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Abstract Inspired by Mother Nature, the use of chiral covalent organic
frameworks as heterogeneous asymmetric organocatalysts has arisen
over the last decade as a new method in enantioselective synthesis. In
this Short Review, sophisticated design of these polymeric materials and
their application in asymmetric organocatalysis will be discussed.

Key words chiral covalent organic frameworks, post-modification,
asymmetric organocatalysis, enantioselective synthesis

Introduction

Chirality is a universal property of asymmetry that is
essential in most branches of science.!> Most biological
macromolecules like nucleic acids, proteins, and saccha-
rides are presented in only one chiral form. For example,
DNA is composed with four p-deoxyriboses while around 20
L-amino acids make up thousands of different proteins.
Different enantiomers of exogenous small organic mole-
cules may bind inversely (or even absolutely not) to their
target receptors. It is reasonable that one of the enantiomers
exhibits preferred properties while the other(s) may cause
serious and/or undesired side effects, or occasionally
another effects.> Therefore, the design, preparation, and
separation of designated enantiomer have a special attrac-
tion to chemists, especially in pharmaceutical industry,
where chiral drugs predominate.

Among the vast majority of methodologies for the
generation of enantiopure compounds, asymmetric cataly-

Achiral substrate(s)

Chiral COF

Chiral product(s)

sis*® is envisioned as an ideal pathway in which a small
amount of a well-designed chiral catalyst, as low as ppm
quantity, is capable of transforming achiral starting materials
into enantiomeric molecules stereoselectively. The last two
decades has witnessed the blossom of asymmetric catalysis
prompted by metal-chiral ligand complexes and organo-
catalysts, which have found wide application from laboratory
synthesis of mini-gram scale to industrial manufacture of
tons of chemicals. At the same time, theirimmobilization onto
inorganic or organic supports has received considerable
attention.” These supported versions of active metal-|
organocatalysts exhibited several distinct advantages in
terms of their practical use and easy-to-recovery compared
with their homogeneous analogues. However, considering
the unequal microenvironments of each active site, some-
times inferior asymmetric inductions were observed.

The chemistry behind covalent organic frameworks
(COFs), a unique class of crystalline organic polymers with
perpetual porosity and extremely well-organized struc-
tures, has aroused great interest among chemists in the last
decade from diverse fields.®>'7 With the continuous
discovery of new COFs, their applications have significantly
expanded from gas adsorption and separation to
energy-storage devices, optoelectronics, sensing to drug
delivery, and catalysis.'® 22 Instead of preparing chiral
polymers containing several repeating catalytic units, the
use of organized and chiral frameworks in enantioselective
catalysis is beginning to be investigated.?>=! These
materials, either with post-modified chiral motifs or
inherent asymmetric backbones, fulfilled asymmetric
organocatalysis in a confined microenvironment that
mimics polymeric enzymes or ribozymes and thus may
contribute to the efficiency and selectivity improvement
during the catalytic process. Besides, they also possess the
advantages of polymeric catalysts in terms of stability in
aqueous solutions, strong acids, and bases, which make
them a better catalyst than natural enzymes. In this Short
Review, this emerging field will be introduced.>?
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Figure 1 Three pathways for the construction of chiral COFs.
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Asymmetric Organocatalysis with Chiral COFs

Enamine catalysis has been proven as a generic
activation mode of carbonyl-containing compounds from
its seminal application in the Mannich addition in 2000.3>°
Since then, a tremendous amount of efforts has been
devoted towards the identification of new types of chiral
enamine catalysts. The general mechanism of the
typical secondary amine-containing catalyst was that
they rapidly interact with an aldehyde/ketone substrate
to form an enamine intermediate, which functions as an
active nucleophile to engage with another electrophile to
generate the adduct (Figure 2). Chiral pyrrolidine is
regarded as one of the best enamine catalysts. The simplest
and natural L-proline and its derivatives have shown
promising efficiency and enantioselectivity in a variety of
transformations like the Aldol addition, Michael addition,
Mannich addition, amination, etc.3’~4° The 2-substituted
group either functions as a steric hindrance substituent that
controls the addition direction (as shown in Figure 2), or
forms hydrogen bonding with the electrophiles to fulfill the
dual-activation. Generally, a larger substituent always gives
a better stereoselectivity. However, sometimes simply
increasing the steric group would not benefit the efficiency.

