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Demonstrated here is an asymmetric nucleophilic addition via primary activation of para-quinone methides

(p-QMs) based on a chiral phosphoric acid catalytic system. In sharp contrast to previous CPA-based

bifunctional activation processes that all required the nucleophiles to have an effective hydrogen bond
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donor unit (e.g., OH, NH), here no such unit is required in the nucleophile. N-protected indole

nucleophiles were successfully utilized for the synthesis of chiral tetraarylmethanes with high efficiency
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Introduction

Para-Quinone methides (p-QMs) are versatile intermediates
in organic synthesis and biological processes." Recently,
they have been demonstrated to be particularly powerful in
asymmetric synthesis,> especially for the construction of
quaternary stereogenic centers.® Their strong tendency for
aromatization permits the catalytic asymmetric 1,6-conju-
gate nucleophilic addition to the remote methide position,
enabling rapid construction of a range of a benzylic stereo-
genic centers.*® While a range of catalytic asymmetric
systems have been reported for these reactions, many of
them required the presynthesis of those generally unstable
QMs and thus limited the utility of such reactions.* In 2015,
we reported the first example of using chiral phosphoric
acids (CPAs) as catalysts for the asymmetric nucleophilic
addition to p-QMs (Scheme 1a).’* Notably, this catalytic
system does not require the presynthesis of p-QMs, as it
allows the in situ generation of QMs from the corresponding
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and enantioselectivity under mild conditions. Therefore, this protocol significantly expanded the scope of
asymmetric transformations of p-QMs.

stable, racemic benzylic alcohols and subsequent asym-
metric addition to take place in a one-pot fashion. Conse-
quently, this protocol has been widely utilized since then.®
However, despite the broad utility of CPA catalysts” in p-QM
chemistry,*° it is worth noting that, due to the typically long
distance between the carbonyl activation site and the nucleo-
philic addition site, so far all the CPA-catalyzed p-QM addition
reactions took advantage of the bifunctional activation mode,
i.e., the CPA catalyst not only activates the QM carbonyl, but also
has an effective hydrogen bonding interaction with the nucle-
ophile partner (Scheme 1a).*»*%** This hydrogen bond inter-
action with the nucleophile not only helps achieve a tight
enantiodetermining transition state, thereby facilitating enan-
tiocontrol, but also increases the nucleophilicity of the nucle-
ophile and reduces the reaction barrier. However, to the best of
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our knowledge, an efficient example of sole or primary activa-
tion of p-QM but without effective activation of the nucleophile
by the CPA catalyst has not been demonstrated.® Herein we
report a highly efficient example of this type (Scheme 1b).

Nucleophiles currently widely used CPA-catalyzed asym-
metric p-QM addition reactions include those with an N-H
functionality (e.g., amines, indoles, pyrroles)>*** or an O-H
functionality (e.g., naphthols, carboxylic acids, 1,3-dicarbonyl
compounds with enol tautomer).**>%¢ These functionalities are
well-known hydrogen bond donors. In many of these reactions,
control experiments by protecting these free N-H or O-H
functionalities normally led to either dramatically low reactivity
or low enantioselectivity, which confirmed the key role of their
involvement in the secondary hydrogen bond interaction.

For example, in 2020, we reported the first catalytic asym-
metric synthesis of chiral tetraarylmethanes via conjugate
addition of pyrroles to in situ generated p-QMs bearing two aryl
groups at the methide position.®® The unique three-
dimensional structure together with their interesting biolog-
ical activities promoted us to further develop new reactions for
the synthesis of their analogues.¥® In particular, indoles are
extremely versatile pharmacophores in drugs.' However,
indoles with a free N-H motif were not generally effective
nucleophiles in this process. Therefore, we employed this
reaction as an example to examine the possibility of sole or
primary activation of p-QMs, which means the use of N-pro-
tected indoles to achieve high enantioselectivity in the absence
of the secondary hydrogen bond interaction.

