
Origins of Stereoselectivity in Intramolecular Aldol Reactions
Catalyzed by Cinchona Amines
Yu-hong Lam and K. N. Houk*

Department of Chemistry and Biochemistry, University of California, Los Angeles, California 90095-1569, United States

*S Supporting Information

ABSTRACT: The intramolecular aldol condensation of 4-
substituted heptane-2,6-diones leads to chiral cyclohexenones.
The origins of the enantioselectivities of this reaction,
disclosed by List et al. using a cinchona alkaloid-derived
primary amine (cinchona amine) organocatalyst, have been
determined with dispersion-corrected density functional
theory (DFT). The stereocontrol hinges on the chair
preference of the substrate−enamine intermediate and the
conformational preferences of a hydrogen-bonded nine-
membered aldol transition state containing eight heavy
atoms. The conformations of the hydrogen-bonded ring in the various stereoisomeric transition structures have been analyzed
in detail and shown to closely resemble the conformers of cyclooctane. A model of stereoselectivity is proposed for the cinchona
amine catalysis of this reaction. The inclusion of Grimme’s dispersion corrections in the DFT calculations (B3LYP-D3(BJ))
substantially improves the agreement of the computed energetics and experiment, attesting to the importance of dispersion
effects in stereoselectivity.

■ INTRODUCTION
In 2008, List reported the first highly enantioselective
organocatalytic route to 5-substituted cyclohexenones (Scheme
1).1 The quinine-derived primary amine I,2 plus acetic acid as a

cocatalyst, catalyzes the conversion of achiral 4-substituted
heptane-2,6-diones (1−3) to chiral cyclohexenones (7−9) with
high enantioselectivities via a desymmetrizing intramolecular
aldol condensation. Previous methods using proline3,4 or a
catalytic antibody5 are considerably less enantioselective. The
aldol condensations organocatalyzed by I have been employed
in the preparations of synthetic fragrance materials and other
valuable chiral cyclohexenone building blocks6 with high optical
purities.1 Highly enantioselective intermolecular aldol reactions
catalyzed by cinchona alkaloid primary amines (cinchona

amines) have also been reported by other groups.7 The origin
of the stereocontrol is unknown. List suggested1 that the
protonated quinine might act as a Brønsted acid for the
activation of the electrophilic carbonyl group as well as for its
orientation at the transition state.
Our group previously studied the origin of asymmetric

induction in proline-catalyzed intramolecular aldol reactions of
1,8 the Hajos−Parrish−Eder−Sauer−Wiechert reaction,4,9 and,
in collaboration with List’s group, the stereoselectivities of
proline-catalyzed intermolecular aldol reactions.10−13 That
work validated the strategy of dual activation of carbonyl
groups by enamine formation and hydrogen bonding. This
concept has extensively guided the mechanistic understanding
and catalyst design in organocatalysis.14 As shown in Scheme 2,
proline serves as a bifunctional catalyst that activates the donor
carbonyl component by enamine formation while forming a
hydrogen bond between the carboxylic acid functionality and
the electrophilic carbonyl group. The stereoselectivity-deter-
mining, C−C bond-forming aldol addition transition state is
best described as a nine-membered hydrogen-bonded ring
comprising the proline enamine and the acceptor carbonyl. The
reacting atoms are arranged in a Zimmerman−Traxler-like
fashion, and C−C bond formation is concerted with proton
transfer from the carboxylic acid moiety of proline to the
forming alkoxide. As shown by the Newman projections, this
so-called Houk−List model features fully staggered arrange-
ments of substituents about the forming C−C bond. The donor
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Scheme 1. Selected Examples of List’s Desymmetrizing
Intramolecular Aldol Condensation Reactions of 4-
Substituted Heptane-2,6-diones Catalyzed by I
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CC and acceptor CO bonds are synclinal, consistent with
Seebach’s topological rule for C−C bond formation between
prochirality centers.15

Like proline, cinchona alkaloid derivatives have emerged as a
privileged class of organocatalysts that have been employed in
an ever broadening range of transformations.16−18 Cinchona
alkaloid primary amines such as I are especially useful for the
activation of sterically encumbered carbonyl groups, with which
proline is less effective.17 However, the high levels of
stereoselectivity in most of these reactions are nontrivial to
rationalize. Consequently, there is a scarcity of stereochemical
models proposed for the numerous transformations reported to
date. Compared with proline, the cinchona alkaloid scaffold
supports a richer array of functional groups and possesses
higher conformational flexibility. As a result, the essential
stereocontrolling factors are not conspicuous from the structure
of the reactants and the organocatalysts. Considerable advances
have been made recently in uncovering the reaction
mechanisms and origins of stereocontrol by cinchona
alkaloid-derived organocatalysts with different catalytic princi-
ples, including iminium activation,19−22 hydrogen-bonding
interactions23−26 (including weak C−H···O interactions27,28),
and phase-transfer catalysis.29−33 However, in the realm of
enamine-activated transformations, the mechanism by which I
exerts stereochemical control has seldom been investigated. We
recently studied the origins of asymmetric induction in the α-
fluorination of cyclic ketones catalyzed by a cinchona amine,
first reported by MacMillan.34 The facial selectivity of the
enamine was proposed to arise from the chair preference of the
seven-membered cyclic fluorine transfer transition state. The
aldol reaction is indispensable in stereoselective C−C bond
formation.35 Further, the conformational properties of cinchona
alkaloids and their derivatives have been extensively inves-
tigated, starting from the pioneering work by Wynberg.36−38

