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nt and diastereoselective
synthesis of atropisomeric hydrazides bearing
a cyclic quaternary stereocenter through ternary
catalysis†

Xia Wang,a Shao-Jie Wang,a Xiaolan Xin,a Hao An,a Zhifeng Tu,*a Hui Yang, b

Ming Wah Wong *b and Shenci Lu *a

An efficient and highly enantioconvergent and diastereoselective ternary catalysis in a one-pot process is

reported, which represents an integrated strategy for the synthesis of atropisomeric hydrazides with

defined vicinal central and axial chirality from readily available racemic a-amino-ynones,

azodicarboxylates, and Morita–Baylis–Hillman (MBH) carbonates. This method utilizes in situ-generated

racemic pyrrolin-4-ones via hydroamination of racemic a-amino-ynones by AuCl catalysis as a novel

and versatile C1 synthon, which engage commercially available azodicarboxylates to generate amination

products in high yields and uniformly excellent enantioselectivities under the catalysis of a chiral

phosphoric acid. Following amination, N-alkylation catalyzed by diastereoselective organocatalyst

afforded axially chiral hydrazides with excellent diastereoselectivities (>98 : 2 dr). The synthetic utility of

the amination products and axially chiral hydrazides was also demonstrated by their facile conversion to

diverse molecules in high yields with excellent stereopurity. Density functional theory calculations were

performed to understand the origin of diastereoselectivity.
Introduction

One emerging strategy for synthesizing complex chiral mole-
cules is to usemultiple catalysts to promote asymmetric tandem
reactions, which features sequential activation of the starting
materials or in situ-generated intermediates, with high levels of
step- and atom-economy.1 Remarkable advances have been
made with asymmetric cascade reactions using three combi-
nations of two distinct catalysts (i.e., metal/metal, metal/
organo, and organo/organo). These combinations enable
enantio- and diastereoselective asymmetric ternary catalysis;
however, the methods are quite limited.2 As illustrated in
Scheme 1a, where ternary catalysis is shown to be a cascade
process in which three catalytic cycles are involved, interme-
diate I is formed in the rst catalytic transformation and
engages in the second catalyzed reaction to afford intermediate
II. This is then subjected to a third catalyzed transformation to
nics (FSCFE), Shaanxi Institute of Flexible
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13249
deliver molecular complexity from simple starting materials.
Racemic pyrrolin-4-one, which is easily accessed from readily
available racemic a-amino-ynones under gold catalysis,3 may
serve as a highly effective nucleophilic synthon for the ternary
catalytic reaction. However, the functionalization of pyrrolin-4-
ones using this strategy remains elusive (see Scheme 1b).

The hydrazides are a class of highly valuable compounds.
Some hydrazides, such as aza-peptide analog CGP 53820, are
bioactive molecules, exhibiting potent inhibition of HIV-1 and
HIV-2 protease. Others are used in environmentally benign
Scheme 1 Ternary catalytic reactions for the efficient synthesis of
complex chiral molecules.
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insecticides (e.g., halofenozide and derivatives; Scheme 2(a)).4

However, several methods for the enantioselective synthesis of
N–N axially chiral heterocyclic architectures have been reported.
Nonetheless, the relevant studies focused only on their atro-
poselective creation.5 Recently, the elegant catalytic enantio-
and diastereoselective synthesis of axially chiral hydrazides was
achieved via two sequential asymmetric organocatalytic cycles
in one pot (see Scheme 2b).6 However, synthesizing enantiopure
N–N axially chiral hydrazides bearing a cyclic quaternary ster-
eocenter requires multiple steps. Rinaldi et al. reported two
such methods. The rst employs an enantiopure ester substrate
to control the installation of N–N axial chirality, obtaining the
desired product in 17% yield in ve steps with a low dr of 2.4 : 1
(see Scheme 2c, eqn (1)).7 The second method employs an
enantiopure diastereomeric ester to afford an N–N axially chiral
product in 36% yield over three steps and a low dr of 1.2 : 1
Scheme 2 Bioactive molecules containing the hydrazides and
synthesis of the optically active atropisomeric hydrazides bearing
a cyclic quaternary stereocenter.