Results and discussion

The initial study was carried out with racemic triarylmethanol
1a as the model substrate and N-methylindole 2a as the nucle-
ophile. In the presence of 10 mol% of CPA (R)-Al, the desired
tetraarylmethane 3aa was smoothly obtained, with encouraging
conversion and enantioselectivity (56% ee). It is worth noting
that the reaction of 1a with free indole (without substitution in
the N—1 position) only resulted in 12% ee. It is also notable that
this reaction was clean and the remaining substrate accounted
for the remainder of mass balance. Encouraged by the initial
results, we performed further optimization aiming to improve
the enantiocontrol for this challenging situation. Various CPAs
were evaluated (Table 1, entries 2-6). The steric hindrance of the
3,3™-substituents seemed to be crucial for enantiocontrol, as
catalysts A1 (ref. '*) and A2," bearing the bulky 2,4,6-triisopro-
pylphenyl or 2,4,6-tricyclohexylphenyl groups, respectively,
could give similar enantioselectivity, but the less hindered A3
and A4 could only give moderate enantiocontrol. Along these
lines, we utilized a more hindered CPA A5 bearing 2,6-
diisopropyl-4-adamantylphenyl groups in the 3,3"-positions,'
which proved superior and gave the best enantiocontrol (80%
ee, Table 1, entry 5), though with moderate conversion.
Extending the reaction time did not significantly enhance the
reaction conversion. Then, our attention was turned to solvent
screening (Table 1, entries 6-10). Toluene proved to be the
optimal choice (97% conversion, 92% ee). After systematic
optimization of reaction parameters, including concentration,

© 2024 The Author(s). Published by the Royal Society of Chemistry

View Article Online

Chemical Science

Table 1 Evaluation of reaction conditions®

OH
eI
OMe™" L N CPA (10 mol%)
O O solvent, rt, 96 h
1a 2a
R
OO A1, R =2,46-Cy;CeHy
o 0 A2, R =2,4,6-PrsCqH,
N A3, R = 9-phenanthryl
OO O OH A4, R = 9-anthryl
R AS, R =2,6-Pr,-4-Ad-CH,
Entry CPA Solvent Conv.? (%) ee’ (%)
1 (R)-A1 DCE 48 56
2 (R)-A2 DCE 41 55
3 (R)-A3 DCE 92 16
4 (R)-A4 DCE 55 27
5 (R)-A5 DCE 58 80
6 (R)-A5 DCM 41 60
7 (R)-A5 Toluene 97 92
8 (R)-A5 CHCl, 65 91
9 (R)-A5 1,4-Dioxane NR —
10 (R)-A5 CH;CN 90 25
114 (R)-A5 Toluene 99 92

“ Reaction conditions: 1a (0.1 mmol), N-methylindole (0.2 mmol), CPA
glo mol%), solvent (1 mL), rt, 96 h. ? Conversion was determined by
H NMR. °The ee value was determined by chiral HPLC. ¢ N-
methylindole (1.5 equiv.), toluene (0.5 mL), 72 h. NR = no reaction.

nucleophile equivalence, and temperature, we were able to
achieve 99% conversion and 92% ee, which were determined to
be the standard reaction conditions (Table 1, entry 11).

OH
®
N
OMe I (R)-A5 (10 mol%)
OH R
O O toluene (0.2 M), rt
1a 2

OMe

3ab, R = Br, 99% yield, 94% ee 3ai
3ac, R = OBn, 99% yield, 80% ee 38% yield, 88% ee

OH

Me 3ad, R = F, 99% yield, 93% ee
3ae, R = Cl, 99% vyield, 90% ee
3af, R = Br, 99% vyield, 88% ee
3ag, R = OMe, 99% yield, 89% ee
3ah, R = Bpin, 43% yield, 87% ee

OMe
Ty
Scheme 2 Scope of N-protected indoles 2. Standard conditions: 1a
(0.3 mmol), N-protected indole 2 (0.45 mmol), CPA (10 mol%), solvent
(1.5 mL), rt, 1-7 days. Isolated yield. The ee value was determined by
chiral HPLC.
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Next, we proceeded to examine the nucleophile scope
regarding N-protected indoles under the standard conditions
(Scheme 2). Substitution with various electron-withdrawing or
electron-donating substitutes at the 5 or 6 position on the N-
methyl indole skeleton successfully reacted to form the corre-
sponding tetraarylmethane products in essentially quantitative
yields and good to excellent enantioselectivities (80-94% ee,
Scheme 2, 3ab - 3ah). In addition to the methyl group in the
N—1 position, we also examined the PMB group, which main-
tained a high ee value, but at a reduced reaction rate.