We now present quantum-chemical computations that identify
the source of asymmetric induction in the desymmetrizing aldol

condensations catalyzed by I. We also propose a stereo-
selectivity model to show how the conformational preferences
of this ring can account for the sense and level of
enantiocontrol in cyclohexenone formation.

■ COMPUTATIONAL METHODS
All of the quantum-chemical computations were performed using
Gaussian 09.39 The geometries were fully optimized at the B3LYP40/6-
31G(d) level of theory in conjunction with the IEF-PCM implicit
solvation model41 to account for the solvation effects of toluene, the
solvent used experimentally. All of the optimized geometries were
verified by frequency computations as minima (zero imaginary
frequencies) or transition structures (a single imaginary frequency).
Single-point energies of the optimized geometries were then evaluated
using the dispersion-corrected density functional method B3LYP-D342

(with a Becke−Johnson (BJ) damping function43,44) and the polarized,
triple-ζ valence quality def2-TZVPP basis set of Weigend and
Ahlrichs45 within the IEF-PCM model (toluene). The thermal
corrections evaluated from the unscaled vibrational frequencies at
the B3LYP/6-31G(d) level on the optimized geometries were then
added to the B3LYP-D3(BJ)/def2-TZVPP electronic energies to
obtain the free energies. The free energy corrections were calculated
using Truhlar’s quasiharmonic approximation.46 This uses the usual
harmonic oscillator approximation in the calculations of the vibrational
partition functions, except that all of the real vibrational frequencies
that are lower than 100 cm−1 are set to 100 cm−1 as a way to correct
for the spurious overestimation of vibrational entropies introduced by
treating low-frequency vibrational modes as harmonic oscillators.
Single-point energies were also calculated within the IEF-PCM model
at the B3LYP/def2-TZVPP, M06-2X47/def2-TZVPP, and M06-2X-
D3(zero damping)44/def2-TZVPP levels on B3LYP/6-31G(d) geo-
metries to compare the stereoselectivities computed by various
dispersion-inclusive and -uncorrected functionals.

The B3LYP/6-31G(d) method has a very strong track record in
modeling a wide variety of organocatalytic reactions,48 including the
proline-catalyzed aldol reaction.4,8−11 More recently, the shortcomings
of B3LYP and other early density functionals in accounting for
London dispersion have been noted.49 Nevertheless, for 19 covalent-
bond-forming stereoselective organic reactions, including organo-
catalytic systems, Simoń and Goodman50 compared the stereo-
selectivities computed using various density functionals and found that
for transition-structure geometry optimizations, B3LYP is generally
only slightly less accurate than the newer, dispersion-inclusive
functionals, which are somewhat more computationally demanding.51

To calculate the energies of stereoselectivity-determining transition
structures, they recommended evaluating single-point energies using a
dispersion-inclusive functional (M05-2X) on B3LYP-optimized geo-
metries as an efficient compromise between accuracy and computa-
tional cost. Recently, Krenske and Houk52 re-evaluated the theoretical
stereoselectivities for seven organic and organometallic reactions using
B3LYP-D3 and M06-2X single-point energies of the stereoselectivity-
determining transition structures optimized at the B3LYP/6-31G(d)
level. Satisfactory agreements with the experimental stereoselectivities
were obtained. Recent work from our group53 and others54 also
showed that B3LYP geometry optimizations coupled with single-point
energy evaluations using a dispersion-inclusive density functional give
good agreement with experimental stereoselectivities for a variety of
organic reactions. Here we used the D3(BJ)-corrected B3LYP and
M06-2X (with and without D3(zero) corrections) functionals with the
def2-TZVPP basis set to derive dispersion-inclusive single-point
energies on B3LYP/6-31G(d) geometries. B3LYP-D3(BJ)/def2-
TZVPP−IEF-PCM//B3LYP/6-31G(d)−IEF-PCM results are pre-
sented in the main text, while results involving M06-2X and M06-
2X-D3(zero) single-point energies are discussed in the Supporting
Information (SI). The use of a large basis set has been recommended
in order to minimize basis set superposition errors and to achieve high
accuracies in the computations of dispersion energies.55