The Michael addition of aldehydes/ketones to nitro-
alkenes is one of the most-studied C-C bond formation
reactions, which was regarded as a useful method to obtain
y-nitro carbonyls.*' A diverse range of enantioselective
organocatalysts based on pyrrolidines has been developed
for this transformation. Luo et al. applied click chemistry
into the construction of triazole-based pyrrolidines like 1
and evaluated their capability in asymmetric Michael
addition of ketones to nitroolefins.*> Good to excellent
efficiency and stereoselectivities were observed (yields <
100%, dr < 99/1, e.e. < 96%). The planar triazole ring was
proposed to be an excellent space-shielding group com-
pared with traditional bulky substituents. However, the
same molecule showed a moderate efficacy in the reaction
with aldehyde 2 (dr 60/40, e.e. 49%, Figure 3a, b), probably
because the generated enamine was too flexible in the

Steric/induction group

P

A1~

RS

XIY=C,N,O...

Figure 2 General activation model of secondary amines. (R)-2-Substi-
tuted pyrrolidine and cyclohexanone were used for demonstration. The
blue cycle represents steric hindrance groups. X =Y represents for
electrophiles.
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X =25, 50, 75, 100

Figure 3 Michael addition catalyzed by chiral COF [Pyr]so-H,P-COF 4
and molecular catalyst 1, and proposed transition state of 1-catalyzed
reaction.

transition state (Figure 3c). Jiang et al. re-explored this
transformation by applying the click chemistry onto COF
containing a terminal alkyne side chain.?® The identical
catalytic pyrrolidine unit was homogeneously engineered
onto the walls with typical Cu'-promoted cyclization. The
prepared COF 4, named in accordance with different
amounts of pyrrolidine units (X = click proportion), was
not dissolvable in water-ethanol solution, and was thus
applied into the addition of aldehyde 2 and nitroalkene 3 in
an aqueous solution (Figure 3d). It turned out the efficiency
of organocatalytic COF was humbly modulated by the

© 2021. The Author(s). Organic Materials 2021, 3, 245-253
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triazole amount, while [Pyr]so-H,P-COF (50% of alkyne was
modified) exhibited the best catalytic activity. The starting
material was consumed in less than 3 hours and the desired
product 5 was obtained in better diastereoselectivity (dr
70/30) and retained enantioselectivity (e.e. 50%). The same
stereocontrol indicated that the activation model was
identical to the molecular catalyst 1, while the acceleration
was attributed to the one-dimensional channel with 4 that
accommodated the reactants.

Compared with molecular catalysts, the biggest distinc-
tion of COF catalysts is that they are heterogeneous, which
makes it easy to separate the catalyst from the reaction
system, realizing the recycling of the catalyst, and can be
used in flow chemistry. Thus, the prepared COF 4 was used
at least 4 times with a slight decrease in activity. A flow
reaction system based on the COF structure was also
conducted. With that in hand, the enhanced activity, noble
recyclability, and great capability to perform reactions
under continuous flow conditions were all well demon-
strated in this pioneering work.

In their continuous effort of designing new platforms for
chiral organocatalysts, Jiang et al. later modified the existing
COF 6 by introducing two methoxy groups, which increased
the electron density of the central phenyl ring and thus
improved the interlayer interactions and thus its stability
(Figure 4).2% COF 6 and other analogues were reported to be
the most stable COFs at that time, with almost no weigh loss
(<0.1 wt%) in organic solvents, aqueous HCl, and NaOH
solutions. This COF 6, engineered with same organocatalytic
triazole-based pyrrolidine sites on the wall, was able to
promote the Michael addition of cyclohexanone 8 and
nitroalkenes 3 in pure water, which was a nightmare for
most organic reactions.**~*> Again, the molecular catalyst 1
showed a much lower activity, completing the addition in
22 hours, while [(S)-Py]o.17-TPB-DMTP-COF (17% sites
modified) exhibited significant improvement. The reaction
finished in 12 hours and afforded the desired adduct in
comparable stereoselectivities (dr 90/10, e.e. 92%). The
enhanced catalytic ability was ascribed to the open channels
that function as a confined nanopore reactor and accumu-
lated the reactants from water. Not surprisingly, the grafted
COF exhibited good reusability after five times with retained
activity. Recently, Cui et al. prepared a similar pyrrolidine-
based COF 7 but with a shorter linkage.?® Inferior
diastereoselectivity and enantiostereoselectivity were ob-
served, indicating that the length from the catalytic sites to
the walls played an important factor in the transformation.
However, no additional examples were provided to eluci-
date the relationships behind this.

