzed by
soft Lewis acids, is a convenient method to prepare allyl
amine derivatives.! The thermal Overman rearrange-
ment constitutes one of the few alternatives for intro-
ducing an amino group at a tertiary carbon atom.”> We
found it to be the method of choice for the synthesis
of 1-vinylaminocyclohexanes as NMDA receptor antag-
onists.> However, in imidates of type 1 nitrogen can
attack the double bond from either the axial or the
equatorial side resulting in isomeric amides 2 (Fig. 1).

The stereochemical outcome of the rearrangement was
difficult to predict, since only a few examples have been
reported where remarkable selectivity was induced by
remote substituent effects.”> " The closest example was
the stereoselective introduction of an amido group in a
conformationally biased cyclohexene in Isobe’s total
synthesis of tetrodotoxin. In this case, shielding of the
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Figure 1. Formation of isomeric amides eq-2 and ax-2 from imidates 1.
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equatorial face favored axial attack of the imidate
nitrogen, while simultaneous axial and equatorial shield-
ing resulted in the undesired 1,3-rearrangement prod-
uct.2¥T Limited information on the stereochemical
aspects of the Overman rearrangement prompted our
investigations in this field.

We chose the 4-tert-butyl- and 4-phenylcyclohexylidene
systems as conformationally biased models for axially
unshielded attack, and the 3,3,5-trimethylcyclohexyl-
idene system for axially shielded attack of the nucleo-
phile at C-1.4

Cyclohexylideneethanols 4a-c¢ were prepared from
cyclohexanones 3a—c¢ by converting them into unsatu-
rated esters, which were subsequently reduced (Scheme
1). 3,3,5-Trimethylcyclohexanone (3c) gave a mixture
of isomeric alcohols E-4c and Z-4¢ in the ratio 2:1.
These were converted to a mixture of the corresponding
4-nitrobenzoates which were resolved by crystallization.
Cleavage of the 4-nitrobenzoyl group provided allylic
alcohols E-4¢c and Z-4¢ with de’s of 73% and 68%,
respectively.’ The diastereomeric purity of alcohols E-
4c and Z-4c was sufficient to evaluate the effect of the
double bond geometry on the stereoselectivity of the
Overman rearrangement (vide infra). The double bond
geometry in isomer Z-4¢ was determined based on the
NOE studies.

Allylic alcohols 4a,b and E-4¢, Z-4c were converted to
trichloroacetimidates 1a,b and E-1¢, Z-1¢, which were
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Scheme 1. Reagents and conditions: (i) (EtO),P(O)CH,CO,Et
(1.2 equiv), NaOEt, EtOH, rt; (ii) DIBAL-H (2.2 equiv), Et,0, 0 °C,
4a 70%, 4b 71%, 4c 80% over two steps; (iii)) 0-NO,CsH4COCI, Py,
0 °C, 89%; (iv) K,CO3, MeOH, rt, 2 h, 78%.

isolated and immediately subjected to thermal rearrange-
ment (Scheme 2). The ratio of the resulting trichloro-
acetamidocyclohexanes eg-2a—¢ and ax-2a-¢ was
determined by GC-MS analysis prior to workup, and
the products were then isolated as mixtures of isomers
(Table 1). The rearrangement of trichloroacetimidates
1a,b derived from 4-phenyl- and 4-tert-butylcyclohexyl-
ideneethanols (3a,b) was unselective, providing isomeric
amides eg-2a,b and ax-2a,b in equal ratios. However, the
rearrangement of trichloroacetimidates E-1¢ and Z-1c
gave predominantly amide eg-2¢. Notably, the geometry
of the double bond in imidates E-1c and Z-1c had little
impact on the ratio of isomers eq-2¢ and ax-2c.

To determine the configuration of the major trichloro-
acetamide eg-2c, it was hydrolyzed to amine 5 (Scheme

3), crystallized to give a de >95% and studied by
NMR spectroscopy.® Large vicinal coupling constants
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Scheme 2. Reagents and conditions: (i) CI3CCN (1.1 equiv), NaH
(10 mol %), Et,O, —10 °C; (ii) o-xylene, reflux, 10 h.

Table 1. Stereochemical results of the Overman rearrangement

Alcohol 4 Ratio eg-2:ax-2 Yield® (%)
a 1:1 70
b 1:1 72
E-c 12:1 58
Z-c 19:1 28°

#Isolated yields in two steps from alcohol 4.

eg-2c 5

Scheme 3. Reagents and conditions: (i) (a) NaOH, DMSO; (b) HCl,
68%.

between 4-CH,,. and 6-CH,, (J=12.5 Hz) indicated
the chair conformation of compound 5.7 The amino
group is cis oriented with respect to 5-CH3, as was indi-
cated by NOE measurements.

The high selectivity in the rearrangement of conforma-
tionally biased imidates E-lc and Z-1c confirmed that
axial face shielding of the cyclohexane directs nitrogen
attack from the equatorial side. Kinetic control was
proved by the fact that the ratio of the trichloroacet-
amides eg-2¢ and ax-2¢ (enriched with minor isomer
ax-2¢, 2:1) remained unchanged after heating the mix-
ture for 10 h. This suggests that the isomer distribution
depends on the energy differences of the diastereomeric
transition states. Axial face shielding by 3-CHj,,, occurs
provided that nitrogen attacks C-1 nondistorted from
sp? geometry—a situation that is similar to nucleophilic
addition to cyclohexanones. This is the case if the rear-
rangement is concerted and proceeds through an early
(reactant-like) transition state, as supported by the evi-
dence of exothermic nature of the process.'® A planar
allylic part in an ion-pair transition state for the Over-
man rearrangement was proposed by semi-empirical
calculations® and could also be used to explain the
observed stereochemical results.

In summary, we have demonstrated that axial face
shielding induces stereoselective nitrogen attack from
the equatorial side during the Overman rearrangement
of trichloroacetimidates derived from 2-cyclohexylidene-
ethanols. With this information in hand, we have
prepared a series of 1,3,3,5-tetrasubstituted aminocyclo-
hexanes possessing an equatorially positioned amino
group as NMDA receptor antagonists, the studies of
which will be reported elsewhere.
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Z-4¢ (E/Z = 3:1) gave trichloroacetamides eq-2¢ and ax-2¢
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