© 2024 The Author(s). Published by the Royal Society of Chemistry
(Scheme 2c, eqn (2)).8 Notably, only azo dicarboxylates with
a tert-butyl group (excessive steric hindrance) are used as the
nitrogen source in both reactions. In summary, an efficient
catalytic approach for the synthesis of optically pure atropiso-
meric hydrazides with a wide substrate scope is yet to be
developed.

To improve the eld of axially chiral entities9 and asym-
metric relay catalytic reactions,10 we examined the possibility of
constructing axially chiral hydrazides through ternary catalysis.
Hence, this study reports an unprecedented example of ternary
catalysis that integrates gold, Brønsted chiral phosphoric acid
(CPA), and an organocatalyst (DMAP), and we demonstrate its
effectiveness in the highly enantioconvergent and diaster-
eoselective construction of atropisomeric hydrazides via a one-
pot sequence involving an intramolecular hydroamination, an
intermolecular asymmetric amination, and N-alkylation (see
Scheme 2d).

Experimental section

We initially designed the enantioconvergent synthesis of 3 by
employing the dual catalysis of achiral AuCl and CPA as
a starting point for studying intramolecular hydroamination,
followed by asymmetric amination to facilitate the subsequent
development of annulation reactions. We surveyed the reaction
between racemic a-amino-ynone (1a) and dibenzyl azodi-
carboxylate (2a)11 with AuCl12 and CPAs13 via dual catalysis
strategies.14 As listed in Table 1, various CPAs can enable the
relay reaction to proceed smoothly and afford the desired
product 3a in 5–86% yield at a high level (83–88%) of ee values
Table 1 Reaction condition screeninga

Entry CPA Solvent Yield 3ab (%) ee 3ac (%)

1 CPA1 Toluene 78 83
2 CPA2 Toluene 72 85
3 CPA3 Toluene 86 88
4 CPA4 Toluene 80 88
5 CPA5 Toluene <5 —
6 CPA3 MTBE <5 —
7 CPA3 THF <5 —
8 CPA3 Cyclohexane 90 91
9d CPA3 Cyclohexane 90 92
10e CPA3 Cyclohexane 93 93

a The reaction was carried out with 1a (0.06 mmol, 1.2 equiv.), azo
dicarboxylate 2a (0.05 mmol, 1.0 equiv.), AuCl (10 mol%), CPA
(5 mol%) in solvent (1 mL) under a N2 atmosphere at 30 °C for 18 h.
b Isolated yield of 3a with respect to 2a. c Determined by HPLC.
d With additive 4 Å MS (50 mg). e With additive 5 Å MS (50 mg).
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(see Table 1, entries 1–5). Hence, the common commercially
available CPA3 was used as the catalyst, and the desired enan-
tioconvergent amination 3a was obtained in 86% yield and 88%
ee (see Table 1, entry 3). Moreover, different solvents and
molecular sieves were tested in the presence of CPA3 (see Table
1, entries 6–10). With the optimal choice of cyclohexane and 5 Å
MS, an excellent ee of 93% was observed for 3a.
Results and discussion

With reaction conditions optimized, we next examined the
generality of the catalytic reaction (see Scheme 3), starting with
a series of commercially available azodicarboxylates (i.e., DEAD,
DIAD, and DBAD) reacting with racemic a-amino-ynone 1a to
afford products (3a–3c). Good yields (92–96%) and excellent
enantioselectives (97%) of products 3b and 3c were obtained for
ethyl and isopropyl azodicarboxylates. The absolute congura-
tion of 3b was unambiguously determined by single-crystal X-
ray diffraction (XRD). The congurations of other products
were assigned as analogies; however, when azo dicarboxylates
with tert-butyl groups (excessive steric hindrance) were used as
the nitrogen source, the target product was not observed.