In addition to pyrrolidine-based organotalysts for
Michael additions, acyclic chiral secondary amines have
also been developed for asymmetric Michael addition with
stereochemical control comparable to or sometimes better
than pyrrolidines. These molecules have many desirable

[(S)-Pyrlx-TPB-DMTP-COFs
X=0.17,0.34, 0.50

Tfp2-COF

(b)
(e}
1 or 6/7 (10 mol%) NO.
X -NO 2
+ AI'/\/ 2 25°C
8 3
Rxn (h) dr e.e. (%)
1 22 91/9 92
6 6-26 <97/3 <96
7 12 171 85

Figure 4 Michael reaction catalyzed by chiral COFs [(S)-Pyr]x-TPB-
DMTP-COFs 6 and Tfp2-COF 7.

features. They can be easily constructed from achiral pieces,
thus producing a more diverse catalyst library than their
cyclic analogues. However, the conformational free rotation
may not be able to form a preferable transition state, making
the asymmetric induction more challenging. Recently, Dong
et al. investigated the acyclic amine-based (R)-DTP-COF 11
as a chiral catalyst into the Michael addition as mentioned

© 2021. The Author(s). Organic Materials 2021, 3, 245-253
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Figure 5 Michael reaction catalyzed by (R)-DTP-COF 11 and 10, and
proposed transition state of this reaction.

9
Yield (%)  dr  ee. (%)

10 21 55/45 74

M <99 <8812 <99

above (Figure 5).2” They elegantly used a more sophisticated
C-C bond formation reaction - three-component coupling
of an alkyne, an aldehyde, and an amine (A3-coupling) - into
the construction of COF 11. This is by far the only example
of constructing a chiral COF with enantioselective synthesis.
The optical purity (e.e.) of the propargylamine linkage in the
framework was as high as 93%, as determined by optical
rotation. This type of COFs is robust enough to resist acids,
alkalis, and organic solvents. Surprisingly, it promoted the
Michael addition of 8 with 3 in a heterogeneous manner
with a much higher activity and stereocontrol. With 3.3 mol
% of NH motif, the addition was furnished in excellent yield
(97%), moderate dr (72/28), and excellent e.e. (97%). In
contrast, the homogeneous motif 10 provided a much lower
yield (21%) and inferior dr (55/45) and e.e. (74%). In addition
to the better activity and chirality control, COF 11 possessed
an interesting substrate size discrimination. Larger sub-
strates like B-tetralone with 9-(2-nitrovinyl)anthracene did
not afford the desired adduct, indicating an enzyme-like
preference.

The Aldol reaction is one of the classic carbonyl
condensation reactions involving aldehydes and/or ketones
toyield a-hydroxy carbonyl compounds.?” Again, secondary
amines would react with appropriate ketones to form

transient enamines, which then attack enantioselectively
with suitable electrophiles, such as aldehydes.*® Over the
past two decades, a number of highly enantioselective
variants of the Aldol reactions under the catalysis
of secondary and primary amines have been reported.
However, no COF-based organocatalyst has been developed
until Wang et al. for the first time grafted the pyrrolidine
ring onto a COF via the condensation of chiral aryl diamine
with terphenyl monomers.?> The robust B-ketoenamine
linkage was stable under acidic conditions, and yet
possessed hexagonal pores, high crystallinity, and porosi-
ty.!! The pyrrolidine sites were evenly distributed in the
open channels and thus promoted the Aldol reaction of
acetone 12 with aryl aldehydes 13 with comparable
enantioselectivity (88%). However, a much longer reaction
time was required (18-96 h) (Figure 6).

(a)
(0] OH
o j\ 15 or 16 (30 mol% M
W TFA (3 equiv.) Ar
Acetone, 30 °C
12 13 14
Rxn time Yield (%) e.e. (%)
15 6h 82 86
16 18-96h 25-84 <88
(b) O © e o !
H
N W N
= '3
N N AC
H Ph H Ar
Si-
15
YO ®
H H
N N
CL- Q)
N N N N
B H
N NH
~ |
(0] (0]
N N ¥ N
N N N~ - N-.
(6]
16a 16b
LZU-72 LzU-76

