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Redox-enabled direct stereoconvergent
heteroarylation of simple alcohols

Yongbing Liu!, Ran Tao!, Zhi-Keng Lin2, Guogiang Yang® "™ & Yu Zhao® 2™

The direct transformation of racemic feedstock materials to valuable enantiopure compounds
is of significant importance for sustainable chemical synthesis. Toward this goal, the radical
mechanism has proven uniquely effective in stereoconvergent carbon-carbon bond forming
reactions. Here we report a mechanistically distinct redox-enabled strategy for an efficient
enantioconvergent coupling of pyrroles with simple racemic secondary alcohols. In such
processes, chirality is removed from the substrate via dehydrogenation and reinstalled in the
catalytic reduction of a key stabilized cationic intermediate. This strategy provides significant
advantage of utilizing simple pyrroles to react with feedstock alcohols without the need for
leaving group incorporation. This overall redox-neutral transformation is also highly eco-
nomical with no additional reagent nor waste generation other than water. In our studies,
oxime-derived iridacycle complexes are introduced, which cooperate with a chiral phosphoric
acid to enable heteroarylation of alcohols, accessing a wide range of valuable substituted
pyrroles in high yield and enantioselectivity.
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ffective and stereoselective construction of carbon—carbon

bonds remains a central theme in chemical synthesis with

wide applications in medicinal and material sciences. With a
strong push towards economy and sustainability in modern
chemical synthesis!, the direct incorporation of renewable feed-
stock materials in enantioselective carbon—carbon bond forma-
tion has attracted much research interest. As a large number of
feedstock materials from nature or the petrochemical industry
(e.g., alcohols, carboxylic acids) are racemic, how to convert them
to value-added enantiopure compounds in high yield has been
pursued as a holy grail in catalysis and synthesis>. Mechan-
istically, achieving such enantioconvergent transformations
necessitates the removal of chirality from the substrate, which is
typically realized by the formation of achiral ionic intermediates.
The classical nucleophilic substitution approach3, which requires
the generation of stabilized carbocation/carbanion intermediates
for effective chirality control, is limited to the specially substituted
or activated substrates and not applicable towards the reaction of
non-functionalized feedstock materials*-?

An important breakthrough in this field of research came from
catalytic systems involving a radical intermediate, which enabled
enantioconvergent C—C bond formation from simple, racemic
alkyl precursors!®!l. The general mechanism of sp?—sp® type
cross-coupling reactions leading to effective, enantioconvergent
(hetero)arene functionalization is illustrated in Fig. 1a, the pro-
ducts of which are ubiquitous structural features in pharmaceu-
ticals and agrichemicals. The Fu group and others developed a
series of highly efficient, enantioconvergent base metal-catalyzed
cross-coupling reactions to access a wide range of chiral products
from racemic alkyl halides or mesylates (Strategy A, Fig. 1b)1%13.
Enantioselective reductive cross-coupling of two readily available
electrophiles has also been achieved by the Reisman group and
others!4. In an alternative approach, the combination of photo-
redox and nickel catalysis was introduced by the Molander group,
the MacMillan group, and others, resulting in highly efficient,
enantioconvergent coupling of racemic organotrifluoroborates!”
or carboxylic acids with (hetero)aryl halides (Strategy B,

Fig. 1b)!6. For the above strategies, it is noteworthy that pre-
functionalization of both cross partners (use of alkyl halides and
haloarenes instead of the feedstock alcohols and simple arenes)
was needed. More recently, the Phipps group and later the Fu
group introduced an elegant approach combining photoredox
and chiral phosphoric acid catalysis, which achieved direct
asymmetric functionalization of pyridines, although the MPHI
esters were used instead of the corresponding simple carboxylic
acids (Strategy C, Fig. 1b)17:18,

In an effort to achieve truly practical enantioconvergent C—C
bond formation employing all feedstock materials, we considered
the redox process as a distinct racemization mechanism to allow
more step- and atom-economical heteroarene functionalization.
As shown by our hypothesis in Fig. 1c, readily available feedstock
alcohols, instead of the corresponding organohalides, are adopted
as the substrate to achieve direct heteroarylation with privileged
heteroarenes such as pyrroles. The postulated dehydrogenation of
simple secondary alcohols by the metal catalyst realizes the
removal of chirality from the racemic substrate. This is then
followed by heteroarene addition to the resultant ketone and
dehydration to generate a stabilized cationic intermediate, to
which catalyst-controlled stereoselective hydride transfer takes
place to deliver enantioenriched substituted heteroarenes. This
cascade process couples two commercially available, non-
activated starting materials to deliver versatile, valuable pro-
ducts, is overall redox-neutral, and produces no side product
other than water.