To identify the lowest-energy conformers of the enamine reactants
and the reactive conformations for intramolecular aldol addition,

Scheme 2. (A) Partial Zimmerman−Traxler Transition State
for Proline-Catalyzed Aldol Addition and (B) Seebach’s
Topological Rule for C−C Bond Formation between
Prochirality Centers
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Monte Carlo conformational searches were performed on the
enamines derived from diketones 1 and 10 and the model catalysts
II and III (Chart 1) protonated at the quinuclidine nitrogen using

Macromodel 9.956 with the OPLS-2005 force field.57 Structures in
which the distance between the bond-forming carbons is shorter than
4.0 Å were used in transition-structure searches. Some of the DFT-
optimized transition structures obtained in this way were manually
modified to generate additional input geometries for the optimization
of stereoisomeric or differently substituted transition structures.

■ RESULTS AND DISCUSSION
As summarized in Scheme 1, the optimized conditions reported
by List1 for the intramolecular aldol condensation reactions of
acyclic 2,6-diketones such as 1−3 employ 20 mol %
organocatalyst I, 60 mol % acetic acid as a cocatalyst, and
toluene as the solvent. Among the screened cocatalysts that
were used in 3-fold excess and brought about full conversion
within 36−48 h, similar enantioselectivities (20.1:1 to 17.8:1)
were reported for acetic, propionic, isobutyric, and benzoic
acids, despite the different shapes and sizes of these cocatalysts.
Thus, among the most effective cocatalysts, the counterion has
only a minor influence on the enantiocontrol (the ΔΔG⧧ values
vary by <0.23 kcal/mol as the counterion is changed) and was
omitted in our computations of the stereoisomeric transition
states here.58

Use of the quinidine-derived catalyst I′ (Chart 2) in lieu of
quinine-derived I has been reported to invert the absolute

configuration of the cyclohexenones, and the levels of
enantioselectivity remain similar.1 I and I′ possess opposite
configurations only at C8 and C9 (highlighted in red). These
centers control the sense of asymmetric induction. The
configurations of the other three chirality centers in I and I′
(N1, C3, and C4) are unimportant.
Baiker has demonstrated by NMR titration experiments that

in the presence of 2 equiv of acetic acid in ethanol,
cinchonidine is protonated at the quinuclidine nitrogen to
about 95% and the quinoline nitrogen is not protonated.59 This
is in line with expectations from the pK values of cinchonine
(pK1 = 5.80, pK2 = 10.3).60 Thus, in our work, the quinuclidine
nitrogen was always protonated.

The enamine activation of carbonyl groups for the aldol
reaction is well-established.9,61 The catalytic cycle for the
intramolecular aldol cyclizations of 1−3 catalyzed by I is shown
in Scheme 3. Diketones 1−3 react, through either of the two

enantiotopic carbonyl groups, with the primary amine of the
protonated organocatalyst to reversibly generate an enamine
intermediate. Intramolecular aldol addition followed by
hydrolysis of the iminium ion furnishes the cyclized products
4−6, which undergo rapid dehydration in situ to yield the
enantioenriched cyclohexenones 7−9. Only traces of 4−6 were
detected under the reaction conditions,1 and the stereo-
selectivities for the formation of these products have not
been reported.
For this study, we assumed the aldol C−C bond formation to

be the stereocontrolling step. The rates of formation of the
enamines from attack of the primary amine of III on one or the
other carbonyl group of 1 were also modeled. The details are
given in the SI,62 but the results were found to predict the
wrong sense of enantioselectivity of cyclohexenone formation,
ruling out the possibility that stereocontrol occurs during
enamine formation.
Key similarities in structure and relative stability trends were

found for the stereoisomeric aldol cyclization transition states
TS-10 involving heptane-2,6-dione (10) catalyzed by model
catalyst II protonated at the quinuclidine nitrogen (Chart 1)
and those for diketones 1−3 catalyzed by I (TS-1, TS-2, and
TS-3). Thus, we examine the set of transition structures TS-10
first, followed by the results involving 1−3 and catalyst I.