Figure 6 Aldol reaction catalyzed by LZU-72/73 (16a/b), and proposed
transition state of this reaction.
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Recently, the same group reported their efforts in
preparing more diverse chiral COFs via post-modification
of the monomers with chiral amines.?® Various amino-
alcohols, diamines, and cyclic amines were prepared in this
way and hence chiral COFs. The simple introduction of
Bronsted acid and Lewis base sites enabled a dual-
functionalization of two substrates, just like those reported
bifunctional organocatalysts.*>>° In addition to those C-C
bond formations, the development of creating C-N bonds is
also at the research forefront in synthetic community.>!
While many classical transformations have been estab-
lished, direct addition to azodicarboxylates is one of the
most useful protocols.>? To this end, Wang et al. applied
their bifunctional chiral COFs into the amination of ethyl 2-
oxocyclopentane-1-carboxylate 17 with di-tert-butyl dia-
zene-1,2-dicarboxylate 18. It turned out that the cyclohex-
ane-1,2-diamine-based TAH-CCOF2 21 afforded the product
19 in identical chirality as to the molecular motif 20,
indicating that they should undergo the same transition
state. As shown in Figure 7, the N,N-dimethyl amine
abstracted one hydrogen from the dicarbonyl to generate
the enolate which was stabilized by the 1H-benzo[d]
imidazol-2-amine motif via two distinct hydrogen bond-
ings.>® The orientation was induced by both the cyclohexane
structure and the open channel. It was proposed by the
authors that grafting onto the steric bulk COF walls may
weaken the intermolecular assembly of catalytic sites via
hydrogen bonding and thus benefit the steric control and
catalytic activity. Besides, the heterogeneous COF can be
easily recovered and reused for seven times without any
obvious loss of effectiveness, demonstrating its potential
application in flow systems.

In addition to the examples introduced above, Cui et al.
have greatly extended the application range of the
pyrrolidine catalyst from Aldol reaction to asymmetric
aminooxylation reaction and the Diels-Alder cyclization.?®
They adopted the dimethoxyl-substituted strategy as
mentioned before?* and further introduced four different
L-proline/iL-imidazolidine motifs onto the walls. Through a
sophisticatedly designed protection-deprotection strategy,
they were able to generate four chiral COFs 22a-d
(Figure 8a). The introduction of different chiral segments
led to a systemic change in the crystallinity and thus should
have diverse catalysis abilities. Indeed, in spite of traditional
Aldol reactions as discussed before, the authors explored
the application of chiral COFs and their homogeneous
molecules 23a-c (Figure 8b) in the asymmetric amino-
oxylation of aldehydes (Figure 8c) and Diels-Alder cycliza-
tion (Figure 8d). Chiral COF 22b showed comparable activity
with its homogeneous 23a in the a-aminooxylation of
aldehydes 24 with nitrosobenzene 25, exhibiting an
identical N-selectivity. However, they showed a significant
discrimination of endo/exo selectivity in the Diels-Alder
reaction of aldehydes 27 and cyclopentadiene 28. In most

(a) o o
T , COOEt
CoOEt + Il _200r21(20 mol%) % Boc
BOC/N CH,Clp, -78°C, 12 h 5\1
BocHN
17 18 19
Yield (%) e.e. (%)
20 40 90
21 9 99
(b) I*
\\
,,,,,, o
; OBu-t
O/ ~oFt N v
N §
- Bo¢~  Si- i

(d)

21
TAH-CCOF2

Figure 7 Asymmetric C-N bond formation catalyzed by TAH-CCOF 2
(21) and the proposed transition state.

cases, chiral COF afforded the product in 4-7 times greater
diastereoselectivities and in comparable enantioselectiv-
ities, indicating that the stereocontrol occurred within the
catalytic sites, just like with molecular catalysts. However,
the open channel may have afforded additional secondary
interactions, directing either the generated iminium cation
or the diene to a more energy-preferable transition state. It
is also worth noting that simply changing the para-
substituent in the cinnamaldehyde led to a dramatic
endo/exo selectivity switch. No reasonable explanation
was given at this stage, but it seems that the chiral COF
accelerated the cyclization without distinction to the
substituent. The authors also compared their synthetic
COFs with amorphous catalysts, again proving that the
crystallinity and porosity of COFs play an important role in
asymmetric transformations. Very recently, the same

© 2021. The Author(s). Organic Materials 2021, 3, 245-253
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1o N, 40h
R'" = Alkyl, Benzyl

R? = CH(COORY);, 2,4-(NO2),CeHs

Yield 51-88%
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Figure 8 Asymmetric aminooxylation reaction and Diels-Alder cycli-
zation catalyzed by chiral COFs 22 and their homogeneous analogs 23
and a-alkylation of aldehydes by incubating COF 35 with Macmillan
catalyst 34.

authors rationally synthesized two interpenetrated three-
dimensional COFs 35 containing an infrequent (3,4)-
connected ffc topology.>* The inherent triarylamine
structure was an efficient photocatalyst for cross-dehydro-
genative coupling transformations. Besides, these COFs
were able to encapsulate aliphatic aldehydes 31, activated
bromides 32, and the Macmillan catalyst 34 in the
asymmetric a-alkylation (Figure 8e). Good yields and
enantioselectivities of the products 33 were obtained in
most cases, showing a similar activation model in a
homogeneous situation. These COFs lost their crystallinity
after the reaction, but can be restored by heating, indicating
a possible reusable potential.