The above catalytic cascade proceeds through a borrowing
hydrogen mechanism to achieve alcohol substitution, which has
been widely recognized as an attractive strategy for green che-
mical synthesis!®~21. The most explored transformations in this
area of research include the alkylation of amines or ketone eno-
lates using alcohols, with a range of non-stereoselective systems
reported in the literature. Enantioselective variants of these
transformations, on the other hand, have remained
underdeveloped?223, Highly enantioselective alkylation of amines
and ketones has only been achieved in recent years by our
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Fig. 1 Redox- vs. radical-based enantioconvergent (hetero)arylation. a General mechanism of radical-based enantioconvergent (hetero)arylation.

b Different strategies achieved for enantioconvergent (hetero)arylation using the radical mechanism. ¢ The working hypothesis of redox-enabled
enantioconvergent heteroarylation of feedstock secondary alcohols. d This work: enantioconvergent reaction of feedstock secondary alcohols with pyrroles
catalyzed by oxime-derived iridacycle and chiral phosphoric acid (CPA) catalysts.
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group?4-28, the Beller group?®, the Donohoe group3%3l, and
others32-37 to access chiral amines, ketones, alcohols, etc. The
application of borrowing hydrogen strategy to an enantio-
convergent heteroarylation, to our knowledge, has never been
reported in the literature38, In sharp contrast, the Krische group
has developed an alternative hydrogen auto-transfer process for
the achievement of highly powerful and versatile stereoselective
lower-to-higher-alcohol conversions via carbonyl addition3%40.
The successful realization of direct, stereoconvergent hetero-
arylation of alcohols will provide a general toolbox for accessing
valuable enantiopure heteroarenes bearing diverse alkyl sub-
stituents. Compared to the recent elegant and atom-economical
approach of C—H alkylation of arenes using alkene reagents! =43,
our strategy aims for intermolecular coupling of two feedstock
substrates without the use of directing group and is also
mechanistically intriguing as an enantioconvergent process.

Herein, we report our development of catalytic enantio-
convergent heteroarylation of readily available, unactivated sec-
ondary alcohols with pyrroles (Fig. 1d). Under the cooperative
catalysis of an oxime-derived iridacycle complex and chiral
phosphoric acid, enantioconvergent heteroarylation of simple
secondary alcohols with pyrroles are achieved to deliver a wide
range of valuable substituted heteroarenes in high yields and
enantioselectivities.

Results and discussion

Catalyst development for enantioconvergent heteroarylation of
alcohols with pyrroles. Pyrroles are very important heterocyclic
structures in pharmaceutical research and material science. The
development of efficient methods for preparing pyrrole deriva-
tives is of great interest in the chemical community**. We decided
to initiate our investigation with the enantioconvergent hetero-
arylation of commercially available, simple alcohols such as
(+)-1-phenylethanol 2a with simple pyrrole 1a. As shown in
Fig. 2, early studies using the dual catalytic system of a chiral
iridium complex (4a) and chiral phosphoric acid CPA1%# only
provided the desired substituted pyrrole 3aa in a moderate yield
(42%) and enantioselectivity (40% ee). The use of the diaster-
eomeric pair of 4a and ent-CPA1 showed that the enantioselec-
tivity for 3aa formation (—36% ee) was almost entirely
determined by the chiral phosphoric acid. We then turned our

2.5 mol% iridium complex (4)
5 mol% CPA1

attention to the use of another family of iridacycle complexes
such as 4b26, which yielded 3aa in higher yield with a similar level
of enantioselectivity. Further catalyst modifications led to the
discovery of 4c¢ derived from a bicyclic chiral amine as a better
choice, which yielded 3aa in an improved 63% ee. When catalyst
4c’ derived from the enantiomeric chiral amine was examined in
combination with CPA1, essentially the same result was observed
for 3aa, indicating once more that CPA serves as the determining
factor for asymmetric induction. Since the chirality from the
iridium complexes seemed to play a minimal role in this trans-
formation, we decided to further explore iridacycle catalysts that
keep the tricyclic skeleton but do not necessarily possess any
chirality. Imine-derived iridacycle 4d*>#® was examined next,
which yielded 3aa in an excellent yield but unfortunately with low
enantioselectivity. Oxime-derived iridium complexes that have
rarely been utilized were also prepared and tested for our reac-
tion. To our pleasure, complexes 4e—4g proved to be active
catalysts for this transformation, with the enantioselectivity gra-
dually increased by the use of bulkier oxime substituents and
reached a promising 85% ee in the presence of 4g. At this stage,
further variations on this series of iridium complexes were
examined and we were happy to observe similar efficiency and
selectivity with 4h, which is easily accessible from simple acet-
ophenone. This allowed an efficient synthesis of various analo-
gous complexes starting from commercially available substituted
acetophenones. Finally, complex 4k bearing a cyano
substituent proved to be the optimal choice among 4i—4k, which
delivered 3aa in a high yield of 82% with an excellent 90% ee. It is
noteworthy that all these iridium chloride complexes are air-
stable and easy to use, and can be easily prepared via simple
operations.

