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Computational Insight Into the Enantioselectivity of
Homoboroproline Catalyzed Asymmetric Aldol Reaction

Habibe Dulger,™" Ozlem Sari,” Nadir Demirel,”™ and Safiye S. Erdem*®

Chiral amino boronic acids and their derivatives have a wide
range of applications including enzyme inhibitors, anti-cancer
agents and molecular sensors. They also draw attention as
effective catalysts. Recently, a new proline based amino boronic
acid derivative, homoboroproline, was synthesized and demon-
strated to be an efficient catalyst in an asymmetric aldol
reaction. The reaction mechanism has been elucidated in the
present study for the first time. Considering different orienta-
tions of the enamine intermediate and the aldehyde, potential
alternative mechanisms were modeled with density functional
theory (DFT) calculations via PCM/M06-2X/6-31G(d,p) method

Introduction

The aldol reaction, discovered by Wurtz!" in 1872, serves as
powerful method for the construction of C—C bond.”*™ In
particular, asymmetric aldol reactions represent a significant
challenge for organic chemists. A number of strategies have
been performed to introduce chirality into a molecule such as
the use of organometallic or purely organic catalysts.” Bifunc-
tional catalysts are probably the most frequently used organo-
catalysts for numerous applications in synthetic chemistry.®?
The most well-known and effective bifunctional catalysts are
proline based bifunctional catalysts for both intramolecular and
intermolecular aldol reactions.'®"® Computational investiga-
tions of these reactions are well documented."®®' In this
regard, Houk, List and co-workers developed Houk-List model
to elucidate the origin of the enantioselectivity for the proline
catalyzed intermolecular aldol reactions.”**’ The proposed
mechanism for the reaction between benzaldehyde (and
isopropionaldehyde) and cyclohexanone proceeds through an
enamine intermediate (Scheme 1).2%2

All reasonable potential modes of addition were evaluated
(i) the syn- and anti- orientations of the enamine double bond
relative to the carboxylic acid group (ii) two prochiral faces of
aldehyde (re and si) (iii) three staggered arrangements of the
aldehyde and enamine around the developing C-C bond (iv)
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in acetone. The potential energy surface of each mechanism
was explored to establish the rate-determining and enantiose-
lectivity-determining steps. The calculated enantiomeric excess
values (>99%) were found to be in agreement with the
experimental values (93%, 95%). The detailed investigation of
the transition state structures of the selectivity-determining
step has revealed that attractive interactions between boron
and aldehyde oxygen are responsible for the selectivity
confirmed by natural bond orbital (NBO) analysis. The results
provide insight into the origin of enantioselectivity in asym-
metric aldol reaction catalyzed by homoboroproline.
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Scheme 1. Potential products for the asymmetric intermolecular aldol
reaction’**%

and two half-chair conformations of cyclohexene of the
enamine.?>**1 Al potential products are depicted in
Scheme 1.

The most stable transition state involves the re-face attack
of the anti-enamine which leads to the formation of major
(S,R)-isomer (Scheme 1). One of the key interactions contribu-
ting to the transition state stabilization is hydrogen bonding
interaction between carboxylate and aldehyde. In addition,
another electronic stabilization results from NCHeeeO interac-
tion as shown in Scheme 1.2

Among the great variety of bifunctional catalysts available
in the literature, aminoboronic acids, which possess both Lewis
acidic boronic acid and basic or nucleophilic amino groups,
look promising as green, metal free catalysts in aldol
reactions.”™ The pioneering use of aminoboronic acids was
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reported by Letsinger.”’=% Over the last 20 years, several direct
amide formation and aldol reactions have been described
involving aminoboronic acids as catalysts.*'

Recently, Georgiou etal®” reported an intermolecular
asymmetric aldol reaction between p-nitrobenzaldehyde and
acetone catalyzed by hydrobenzoin boronate ester derivative.
The reaction afforded adduct (S)-3 in a good yield and an
excellent enantioselectivity (Scheme 2).
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Scheme 2. Intermolecular aldol reaction of p-nitrobenzaldehyde and
acetone.”