We then investigated the reaction scope with various
substituted triarylmethanols (Scheme 3). Different ortho-alkoxyl
groups, including the methoxylmethoxyl (MOMO) group, in one
of the aryl groups could serve as the hydrogen bond acceptor for
the differentiation between the two aryl substituents on the

OH
Me
N
OH .
R'G _ ‘/*Rz ~>R3
1 2

(R)-A5 (10 mol%)
Toluene (0.2 M), rt, 1-7d
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methide carbon of the in situ generated QM intermediates. The
corresponding tetraarylmethane products were all obtained
with high ee values (3aa-3da). Electron-donating substituents
on the aryl group resulted in diminished enantioselectivity
(3ea-3ha). However, electron-withdrawing groups were found to
be beneficial to enantiocontrol (3ia-3la). The effect of substi-
tutes on the 2-methoxy-substituted phenyl ring was also
explored. The corresponding products 3ma-3o0a could be
synthesized smoothly with good enantioselectivities (86-91%
ee). Moreover, 5-methoxyl-1-methyl-1H-indole 2g could also
serve as a good nucleophile, leading to a range of substrates
with diverse substituents in different positions (3dg-3tg). The
low yields of 3ga and 3na were due to relatively slow conversion,
but the reactions were clean themselves. Notably, in all these
cases, the indole nucleophiles lack an obvious hydrogen bond

3ba, R = Allyl, 99% yield, 90% ee
3ca, R = Bn, 68% yield, 83% ee

3da, R = MOM, 42% yield, 90% ee

LD
O%

3ia, 99% yield, 93% ee

OMe

75

3na, 71% yield, 86% ee
(93% yield brsm)?

=
Ph

OH

OMe
M

e
3qg, 99% yield, 84% ee

3hg , 93% yield, 77% ee

Cl

3oa, 99% yield, 90% ee

3rg, 99% yield, 82% ee

3ga, 59% yield, 87% ee
(91% yield brsm)?

OCF;, Fooc
3ka, 99% yield, 94% ee

3dg, R= MOM, 90% yield, 92% ee
3pg, R="Pr, 99% yield, 84% ee

3sg, 78% yield, 91% ee

3tg, 88% yield, 86% ee

Scheme 3 Scope of triarylmethanols 1. Standard conditions: 1a (0.3 mmol), N-protected indole 2 (0.45 mmol), CPA (10 mol%), solvent (1.5 mL),
rt, 1-7 days. Isolated yield. The ee value was determined by chiral HPLC. ?Yield in parentheses was based on recovered starting material.
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donor motif, which means the CPA catalyst primarily activates
the p-QM for the reactivity.

To gain insight into the mechanism, we monitored the ee
value of the substrate and product in the standard reaction of 1a
and 2a. The ee value of 3aa was essentially constant throughout
the reaction. The remained starting material 1a was kept
racemic (Fig. 1). These results are consistent with the involve-
ment of a p-QM intermediate and no kinetic resolution of the
substrate.

To obtain more information about the key intermediate, we
carried out several control experiments (Scheme 4). Firstly,
upon protection of the free OH group in the substrate, the
reaction of 4a was completely shut down, suggesting that p-QM
is likely the key intermediate. The importance of the hydrogen
bond acceptor at the ortho-position was also investigated by
employing substrates 4b and 4c¢ bearing a methoxylmethyl
group and an ethyl group on the ortho-position, respectively.
These substrates also didn't show reactivity, highlighting the
role of the appropriate directing group in this catalytic system.
We also evaluated the substrates 4d and 4e, in which the
methoxy group was installed on the meta and para position,
respectively. Although both transformations proceeded effi-
ciently, the enantiocontrol was poor in both cases. Interestingly,
the ortho-fluorine group could induce enantiocontrol effec-
tively. The desired product 4fa was obtained in 99% yield and
82% ee, demonstrating the same role of fluorine as that of the
alkoxyl group.