Substrate scope for enantioconvergent heteroarylation of
alcohols with pyrroles. With the optimal conditions in hand, we
moved on to explore the scope of this catalytic system. As shown
in Fig. 3, a wide range of secondary alcohols were examined first,
starting with racemic secondary aryl—alkyl alcohols. Various
para-, meta- and ortho-substituents on the aryl rings, either
electron-withdrawing or donating, could be well-tolerated to
deliver products 3ab—3ao in good to excellent levels of enan-
tioselectivity. In addition to alkyl and halogen substituents, it is
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Fig. 2 Catalyst development for enantioconvergent heteroarylation of alcohols with pyrroles. Reaction conditions. 1a (0.20 mmol), 2a (0.40 mmol),
4 (0.005 mmol), CPA1 (0.01mmol) and 4 A MS (20 mg) in toluene (0.5 mL) at 100 °C under N, for 20 h.
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Fig. 3 Scope of alcohols for enantioconvergent heteroarylation using pyrrole 1a“. “Reaction conditions: 1a (0.20 mmol), 2a (0.40 mmol),

4 (0.005 mmol), CPA1 (0.01mmol) and 4 A MS (20 mg) in toluene (0.5 mL) at 100 °C under N, for 20 h, unless otherwise noted. See supplementary
information for details. bReaction performed at 130 °C. ‘Reaction performed with 3 equiv. of alcohol. 9Reaction performed with CPA2 instead of CPA1.
eReaction performed at 90 °C. fReaction performed with 4 mol% 4k and 8 mol% CPA.

noteworthy that cyano and nitro groups were compatible in our
system to produce 3ad and 3ae in good yields, which is rare in
related systems involving a metal hydride reduction. Interestingly,
the alcohol-containing a vinyl substitution underwent substitu-
tion to yield 3aj in 56% yield with a high 85% ee, although partial
over-reduction of the vinyl group was observed to some extent. In
addition, the reaction with 1-(2-naphthyl)ethanol produced 3ap
in a good yield of 75% and an excellent 96% ee. As an important
extension, the reaction was not limited to alcohols bearing a
methyl substituent. A bicyclic alcohol also participated in the
reaction to yield 3aq in good enantioselectivity, albeit in a low
yield. Product 3ar bearing an ethyl group was also obtained in
good level of enantioselectivity. Single crystal X-ray analysis of
3ad managed to establish the absolute configuration of this series
of substituted pyrroles.

In addition to the above examples using benzylic alcohols, we
were excited to observe that even simple aliphatic secondary
alcohols worked well using this catalytic procedure to produce
pyrroles 3as—3az in good yields with good to high enantioselec-
tivities. The differentiation of a methyl unit with either a
branched or linear alkyl chain turned out to be equally effective. It
is important to note that this class of unactivated aliphatic
alcohols would be extremely challenging substrates for enantio-
convergent nucleophilic substitution through the classical Syl
mechanism.

To further showcase the scope and utility of our system, we
decided to explore the functionalization of alcohols bearing a
more complicated structure and especially those that are
derived from commercial drugs. Two representative examples
were demonstrated in Fig. 3: alcohols derived from Nabumetone
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Fig. 4 Scope of pyrroles for enantioconvergent heteroarylation using alcohol 2p9. a Scope of pyrroles for enantioconvergent heteroarylation of 2p. b 2,5-
Dialkylation of pyrroles. 9Reaction conditions: 1a (0.20 mmol), 2a (0.40 mmol), 4 (0.005 mmol), CPA1 (0.01mmol) and 4 A MS (20 mg) in toluene
(0.5mL) at 100 °C under N, for 20 h, unless otherwise noted. See supplementary information for details. PReaction performed at 80 °C. ‘Reaction
performed at 130 °C. 9Reaction performed with 5mol% 4k and 10 mol% CPAT1. €Reaction performed with 4 mol% 4k and 8 mol% CPA. fReaction

performed at 90 °C.

and Pentoxifylline were converted smoothly to the corresponding
enantioenriched 3aA and 3aB in high efficiency and selectivity.