The mechanism proposed by Georgiou et al.”® involves the
reaction of homoboroproline (S)-5 with hydrobenzoin 6 which
results in situ formation of the intermediate (S)-1-hydrobenzoin
boronate ester (S)-7 (Scheme 3). In the following step, boronate
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Scheme 3. Proposed mechanism by Georgiou et al.®®

ester (S)-7 could further react with the acetone to furnish
amino-alcohol 8, which then undergoes a dehydration reaction
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to form iminium ion species 9. Deprotonation of 9 leads to the
formation of enamine (S)-10. Lewis acid activation of the
carbonyl group of the aldehyde 2 with the boronate ester,
enables it to react with the enamine (S)-10 via an eight-
membered ring transition state TS. Finally, hydrolysis of the
iminium intermediate 11 affords the aldol product (S)-3 and
regeneration of boronate ester (S)-7. Additionally, by means of
dehydration by-product 4 is observed as well (Scheme 3).

The first four steps of the mechanism given in Scheme 3
are very well-known reactions from the previous studies of
various similar reactions. The most crucial step is the addition
of aldehyde 2 to enamine (S)-10 which is expected to be the
enantioselectivity-determining step.

Herein, we investigate the reaction mechanism of intermo-
lecular aldol reaction through understanding of bifunctional
role of the hydrobenzoin boronate ester by DFT calculations.
The results provide mechanistic insights into the factors that
control the stereochemical course of the boronate ester
catalyzed aldol reactions.

Results and Discussion
Conformational analysis

Georgiou et al.® reported that the major factor which contrib-
utes to the stereochemistry of the aldol adduct is the stereo-
chemistry of the chiral center of the catalyst. On the other
hand, in order to account for the conformational effects,
conformational search for the (S)-1-hydrobenzoin boronate
ester-enamine (S)-10 is necessary before modeling the reaction
mechanism. Therefore, conformational analysis for the (S)-10
has been carried out with the molecular mechanics method
using force field MMFF (Merck Molecular Force Field) imple-
mented in Spartan14 software. Among several conformers,
three stable conformers have been selected which enabled the
construction of the proposed transition states. These con-
formers have been subjected to geometry optimization using
the polarizable continuum model (PCM) with M06-2X/6-31G
(d,p) method in acetone. Optimized geometries and computed
relative energies of (S)-10a4o,n (S)-10b,, and (S)-10c,, con-
formers are provided in Figure 1. According to the observed
geometries, the orientation of enamine double bond could be
syn (down) or anti (up) with respect to the boronate ester
group. The computed energies of the most stable up and
down conformations indicates that (5)-10ag,,, has slightly (1.0-
1.70 kcal/mol) lower energy than those of (S)-10b,, and (S)-
10c,,. Since the energy differences between the conformers
are small, both orientations of the double bond (up/down) of
the enamine have been considered in modeling the mecha-
nism.

To understand the experimentally observed product, we
have considered all possible factors that could affect the
stereoselectivity; (i) the position of the enamine double bond
(up/down) (ii) si/re faces of p-nitrobenzaldehyde (iii) two
absolute configurations of homoboroproline (R and S) and (iv)
two possible enantiomers of diol (R,R-hydrobenzoin; S,S-hydro-
benzoin).

© 2019 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim



\\,*ChemPubSoc
e Europe
@ @
2 Iy e
° 3
% ® ? o = / I
v * r v e l 4 14
- 9 ‘e )
@ F » & G
‘ » f 3 v
Pt e = g o
"] » ] » a_'.‘
a4 PR o
(5)-10330wn (5)-10byp (S)-10¢up
0 1.70 1.04

Figure 1. Optimized structure of the most stable conformers of the (S)-1-
hydrobenzoin boronate ester-enamine (5)-10. Relative Gibbs free energies
are indicated in kcal/mol. Only selected hydrogen atoms are shown for
clarity.!"

Therefore, ten possible mechanisms have been investi-
gated. The first four mechanisms (M1-M4) simulate the
competing pathways of the reaction with (S)-homoboroproline
and are discussed below. The next four mechanisms (M5-M8)
represent the pathways of (R)-homoboroproline catalyst which
are analogous to M1-M4 and have therefore been discussed in
Supporting Information. Last two mechanisms (M9, M10) have
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been modeled in order to explore the effect of the diol
configuration. In line with the experimental study, the mecha-
nisms occurring through the diol §,S-hydrobenzoin have given
rise to larger activation energies (See the Supporting Informa-
tion Figures S12-S15) than their corresponding (RR) diols.
Therefore, herein we report the mechanisms occurring through
R R-hydrobenzoin which is the diol used in the experimental
work.