DFT studies were performed to gain more insights into the
enantiodetermining transition states (Fig. 2). For the sake of
computational cost, we employed (R)-A2 (Table 1) as the model
catalyst. Based on the computed transition state structures (TS-
S and TS-R), the CPA activation on the p-QM intermediate is so
strong that almost complete protonation of the carbonyl group
can be observed. In contrast, there is no effective activation of
the indole nucleophile by the CPA catalyst, which is consistent
with our initial proposal. This is also in contrast to previous
asymmetric nucleophilic additions to p-QMs by CPA catalysis,
where strong nucleophile-CPA hydrogen bonding was typically
observed. Moreover, during C-C bond formation, the hydrogen
atom in the indole 3-position has interaction with the ortho-
OMe directing group, and this interaction is more effective in
TS-S than that in TS-R. Indeed, TS-R suffers great steric repul-
sion between the methoxy, phenyl group of 1a and the CPA
catalyst, but there is no such steric clash in TS-S. These factors

ee (%)
100
90 e
80 87 86 88 90 92 92
70
60
50
40
30
20
10

—e—ce % of 3aa -ee % of la

1h 12h 24h 36h 48h 60h

Reaction time (h)

Fig. 1 ee value-time plot of 2a and 3aa in the model reaction.
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a) OMe
standard
o conditions
*ToH + 22 — NR
4a
b) oH
;‘:gfni’gs 4ba (R= 2-CH,0Me), NR
+ 2 4ca (R = 2-Et), NR
OH 4da (R = 3-OMe), 96% yield, 0% ee
) 4ea (R = 4-OMe), 98% yield, 14% ee
R 4fa (R = 2-F-4-OMe), 99% yield, 82% ee
4
<) o
standard
conditions
OMe | + 22 — > 3aa

93% yield, 93% ee

Scheme 4 (a) Control experiment with a methyl-protected substrate.
(b) Control experiments with different hydrogen bond acceptors.

are probably responsible for the higher computed energy of TS-
R than TS-S (by 0.8 kcal mol ™), which is in qualitative agree-
ment with the experimental outcome.

To further explore the versatility of our method, we selected
the chiral product 3ka as an example for derivatization. The
phenolic hydroxyl group was readily transformed to a triflate
group, which could be further modified into various functional
groups. Under mild conditions, the triflate group of 3ka’ could
be removed using Pd/C catalyzed reduction conditions, yielding
a new tetraarylmethane 3ka’-1 in quantitative yield and 93% ee.
Additionally, with nickel as catalyst, the triflate 3ka’ reacted with
a Grignard reagent, PMPMgBr, resulting in the coupling
product 3ka’-2 with a high retention of enantiomeric purity
(Scheme 5).

AAG” = 0.0 kcal/mol
AAE* = 0.0 kcal/mol

AAG* = 0.8 kcal/mol
AAE* = 0.4 kcal/mol

" steric

{92 wf\}' repulsion
¥ N
‘\f .af

Fig. 2 DFT-optimized enantiodetermining transition states for the
reaction of 1a and 2a using A2 as a model catalyst. AAG™ and AAE™
are relative activation energies. The key values of the geometry
structure are given in A.
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3ka'-1
99% yield
94% ee

Pd/C, Mg, NH,0Ac

/ MeOH, t, N, / \
7y Q pMp

O
F \. PMPMgBr, Ni(dppe),Cl, l .
3ka' (R =Tf)
Scheme 5 Transformations of indole-based tetraarylmethane 3ka.

3ka'-2
70% yield

THO [ Et,0, i, N, 89% ee
3ka (R = H), 94% ee

Conclusions

In conclusion, we have demonstrated an example of primary
activation of para-quinone methides for their asymmetric
nucleophilic addition with the CPA catalytic system. This is in
sharp contrast to those previous CPA-based bifunctional acti-
vation processes that all required the nucleophiles to have an
effective hydrogen bond donor unit (e.g., OH, NH). In the
present reaction, N-protected indole nucleophiles were proved
to be capable of such reactions. Thus, a range of previously
inaccessible tetraarylmethanes were synthesized with high
efficiency and enantioselectivity under mild conditions. There-
fore, this protocol also expanded the power of CPA catalysis as
well as the versatility of p-QMs in asymmetric synthesis. Further
expansion of p-QM chemistry by means of sole/primary activa-
tion is underway in our laboratory.

Data availability

Experimental procedures, spectral data and DFT data can be
found in the ESL¥
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