With a wide range of alcohols explored for this enantiocon-
vergent heteroarylation, we then turned our attention to examine
the scope of various substituted pyrroles, using 1-(2-naphthyl)
ethanol 2p as the alkylating reagent. As shown in Fig. 4a, mono-,
di- as well as trialkyl substituted pyrroles underwent alkylation
smoothly to produce 3bp—3ep in good yields and high
enantioselectivities. For pyrrole 1f bearing an electron-
withdrawing ester substituent, an elevated temperature of
130 °C and higher catalyst loading were needed to yield 3fp in
good vyield. Even under such harsh conditions excellent level of
enantioselectivity was obtained. Our catalytic system was not
limited to alkyl-substituted pyrroles. 2-Arylpyrroles proved to be
suitable substrates as well, and the alkylated products (3gp—3ip)
were obtained in high yields and enantioselectivities.

All the above examples focused on mono-alkylation of pyrroles
bearing one ortho-substituent. To further diversify our catalytic
system, we also explored the di-substitution of pyrroles without
such substituents. As shown in Fig. 4b, representative reactions of
1j and 1k with alcohol 2p proceeded smoothly under similar
catalytic conditions, providing 3jp and 3kp as the major products
in excellent enantiopurity. The corresponding syn-diastereomers
were also formed in a small amount (see supplementary
information for details). It is interesting to note that this
represents another example of the so-called “Horeau Principle”7,
which involves amplification of enantioselectivity for the
major diastereomer formation in a double enantioselective
transformation by converting the minor enantiomer of the
monoadduct predominantly to the meso-diastereomer4849,
The synthesis of doubly substituted pyrroles also greatly

expanded the synthetic utility of our catalytic enantioconvergent
heteroarylation.

Mechanistic studies for enantioconvergent heteroarylation of
alcohols with pyrroles. Mechanistic studies were performed to
shed some light on the reaction pathway of this catalytic system.
Compared to previous reports of heteroarene substitution using
activated alcohols through a Sx1 pathway that was solely cata-
lyzed by chiral phosphoric acid, the iridium catalyst in our system
was believed to be essential for the redox chemistry to engage the
unactivated alcohols. Key control experiments were carried out
first to confirm the effect of iridium catalyst.

As shown in Fig. 5a, for enantioconvergent heteroarylation of
alcohol 2a using pyrrole la (eq. i), no desired product was
observed at all in the absence of iridium catalyst under otherwise
identical conditions with CPA1 as the sole catalyst. This ruled out
a simple acid-catalyzed intermolecular Sy1 substitution pathway.
We also noted that a non-stereoselective heteroarylation of
alcohols catalyzed by Brensted acid was reported, in which the
essential additive of acetophenone served as an effective initiator
to promote a redox chain reaction®0. To rule out this possibility
for our system, we carried out the reaction in the absence of
iridium catalyst but with the addition of 10 mol% acetophenone
together with 5mol% CPAIl. This set of conditions led to no
conversion to 3aa at all either. These observations were consistent
with our hypothesis that our reaction goes through a redox
pathway under the cooperative catalysis of iridium and chiral
phosphoric acid.

We then spent much effort trying to capture the important
intermediates in this catalytic transformation. The attempted
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Fig. 5 Mechanistic aspects of enantioconvergent heteroarylation of alcohols. a Confirmation of the role of iridium catalyst for enantioconvergent
heteroarylation of alcohols. b Isolation and investigation of 9 as an off-cycle isomer of the key carbocation intermediate for enantioconvergent
heteroarylation of alcohols. ¢ Proposed catalytic pathway for enantioconvergent heteroarylation of alcohols with pyrroles.

direct observation of the key carbocation intermediate under the
catalytic conditions proved to be futile with much effort. Notably,
a significant amount of ketone intermediate could be observed,
which is believed to be the product of Ir-catalyzed alcohol
dehydrogenation. We then focused on the following steps by
studying the separate reactions between pyrrole la and various
ketones including acetophenone, 2-acetonaphthone, phenylace-
tone, and 2-tetralone, etc. Intriguingly, when we carried out the
reaction of 1a with 2-tetralone 5 using CPA1 as the catalyst (eq.
ii, Fig. 5b), the direct product of pyrrole addition to ketone, i.e.,
tertiary alcohol 6 was not observed in this reaction, presumably
due to its rapid dehydration. On the other hand, we were
delighted to isolate alkenyl pyrrole 7 in a 48% yield, which was
believed to be one form of the dehydration product from 6 and
likely the deprotonation product of the key carbocation/
conjugated iminium intermediate we tried to identify.