1. Stereoisomeric Transition Structures for Aldol
Cyclizations of 10 Catalyzed by II. Figures 1 and 2 illustrate
the transition structures in which the incipient six-membered
ring adopts a chair conformation (TS-10a−d) or a boat
conformation (TS-10e−h), respectively. TS-10a, TS-10d, TS-
10e, and TS-10h lead to the S enantiomer of aldol 11, while
TS-10b, TS-10c, TS-10f, and TS-10g give rise to (R)-11.
The aldol C−C bond-forming step is accompanied by proton

transfer from the quinuclidinium moiety and has an activation
free energy (ΔG⧧) of 12.9 kcal/mol (TS-10a). The lowest-
energy transition structures that give (S)-11 and (R)-11 are TS-
10a and TS-10c, respectively, and the energy difference
between them is 2.6 kcal/mol in favor of TS-10a. The forming
six-membered ring is found to preferentially adopt a chair
conformation. The boat transition structures TS-10e−h
(Figure 2) are all at least 4.9 kcal/mol less stable than TS-

Chart 1. Structures of Model Reactant 10 and Model
Catalysts II and III

Chart 2. Structures of Organocatalysts I and I′

Scheme 3. Catalytic Cycle for Aldol Cyclizations of 1−3
Catalyzed by I
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10a. TS-10a is lower in energy than all of the other chair
transition structures by at least 2.6 kcal/mol, while TS-10b, TS-
10c, and TS-10d have stabilities within 0.7 kcal/mol of one
another. Within the boat family of transition structures (TS-
10e−h; Figure 2), TS-10f is the most destabilized (ΔΔG⧧ = 7.1
kcal/mol relative to TS-10a), whereas the other transition
structures TS-10e, TS-10g, and TS-10h have comparable
stabilities within 0.5 kcal/mol of one another.
All of the transition structures in Figures 1 and 2 contain a

hydrogen-bonded nine-membered ring comprising the electro-
philic carbonyl group, the enamine, and its parent organo-
catalyst. An essential feature shared by the transition structures
for the aldol additions catalyzed by both proline and the
cinchona alkaloid primary amines is proton transfer from the
carboxylic acid of proline or the quinuclidinium moiety of the
N-protonated cinchona amine. Regardless of the rotameric
state of the enamine, an effective proton-transfer geometry is
preserved with respect to both the proton donated (N−H−O
bond angles of 163−174°) and the carbonyl oxygen (H−O−C
bond angles of 124−136°). Maximal staggering about the
forming C−C bond is also maintained.63 Thus, the optimized
structures of TS-10a−h are all in accord with Seebach’s
topological rule.15

To further understand the geometries and relative energies of
the transition structures, it is instructive to examine the
geometries of the medium rings in detail. A striking feature of
TS-10a−h is that the heavy (i.e., non-hydrogen) atoms in the

medium rings are arranged analogously to the carbon atoms in the
conformational minima of cyclooctane.64−69 In Figures 1 and 2,
the transition structures’ medium rings are color-filled and
compared to the corresponding cyclooctane conformers, which
are shown in the green insets. The medium rings of TS-10a and
TS-10e adopt a boat−chair conformation in which the boat
moiety is composed of the enamine and the CO bond. A
boat−boat conformation is found in TS-10b and TS-10f. TS-
10c and TS-10g contain a crown conformation, while TS-10d
and TS-10h display a chair−boat conformation with the
enamine and CO bond forming the chair moiety.
The conformational analysis of cyclooctane has been the

subject of many experimental and computational investiga-
tions.64−69 Cyclooctane is known to exist at room temperature
in predominantly two families of conformations, the boat−chair
and the crown, in a ratio of 94:6.69 Quantum-chemical
computations have also established the boat−chair conforma-
tion as the global minimum, although different numbers of
conformational minima have been reported depending on the
computational method.64,65 At the CCSD(T)/6-311++G**
level of theory, the crown and boat−boat conformations are 2.6
and 4.9 kcal/mol less stable than the boat−chair conformation,
respectively.64,70 These values are given in the green insets in
Figure 1.
The medium ring in the most favored aldol addition

transition structure, TS-10a, adopts the conformation of the
boat−chair cyclooctane that is the most stable. This is

Figure 1. Chair transition structures (TS-10a−d) for the intramolecular aldol reaction of heptane-2,6-dione (10) catalyzed by model catalyst II
(B3LYP-D3(BJ)/def2-TZVPP−IEF-PCM(toluene)//B3LYP/6-31G(d)−IEF-PCM(toluene)). Each transition structure is described by two
conformational designators that refer to the forming six-membered ring and the medium ring. The relative free energies of activation compared
with TS-10a (ΔΔG⧧) are reported in kcal/mol. In the illustrations, the close H−H contacts (<2.20 Å) are annotated and the hydrogen-bonded nine-
membered rings are color-filled. The resulting enantiomer of 11 for each transition structure is also shown. Green insets: Analogous cyclooctane
conformers and relative free energies (CCSD(T)/6-311++G**) reported by Wiberg (ref 64). Red insets: Newman projections along the forming
C−C bond. The rotameric states of the enamine N−C bond (s-cis or s-trans) and the CC···CO partial bond ((+)- or (−)-synclinal) are labeled.
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reminiscent of the Zimmerman−Traxler model for metal
enolate aldol additions,71 in which a six-membered cyclic
transition state prefers a chair conformation.
The relative energies of the aldol addition transition