Mechanism 1 (M1): [(S)-homoboroproline (enamine double
bond (down)) + (R,R)-hydrobenzoin + acetone + p-NO,
benzaldehyde — (S)-alcohol (si-face attack)]

In the experimental study, the reaction of (S)-homoboroproline
with (R,R)-hydrobenzoin results in the formation of RR-(S)-1-
hydrobenzoin boronate ester 7-RR-(S) which then reacts with
aldehyde 2 to form (S)-aldol product selectively. In the
computational study, firstly, the attack of enamine to the si face
of the aldehyde has been considered. Such an approach leads
to the formation of the major (S)-adduct, which is consistent
with the experimental selectivity. Based on our modeling
studies, the slightly revised mechanism that we have proposed
is outlined in Scheme 4.

We have first located the transition state M1-TS14q,ni fOr
the C—C bond formation step of the aldol reaction. As can be
seen from Figure 2, the distance between boron and the
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Scheme 4. Our proposed mechanism for the intermolecular aldol reaction catalyzed by homoboroproline
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Figure 2. Optimized geometries for stationary points of M1 at PCM(acetone)/
MO06-2X/6-31G(d,p) level. Only selected hydrogens are shown for clarity.
Distances are given in A (carbon, gray; hydrogen, white; oxygen, red;
nitrogen, blue; boron, light pink)

oxygen atom of carbonyl group is 1.94 A in the M1-TS1 0. I
this step, the C3-C4 bond length shortens from 3.07 A in M1-
1040un 10 2.75 A in M1-TS1 4, This step can be considered as
almost barrierless since it only requires a Gibbs free activation
energy of 0.8 kcal/mol and is exergonic by 15.9 kcal/mol
(Figure 3).
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Figure 3. Potential energy profile for M1 at PCM(acetone)/M06-2X/6-31G(d,p)
level. (Relative energies shown for M1-104,,,, + 2, M1-TS1 40 and M1-
1340wni iNClude Gibbs free energy of water.)
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The second step of this pathway is addition of water which
is present in the reaction medium (from the reaction of (5)-1-
homoboroproline and diol 6 or the enamine formation step).
This step takes place through transition state M1-TS24,..; and
has a Gibbs free activation energy of 4.8 kcal/mol with respect
to the initial reactant complex M1-104,,,, + 2.

In the final step, a proton is transferred from the hydroxyl
group (O8H9) to proline nitrogen which is followed by the
generation of (S)-adduct and the recovery of catalyst. Proton
transfer occurs via relatively strain four-membered ring tran-
sition state M1-TS3,,,.ns- Gibbs free activation barrier is
predicted to be 11.7 kcal/mol with respect to the reactant
complex M1-104,,, + 2. Thus, proton transfer step can be
considered as the rate-limiting step while C—C bond formation
step is the selectivity-determining step.

Mechanism 2 (M2): [(S)-homoboroproline (enamine double
bond (down)) + (R,R)-hydrobenzoin + acetone + p-NO,
benzaldehyde — (R)-alcohol (re-face attack)]

The formation of the alternative (R)-product can be achieved
by the nucleophilic attack of enamine (down) to the re face of
the aldehyde. Since this is not the preferred face of the attack,
only the optimized geometries of the transition states are
depicted in Figure 4 (for all stationary points, see the Support-
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Figure 4. Optimized geometries for transition structures of M2 at PCM
(acetone)/M06-2X/6-31G(d,p) level. Only selected hydrogens are shown for
clarity. Distances are given in A (carbon, gray; hydrogen, white; oxygen, red;
nitrogen, blue; boron, light pink)

ing Information) and energy profile of the reaction is given in
Figure 5.

Among three TSs, the proton transfer step M2-TS3y,,nre iS
the highest energy TS. This step, leading to (R)-aldol product,
requires a Gibbs free activation energy of 19.0 kcal/mol (with
respect to M2-104,,, + 2), which can be overcome at room
temperature. However, mechanism M1 affording the exper-
imentally observed (S)-product requires much lower energy
than that of M2. The relatively high barrier of the proton
transfer step indicates that M2 is less plausible mechanism for
the reaction in consideration.