To provide support for 7 as an off-cycle species related to the
key intermediate in the catalytic cycle, we subjected it to catalytic
transfer hydrogenation conditions using the same Ir/CPA
catalysts with 2q as the hydrogen donor. Indeed, the pyrrole
alkylation product 3aC was obtained in 75% yield with 22% ee
(eq. iii, Fig. 5b). As a key control experiment, catalytic redox-
neutral alkylation of 1a with 2C, the alcohol corresponding to 5,
under standard conditions led to the formation of 3aC in
comparable yield and 32% ee (eq. iv, Fig. 5b). The low
enantioselectivity for this substrate was not surprising considering
the minimal size difference of the alcohol substituents. These

results provided strong support that 7 could re-enter the redox
cycle through equilibrium with the formal carbocation inter-
mediate (shown by II or I’ in Fig. 5¢) in the borrowing hydrogen
mechanism for enantioconvergent heteroarylation of alcohols.

Based on the above evidence, a plausible mechanism for this
catalytic enantioconvergent heteroarylation of simple alcohols
with pyrroles is proposed in Fig. 5c. Iridium-catalyzed dehy-
drogenation of racemic alcohol 2 provides the ketone and iridium
hydride species. This represents the stereoablative step in this
catalytic cascade. Acid-promoted nucleophilic addition of pyrrole
to ketone then follows to yield an acid-bound tertiary alcohol I.
Dehydration of I can proceed smoothly to produce the
conjugated iminium intermediate II, which is in resonance form
with carbocation II' paired with the chiral phosphate. Finally,
enantioselective hydride transfer from iridium hydride to II/II'
delivers the enantioenriched product and regenerates the
catalysts. The chiral induction of hydride transfer comes from
the chiral phosphate presumably through ion-pair and hydrogen
bonding interactions in II or II', which was nicely demonstrated
in CPA and iridium co-catalyzed asymmetric hydrogenation of
quinolines involving a 1,4-hydride addition step®!.

In conclusion, we have developed a direct, enantioconvergent
coupling of unactivated racemic alcohols with pyrroles by the
introduction of oxime-derived iridacycle and chiral phosphoric acid
catalytic systems. The innovative operating mechanism through
borrowing hydrogen enabled the access to a stabilized ionic
intermediate from simple alcohol and heteroarenes substrates and
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led to a general, enantioconvergent heteroarylation of unactivated
secondary alcohols using pyrroles. The enantioconvergent coupling
of other families of heteroarenes with alcohols is under investigation
in our laboratory and will be reported in due course.

Methods

Representative procedure for enantioconvergent heteroarylation of alcohols.
In a nitrogen-filled glove box, an 8 mL vial was charged with iridium complex (4k,
3.1 mg, 0.0050 mmol), CPA1 (7.5 mg, 0.010 mmol), 4 A molecular sieves (20 mg),
2-methylpyrrole (1a, 16.2 mg, 0.200 mmol) and 1-phenylethanol (2a, 48.9 mg,
0.400 mmol) and toluene (0.5 mL). The reaction tube was then sealed, taken out-
side the glovebox, heated to 100 °C, and allowed to stir for 20 h. The resulting
mixture was cooled to room temperature and then purified by column chroma-
tography (silica gel, hexanes/Et,O/Et;N = 15/1/0.15) to provide the desired alky-
lated product 2-methyl-5-(1-phenylethyl)-1H-pyrrole (3aa) as a colorless oil. For
other related products, hexanes/Et,O/Et;N = 20/1/0.2 - 2/1/0.03 or hexanes/
CH,CL/Et;N = 5/1/0.05 - 3/1/0.03 were used as the eluents for purification.

Data availability

Experimental details, characterization of compounds, and copies of NMR data are
available with the submitted paper. The X-ray crystallographic coordinates for structures
reported in this study have been deposited at the Cambridge Crystallographic Data
Center (CCDC), under deposition numbers 2018968, 2018969, and 2018974. These data
can be obtained free of charge from The Cambridge Crystallographic Data Center via
www.ccde.cam.ac.uk/data_request/cif.

Received: 28 March 2021; Accepted: 14 July 2021;
Published online: 19 August 2021

References

1. Li, C.-J. & Trost, B. M. Green chemistry for chemical synthesis. Proc. Natl
Acad. Sci. 105, 12197-13202 (2008).

2. Bhat, V., Welin, E. R, Guo, X. & Stoltz, B. M. Advances in stereoconvergent
catalysis from 2005 to 2015: transition-metal-mediated stereoablative
reactions, dynamic kinetic resolutions, and dynamic kinetic asymmetric
transformations. Chem. Rev. 117, 4528-4561 (2017).

3. Zhang, X. & Tan, C.-H. Stereospecific and stereoconvergent nucleophilic
substitution reactions at tertiary carbon centers. Chem. 7, 1451-1486 (2021).

4. Wendlandt, A. E., Vangal, P. & Jacobsen, E. N. Quaternary stereocentres via
an enantioconvergent catalytic Sy1 reaction. Nature 556, 447-451 (2018).