structures are the result of intricate trade-offs between
transannular interactions, eclipsing strain, and other steric
interactions within the medium rings in different conforma-
tions. Some of these interactions can be understood by
comparison to the corresponding conformers of cyclooctane.
For example, in TS-10a and TS-10e, a close steric contact that
can be compared to the 1,4-diaxial interaction in the boat−chair
cyclooctane is present between the Z hydrogen of the s-cis
enamine (H2) and a hydrogen on C9. TS-10b and TS-10f are
destabilized by a steric clash between H2 and a hydrogen on
C8, analogous to the 1,5-transannular (flagpole) interaction
that characterizes the boat−boat cyclooctane. Additional steric
interactions between the cyclizing moiety and the catalyst are
present. For instance, TS-10d is destabilized by a steric clash
between the C5 methylene group and the axial C8 hydrogen on
the chair−boat medium ring. The boat transition structures,
TS-10e−h, are at least 4.9 kcal/mol less stable than the lowest-
energy structure TS-10a. Flagpole interactions within the
forming six-membered ring dominate the relative stabilities of
TS-10e, TS-10g, and TS-10h. TS-10f is the most destabilized
(ΔΔG⧧ = 7.1 kcal/mol) because of flagpole interactions in both
the six- and nine-membered rings.
2. Stereoselectivities of Experimental Systems. The

origin of the stereocontrol in the experimentally reported
intramolecular aldol condensations of 1 (Scheme 1) was then
investigated.

2.1. Conformations of the Organocatalyst and Enamines.
The conformations of cinchona alkaloids and their derivatives
have been extensively analyzed spectroscopically and computa-
tionally.36−38 Four principal conformations arising from
rotation about the C8−C9 and C9−C4′ single bonds have
been identified, as shown in Scheme 4 for the cinchona alkaloid
primary amine I. The terms open and closed refer to the
rotameric state about the C8−C9 bond.36 In an open
conformation, the quinuclidine nitrogen lone pair points away
from the quinoline ring and there is an anti arrangement about
the C8−C9 bond. In a closed conformation, the lone pair points
toward the quinoline with a gauche arrangement about the
C8−C9 bond. Syn and anti describe the orientation of the
quinoline ring by referring to the torsional arrangement of the
C9−C4′ bond with regard to the heteroatom bonded to C9
(nitrogen in I) and the quinoline’s ring junction carbon C4a′.
For catalyst I, the quantum-chemical computations of
Melchiorre found that the open conformers are more stable
than the closed conformers by at least 5.4 kcal/mol and that the
anti-open and syn-open conformers have comparable energies
(Scheme 4).20

We used catalyst III as a model of the experimentally used
organocatalyst I. III and I differ only in the replacement of the
vinyl group by a methyl group (Scheme 1). This replacement
greatly reduces the number of different conformers that require
investigation.72 The most stable conformers of enamines 12a
and 12b derived from condensation of the primary amine of the
N-protonated catalyst III and either enantiotopic carbonyl
group of 1 are predicted to have comparable stabilities (Figure
3). Closed-type conformers of 12a and 12b could not be located
in the conformational searches. These geometries are higher in

Figure 2. Boat transition structures (TS-10e−h) for the intramolecular aldol reaction of heptane-2,6-dione (10) catalyzed by model catalyst II
(B3LYP-D3(BJ)/def2-TZVPP−IEF-PCM(toluene)//B3LYP/6-31G(d)−IEF-PCM(toluene)). Each transition structure is described by two
conformational designators that refer to the forming six-membered ring and the medium ring. The relative free energies of activation compared
with TS-10a (see Figure 1) (ΔΔG⧧) are reported in kcal/mol. In the illustrations, the close H−H contacts (<2.20 Å) are annotated and the
hydrogen-bonded nine-membered rings are color-filled. The resulting enantiomer of 11 for each transition structure is also shown. Green insets:
Analogous cyclooctane conformers reported by Wiberg (ref 64). Red insets: Newman projections along the forming C−C bond. The rotameric
states of the enamine N−C bond (s-cis or s-trans) and the CC···CO partial bond ((+)- or (−)-synclinal) are labeled.
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energy because the quinoline ring is synclinal to the ring C−C
and C−N+ bonds, and the hydrogen bond from the
quinuclidinium ion to the ketone oxygen cannot be maintained.
The overwhelming prevalence of open over closed conformers of
the protonated enamines found here is consistent with the
effect of protonation on the conformation of cinchonidine
reported by Mueller and Zaera,38 who observed that the
conformational space of the cinchonidinium ion is restricted to
the open states only.
2.2. Stereoisomeric Transition Structures for Aldol