Variations in racemic a-amino-ynones 1 were explored next.
Notably, the reaction can tolerate a wide variety of electron-
donating or -withdrawing groups at different positions of the
phenyl group. Furthermore, the yields and enantioselectivities
of the corresponding products 3d–3i remained high. Alterna-
tively, when using the less bulky racemic a-amino-ynones 1
bearing simple methyl or benzyl substituents, the reaction
provided 3j–3l in high yields and 80–91% ee. The alkyl group
was replaced with an aryl group that afforded product 3m with
high yield and moderate enantioselectivity (40% ee). The R2

group was replaced with a tert-butyl group, which failed to
provide the desired product 3n, presumably due to the size of
the tert-butyl group. Fourteen additional examples are illus-
trated in Scheme S1 (see the ESI† for details). Consequently, this
Scheme 3 Scope of gold and CPA.

13242 | Chem. Sci., 2024, 15, 13240–13249
novel cascade reaction represents an atom- and step-
economical approach.

We then turned our attention to the N-alkylation reaction of
the intramolecular hydroamination/intermolecular amination
reaction to create atropisomeric hydrazides (see Scheme 4).15 To
our delight, the racemic 3k underwent an N-alkylation reaction
in the presence of the Morita–Baylis–Hillman (MBH) carbonate
4a, achiral catalytic DMAP, and toluene to deliver an axially
chiral hydrazide bearing a cyclic quaternary stereocenter 5 with
90% yield but only 1 : 1 dr (Scheme 4, eqn (1)). Nonetheless, the
dr value can be improved to 2 : 1 when the solvent is switched to
cyclohexane, which we used to prepare substrate 3 via a relay
catalytic reaction. Enantioenriched 3k was employed in the
reaction, and the desired product 5 was obtained with the same
enantiopurity. We speculate that the steric hindrance of the
isopropyl groups may have affected diastereoselectivity.
Notably, either racemic or enantiopure 3c was used as
a substrate. Fortunately, a single diastereomer 6a was obtained
at 92% yield, and high enantiopurity was retained without
erosion (see Scheme 4, eqn (2)). Both CPA3 enantiomers were
tested, and those corresponding to the product were obtained
as single diastereomers. This result demonstrates that CPA is
not effective for diastereoselectivity in N-alkylation with MBH
carbonate (see Scheme 4, eqn (3)).

The congurational stability of this new type of N–N-linked
axially chiral compound was investigated both experimentally
and computationally. Heating of product (6a) in toluene for 72 h
at 150 °C led to no erosion of diastereopurity, which was
corroborated by the high rotational barrier of 37.0 kcal mol−1

calculated for the N–N axis at 150 °C. Notably, the cyclohexane
solvent used for the N-alkylation reaction was the same as that
used for the AuCl/CPA relay catalytic reaction. Our next goal was
to create axially chiral hydrazides bearing cyclic quaternary
stereocenters via ternary catalysis. Representative optimization
studies are provided in the ESI (see Table S1†).
Scheme 4 Investigation of axially chiral hydrazide and the effect of
CPA.

© 2024 The Author(s). Published by the Royal Society of Chemistry
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Having optimized the reaction conditions, we turned to
examine the generality of the ternary catalyst, by varying
racemic a-amino-ynones rst. A wide range of electron-
donating or -withdrawing group substituents on the phenyl
moiety at the 3- and 4-positions were tolerated to afford axially
hydrazides 6a–6m in good yield and uniformly excellent dia-
stereo- and enantioselectivity (see Scheme 5). Next, different
MBH carbonate ester groups were evaluated, and methyl and
allyl esters gave the desired products (6n and 6p) with moderate
yields and excellent enantioselectivity. In contrast, bulkier iso-
propyl ester groups gave axially hydrazide 6o in moderate yield,
but with slightly lower enantioselectivity (90% ee). Other
branched alkyl groups (i.e., cyclopentyl and cyclohexyl) were
introduced, and the corresponding products (6q and 6r) were
obtained in a high yield with excellent enantioselectivity. A
linear alkyl group (nPr) was also found to be compatible,
yielding 6s in moderate yield and enantioselectivity but with
a low dr (2 : 1). The a-amino-ynones 1 bearing the 4-nitrobenzyl
substituent were also tested, and the reaction afforded 6t with
76% yield and 94% ee. The relative conguration of racemic 6t
was determined by single-crystal XRD, and the absolute
conguration of the quaternary carbon stereogenic center of 6
was determined to be R according to the X-ray structure analysis
of 3b. To further conrm that the R,R-conguration product was
the key experimental outcome, we compared the experimental
Scheme 5 Scope of the atroposelective synthesis of hydrazides.