5. Zhang, X. et al. An enantioconvergent halogenophilic nucleophilic
substitution (Sx2X) reaction. Science 363, 400-404 (2019).

6. El-Sepelgy, O., Haseloff, S., Alamsetti, S. K. & Schneider, C. Bronsted acid
catalyzed, conjugate addition of S-dicarbonyls to in situ generated ortho-
quinone methides—enantioselective synthesis of 4-aryl-4H-Chromenes.
Angew. Chem. Int. Ed. 53, 7923-7927 (2014).

7. Hsiao, C.-C,, Liao, H.-H. & Rueping, M. Enantio- and diastereoselective access
to distant stereocenters embedded within tetrahydroxanthenes: utilizing ortho-
quinone methides as reactive intermediates in asymmetric Bronsted acid
catalysis. Angew. Chem. Int. Ed. 53, 13258-13263 (2014).

8. Zhao, W.,, Wang, Z., Chu, B. & Sun, J. Enantioselective formation of all-carbon
quaternary stereocenters from indoles and tertiary alcohols bearing a directing
group. Angew. Chem. Int. Ed. 54, 1910-1913 (2015).

9. Li, X. et al. Catalytic enantioselective synthesis of chiral tetraarylmethanes.
Nat. Catal. 3, 1010-1019 (2020).

10. Fu, G. C. Transition-metal catalysis of nucleophilic substitution reactions: a
radical alternative to Sy1 and Sn2 processes. ACS Cent. Sci. 3, 692-700 (2017).

11. Cherney, A. H., Kadunce, N. T. & Reisman, S. E. Enantioselective and
enantiospecific transition-metal-catalyzed cross-coupling reactions of
organometallic reagents to construct C-C bonds. Chem. Rev. 115, 9587-9652
(2015).

12. Do, H.-Q., Chandrashekar, E. R. R. & Fu, G. C. Nickel/bis(oxazoline)-
catalyzed asymmetric Negishi arylations of racemic secondary benzylic
electrophiles to enantioenriched 1,1-diarylalkanes. J. Am. Chem. Soc. 135,
16288-16291 (2013).

13. Jiang, S.-P. et al. Copper-catalyzed enantioconvergent radical Suzuki
—Miyaura C(sp3)—C(sp?) cross-coupling. J. Am. Chem. Soc. 142,
19652-19659 (2020).

14. Poremba, K. E,, Dibrell, S. E. & Reisman, S. E. Nickel-catalyzed enantioselective
reductive cross-coupling reactions. ACS Catal. 10, 8237-8246 (2020).

15. Tellis, J. C., Primer, D. N. & Molander, G. A. Single-electron transmetalation
in organoboron cross-coupling by photoredox/nickel dual catalysis. Science
345, 433-436 (2014).

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

Zuo, Z. et al. Enantioselective decarboxylative arylation of a-amino acids via
the merger of photoredox and nickel catalysis. J. Am. Chem. Soc. 138,
1832-1835 (2016).

Proctor, R. S. J., Davis, H. J. & Phipps, R. J. Catalytic enantioselective Minisci-
type addition to heteroarenes. Science 360, 419-422 (2018).

Fu, M.-C,, Shang, R., Zhao, B., Wang, B. & Fu, Y. Photocatalytic
decarboxylative alkylations mediated by triphenylphosphine and sodium
iodide. Science 363, 1429-1434 (2019).

Yang, Q., Wang, Q. & Yu, Z. Substitution of alcohols by N-nucleophiles via
transition metal-catalyzed dehydrogenation. Chem. Soc. Rev. 44, 2305-2329
(2015).

Corma, A., Navas, J. & Sabater, M. J. Advances in one-pot synthesis through
borrowing hydrogen catalysis. Chem. Rev. 118, 1410-1459 (2018).

Irrgang, T. & Kempe, R. 3d-Metal catalyzed N- and C-alkylation reactions via
borrowing hydrogen or hydrogen autotransfer. Chem. Rev. 119, 2524-2549
(2019).

Quintard, A. & Rodriguez, J. Catalytic enantioselective OFF <> ON activation
processes initiated by hydrogen transfer: concepts and challenges. Cherm.
Commun. 52, 10456-10473 (2016).

Kwok, T., Hoff, O., Armstrong, R. ]. & Donohoe, T. ]. Control of absolute
stereochemistry in transition-metal-catalyzed hydrogen borrowing reactions.
Chem.—Eur. J. 26, 12912-12926 (2020).

Zhang, Y., Lim, C. S., Sim, D. S., Pan, H.-]. & Zhao, Y. Catalytic
enantioselective amination of alcohols by the use of borrowing hydrogen
methodology: cooperative catalysis by iridium and a chiral phosphoric acid.
Angew. Chem. Int. Ed. 53, 1399-1403 (2014).

