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ABSTRACT: Diels−Alder reaction between electronically neutral
dienes and dienophiles is usually sluggish under thermal conditions
and has to be catalyzed by transition metal catalysts. We report here
our DFT study of the mechanism and stereochemistry of the Rh-
catalyzed Diels−Alder reaction between electronically neutral dienes
and dienophiles (alkenes and alkynes), finding that this reaction
includes a reaction sequence of oxidative cyclization between diene
and alkene/alkyne and a reductive elimination step. The alkyne’s oxidative cyclization is much faster than alkene’s due to the
additional coordination of alkyne to the Rh center in the oxidative cyclization transition state. For both intermolecular and
intramolecular reactions, the reductive elimination step in the catalytic cycle is rate-determining. The different reactivity of ene-
diene and yne-diene substrates can be rationalized by the model that reductive elimination to form a C(sp2)−C(sp3) bond is
easier than that for the formation of a C(sp3)−C(sp3) bond, due to the additional coordination of the double bond to the Rh
center in the transition state in the former. We also uncovered the reasons for the high para-selectivity of the intermolecular
Diels−Alder reaction of dienes and alkynes. In addition, DFT calculations aiming to understand the high diastereoselectivity of
an intramolecular [4 + 2] reaction of ene-dienes with substituents adjacent to the diene and ene moieties of the substrates found
that the substituents in the substrates favor staying away from the Rh center in the oxidative cyclization transition states. This
preference leads to the generation of the final [4 + 2] products with the substituents and the bridgehead hydrogen atoms in a cis-
configuration.

1. INTRODUCTION
Diels−Alder (D−A) reaction is considered to be one of the most
efficient reactions to construct six-membered rings due to its
one-step formation of two bonds and up to four stereocenters.1

The D−A reactions can be divided into normal-, inverse-, and
neutral-electron-demanding D−A reactions, according to the
electron flow direction in their [4 + 2] transition states, either
from dienes to dienophiles (normal-electron-demanding) or
from dienophiles to dienes (inverse-electron-demanding), or
both dienes and dienophiles can be an electron donor and an
electron acceptor (neutral-electron-demanding). The normal-
electron-demanding D−A reactions usually have the following
requirements: the used dienophiles have electron-withdrawing
groups (EWGs) to lower their LUMO energies, while the used
dienes have electron-donating groups (EDGs) so that their
HOMO energies can be increased.2 When the normal-electron-
demanding D−A reactions cannot be carried out thermally,
Lewis acids or Brønsted acids, which can further lower the
LUMO energies of dienophiles through coordination of Lewis
acid to the dienophile, can be used as catalysts to speed up the
reactions.3

The D−A reactions between electronically neutral dienes and
dienophiles, neither of which has EDGs or EWGs, are very
sluggish or impossible if these reactions were carried out
thermally, due to the high activation barriers of these reactions.4

For example, activation enthalpies and Gibbs activation free
energies computed at the B3LYP/6-31G(d) level are 23.2 and
36.2 kcal/mol for the Diels−Alder reaction between butadiene
and ethylene and 22.7 and 34.1 kcal/mol for the Diels−Alder
reaction between butadiene and acetylene.5 The experimentally
measured activation energies are about 25−27 kcal/mol for the
Diels−Alder reaction between butadiene and ethylene.6 The D−
A reactions between electronically neutral dienes and dien-
ophiles (abbreviated here as ENDA reactions) cannot be
catalyzed by Lewis acids or Brønsted acids because of no
coordination sites of dienes and dienophiles. Fortunately, the
ENDA reactions can be catalyzed by transition metal complexes
through a different reaction mechanism involving metallacycle
intermediates (Figure 1).7 Two pathways for the metal-catalyzed
ENDA reaction have been proposed. In pathway a, the catalytic
cycle starts from the coordination of metal to diene, generating
complex I. Then complex I undergoes oxidative cyclization to
form intermediate II or III. Intermediates II and III differ from
each other by the different coordination modes. Intermediate II
has an allylic metal bond, whereas intermediate III is a
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metallacycloheptane. Finally, reductive elimination from II or III
furnishes the final [4 + 2] cycloadduct P. Alternatively, the
reaction can start from oxidative cyclization, transforming
complex IV to intermediate V (pathway b). Then geometry
reorganization takes place, converting V to III, which gives the
final cycloadduct P via reductive elimination. Recently, Frenking
and co-workers reported a DFT study of Co-catalyzed Diels−
Alder reaction,8 but Rh-catalyzed Diels−Alder reaction remains
unexplored, which is the subject of the present DFT
investigation.
To date, various transition metals such as Ni, Rh, Ru, Co, Au,