© 2019 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim
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Figure 5. Potential energy profile for M2 at PCM(acetone)/M06-2X/6-31G(d,p)
level. (Relative energies shown for M2-1040,n + 2, M2-TS140nre and M2-
1340wnre iNClude Gibbs free energy of water.)

Mechanism 3 (M3): [(S)-homoboroproline (enamine double
bond (up)) + (R,R)-hydrobenzoin + acetone + p-NO,
benzaldehyde — (S)-alcohol (si-face attack)]

The first step of the M3 involves the attack of enamine (up) to
the si face of the aldehyde. The C—C bond formation between
the nucleophilic center of the enamine and the carbonyl
carbon of aldehyde takes place via eight-membered ring
transition state M3-TS1,,;, which has an higher energy barrier
(7.4 kcal/mol) than that of the M1 (0.8 kcal/mol). Optimized
transition structures are given in Figure 6 and the potential
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Figure 6. Optimized geometries for transition structures of M3 at PCM
(acetone)/M06-2X/6-31G(d,p) level. Only selected hydrogens are shown for
clarity. Distances are given in A (carbon, gray; hydrogen, white; oxygen, red;
nitrogen, blue; boron, light pink)

energy profile is depicted in Figure 7 (for all stationary points,
see the Supporting Information).

The addition of water to zwitter ionic intermediate M3-13,,
& occurs with an energy barrier of 23.6 kcal/mol with respect to
the initial reactant complex M3-10,, + 2 (Figure 7). Although
proton transfer occurs via relatively strained four-membered
ring transition state, Gibbs free activation barrier is predicted to
be 10.3 kcal/mol with respect to the initial reactant complex
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Figure 7. Potential energy profile for M3 at PCM(acetone)/M06-2X/6-31G(d,p)
level. (Relative energies shown for M3-10,, + 2, M3-TS1,,.; and M3-13,,
include Gibbs free energy of water.)

M3-10,, + 2, which is much lower than that of the second step
of M3.

Mechanism 4 (M4): [(S)-homoboroproline (enamine double
bond (up)) + (R,R)-hydrobenzoin + acetone + p-NO,
benzaldehyde — (R)-aldol (re-face attack)]

This mechanism involves the addition of enamine (up) to the
re-face of the aldehyde leading to the formation of minor (R)-
product, which is not consistent with the experimental
observation. Modeling this mechanism allows us to verify the
experimental result. As can be seen from Figure 8, the C—C
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Figure 8. Optimized geometries for transition structures of M4 at PCM
(acetone)/M06-2X/6-31G(d,p) level. Only selected hydrogens are shown for
clarity. Distances are given in A (carbon, gray; hydrogen, white; oxygen, red;
nitrogen, blue; boron, light pink)

bond formation step occurs via 8-membered ring transition
state M4-TS1,,.. with a low energy barrier (for all stationary
points, see the Supporting Information).

The second step proceeds through transition state M4-
TS2,,. and has a Gibbs free activation energy of 12.6 kcal/mol
with respect to the initial reactant complex M4-10,, + 2
(Figure 9).

Proton transfer from hydroxyl group (-O3H4) to proline
nitrogen takes place via M4-TS3,,,. forming the minor (R)-

© 2019 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim
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product which exhibits similar Gibbs free activation barrier as
the former step (Figure 9).

Georgiou et al®” also reported the intermolecular aldol
reaction between p-nitrobenzaldehyde and acetone catalyzed
by (R)-homoboroproline. They proposed that the stereochemis-
try of the product was controlled by the neighboring chiral
center of the pyrrolidine ring instead of the chirality of the diol
used for the esterification of the boronic acid.®****? In the case
of (R)-catalyst, (R)-alcohol product was obtained (93% ee, 89%
yield) as expected.*” In order to obtain further verification on
the reaction mechanism and selectivity, possible pathways of
the aldol reaction in the presence of (R)-homoboroproline have
been also investigated theoretically in the mechanisms M5 to
M8. Similar results as in mechanisms M1-M4 have been
observed. (For the optimized structures, potential energy
profiles and discussion of M5 to M8, see the Supporting
Information).