Cyclization of 1. For each of the four stereoisomers of aldol
adduct 4, four transition-state conformers that combine
different conformations of the forming six-membered ring
and the hydrogen-bonded nine-membered ring were located,
resulting in a total of 16 transition structures (TS-1a−p). The
lowest-energy transition structures that lead to the four
stereoisomeric aldols (TS-1a−d) are illustrated in Figure 4.
For TS-1a−d, transition structures differing only in the
orientation of the quinoline ring, that is, the syn versus anti
conformation (TS-1a′−d′) were also located and found to
differ by less than 0.7 kcal/mol. Details concerning all of these
transition structures are discussed in the SI. For each
stereoisomer of 4, only one transition structure needs to be
considered since the other three conformers are significantly
higher in energy (Table S1 in the SI). The ring conformations
found for the truncated system (diketone 10 and model catalyst
II) are all retained in TS-1a−d, while the cinchona amine
moiety adopts an open conformation. The medium rings in the
lowest-energy transition structures have either boat−chair or
crown conformations, and the S-configured quinoline ring of
the catalyst is equatorial.
Experimentally, the intramolecular aldol condensation of 1

catalyzed by I produces (S)-7 as the major product with an

enantiomeric ratio of 23.9 (Scheme 1).1 The diastereoselectiv-
ity of the formation of 4 has not been reported; only traces of 4
were detected under the reaction conditions as a result of in
situ dehydration. Our computations predict that the aldol
addition step through TS-1a is the most facile among the
stereoisomeric pathways, with a free energy of activation (ΔG⧧)
of 12.6 kcal/mol. TS-1a and TS-1d lead to (3S,5S)-4 and
(3R,5S)-4, respectively. Both of them afford the S enantiomer
of cyclohexenone 7 after dehydration. TS-1b and TS-1c, which
give rise to (3R,5R)-4 and (3S,5R)-4, respectively, are
responsible for the formation of (R)-7. The lowest-energy
transition structures giving rise to (S)-7 and (R)-7 after
dehydration are TS-1a and TS-1b, respectively. TS-1a is
preferred over TS-1b by 1.6 kcal/mol, in very good agreement
with the experimental value (1.6 kcal/mol).
The energies and geometries of the aldol TSs of 1 are readily

understood by comparison to TS-10a−h shown in Figures 1
and 2. The chair | boat−chair conformation, as found in TS-
10a, is the most favorable. For the aldol addition of 1, TS-1a is
lowest in energy because it retains this chair | boat−chair
arrangement while placing both the C5 methyl and C9

Scheme 4. Conformers of Catalyst Ia

aEnergies (BP86-D/TZP, in kcal/mol) were taken from ref 20.

Figure 3. Most stable conformers of protonated enamines (A) 12a
and (B) 12b formed from 1 and model catalyst III (B3LYP-D3(BJ)/
def2-TZVPP−IEF-PCM(toluene)//B3LYP/6-31G(d)−IEF-PCM-
(toluene)). The free energies relative to anti-open-12a (Grel) are
reported in kcal/mol.
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quinoline groups at equatorial sites. Indeed, the free energy of
activation of TS-1a is nearly equal to that involving
unsubstituted TS-10a.
The alternative aldol stereoisomer that affords (S)-7,

(3R,5S)-4, has a substantially higher barrier of formation
(TS-1d; ΔΔG⧧ = 4.9 kcal/mol relative to TS-1a) and does not
contribute to the production of 7 under the experimental
conditions. TS-1d is based on the boat | crown geometry, which
is intrinsically disfavored, as reflected by the high energy of its
unsubstituted analogue TS-10g relative to the chair | boat−
chair transition structure TS-10a (ΔΔG⧧ = 5.4 kcal/mol
relative to TS-10a; Figure 2).
Two stereoisomers of 4, (3R,5R) and (3S,5R), possess an R

chirality center at C5 and give the minor cyclohexenone
enantiomer (R)-7 after dehydration. As shown in Figure 4, TS-
1b and TS-1c are 1.6 and 2.7 kcal/mol less favored than TS-1a,
respectively. TS-1b positions the C5 methyl group equatorial,

but it is based on a disfavored chair | crown system (cf. the
unsubstituted analogue TS-10c, which has ΔΔG⧧ = 2.6 kcal/
mol relative to TS-10a; Figure 1). TS-1c retains the preferred
chair | boat−chair system as found in TS-1a, but it suffers
destabilization from the axial C5 methyl group.