Fe, and Pd can catalyze Diels−Alder reactions through pathways
shown in Figure 1.9 Among these transition-metal-catalyzed
Diels−Alder reactions, Rh-catalyzed Diels−Alder reactions show
some interesting chemistry.10 Matsuda11 and co-workers
reported the first Rh-catalyzed intermolecular Diels−Alder
reactions in 1987 using [Rh(cod)(dppb)]PF6 as the catalyst,
but only terminal alkynes can be used as the dienophiles in their
reactions, even though their reactions had a very high para-
selectivity (reaction a, Scheme 1). Chung12 successfully applied
disubstituted alkynes in the Diels−Alder reaction using [Rh-
(cod)(naphthalene)]BF4 as the catalyst (reaction b, Scheme 1).
Livinghouse13 and co-workers reported the first Rh-catalyzed
intramolecular [4 + 2] carbocyclizations in 1990, and since then,
various Rh-catalyzed intramolecular Diels−Alder reactions have
been reported.14 Usually, the intramolecular [4 + 2] reaction of
yne-diene substrates was catalyzed by cationic rhodium catalyst
(reaction c, Scheme 1).10 The intramolecular [4 + 2] reaction of
ene-diene substrates can be catalyzed by either a neutral rhodium
catalyst (reaction d, Scheme 1) or a cationic rhodium catalyst
(reaction e, Scheme 1).15 For the asymmetric intramolecular
Diels−Alder reactions, cationic rhodium catalysts were widely
used.16 There are some features for Rh-catalyzed Diels−Alder
reactions: (1) When meta- and para-products are both possible,
para-products are favored in most cases (reactions a and b,
Scheme 1).11,12 (2) Usually, ene-diene substrates react slower
than yne-diene substrates (reactions c−e, Scheme 1).10 (3)
Excellent diastereoselectivity was obtained for substrates with
substituents adjacent to either the ene or diene moiety (reactions
d and f).13b These high regioselectivities and stereoselectivities
are very important for both methodology development and

application in synthesis. However, to the best of our knowledge,
there is no detailed mechanistic study using DFT calculations for
the Rh-catalyzed Diels−Alder reactions. Here, we report our
DFT study of Rh-catalyzed Diels−Alder reactions to understand
the reaction mechanism and the regio- and stereochemistries
involved.

2. COMPUTATIONAL METHODS
All calculations were performed with the Gaussian 09 program.17

Density functional theory (DFT)18 calculations using the B3LYP19

functional were used to locate all the stationary points involved. The 6-
31G(d)20 basis set is applied for all elements except Rh, which uses the
LANL2DZ21 pseudopotential and basis set (for more discussion of
computational methods, see the Supporting Information). This method
was successfully applied to predict structures and understand reaction
mechanisms for reactions of rhodium(I) complexes and many Rh-
catalyzed cycloadditions.22 Frequency calculations at the same level have
been performed to confirm each stationary point to be either aminimum
or a transition structure. Intrinsic reaction coordinate (IRC)23

calculations were carried out to confirm the connection of each
transition state to its corresponding reactant and product. The reported
energies in the text are Gibbs free energies (ΔG) and enthalpies (ΔH),
all in the gas phase at 298 K. Calculations using the M06 method to
include dispersion energies showed that both B3LYP andM06 methods
gave similar energy surfaces (see the Supporting Information for
details), and therefore, we report our B3LYP results here. We have also
computed the solvent effects and found that the conclusions obtained
from the gas phase calculations do not change (see the Supporting
Information). Therefore, all discussed energies in this paper refer to the
Gibbs free energies in the gas phase. To simplify the calculations, we
used Rh(PMe3)2

+ to model the cationic catalyst and Rh(PMe3)Cl to
model the neutral catalyst. All figures of structures were prepared using
CYLView.24

Figure 1. Generally accepted mechanism of metal-catalyzed Diels−
Alder reaction between electronically neutral dienes and dienophiles.