Origins of enantioselectivity

Energy profiles of all studied mechanisms reveal that the C—C
bond formation occurs readily in the first steps. Therefore, we
focus our attention on the first step since it is the enantio-
determining step; and explore the key interactions influencing
the stabilities of the competing transition states.

We compare four possible pathways for the reaction of
aldehyde 2 and acetone in the presence of hydrobenzoin
boronate ester 7-RR-(S) as the catalyst (Figure 10). Since stereo-
chemistry of the homoboroproline controls the stereochemistry
of the reaction, (S)-aldol product is expected to be the major
product of the reaction. Two alternative paths (down or up
orientation of enamine) may lead to the formation of the
expected (S)-product via mechanisms M1 and M3 (Green paths
in Figure 10). The relative energies of the corresponding
transition states (AAG™) indicate 8.28 kcal/mol preference for
the M1-TS1,,,n. Over the M3-TS1,,;. Besides, the activation
barrier for the C—C bond formation step of M1 is 6.57 kcal/mol
lower than that of M3 (Figure 10). Thus, M1 is the preferred
path leading to the (S)-product (highlighted with bold green
arrow in Figure 10).
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Figure 10. Possible pathways leading to (R)- or (S)-alcohol products using (S)-
catalyst and the relative Gibbs free energies of the enantio-determining
transition states. Paths leading to the experimentally observed product (S)-3
were depicted by green arrows while the paths producing (R)-3 were colored
by red. For the pathways leading to the same alcohol product, preferred one
was shown by bold arrows.

The other two mechanisms (M2 and M4; red paths in
Figure 10) lead to the formation of the minor (R)-aldol product.
The activation barrier for the C—C bond formation step of M2 is
2.4 kcal/mol lower than that of M4 (Figure 10). Therefore, the
reaction prefers to follow M2 to furnish the minor (R)-product
(highlighted with bold red arrow).

Then, we compare each of the most favorable path leading
to the (5)- and (R)-products (M1 and M2, respectively). Overall,
M1 is found as energetically the most favorable mechanism,
which leads to the experimentally observed product. The
calculated enantioselectivity (>99%) is in favor of the S-
enantiomer which compares well with the experimental value
of 95%.

A similar analysis has been performed for the reaction
catalyzed by the (R)-catalyst 7-RR-(R) in mechanisms M5-M8.
(see Supporting Information Figure S17). The difference in the
AG™ values of the most favorable re and si transition states
(M5-TS14gunre and M8-TS1,,.) is calculated to be AAG™ =
4.64 kcal/mol. The calculated enantioselectivity is >99%, which
is in reasonable agreement with the experimental value (93%
ee).
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In order to provide insight into the origin of enantioselec-
tivity, the geometric features of the crucial transition states
have been carefully examined. The enantio-determining TSs
are shown in Figure 11.

)

i

1.9
72023 (" K
MS:I-SldDwn-re
(R —R)

(5—95)

Mz'TS]'down-re
(5—R)

Figure 11. Comparison of the transition states for the C — C bond formation
step of homoboroproline catalyzed aldol reaction. Hydrogen atoms are
omitted for clarity.

There are two main factors influencing the enantioselectiv-
ity of the asymmetric aldol reaction with homoboroproline; (i)
the distance between the boron atom (B1) of the catalyst and
oxygen atom (02) of the aldehyde and (ii) the distance
between carbon atom (C4) of the enamine and carbon atom
(C3) of the aldehyde.