2.3. Stereoselectivity-Determining Transition Structures
for Aldol Cyclizations of 2 and 3. The enantioselectivities of
the aldol condensations of heptane-2,6-diones substituted at C4
with different groups were also investigated. For the 4-
isopropyl- and 4-phenyl-substituted diketones (2 and 3,
respectively), the three important stereoselectivity-determining
transition structures are illustrated in Figures 5 and 6,

respectively. Type a transition structures install the S chirality
center of the cyclohexenone products 8 and 9 via the (3S,5S)
aldols 5 and 6, respectively. Transition structures of types b and
c are responsible for the formation of the R cyclohexenones.
For the aldol condensation of 2, the chair | boat−chair
transition structure TS-2a is 0.9 kcal/mol more stable than the
chair | crown structure TS-2b, which is the lowest-energy
transition structure that gives rise to (R)-8. This slightly
underestimates the experimental enantioselectivity (1.3 kcal/
mol from an S/R ratio of 13.4; Scheme 1). The chair | boat−
chair transition structure TS-2c has a ΔΔG⧧ value of 2.4 kcal/
mol. For 3, the free energy difference of 1.5 kcal/mol between
TS-3a and TS-3b is also in good agreement with the
experimental value (1.5 kcal/mol; S/R = 21.6).

Figure 4. Lowest-energy aldol transition structures (TS-1a−d) of
diketone 1 involving model catalyst III (B3LYP-D3(BJ)/def2-
TZVPP−IEF-PCM(toluene)//B3LYP/6-31G(d)−IEF-PCM-
(toluene)) for the formation of the four stereoisomers of 4. The two
conformational designators for each transition structure refer to the
forming six-membered ring and the medium ring. The relative free
energies of activation compared with TS-1a (ΔΔG⧧) are reported in
kcal/mol. In the illustrations, the close H−H contacts (<2.20 Å) are
annotated and the hydrogen-bonded nine-membered rings are color-
filled.

Figure 5. Lowest-energy stereoisomeric aldol addition transition
structures (TS-2a−c) of diketone 2 involving model catalyst III.
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2.4. Summary of the Origins of Enantiocontrol. Scheme 5
summarizes the factors responsible for the stereocontrol in the
desymmetrizing aldol condensation reactions of 1−3 catalyzed
by organocatalyst III. Only the lowest-energy transition
structures are included. In all of the transition structures, the
bulky quinoline ring is accommodated at an equatorial site. The
enamine formation and intramolecular aldol addition steps
forge chirality centers at C5 and C3 of the aldol adduct. (The
configuration at C3 is, of course, inconsequential because of the
ensuing dehydration step.) The configuration at these two
carbons is controlled by two factors simultaneously: (1) the
disposition of the diketone substituent (the R group) on the
forming chair cyclohexane (axial vs equatorial) and (2) the
conformation of the hydrogen-bonded medium ring (boat−
chair vs crown). The unique combination of two energetically
favorable features, namely, an equatorial R group and a chair |
boat−chair ring, renders TS-1a/2a/3a the most favored among all
of the transition structures (Scheme 5). This explains the
absolute configuration of the predicted major aldol adducts
(3S,5S)-4−6 as well as the C5 stereochemistry of the
experimentally observed major cyclohexenones (S)-7−9. With
regard to the origin of the enantiocontrol, an equatorial R
group on a forming chair cyclohexane ring may also lead to an
R configuration at C5 in the aldol, as shown in TS-1b/2b/3b,
but the medium ring in this case has the less favored crown

conformation. This makes it clear that the conformation of the
medium ring is pivotal in controlling the sense of asymmetric
induction. The R cyclohexenone enantiomer may also arise
from TS-1c/2c/3c, in which the medium ring has the preferred
chair | boat−chair conformation but the R group is axial. To
sum up, the transition structures leading to the minor R enantiomer
of the cyclohexenone are higher in energy because the conforma-
tional preference of the medium ring and the steric preference of the
diketone substituent are mismatched.

2.5. Stereoselectivity Prediction for Aldol Cyclization of 1
with Organocatalyst II. From the analysis summarized in
Scheme 5, it follows that the quinoline ring of the
organocatalyst is less important in determining the stereo-
control because of its equatorial disposition on the medium
ring at the aldol addition transition state. Figure 7 illustrates the
stereoselectivity-determining transition structures TS-13a−d
for the aldol cyclization of diketone 1 catalyzed by II, which is
devoid of the quinoline ring. TS-13a−d are remarkably similar
to TS-1a−d (Figure 4) with respect to both geometry and
relative energy. The chair | boat−chair transition structure in
which the methyl group is equatorial (TS-13a) is lowest in
energy. The chair | crown transition structure with an equatorial
methyl group (TS-13b) is 2.1 kcal/mol higher in energy than
TS-13a. TS-13c and TS-13d are 2.4 and 5.3 kcal/mol less
stable. TS-13a leads to the formation of the (3S,5S)
stereoisomer of aldol 4 and, after dehydration, cyclohexenone
(S)-7, while TS-13b leads to (R)-7 via (3R,5R)-4. Thus, our
calculations predict that the truncated cinchona amine catalyst
II should promote the intramolecular aldol condensation of 1
with high enantioselectivities even though the quinoline ring is
absent.73−75