© 2024 The Author(s). Published by the Royal Society of Chemistry
electronic circular dichroism (ECD) spectra of enantiopure 6a
with the calculated ECD spectra of the two stereoselective
products (see the ESI†). The alkyl group was replaced by
a phenyl group and afforded product 6u with high yield and
moderate enantioselectivity (40% ee).

We hypothesized that two possible pathways exist for the
AuCl/CPA relay catalytic reaction. Hence, to gain insights into the
relay catalytic reaction pathway, control experiments were per-
formed stepwise (see Scheme 6). First, racemic pyrrolin-4-one 7
was obtained as the product (90% yield) from racemic a-amino-
ynone 1a under the catalysis of AuCl (10 mol%) without diethyl
azodicarboxylate 2a or CPA3. Subsequently, treatment of 7 with
diethyl azodicarboxylate 2a and chiral CPA3 (5 mol%) afforded
an amination product 3b in 90% yield and 97% ee (see Scheme 6,
eqn (1)). Additionally, the stepwise procedure delivered the
desired products in lower two-step yields than our relay catalytic
approach and efficiently avoided the loss of racemic pyrrolin-4-
one intermediates during the additional purication. Alterna-
tively, when the reaction was carried out with 1a and diethyl
azodicarboxylate 2b in the presence of catalytic CPA3 (5 mol%),
the desired product 8 was not observed (see Scheme 6, eqn (2)).
These results demonstrated that the relay catalytic reaction fol-
lowed the rst pathway (see Scheme 6, eqn (1)).

To gain a better understanding of the reaction pathways, we
monitored the kinetics of the reaction between 1a and 2b using
1H NMR spectroscopy (see Scheme 7). The kinetic proles of
this reaction clearly indicated that an essentially full conversion
of 1a to the intermediate product 7 was observed within 1 h at
30 °C, which was then converted to the nal product, 3b, in
a remarkably high yield. Consequently, the two catalytic reac-
tions were identied as relays.

Based on the above results, a plausible triple-relay catalytic
reaction mechanism was proposed: (1) activation of racemic a-
amino-ynones (1) by AuCl (via I) yields intramolecular cycliza-
tion product II, and protonolysis of that then produces racemic
pyrrolin-4-one 7. (2) Subsequently, 3-hydroxypyrroles were
formed through enolization in the presence of CPA, and the
CPA catalyst activated both reactants by forming dual H-bonds
with 3-hydroxypyrroles (with their 3-hydroxy group) and azodi-
carboxylates, which underwent an additional reaction to
provide the enantioenriched amination product 3, possessing
a cyclic quaternary stereocenter, which is an enantio-
determining step. (3) The rst SN

20 reaction was triggered by
Scheme 6 Control experiments.
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Scheme 7 1H NMR studies revealed the two catalytic reactions.

Scheme 9 Product transformation.
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the addition of the Lewis base catalyst DMAP to the MBH
adduct, generating a good leaving group (OBoc), which grabbed
the hydrogen from compound 3, delivering HOBoc (TBHC) and
Int-V. TBHC decomposes into tBuOH and CO2. Later on, the
second SN

20 reaction occurred through the addition of Int-V to
the achiral pyridinium species, creating the N–N axis, and
delivered the nal products 6 with excellent diastereoseletivities
and the organocatalyst (DMAP) to participate in the next cata-
lytic cycle (Scheme 8).

To further demonstrate the utility of this methodology, we
performed a one-mmol-scale reaction and synthetic trans-
formations. As shown in Scheme 9(a), a representative one-
mmol-scale reaction easily occurred to form product 3b in
95% yield and with excellent enantioselectivity, which demon-
strated that this methodology can be utilized for synthesizing
chiral pyrrolin-4-ones on a large scale. Relay catalytic products
are tolerant of many functional groups and are valuable for
versatile structural elaborations. Several illustrative
Scheme 8 Proposed triple relay catalytic reaction mechanism.