Scheme 1
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3. RESULTS AND DISCUSSION
3.1. Rh-Catalyzed Intermolecular [4 + 2] Cycloaddition

between Butadiene and Acetylene. In this part, we will
introduce the mechanism of cationic Rh(I)-catalyzed Diels−
Alder reaction between butadiene and acetylene (reaction 1,
Scheme 2). Then we report our understanding of the para-

selectivity in reaction 2. Because both diene and dienophile in
reaction 2 have the methyl substituents, we first investigated
model reactions 3 and 4, which provided information about how
the substituent in diene and dienophile affects the reaction
pathway, respectively. This information can subsequently be
used to analyze the regiochemistry in reaction 2 with the methyl
substituents in both the diene and dienophile.
3.1.1. Mechanism of Reaction 1. The catalytic cycle of

reaction 1 starts from catalyst transfer between Rh product
complex 5, which is generated in the previous catalytic cycle, and
the substrate s-trans-butadiene 1 (Figure 2). This process releases
the Diels−Alder product, cyclohexadiene 6, together with
complex 2 for the next catalytic cycle. Calculations indicated
that this ligand exchange process is slightly endergonic by 2.0
kcal/mol in the gas phase. Complex 2 is a 16-e species in which s-
cis-butadiene acts as a η4 ligand in a symmetric pattern. The

coordination of acetylene to complex 2 gives an 18-e species 3,
which is less stable than complex 2 by 6.1 kcal/mol. Then
complex 3 undergoes oxidative cyclization to produce inter-
mediate 4 via transition state 3-TS. The oxidative cyclization step
requires an activation free energy of 19.3 kcal/mol and is
exergonic by 26.4 kcal/mol. The Rh−C5 bond in 3-TS has been
formed with a bond distance of 2.10 Å, whereas the C1−C6 bond
is forming with a bond distance of 2.15 Å (Figure 3). The C2, C3,
and C4 atoms act as an η3 ligand in complex 4. Complex 4 can
undergo reductive elimination, giving complex 5 with an
activation free energy of 22.7 kcal/mol (via 4-TS), and this
step is exergonic by 21.9 kcal/mol. The two CC bonds
coordinate to the Rh center in a symmetric manner in complex 5,
in which the distances between Rh and the alkene parts of the
final [4 + 2] cycloadduct are both 2.32 Å.
The potential energy surface in Figure 2 shows that, in the Rh-

catalyzed D−A reaction of butadiene and acetylene, the oxidative
cyclization step is irreversible and the rate-determining step of
the catalytic cycle is the reductive elimination step, which
requires an activation free energy of 22.7 kcal/mol (23.8 kcal/
mol in terms of enthalpy), and the whole reaction is exergonic by
46.3 kcal/mol. The calculations agree with the experimental
results that Rh(I)-catalyzed Diels−Alder reactions can proceed
at room temperature. The DFT-computed thermal reaction
between diene and acetylene without using a catalyst has an
activation free energy of 34.1 kcal/mol in the gas phase (the
activation enthalpy is 22.7 kcal/mol). Therefore, the Rh-
catalyzed ENDA reaction shown in Figure 2 is much easier
than the thermal D−A reaction and can be carried out under mild
reaction conditions.5

In dichloromethane (DCM) solution, the DFT-computed
activation free energy for the reductive elimination is 25.3 kcal/
mol, about 2.6 kcal/mol higher than that in the gas phase (see the
Supporting Information for details). This suggests that the
cationic Rh-catalyzed D−A reaction becomes slower in solution
than that in the gas phase.
Pathway b for reaction 1 can be ruled out due to the high

activation energy required for the oxidative cyclization step (via
transition state 3b-TS), which requires an activation free energy
of 24.0 kcal/mol. This is higher than 3-TS for the irreversible
oxidative cyclization step in pathway a by 4.7 kcal/mol (Scheme
3).

3.1.2. Understanding the para-Selectivity of Reaction 2
between Isoprene and Propyne. To understand the para-
selectivity of reaction 2, here we first discuss the regiochemistry
of model reactions 3 and 4 (Scheme 2). Both reactions 3 and 4
have two possible oxidative cyclization pathways to give the same
products. Even though the two competing pathways of reactions
3 and 4 do not affect the final outcomes of the [4 + 2] reactions,
information obtained from these reactions can be used to
understand how the substituents in both dienes and dienophiles
affect the reaction pathways. DFT-calculated energy surface of
reaction 3 suggests that the oxidative cyclization step prefers to
occur via the unsubstituted ene pathway, in which the oxidative
cyclization uses the unsubstituted ene of the diene part (Figure
4). This pathway is favored over the substituted ene pathway by
3.2 kcal/mol. We attribute this selection to the stronger Rh−
allylic interaction in 8a-TS than that in 8b-TS. This stronger
interaction can be appreciated by the fact that 9a is more stable
than 9b by 2.9 kcal/mol. The steric repulsion between themethyl
group and the ligand in 8b-TS is stronger than that in 8a-TS (the
distances of Ha and Hb are 2.13 Å in 8b-TS and 2.33 Å in 8a-TS,
respectively).25

Scheme 2

Figure 2. DFT-computed potential energy surface of Rh-catalyzed [4 +
2] reaction of butadiene and acetylene.