3. Dependence of Stereoselectivity on Dispersion.
The importance of dispersion interactions in accurate
computations of organic structures by DFT has been
appreciated more widely.49,51,52,76,77 The serious underestima-
tion or even absence of medium- and long-range dispersion
forces is a main limitation of early density functional
approximations, including B3LYP.77 These errors accumulate
with increasing system size and become significant for DFT
modeling of typical organocatalytic reactions.78 Early work by
Clemente and Houk4 found that B3LYP/6-31G(d) consistently
overestimates the enantioselectivities of amino acid-catalyzed
aldol cyclizations as a result of the overly repulsive character of
this density functional for van der Waals interactions. Recently,
Rzepa and co-workers13 studied the effects of dispersion
interactions on the stereoselectivities of the proline-catalyzed
aldol reaction by comparing the Houk−List transition
structures11 optimized by B3LYP and B3LYP-D3. D3
corrections in general decrease the energy differences between
the stereoisomeric transition states, but the impact on the
predicted stereoselectivities was nearly negligible for the
systems originally studied by Houk and List.11

We investigated the extent to which the stereoselectivities of
the aldol cyclizations here depend on dispersion interactions.
Table S2 in the SI compares the differences in free energies
(ΔΔG⧧) of the stereoisomeric aldolization transition structures
of 10 catalyzed by model catalyst II as well as those of
diketones 1−3 catalyzed by III. B3LYP/6-31G(d)−IEF-PCM-
(toluene) geometries and thermal corrections were used. The
single-point energies were evaluated within the IEF-PCM
model employing the dispersion-inclusive density functionals
B3LYP-D3(BJ), M06-2X, and M06-2X-D3(zero) in conjunc-
tion with the large def2-TZVPP basis set. As described in more

Figure 6. Lowest-energy stereoisomeric aldol addition transition
structures (TS-3a−c) of diketone 3 involving model catalyst III.
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detail in the SI, the inclusion of dispersion with D3 and a
reasonably large basis set (def2-TZVPP) provides substantial
improvements in the predictions of stereoselectivity. The
B3LYP-D3(BJ)/def2-TZVPP−IEF-PCM//B3LYP/6-31G(d)−
IEF-PCM method is recommended for studies of this type.
M06-2X/def2-TZVPP, with or without D3 corrections, is also
quite good but underestimates the selectivities in some cases
reported here.

■ CONCLUSIONS

The origins of enantiocontrol in the desymmetrizing intra-
molecular aldol condensations of 4-substituted heptane-2,6-
diones (1−3) catalyzed by cinchona alkaloid primary amine I
have been elucidated computationally (Scheme 5; also see the
abstract graphic). The transition structures leading to the
various stereoisomeric aldols incorporate hydrogen-bonded
medium-sized rings with different conformations that closely
resemble the well-established conformers of the cyclooctane
ring. Most interestingly, the aldol transition structures show the
same conformational preference as cyclooctane: both favor a
boat−chair conformation. Chair | boat−chair transition
structures in which both the C9 quinoline group and the
diketone substituent are equatorial are the most favored. This
leads to the (3S,5S) stereoisomers of the aldols, which after
dehydration furnish the experimentally observed S enantiomers
of the cyclohexenone products. The minor cyclohexenone
enantiomer is predicted to originate from transition structures
with the less favored chair | crown conformation in which the
quinoline ring and the diketone substituent are also both
equatorial. Thus, the asymmetric induction is controlled by the
preferred conformation of the medium ring comprising the
enamine, the acceptor carbonyl, and parts of the cinchona
alkaloid scaffold. The C9 quinoline ring is predicted to be less

Scheme 5. Origins of the Enantiocontrol in the Desymmetrizing Aldol Condensation of 1−3 Catalyzed by III

Figure 7. Lowest-energy aldol transition structures of 1 involving
model catalyst II (B3LYP-D3(BJ)/def2-TZVPP−IEF-PCM-
(toluene)//B3LYP/6-31G(d)−IEF-PCM(toluene)) for the formation
of the four stereoisomers of 4.
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important in stereocontrol because of its equatorial disposition
on the cyclic aldol transition structures for the formation of all
four aldol stereoisomers (Figure 4).
Our calculations have also shown that the origins of

stereocontrol by cinchona amines can be understood with a
basic knowledge of ring conformations.34a The intimate
relationship between conformationally well-defined cyclic
transition states and stereoselectivity is familiar in organic
chemistry, but in the context of cinchona amine-catalyzed
reactions it has rarely been exploited. The conformational
preferences of medium-sized rings are the basis of numerous
successful substrate-based stereocontrol strategies in organic
synthesis.79 We anticipate that an in-depth understanding of
medium-ring conformations of cyclic transition states will
furnish new insights into the principles of stereocontrol by
cinchona alkaloid derivatives.
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