Rong, Z.-Q., Zhang, Y., Chua, R. H,, Pan, H.-J. & Zhao, Y. Dynamic kinetic
asymmetric amination of alcohols: from a mixture of four isomers to diastereo-
and enantiopure a-branched amines. . Am. Chem. Soc. 137, 4944-4947 (2015).
Lim, C. S., Quach, T. T. & Zhao, Y. Enantioselective synthesis of
tetrahydroquinolines by borrowing hydrogen methodology: cooperative
catalysis by an achiral iridacycle and a chiral phosphoric acid. Angew. Chem.
Int. Ed. 56, 7176-7180 (2017).

Xu, G. et al. Stereoconvergent, redox-neutral access to tetrahydroquinoxalines
through relay epoxide opening/amination of alcohols. Angew. Chem. Int. Ed.
58, 14082-14088 (2019).

Ng, T. W,, Liao, G., Lau, K. K., Pan, H.-J. & Zhao, Y. Stereoconvergent, redox-
neutral access to tetrahydroquinoxalines through relay epoxide opening/
amination of alcohols. Angew. Chem. Int. Ed. 59, 11384-11389 (2020).
Pefia-Lopez, M., Neumann, H. & Beller, M. (Enantio)selective hydrogen
autotransfer: ruthenium-catalyzed synthesis of oxazolidin-2-ones from urea
and diols. Angew. Chem. Int. Ed. 55, 7826-7830 (2016).

Armstrong, R. J., Akhtar, W. M., Young, T. A., Duarte, F. & Donohoe, T. J.
Catalytic asymmetric synthesis of cyclohexanes by hydrogen borrowing
annulations. Angew. Chem. Int. Ed. 58, 12558-12562 (2019).

Cheang, D. M. J., Armstrong, R. J., Akhtar, W. M. & Donohoe, T. J.
Enantioconvergent alkylation of ketones with racemic secondary alcohols via
hydrogen borrowing catalysis. Chemn. Commun. 56, 3543-3546 (2020).
Mutti, F. G., Knaus, T., Scrutton, N. S., Breuer, M. & Turner, N. J. Conversion
of alcohols to enantiopure amines through dual-enzyme hydrogen-borrowing
cascades. Science 349, 1525-1529 (2015).

Yang, P. et al. Nickel-catalyzed N-alkylation of acylhydrazines and arylamines
using alcohols and enantioselective examples. Angew. Chem. Int. Ed. 56,
14702-14706 (2017).

Quintard, A., Constantieux, T. & Rodriguez, J. An iron/amine-catalyzed
cascade process for the enantioselective functionalization of allylic alcohols.
Angew. Chem. Int. Ed. 52, 12883-12887 (2013).

Lichosyt, D., Zhang, Y., Hurej, K. & Dydio, P. Dual-catalytic transition metal
systems for functionalization of unreactive sites of molecules. Nat. Catal. 2,
114-122 (2019).

Wang, K. et al. Asymmetric Guerbet reaction to access chiral alcohols. Angew.
Chem. Int. Ed. 59, 11408-11415 (2020).

Xu, R. et al. Anti-Markovnikov hydroamination of racemic allylic alcohols to
access chiral y-amino alcohols. Angew. Chem. Int. Ed. 59, 21959-21964 (2020).
Whitney, S., Grigg, R., Derrick, A. & Keep, A. [Cp*IrCl,],-catalyzed indirect
functionalization of alcohols: novel strategies for the synthesis of substituted
indoles. Org. Lett. 9, 3299-3302 (2007).

Ketcham, J. M., Shin, I., Montgomery, T. P. & Krische, M. J. Catalytic
enantioselective C—H functionalization of alcohols by redox-triggered
carbonyl addition: borrowing hydrogen, returning carbon. Angew. Chem. Int.
Ed. 53, 9142-9150 (2014).

Nguyen, K. D. et al. Metal-catalyzed reductive coupling of olefin-derived
nucleophiles: reinventing carbonyl addition. Science 354, aah5133 (2016).
Dong, Z., Ren, Z., Thompson, S. J., Xu, Y. & Dong, G. Transition-metal-
catalyzed C-H alkylation using alkenes. Chem. Rev. 117, 9333-9403 (2017).
Pesciaioli, F. et al. Enantioselective cobalt(III)-catalyzed C-H activation
enabled by chiral carboxylic acid cooperation. Angew. Chem. Int. Ed. 57,
15425-15429 (2018).

| (2021)12:5035 | https://doi.org/10.1038/s41467-021-25268-1 | www.nature.com/naturecommunications 7


http://www.ccdc.cam.ac.uk/data_request/cif
www.nature.com/naturecommunications
www.nature.com/naturecommunications

ARTICLE

43. Zhang, W.-B,, Yang, X.-T., Ma, J.-B,, Su, Z.-M. & Shi, S.-L. Regio- and
enantioselective C-H cyclization of pyridines with alkenes enabled by a nickel/
N-heterocyclic carbene catalysis. J. Am. Chem. Soc. 141, 5628-5634 (2019).