13244 | Chem. Sci., 2024, 15, 13240–13249
transformations are illustrated in Scheme 9(b). As demon-
strated, the Boc protecting group on 3b was easily removed
under acidic conditions to generate free pyrrolin-4-one 9 in
a moderate yield. Moreover, halogenation of 3b with NBS or
iodine at 30 °C delivered fully-substituted pyrrolin-4-one 10 or
11 in 91 or 88% yield, respectively (see Scheme 9(b)). Bromi-
nated product 10 was coupled with phenylboronic acid to afford
the desired product 12 with an 80% yield. Using this procedure,
a wide range of boronic acids can be employed to afford various
fully substituted pyrrolin-4-ones. Iodinated product 11 can be
coupled with trimethylsilylacetylene to generate a cross-
coupling product. The TMS group was efficiently removed to
generate chiral terminal alkyne 13 in 75% yield over a two-step
sequence in enantiopure form. Notably, the terminal alkynyl
group in 13 is a versatile functional group,16 and the bromina-
tion of axially chiral hydrazide bearing a cyclic quaternary
© 2024 The Author(s). Published by the Royal Society of Chemistry
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Scheme 11 Diastereoselectivity of N-alkylation of 3c (top) and 3k
(bottom). Enclosed are rotated structures showing the steric hindrance in
3c-RS-TS4. DG298 values are reported in kcal mol−1 and distances in Å.
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stereocenter 6a with NBS at 30 °C in DCM delivered the desired
product 14 in 88% yield. Additionally, the hydrolysis of 6a at
room temperature delivered free acid 15 in 84% yield (see
Scheme 9(b)). Notably, in all of these transformations, excellent
enantiopurity remained nearly without erosion.

Finally, we computationally investigated the N-alkylation of 3c
in the presence of carbonate 4a and DMAP to form 6a to under-
stand the origin of its high diastereoselectivity. Preliminary
calculations demonstrated that the barrier of rotation around the
N–N axis of 3c was 22.4 kcal mol−1 (see the ESI†), indicating that
the axis was conformationally unstable and that the reaction
diastereoselectivity was governed by the N-alkylation step.
Subsequently, the entire reaction prole leading to the formation
of RR-6a was calculated, and the results are illustrated in Scheme
10. The DMAP activation of 4a was calculated as a facile process
with a barrier of 19.4 kcal mol−1. The generated INT2 contained
a t-butyl carbonate anion, which serves as a Brønsted base to
deprotonate the N–H moiety of 3c and turn it into a more potent
nucleophile. The nucleophilic N–C bond formation, followed by
the regeneration of the DMAP catalyst, yielded 6a. The highest-
energy step was determined to be nucleophilic N–C bond
formation with a DG295 value of 32.3 kcal mol−1.

We then calculated the diastereoselectivity-determining
transition states for N-alkylation of 3c and 3k, and the
Scheme 10 Calculated reaction profile of N-alkylation of 3c. DG298 valu

© 2024 The Author(s). Published by the Royal Society of Chemistry
optimized structures are shown in Scheme 11. Although the
calculated energy differences of 4.3 and 2.2 kcal mol−1 for 3c and
3k, respectively, would predict dr values much larger than those
es are reported in kcal mol−1 and distances in Å.
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observed experimentally, there was evidence that this might be
the consequence of the presence of numerous low-lying
frequencies in the transition states. Hence, their treatment
with quasi-harmonic approximation will lead to improved
results. Furthermore, predictions based on enthalpy differences,
which are less sensitive to low-lying frequencies, yielded
improved results. Nevertheless, in all cases, our calculated
results predicted better diastereoselectivity for 3c than 3k, which
is in excellent agreement with the experimental results and can
be attributed to the greater steric hindrance exerted by the i-Pr
group of 3c. A very close H–H contact of 1.96 Å was observed
between the i-Pr group of 3c and the C–H protons of the
incoming electrophile. In comparison, the shortest H–H contact
between the Me group of 3k and the electrophile was 2.56 Å.
Conclusions