Cui et al. reported the only chiral COF containing tertiary
amine functionality that has been utilized in asymmetric
organocatalysis.?® The authors smartly grafted the chiral
bicycle imidazole nucleophilic catalyst 6,7-dihydro-5H-
pyrrolo[1,2-alimidazole (abbreviated as DHIP)*> and
prepared the chiral COF TPB2-COF 36, which was later
employed in the same asymmetric Steglich rearrangement
of (S)-oxazol-5-yl carbonates 37 to generate the chiral 5-
0x0-4,5-dihydrooxazole-4-carboxylates 38 (Figure 9). Com-
parable activity was observed, however, in less satisfactory
enantioselectivities (up to 84%). The reaction was accom-
plished in as long as 4 days, presumably due to the catalytic
site efficiency as well as the steric hindrance within the

Op
TPB2-COF 7N

(b)
o R ° OBn

/« IN 36 (10 mol%) N

\ Acetone, 0 °C 7 1"R
B0~ oA .. a—
(6]
o
37 38

Yield 85-95%
e.e. 61-84%

Figure 9 Asymmetric Steglich rearrangement catalyzed by TPB3-COF
36.
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nanopore walls. Nonetheless, this example has shed light on
the potential application of chiral COFs in more trans-
formations other than carbonyl activation.

Conclusions and Outlook

Chiral COFs, or more precisely, chiral covalent organo-
catalytic frameworks, are a unique class in polymer
materials. They possess chiral side chains or asymmetric
backbones, and yet maintain the highly organized frame-
works, which distinguish themselves from traditional
enantiopure small organic molecules or chiral polymers.
However, the design and construction of those porous
materials is still in the infancy. In this Short Review, we have
briefly summarized a few examples that have been reported
about the successful construction of chiral COFs and their
application in asymmetric catalysis. Although these works
have paved the way for further utilization of these materials,
some significant limitations still exist. First, the majority of
these materials were restricted in grafting chiral motifs onto
the achiral COFs, which may greatly influence the structure
or even stability of the existing framework. Only a few of
these research studies tried to modify the structure of COFs
to achieve superior functions. It is reasonable that current
research predominately neglected this structure-activity
relationship study. However, the structural illumination of
such heterogenized catalysts is a critical stage to compre-
hend their catalytic performance, no matter they exhibited
better or worse activities compared with the corresponding
catalytic motif. A lack of techniques that can precisely
describe the orientation/distribution of each chiral site may
be one of the reasons here. Second, the open channel or
nanopore confinement has not been fully appreciated in
most cases. In another word, no significant Kkinetic
acceleration and/or stereocontrol was observed in most of
those examples.23-26:28:29 Considering the fact that enzyme-
catalyzed reactions are momentously accelerated by the
substrate binding in a confined space that helps it to
catalyze the process with numerous secondary interactions
within amino acid residues around the space, it is promising
that chemists could also design various well-defined
hydrophobic cavities within the COF walls to mimic the
enzyme’s active site. Of course, that would require building
blocks that are more sophisticated during the COF
construction to maintain the organized structure. Third,
the current activation models are predominately limited in
the enamine and iminium catalysis models with secondary
amines. Other manners like hydrogen-bonding catalysis,
SOMO (singly occupied molecular orbital) catalysis, and
counterion catalysis have not been realized yet. Two reasons
may be responsible for this. One of the difficulties of
introducing well-established organocatalysts onto existing
COFs may be due to the limited post-modification strategy.

Click chemistry is one of the most utilized methods, but it
may hamper the micro- and steric environment around the
catalytic site. Suzuki coupling would be a promising
pathway, but the strong alkali reaction condition and the
poor functionality tolerance may limit the choice of
organocatalyst. Another problem may be due to the usually
large size of organic molecules currently utilized in
asymmetric synthesis. Post-introduction of these
motifs, either within the walls or outside the COF, they
may have a significant impact on the stability and
crystalline form of COF, and hence led to unpredictable
influence on their catalytic abilities. Nonetheless, we
envisioned that the potentials of chiral COFs are far beyond
these examples mentioned in this Review. Given the
asymmetric environment of the highly organized frame-
work, it may serve as an efficient accelerator for some
reactions. Those materials, with structure mimicking
natural enzymes, may serve as heterogeneous catalysts in
large-scale synthesis, or even in industrial manufacturing
processes. With more and more synthetic chemists and
materials scientist devoting to this area, chiral COFs with
more interesting proprieties will be prepared and their
further application will be booming.
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