The Journal of Organic Chemistry Article

dx.doi.org/10.1021/jo5017844 | J. Org. Chem. 2014, 79, 11949−1196011951



The oxidative cyclization step in reaction 4 favors the
substituted yne pathway, in which the oxidative cyclization
prefers to use the substituted part of the alkyne (Figure 5). The
substituted yne pathway is favored over the unsubstituted yne
pathway by 2.2 kcal/mol in terms of Gibbs free energy. We
propose that two factors are responsible for this selectivity. One
is that, in the unsubstituted yne pathway, the methyl substituent
in the alkyne experiences steric repulsion from the ligand in the
oxidative cyclization transition state. It was found that the methyl
group in 11b-TS points toward the ligand, whereas such
repulsion is absent in the substituted yne pathway (the distance
of Hb andHc is 2.66 Å in 11a-TS, and the distance of Hb and Hd
is 2.30 Å in 11b-TS). This disfavored steric interaction is also
shown in the oxidative cyclization products, showing that 12a is
more stable than 12b, which experiences steric repulsion
between the methyl group and the ligand. In the oxidative
cyclization transition states, the carbon of alkyne that is forming
the C−C bond has positive charge, and consequently, the C5
atom in 11a-TS can be stabilized by the methyl group further. In
contrast, the C6 atom in 11b-TS does not have such stabilization.
Due to these two factors, reaction 4 prefers the substituted yne
pathway over the unsubstituted yne pathway.

With the above understanding, we can know the encountered
regiochemistry of reaction 2 (Scheme 2). This suggests that the
oxidative cyclization prefers to go through the substituted yne
pathway (Figure 6) for alkyne (C5 atom of 13a) and the
unsubstituted ene pathway for diene (the C4 atom of 13a) to
form a C−C bond. DFT calculations agree with this, showing
that 13a-TS is favored by 3.0 kcal/mol or more than other
competing pathways, and the para-selectivity for the intermo-
lecular D−A reaction can be achieved. These calculation results
agree with experimental observations. We found that using the
bidentate ligand of dppb, the D−A reaction also has the para-
selectivity (see the Supporting Information for details).

3.2. Rh-Catalyzed Intramolecular [4 + 2] Cycloaddi-
tions of Butadienes with Alkynes and Alkenes. We have
discussed the intermolecular Rh-catalyzed Diels−Alder reactions
of butadiene and alkynes above. Here, we discuss Rh-catalyzed
intramolecular Diels−Alder reactions of dienes with alkynes
(section 3.2.1) and alkenes (section 3.2.2), respectively. Here we
only discuss the pathway a because pathway b for both
intramolecular Diels−Alder reactions is not favored (see the
Supporting Information). Then the diastereoselectivity in
reactions d and f (Scheme 1) will be discussed by computing
the energy surfaces of all their possible pathways (sections 3.2.3
and 3.2.4).

3.2.1. Intramolecular D−A Reaction of Yne-Dienes. The
computed potential energy surface of Rh-catalyzed [4 + 2]
cycloaddition of yne-diene substrate 16 is given in Figure 7. The
catalyst transfer step is exergonic by 2.0 kcal/mol. The
coordination of the alkyne moiety of the yne-diene substrate to
the rhodium center results in the increased energy by 7.0 kcal/
mol. Then complex 18 undergoes oxidative cyclization through
transition state 18-TS, giving complex 19 with an activation free
energy of 15.5 kcal/mol. Finally, complex 19 is converted to the
final 5/6 bicyclic product 20 through the reductive elimination

Figure 3. DFT-computed structures of intermediates and transition states for Rh-catalyzed reaction of butadiene and acetylene (reaction 1).

Scheme 3
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transition state 19-TS, which is the rate-determining step of the

intramolecular reaction, with an activation free energy of 21.7

kcal/mol. The whole catalytic cycle is exergonic by 45.2 kcal/

mol.