We developed a catalytic, enantioconvergent, and diaster-
eoselective synthesis of atropisomeric hydrazides from readily
available starting materials. The cascade reaction proceeded via
ternary catalysis involving gold(I) chloride, CPA, and DMAP,
with all three catalytic cycles interwoven. A variety of racemic a-
amino-ynones, azodicarboxylates, and MBH carbonates were
successfully assembled in one pot in good yields and with
excellent regioselectivities, which delivered the products with
uniformly excellent control of central and axial chirality. DFT
calculations revealed the origin of diastereoselectivity. The
success of this work not only provides a useful strategy for the
construction of contiguous cyclic quaternary central and N–N
axial chirality in one pot but also represents the rst example of
a catalytic synthesis of optically pure N–N atropisomers via
ternary catalysis. The development of new catalytic processes
for accessing other challenging structures with different
chiralities is currently under investigation.
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4 (a) J. P. Priestley, A. Fässler, J. Rösel, M. Tintelnot-Blomley,
P. Strop and M. G. Grütter, Comparative analysis of the X-
ray structures of HIV-1 and HIV-2 proteases in complex
with CCP 53820, a novel pseudosym-metric inhibitor,
Structure, 1995, 3, 381–389; (b) M. J. Mulvihill, S. H. Sha-
ber, B. S. MacDougall, C. Ajello, B. Martinez-Teipel,
R. Joseph, D. V. Nguyen, D. G. Weaver, K. Chung, A. Gusev,
J. M. Wierenga and W. D. Mathis, Synthesis of
Insecticidally Active Halofenozide-[(Acyloxy)alkoxy]carbonyl
and (Acyloxy)alkyl Derivatives, Synthesis, 2002, 53–58; (c)
S. Ke, T. Sun, Y. Liang and Z. Yang, Research Advance of
Acylhydrazine Derivatives with Biological Activities, Chin. J.
Org. Chem., 2010, 30, 1820–1830.

