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In the 40 years since the inception of dynamic NMR
methods, much effort has been invested to quantify and
understand the barrier to rotation about the C—N bond in
amides.! Carbamates, which also exhibit the approximately
planar N—C=0 framework responsible for hindered rotation
in amides, have received considerably less attention, al-
though they are important biologically as anticonvulsants,
local anesthetics, sedatives, muscle relaxants,? enzyme
inhibitors,? and surrogates for amides in enzyme mimetics.*
Although amides and carbamates share common features,
the additional oxygen of the carbamate functionality exerts
unique steric and electronic perturbations. One consequence
of this difference is that the barriers to rotation in carbam-
ates are usually 3—4 kcal/mol (about 15—20%) lower than
those in the corresponding amides.

During a study on the catalysis of cis—trans amide and
carbamate isomerization, we observed that the barriers to
rotation (AG*) in prolyl carbamates were surprisingly in-
sensitive to solvent effects. This behavior contrasts that of
amides, where it is common for AG* to increase by as much
as 3 kcal/mol (>100-fold rate decrease) upon a change in
environment from a nonpolar, non-hydrogen bonding solvent
to water.®> In this paper, we report the first systematic
investigation of solvent effects on AG* for hindered C—N
bond rotation in carbamates and that this process occurs
with a negative AS* for acyclic tertiary carbamates in
aqueous solution.

We began our investigation by studying the effect of
solvent on AG* for the interconversion of the cis and trans
forms of the related proline derivatives 1 and 2 (eq 1). The

cis 1R=Ph trans
2R =0Bn

barrier to isomerization was measured by 'H saturation
transfer (ST) NMR® in a number of solvents, and the results
are summarized in Table 1. As expected,® the rotational
barrier of amide 1 increases from 17.4 to 20.2 kcal/mol as
the dielectric constant and hydrogen-bond-donating ability
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Table 1. Solvent Effects on the Barrier to Rotation of
Amide 1 and Carbamate 22

entry solvent AGE e AG pamar® ™
a CCly 17.48 17.1
b CDCl3 18.7f 17.2
c CDs0D 19.1f 17.3
d 25% D,0/CD30D 19.69 17.4
e 50% D,0O/CD3s0D 19.99 17.4
f 75% D,0O/CD30D 20.29 17.3

a Measured by *H ST NMR at 10 mg/mL. ® Trans-to-cis, kcal/
mol. ¢ 0.2 kcal/mol. 9 25 °C. ¢ 15 °C. f35 °C. 950 °C.

Table 2. Solvent Effects on the Barrier to Rotation of
Amide 3 and Carbamate 42

entry solvent AGE e AGY pamate® ¢
a CCly 16.7d 155
b CDsCN 17.7¢ 15.3
c CDs0D 18.5¢ 15.5
d 25% D,0/CD30D 18.8f 15.6
e 50% D,0O/CD3s0D 19.1f 15.6
f 75% D,0O/CD30D 19.3f 15.5

a Measured by *H ST NMR at 10 mg/mL. ® Trans-to-cis, kcal/
mol. ¢ 40.2 kcal/mol. 90 °C. € 25 °C. f 40 °C.

of the solvent increase. With carbamate 2, the barrier
exhibits almost complete insensitivity to solvent.

The reported barriers for prolyl amide bond rotation are
often smaller than those in the analogous acyclic tertiary
amides due to increased pyramidalization of the prolyl
nitrogen.>® We therefore chose amide 3 and carbamate 4
so we could investigate a “normal” (nonprolyl) amide/
carbamate pair to see if the insensitivity of AG* to solvent
occurs in acyclic tertiary carbamates as well. The data in
Table 2 indicate that this pair mimics the behavior of the
prolyl derivatives: the amide shows a large dependence of
AG* on solvent, whereas AG* of the carbamate is indepen-
dent of solvent. Consequently, insensitivity of AG* to solvent
effects appears to be a general characteristic of simple
carbamates.”
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We performed Eyring analyses of 4 in various solvents,
as depicted in Table 3.8 Entries a and b indicate that the
barrier to isomerization of carbamate 4 in organic solvents
is almost totally enthalpic, with no significant AS*; this
observation is in accord with previously reported data for
carbamates in non-hydrogen-bonding solvents® and for
amides in all solvents.® It is generally accepted that
unimolecular isomerization processes of this type occur with
no solvent participation or reorganization and, therefore,

(7) To our knowledge, only two cursory reports on the isomerization of
simple carbamates in a hydrogen-bond-donating solvent (both in MeOH)
have appeared. See: (a) De Leer, E. W. B.; Toorn, J. M. Recl. Trav. Chim.
Pays-Bas 1975, 94, 119. (b) Yamagami, C.; Takao, N.; Takeuchi, Y. Aust.
J. Chem. 1986, 39, 457.

(8) Because the relatively hydrophobic carbamates 6 and 7 have limited
solubility in aqueous solutions, we chose to perform the experiments in Table
3 at 1 mg/mL so all substrates could be analyzed under identical conditions.

(9) Early reports on carbamates in organic solvents claimed relatively
large, negative entropies of activation but have subsequently been proven
unreliable owing to systematic errors in the methods of kinetic analysis;
see: Martin, M. L.; Mabon, F.; Trierweiler, M. J. Phys. Chem. 1981, 85, 76
and references therein.

(10) (a) Lemire, A. E.; Thompson, J. C. Can. J. Chem. 1970, 48, 824. (b)
Hobson, R. F.; Reeves, L. W.; Shaw, K. N. J. Phys. Chem. 1973, 77, 1228.
(c) Reference 1a.