3.2.2. Intramolecular D−A Reaction of Ene-Diene and Its
Stereochemistry. Experimentally, ene-diene substrates usually
react slower than yne-diene substrates. To explain the different
reactivities of these substrates, we computed the energy surface
of the Rh-catalyzed intramolecular D−A reaction of ene-diene

Figure 4. Calculated relative energies of Rh-catalyzed Diels−Alder reaction between isoprene and acetylene.

Figure 5. Calculated relative energies of Rh-catalyzed Diels−Alder reaction between butadiene and propyne.
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substrate 22 (Figure 8; for the computed energy surface of the
neutral Rh-catalyzed Diels−Alder reaction of the ene-diene
substrate, see the Supporting Information). The catalytic cycle
starts with the catalyst transfer step, which is exergonic by 7.8
kcal/mol and generates complex 23. Then the alkene moiety in
23 coordinates to the rhodium center, which is followed by a cis-
oxidative cyclization through transition state 24-TS. The
oxidative cyclization step leads to the formation of complex 25
with an activation free energy of 22.3 kcal/mol. Finally, complex
25 undergoes a reductive elimination process (via transition state
25-TS) to generate cis-fused 5/6 bicyclic product 26. It is
interesting to note that the rate-determining step in the
intramolecular D−A reaction of ene-diene is the reductive
elimination step with an activation free energy of 23.4 kcal/mol.
The whole catalytic cycle is exergonic by 26.3 kcal/mol.
Now let us compare and analyze the alkyne/alkene oxidative

cyclization and reductive elimination steps in Figures 7 and 8.
The energy of oxidative cyclization of alkene with diene is higher
than that required for the alkyne and diene by 6.8 kcal/mol. The
alkyne and alkene coordinations (forming complexes 17 and 24)
to the cationic Rh center are similar with binding energies of 7.0
and 9.1 kcal/mol, respectively. The major difference in the
oxidative cyclizations for alkyne and alkene is due to the
additional coordination of the alkyne moiety to the Rh center in
its oxidative cyclization transition state. The alkyne’s oxidative
cyclization is exergonic by 21.1 kcal/mol, while the alkene’s
oxidative cyclization is a thermodynamically neutral process (17
to 19 versus 23 to 25). The coordination of alkyne to the Rh
center in the transition state is still there, and consequently, its
oxidative cyclization is easier than that in alkene’s oxidative
cyclization (in its transition state, the alkene’s CC bond
becomes C−C and C−Rh single bonds). We want to point out
here that the alkyne/alkene oxidative cyclization is different from

the alkyne/alkene insertion in the [5 + 2] reaction of
vinylcyclopropanes and alkynes/alkenes, where the alkyne/
alkene insertion has very close activation energies.22c

The reductive elimination steps for yne-diene (forming a
C(sp2)−C(sp3) bond) and ene-diene (forming a C(sp3)−C(sp3)
bond) have similar activation free energies (21.7 vs 23.4 kcal/
mol). Here we provide a model to explain why reductive
elimination to form the C(sp3)−C(sp3) bond is a little bit more
difficult than the reductive elimination of form the C(sp2)−
C(sp3) bond. The reductive elimination between C(sp2) and
C(sp3) atoms has an additional coordination of the vinyl group to
the metal center in both the reductive elimination transition state
and its product, while such coordination is absent for the
reductive elimination process between two C(sp3) atoms.
Consequently, reductive elimination with additional coordina-
tion is easier. This can be appreciated by the fact that reductive
elimination from 19 to 20 is more exothermic than that from 25
to 26. In complex 20, the Rh is coordinated by two alkenes, while
in 26, the Rh is coordinated by an alkene and a C−Hbond (via an
agostic interaction). IRC calculations showed that such
coordination assistance has been found for the reductive
elimination process for 19-TS but not for 25-TS (see the
Supporting Information).
Now we can understand why yne-diene is more reactive that

ene-diene in Rh-catalyzed D−A reactions. Figures 7 and 8
suggest that the rate-determining steps for both yne-diene and
ene-diene are the reductive elimination reactions, even though
the alkyne’s and alkene’s oxidative cyclizations have different
reactivities. Consequently, the overall activation free energy for
yne-diene is 1.7 kcal/mol lower than that required in ene-diene’s
D−A reaction.
In comparison, we calculated the energy barriers of the Diels−