44. Estévez, V., Villacampa, M. & Menéndez, J. C. Recent advances in the
synthesis of pyrroles by multicomponent reactions. Chem. Soc. Rev. 43,
4633-4657 (2014).

45. Wang, C. & Xiao, J. Iridacycles for hydrogenation and dehydrogenation
reactions. Chem. Commun. 53, 3399-3411 (2017).

46. Mas-Roselld, J., Smejkal, T. & Cramer, N. Iridium-catalyzed acid-assisted
asymmetric hydrogenation of oximes to hydroxylamines. Science 368, 1098-
~11102 (2020).

47. Vigneron, J. P., Dhaenens, M. & Horeau, A. Nouvelle méthode pour porter au
maximum la pureté optique d'un produit partiellement dédoublé sans I'aide d’
aucune substance chirale. Tetrahedron 29, 1055-1059 (1973).

48. Harned, A. M. From Determination of enantiopurity to the construction of
complex molecules: the Horeau principle and its application in synthesis.
Tetrahedron 74, 3797-3841 (2018).

49. Gao, X,, Han, H. & Krische, M. J. Direct generation of acyclic polypropionate
stereopolyads via double diastereo- and enantioselective iridium catalyzed
crotylation of 1,3-diols: beyond stepwise carbonyl addition in polyketide
construction. J. Am. Chem. Soc. 133, 12795-12800 (2011).

50. Han, X. & Wu, J. Redox chain reaction-indole and pyrrole alkylation with
unactivated secondary alcohols. Angew. Chem. Int. Ed. 52, 4637-4640 (2013).

51. Rueping, M. & Koenigs, R. M. Bronsted acid differentiated metal catalysis by
kinetic discrimination. Chem. Commun. 47, 304-306 (2011).

Acknowledgements

This work was supported by the Ministry of Education of Singapore (R-143-000-A94-112
and R-144-000-420-112) and the National University of Singapore (R-143-000-A57-114).
R.T. acknowledges the NUS Graduate School for Integrative Sciences & Engineering
(NGS) for PhD scholarship.

Author contributions
Y.Z., Y.L, and G.Y. conceived and designed the experiments. Y.L. performed most of the
experiments. R.T. and Z.-K.L. conducted parts of the catalyst and substrate synthesis.

Y.Z., Y.L, and G.Y. co-wrote the paper. All authors discussed the results and commented
on the paper.

Competing interests
The authors declare no competing interests.

Additional information
Supplementary information The online version contains supplementary material
available at https://doi.org/10.1038/541467-021-25268-1.

Correspondence and requests for materials should be addressed to G.Y. or Y.Z.

Peer review information Nature Communications thanks Magnus Rueping and the
anonymous reviewers for their contribution to the peer review of this work.

Reprints and permission information is available at http://www.nature.com/reprints

Publisher’s note Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Open Access This article is licensed under a Creative Commons
B

Attribution 4.0 International License, which permits use, sharing,
adaptation, distribution and reproduction in any medium or format, as long as you give
appropriate credit to the original author(s) and the source, provide a link to the Creative
Commons license, and indicate if changes were made. The images or other third party
material in this article are included in the article’s Creative Commons license, unless
indicated otherwise in a credit line to the material. If material is not included in the
article’s Creative Commons license and your intended use is not permitted by statutory
regulation or exceeds the permitted use, you will need to obtain permission directly from
the copyright holder. To view a copy of this license, visit http://creativecommons.org/
licenses/by/4.0/.

© The Author(s) 2021

8 | (2021)12:5035 | https://doi.org/10.1038/s41467-021-25268-1 | www.nature.com/naturecommunications


https://doi.org/10.1038/s41467-021-25268-1
http://www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
www.nature.com/naturecommunications

	Redox-enabled direct stereoconvergent heteroarylation of simple alcohols
	Results and discussion
	Catalyst development for enantioconvergent heteroarylation of alcohols with pyrroles
	Substrate scope for enantioconvergent heteroarylation of alcohols with pyrroles
	Mechanistic studies for enantioconvergent heteroarylation of alcohols with pyrroles

	Methods
	Representative procedure for enantioconvergent heteroarylation of alcohols

	Data availability
	References
	Acknowledgements
	Author contributions
	Competing interests
	Additional information