© 1998 American Chemical Society

Published on Web 03/31/1998



Communications

Table 3. Solvent Effects on the Activation Parameters
of Carbamates?

entry carbamate® solvent AGHe AH*¥d ASte
a 4 CCly 151 151 -1
b 4 CD3CN 15.3 14.9 -1
c 4 CD30OD 155 14.4 —4
d 4 12.5% D,O/CDsOD  15.7 114 —16
e 4 25% D,0/CD30D 15.6 10.0 —-21
f 4 50% D,0/CD3zOD 15.6 10.3 —-20
g 4 75% D,0O/CD3;0D 155 7.9 27
h 5 25% D,0O/CD30D 154 13.7 —6
i 6 25% D,0O/CD30D 15.6 12.9 -10
j 7 25% D,0/CD30D 155 13.8 —6

a Eyring plots were constructed from 'H ST NMR data. See
Supporting Information for details. P 1 mg/mL. ¢ 0 °C, £0.2 kcal/
mol. 4 +0.4 kcal/mol. ¢ & 4 cal/mol-K (see ref 12).
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Figure 1. Ground and rotational transition states for amide and
carbamate isomerization. 2 Dipole moment in D for R = Me, ref
14c. ® Dipole moment in D for R = OMe, this study.

should have little or no AS*1® However, when 4 was
examined in aqueous solvents (entries d—g),!* we found a
large negative AS* in each case.1213 The related carbamates
5—7 were also examined in aqueous solution, and entries
h—j in Table 3 indicate that they too display a negative AS¥,
although the absolute values are smaller for 5—7 than for
4. This is the first well-documented example of a simple
unimolecular carbamate isomerization to display a signifi-
cant negative AS¥,

Theoretical studies have been published to explain the
amide isomerization process both in the gas phase and in
solution.* The two possible transition states for rotation
are TS1 and TS2, where the lone pair on the pyramidalized
nitrogen is anti or syn to the carbonyl oxygen, as shown in
Figure 1. It has been shown for dimethylacetamide (DMA)
that TS1 is more stable than TS2 by 4.1 kcal/mol at 6-31G*
and that both transition states have a lower dipole moment
than the ground state (Figure 1, R = Me).1¥¢ For amides,
the increase in AG* with solvent polarity has been attributed
to differential solvation, where polar solvents preferentially
stabilize the more polar ground state relative to the less
polar rotational transition state.42

Related theoretical studies of carbamates in the gas phase
are scarce, and no studies exist that include solvation

(11) These simple carbamates are not amenable to analysis in pure water
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Eyring analyses on amides and carbamates and in no case other than the
carbamates discussed here have we found AS* to deviate from zero by more
than 3.3 cal/mol-K.
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1995, 117, 4261. (b) Gao, J. J. Am. Chem. Soc. 1993, 115, 2930. (c) Duffy,
E. M.; Severance, D. L.; Jorgensen, W. L. J. Am. Chem. Soc. 1992, 114,
7535.

J. Org. Chem., Vol. 63, No. 8, 1998 2427

effects.’> At the 6-311G**//6-31G* level, we found that TS1
of methyl N,N-dimethylcarbamate (Figure 1, R = OMe) is
favored over TS2 by 0.6 kcal/mol.1617 The carbamate and
amide are therefore both predicted to go through TS1 in the
gas phase, although the energy gap between the two
carbamate transition states is much smaller than that
between the corresponding transition states of DMA (4.1
kcal/mol) at the same level of theory. We also calculated
the dipole moments of the ground state and rotational
transition states at this level, as shown in Figure 1.
Jorgensen has found a general correlation between dipole
and solvation for amide transition states, suggesting that
TS2 is more strongly solvated in water than TS1.14 For
DMA, Jorgensen determined that this differential solvation
favors TS2 by almost 4 kcal/mol over TS1, leaving TS1 only
slightly favored in water (0.2 kcal/mol).

For carbamates, this differential solvation, if of the same
magnitude, should leave TS2 the most stable in water by
several kcal/mol. Thus, the negative AS* found for acyclic
carbamates may be associated with stronger solvation of the
more polar TS2 relative to the less polar ground state.
Additionally, recent theoretical studies suggest that the
carbonyl oxygen of carbamates is a weaker hydrogen bond
acceptor than the amide carbonyl.’® These interactions in
the ground state may be replaced in the transition state by
stronger hydrogen bonds to an ether-like oxygen, to an ester-
like carbonyl, and to a pyramidalized amine nitrogen,
leading to the observed negative AS*. The data also indicate
that the charge separation present in the amide ground state
is decreased in the carbamate by the presence of the ester-
type resonance. The stabilization of this charge separation
in the amide ground state is important for explaining the
increased AH* in more polar solvents. The opposite trend
in carbamates (more charge separation in the transition
state) can explain in part the lack of solvent effects on AG*
by contributing to the decrease in AH* that offsets the
change in AS*

The large variation in AS* for 4 upon change from
methanol to 12.5% D,0/MeOD (Table 3, entries ¢ and d) is
likely due to specific solvation by water. It is known that
for binary solvent mixtures the ratio of solvents in the
solvation shell can differ from that in bulk solution,!® and
there is precedent for large variations in AS* upon change
from polar protic solvents to water, most notably in solvolysis
reactions.?® Future studies will be aimed at determining
the precise interactions of water with the carbamate transi-
tion states.
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