Alder reaction of yne-diene substrate 16 and ene-diene substrate

Figure 6. DFT-computed relative energies of the four different pathways for the Rh-catalyzed Diels−Alder reaction between isoprene and propyne.
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22 under thermal conditions, finding that the computed
activation free energies are 25.5 and 29.9 kcal/mol, respectively,
for these two substrates (the activation enthalpies are 21.5 and
25.2 kcal/mol, respectively). These barriers are higher than those
required for the Rh-catalyzed reactions (the computed activation
free energies are 21.7 and 23.4 kcal/mol, respectively).5 The
calculation results indicated that, under rhodium catalysis
conditions, the Diels−Alder reactions of yne-diene substrates
and ene-diene substrates become easier.
We now discuss the stereochemistry of the Rh-catalyzed

Diels−Alder reaction of ene-diene substrates. We calculated the
trans-oxidative cyclization step and found the corresponding
transition state 24b-TS requires an activation free energy of 27.0
kcal/mol, which is higher than 24-TS in the cis-oxidative
cyclization pathway by 4.7 kcal/mol (Figure 9). Two factors are
responsible for the higher energy of 24b-TS with respect to cis-
oxidative cyclization transition state 24-TS. The first one is the
torsional strain of the forming five-membered ring. In cis-
oxidative cyclization transition state 24-TS, the forming C2−
C3−O−C4−C5 ring adopts an envelope configuration, the
favored configuration for a five-membered ring, with the dihedral
angles of C2−C3−O−C4 being 51.4° and C3−O−C4−C5
being −47.0°. In the trans-oxidative cyclization transition state
24b-TS, the dihedral angles of C2−C3−O−C4 (−34.3°) and
C3−O−C4−C5 (−11.7°) are both smaller and suffer from
additional torsional strain compared to 24-TS. Another reason is
due to the steric repulsion between the hydrogen atoms (Ha and
Hb) in the diene moiety (Figure 9). The distorted C2−C3−O−

C4−C5 ring in 24b-TS leads to a distance of Ha and Hb of 1.93
Å, while the distance of Ha and Hb in 24-TS is 2.11 Å.

3.2.3. Understanding How the Substituent Adjacent to the
Diene Part of the Ene-Diene Controls the Diastereoselectivity
of the D−A Reaction (Reaction d in Scheme 1). Substrates with
an R group near the diene or alkene moiety usually show
excellent diastereoselectivity for Rh-catalyzed Diels−Alder
reactions (reactions d and f, Scheme 1). Here, we will first
discuss the diastereoselectivity of reaction d, and then the
diastereoselectivity of reaction f will be discussed in section 3.2.4.
To simplify the calculations, we chose the methyl group to
represent the R group in the substrate for our calculations
(Figures 10 and 11).
The complex formed by the substrate and the catalyst favors

having the R group (here it is a methyl group) in the tether and
the internal hydrogen atom Ha in a cis-configuration (28a),
whereas complex 28b with the Ha and R in a trans-configuration
is higher in energy than complex 28a by 3.0 kcal/mol. In complex
28b, the R group has to point to the Rh catalyst, and this leads to
repulsion. This repulsion between R and the Rh catalyst part can
be appreciated by the torsional strain of C9−C4−C5−C6 (with a
computed dihedral angle of −6.8°) in complex 28b, where the R
group (C9 atom) and C6 atom are close to being in the same
plane. Alkene coordination to the Rh center in complex 28a leads
to the formation of complexes 29a and 29b. Complexes 29a and
29b are in equilibrium, and they can finally be transformed to 31a
instead of 31b because 29a-TS and 30a-TS in the cis−cis pathway
are both lower in energy than 29b-TS and 30b-TS in the cis−

Figure 7. Potential energy surface and 3-D structures of key species of Rh-catalyzed intramolecular Diels−Alder reaction of yne-diene 16.
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trans pathway. Therefore, the R group prefers to stay away from
the Rh catalyst center and be in a cis-configuration with hydrogen
at C5, which requires a cis-alkene’s oxidative cyclization into the
Rh−C bond (discussed in the previous part of section 3.2.2).
Due to this, the R group and the bridgehead hydrogen atoms (at
C5 and C2) all point to the same direction to give the favored
product 31a.
Complex 28b also has two competing pathways to give the [4

+ 2] products, 31c and 31d. The trans−cis pathway is favored
over the trans−trans pathway, but both 29c-TS and 29d-TS
coming from 28b still suffer from the repulsion between the R
group and the Rh catalyst center, and they are less stable than
29a-TS in energy. Therefore, the cis−cis pathway is the favored

one, and this pathway leads to the generation of product 31a. A
simple model to explain this stereochemistry is given in Figure
12, which stresses that the R1 group prefers to stay away from the
Rh catalyst, and this leads to the cis-configuration of R1 with both
the bridgehead hydrogen atoms in the final product.