In the lower energy transition states, M1-TS14oun.i and M5-
TS14ownrer the striking feature is the shorter B1-O2 distances
revealing the stronger interactions between boron and oxygen.
An important question merits attention: What is the main factor
that leads to shortening of B1-O2 distance? As can be seen
from Figure 11, the B1-O2 distance diminishes with a corre-
sponding increase in the C3-C4 distance. In the most stable
TSs, M1-TS140nsi @and M5-TS1 4 nrer the C3-C4 distances are
calculated as 2.75 and 2.77 A, respectively. However, in the less
stable transition states, M2-TS14,yne and M8-TS1,,;, the C3-C4
distances are calculated as 2.01 and 1.66 A, respectively. The
relatively longer C3-C4 distances in M1-TS14ouns and M5-
TS14ounre Can be attributed to the steric hindrance between
methyl group of the enamine and the phenyl group of the
aldehyde because both groups occupy the upper part of the
forming C3-C4 bond. Such unfavorable interactions do not exist
in the case of M2-TS14,nre and M8-TS1,,; since methyl of the
enamine is positioned away from the phenyl group of the
aldehyde, which leads to a relatively shorter distance between
C3 and C4. Presumably, this close proximity of C3 and C4
would increase the B1-O2 distance and weaken the favorable
boron-oxygen interaction. The analogous structural differences
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reported by Sakata and Fujimoto”” in the reaction of
allylboronate with benzaldehyde are in line with our results.
Another study by Lai et al.*? on a-amidoboronic acids provides
both experimental and computational evidence that the
formation of dative-bond between carbonyl oxygen and boron
plays a catalytic role in enhancing the rate of amide hydrolysis,
which also supports our hypothesis.

In order to provide further insight into stereo-induction, we
have investigated the natural bond orbital (NBO)*¥ charges.
The calculated NBO charges of aldehyde oxygen O2 and boron
B1 for M1-TS1 youn-sir M2-TS14ounre, M5-TST 4ounre and M8-TST,,,
are 02:-0.557 B1: 1.210, 02:-0.746 B1:1.247, 02:-0.550 B1:1.214,
02:-0.878 B1:1.245, respectively which confirm the expected
charge transfer interaction. The second order perturbation
theory analysis of the Fock matrix in the NBO is a powerful tool
to analyze the donor-acceptor interactions in competing
transition state structures.***” Therefore, we have analyzed the
NBO output and quantified all key B1-O2 interactions between
the catalyst and the substrate via stabilization energies
(Table 1) for the main competing transition state structures. As
observed in Table 1, donor-acceptor stabilization energies
mainly stem from the interactions between the lone pair (LP)
donor NBO's of 02 and the LP* acceptor NBO's of B1, verifying

Table 1. Donor-acceptor stabilization energies® (E(2)) obtained from second
order perturbation theory analysis of the Fock matrix in NBO.

Donor NBO (i)
M1-TS1 gouwn-si

Acceptor NBO (j) E(2) kcal/mol

33.BD C3-02 122. LP* B1 6.70
129.LP 02 120. LP* B1 7.44
129.LP 02 122. LP* B1 11.67
130.LP 02 120. LP* B1 43.83
130.LP 02 121. LP* B1 6.59
130.LP 02 122. LP* B1 51.91

Total: 128.14

M2-TS57gown-re

128.LP* C3 646. BD* C5-C4 50.17
129.LP 02 121. LP* B1 14.30
130.LP 02 121. LP* B1 8.99
131.LP 02 121. LP* B1 6.73

Total: 80.19
M5-TS1 4oun-re
61 BD C3-02 122. LP* B1 6.68
129.LP 02 120. LP* B1 6.95
129.LP 02 122. LP* B1 8.61
130.LP 02 120. LP* B1 41.15
130.LP 02 122. LP* B1 52.54

Total: 115.93
M8-TS1,,
130.LP 02 647. BD* C4-C3 24.69
128.LP 02 119. LP* B1 6.56
128.LP 02 121. LP* B1 10.87
129.LP 02 119. LP* B1 8.49
129.LP 02 121. LP* B1 19.41

Total: 70.02

°Only the stabilization energies (E(2)) related to charge transfer between 02
and B1 greater than 5.00 kcalmol ™" are listed in the table.

7965

© 2019 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim



:\\,‘* ChemPubSoc
Drertd Europe

by

the charge transfer interactions from O2 to B1. Comparison of
the total stabilization energies of the competing transition
states for the (S)-catalyst verifies that M1-TS14,n.si €xhibits
considerably higher stabilization energy (128 kcal/mol) than
M2-TS14nre (80 kcal/mol). Likewise, for the (R)-catalyst, total
stabilization energy is much greater for M5-TS1 on.re (116 kcal/
mol) compared to M8-TS1,,,; (70 kcal/mol). Thus, we propose
that stronger Lewis acid-base type coordination between B1 of
the catalyst and O2 of the aldehyde is the major contributor to
the stabilization of the transition state in enantio-determining
step.

In order to shed light on the structural features determining
the enantioselectivity of the aldol reaction, the structure of
homoboroproline (S)-5 was modified by Batsanov et al.“® The
extention of the carbon chain between proline and boronic
acid group in the catalyst produced the longer-chain amino-
boronic acids (R)-5a and (S)-5b (Figure 12). It was expected

Sii~eom, B,

Hz ¢ Hz CI
(R)-5a (S)-5b

Figure 12. Homologous catalysts (R)-5a and (S)-5b

that this could remove the need for diol esterification. The aldol
reaction under the same conditions of catalyst (S)-5 was
performed with the homologous catalysts (R)-5a and (S)-5b.
Interestingly, very low yields with no asymmetric induction was
observed. The authors ascribed this observation to the B—N
chelation effect facilitated by longer and flexible carbon chain,
enabling an intramolecular 5-membered B—N coordination and
thus suppressing the aldol reaction presumably by disfavoring
the enamine formation.”” These observations also confirm our
asymmetric induction model in which Lewis acid-base type
interaction between boron and the aldehyde oxygen is
required at the transition state. In the case of homologous
catalysts (R)-5a and (S)-5b, even if some amount of enamine is
formed, asymmetric induction will be lost because of the
depletion of Lewis acidity of boron as a result of B-N chelation.

Conclusions

Herein, we report a comprehensive computational study to
provide an insight into the factors governing the enantioselec-
tivity. These calculations predict the most plausible pathway for
the homoboroproline catalyzed aldol reaction. The addition of
homoboroproline to the re or si face of aldehyde is identified as
the enantio-determining step. The key factors influencing the
selectivity of the aldol reaction are the boron-oxygen and
carbon-carbon bond distances (Figure 13). The B1-O2 distance
is decreased with a corresponding increase in the C3 and C4
distance.
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Figure 13. Key interactions responsible for the stereoselectivity of the
homoboroproline catalyzed aldol reaction

A likely explanation for the stability of M1-TS14,,n.si (S—5)
over M2-TS14,nre (S—R) is the strong interaction between the
overlapping m-electron systems on the oxygen and boron in
M1-TS1,,,n.si- We propose that the steric repulsion between the
alkyl group of the enamine and phenyl group of the aldehyde
provokes the charge transfer interaction between boron and
the aldehyde oxygen which is validated by the second order
perturbation theory analysis of the Fock matrix in the NBO.
Thus, B—O coordination plays a key role in asymmetric
induction of homoboroproline catalyzed aldol reaction.

In conclusion, theoretical results are in full accord with the
experimental observations. These calculations provide signifi-
cant insight into the understanding of asymmetric aldol
reactions, in particular, the selectivity resulted from hydro-
benzoin boronate ester catalyst.

Materials and methods

The conformation analysis of (5)-10 has been carried out by
Spartan 14 program package.*” All the other computations
presented in this work have been performed employing
Gaussian 09, Revision B.01."¥ Geometry optimization and
frequency calculations have been performed at the M06-2X"%>"
/6-31G(d,p) level of theory with a PCM®" solvation model in
acetone. The M06-2X functional has been chosen because of its
good performance in predicting the activation energies and
transition state geometries of various reactions.*****¥ Specifi-
cally, MO06-2X functional has successfully reproduced the
stereoselectivity in several asymmetric reactions involving
boronate ester derivatives.***>*® Harmonic vibrational frequen-
cies have been calculated for all optimized structures to obtain
thermal corrections at 298 K and to verify the nature of the
stationary points in potential energy surfaces. Transition state
structures have been characterized by only one imaginary
frequency while minimum energy points were confirmed by no
imaginary frequency. For key transition states, the intrinsic
reaction coordinate (IRC)®*%** paths have been traced to
confirm each transition state leads to the expected reactants
and products. Stabilization energies E(2) due to donor (i)-
acceptor (j) interactions have been obtained from the second
order perturbation theory analysis of the Fock matrix in NBO
calculations.” The % ee values have been calculated from the
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differences in Gibbs free energies of the TSs of selectivity-
determining steps.””

Supporting Information Summary

Potential energy profiles of M5-M10 including the discussion,
cartesian coordinates and absolute energies of all calculated
compounds can be found in the Supporting Information.
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