3.2.4. Understanding How the Substituent Adjacent to the
Ene Part of the Ene-Diene Controls the Diastereoselectivity of
the D−A Reaction (Reaction f in Scheme 1).We calculated the
energy surface of the ene-diene substrate with the methyl group
adjacent to the ene moiety of the substrate to investigate the
diastereoselectivity of reaction f shown in Scheme 1 (Figures 13
and 14). DFT calculations found that 33a-TS is the most favored
oxidative cyclization transition state compared to the other three

Figure 8. Potential energy surface of Rh-catalyzed intramolecular Diels−Alder reaction of ene-diene and the DFT-computed key structures.

Figure 9.Calculated relative energies for the Rh-catalyzed Diels−Alder reaction of ene-diene substrate in the pathway leading to give the trans-fused [4 +
2] cycloadduct.
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Figure 10. DFT-calculated relative energies for different pathways for ene-diene with an R substituent adjacent to the diene moiety of the substrate.

Figure 11. Optimized structures of alkene complexes and oxidative cyclization transition states for the reaction in Figure 10.
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competing transition states of 33b-TS, 33c-TS, and 33d-TS,
indicating that the reaction pathway through 33a-TS is the most
favored and the corresponding product 35a is the major product.
This DFT conclusion agrees with the experimental results.
As we have discussed before, the Rh-catalyzed [4 + 2]

cycloaddition of ene-diene favors having the bridgehead
hydrogen atoms in a cis-configuration; here we will not discuss
why 33b-TS and 33d-TS are significantly higher than 33a-TS.
We focus here on diagnosing the reason why the R group also
favors being in a cis-configuration with the bridgehead hydrogen
atoms. We found that the R group still prefers to stay away from

the Rh center to avoid the repulsion, as indicated by the fact that
33c is less stable than 33a by 6.6 kcal/mol. The steric repulsion
between R and the Rh center is also present in 33c-TS, in which
C9−C3−C2−C1 has an eclipsed conformation with a dihedral
angle of 25°. In the most favored 33a-TS, C9−C3−C2−C1 has a
dihedral angle of −82.4°. Figure 15 gives a model to explain the
diastereoselectivity, suggesting the substituent adjacent to the
ene moiety of the substrate favors staying away from the Rh
catalyst, leading to the R1 group and the bridgehead hydrogen
atoms in a cis-configuration.

4. CONCLUSIONS
Through DFT calculations, we have investigated the detailed
mechanism of Rh-catalyzed inter- and intramolecular Diels−
Alder reaction of dienes and alkynes/alkenes, which involves
catalyst transfer, alkyne/alkene coordination, oxidative cycliza-
tion, and reductive elimination steps. We found that the rate-
determining step is the reductive elimination step for both
intramolecular D−A reactions of yne-diene and ene-diene
substrates. It was found that alkyne’s oxidative cyclization is
much easier than alkene’s oxidative cyclization, due to the
additional coordination of alkyne to the Rh center, present in
both the oxidative cyclization transition state and its product.
Reaction between substituted diene and alkyne was also studied
to reveal the para-selectivity, finding that both electronic and
steric effects lead to this preference. In addition, we computed

Figure 12. Proposedmodel to explain the diastereoselectivity of the ene-
dienes with a substituent adjacent to the diene moiety of the substrates.

Figure 13. Calculated relative energies of ene-yne substrate with an R substituent adjacent to the ene moiety of the substrate.
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the potential energy surface of the intramolecular Rh-catalyzed
Diels−Alder reaction of ene-dienes with substituents adjacent to
the ene and diene moieties of the substrates, with the aim of
uncovering the origins of the stereochemistry. DFT calculations
indicated that the substituents in the ene-diene substrates favor
staying away from the Rh catalyst center in the oxidative
cyclization transition states, and consequently, [4 + 2]
cycloadducts with the substituents the bridgehead hydrogen
atoms in a cis-configuration were generated.
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