5 (a) G.-J. Mei, J. J. Wong, W. Zheng, A. A. Nangia, K. N. Houk
and Y. Lu, Rational design and atroposelective synthesis of
N–N axially chiral compounds, Chem, 2021, 7, 2743–2757;
(b) G. Centonze, C. Portolani, P. Righi and G. Bencivenni,
Enantioselective Strategies for The Synthesis of N–N
Atropisomers, Angew. Chem., Int. Ed., 2023, 62, e202303966;
(c) J. Feng, C.-J. Lu and R.-R. Liu, Catalytic Asymmetric
Synthesis of Atropisomers Featuring an Aza Axis, Acc.
Chem. Res., 2023, 56, 2537–2554; (d) H.-H. Zhang, T.-Z. Li,
S.-J. Liu and F. Shi, Catalytic Asymmetric Synthesis of
Atropisomers Bearing Multipl Chiral Elements: An
Emerging Field, Angew. Chem., Int. Ed., 2023, 62,
e202311053; (e) X.-M. Wang, P. Zhang, Q. Xu, C.-Q. Guo,
D.-B. Zhang, C.-J. Lu and R.-R. Liu, Enantioselective
Synthesis of Nitrogen–Nitrogen Biaryl Atropisomers via
Copper-Catalyzed Friedel–Cras Alkylation Reaction, J. Am.
Chem. Soc., 2021, 143, 15005–15010; (f) P. Zhang, Q. Xu,
X.-M. Wang, J. Feng, C.-J. Lu, Y. Li and R.-R. Liu,
Enantioselective Synthesis of N-N Bisindole Atropisomers,
Angew. Chem., Int. Ed., 2022, 61, e202212101; (g) Y. Gao,
L.-Y. Wang, T. Zhang, B.-M. Yang and Y. Zhao,
Atroposelective Synthesis of 1,10-Bipyrroles Bearing a Chiral
N–N Axis: Chiral Phosphoric Acid Catalysis with Lewis Acid
Induced Enantiodivergence, Angew. Chem., Int. Ed., 2022,
61, e202200371; (h) K.-W. Chen, Z.-H. Chen, S. Yang,
S.-F. Wu, Y.-C. Zhang and F. Shi, Organocatalytic
Atroposelective Synthesis of N–N Axially Chiral Indoles and
Pyrroles by De Novo Ring Formation, Angew. Chem., Int.
Ed., 2022, 61(No), e202116829; (i) W. Lin, Q. Zhao, Y. Li,
M. Pan, C. Yang, G. Yang and X. Li, Asymmetric Synthesis
of N–N Axially Chiral Compounds via Organocatalytic
Atroposelective N-Acylation, Chem. Sci., 2022, 13, 141–148;
© 2024 The Author(s). Published by the Royal Society of Chemistry
(j) Q. Xu, H. Zhang, F.-B. Ge, X.-M. Wang, P. Zhang,
C.-J. Lu and R.-R. Liu, Cu(I)-Catalyzed Asymmetric
Arylation of Pyrroles with Diaryliodonium Salts toward the
Synthesis of N–N Atropisomers, Org. Lett., 2022, 24, 3138–
3143; (k) L.-Y. Pu, Y.-J. Zhang, W. Liu and F. Teng, Chiral
Phosphoric Acid-Catalyzed Dual-Ring Formation for
Enantioselective Construc-tion of N–N Axially Chiral 3,30-
Bisquinazolinones, Chem. Commun., 2022, 58, 13131–
13134; (l) V. Hutskalova and C. Sparr, Control over
Stereogenic N-N Axes by Pd-Catalyzed 5-endo-
Hydroaminocyclizations, Synthesis, 2023, 55, 1770–1782;
(m) Z.-H. Chen, T.-Z. Li, N.-Y. Wang, X.-F. Ma, S.-F. Ni,
Y.-C. Zhang and F. Shi, Organocatalytic Enantioselective
Synthesis of Axially Chiral N,N0-Bisindoles, Angew. Chem.,
Int. Ed., 2023, 62, e202300419; (n) L.-Y. Wang, J. Miao,
Y. Zhao and B.-M. Yang, Chiral Acid-Catalyzed
Atroposelective Indolization Enables Access to 1,10-Indole-
Pyrroles and Bisindoles Bearing a Chiral N–N Axis, Org.
Lett., 2023, 25, 1553–1557; (o) W. Yao, C.-J. Lu, L.-W. Zhan,
Y. Wu, J. Feng and R.-R. Liu, Enantioselective Synthesis of
N–N Atropisomers by Palladium-Catalyzed C–H
Functionalization of Pyrroles, Angew. Chem., Int. Ed., 2023,
62, e202218871; (p) S.-Y. Yin, Q. Zhou, C.-X. Liu, Q. Gu and
S.-L. You, Enantioselective Synthesis of N–N Biaryl
Atropisomers through Iridium(I)-Catalyzed C–H Alkylation
with Acrylates, Angew. Chem., Int. Ed., 2023, 62,
e202305067; (q) K. Balanna, S. Barik, S. Barik, S. Shee,
N. Manoj, R. G. Gonnade and A. T. Biju, N-Heterocyclic
Carbene-Catalyzed Atroposelective Synthesis of N–N Axially
Chiral 3-Amino Quinazolinones, ACS Catal., 2023, 13,
8752–8759; (r) C. Wang and J. Sun, Atroposelective
Synthesis of N–N Axially Chiral Bipyrroles via Rhodium-
Catalyzed C–H Insertion Reaction, Org. Lett., 2023, 25,
4808–4812; (s) X. Zhu, H. Wu, Y. Wang, G. Huang, F. Wang
and X. Li, Rhodium-Catalyzed Annulative Approach to N-N
Axially Chiral Biaryls via C-H Activation and Dynamic
Kinetic Transformation, Chem. Sci., 2023, 14, 8564–8569; (t)
Y. Wang, X. Zhu, D. Pan, J. Jing, F. Wang, R. Mi, G. Huang
and X. Li, Rhodium-catalyzed enantioselective and
diastereodivergent access to diaxially chiral heterocycles,
Nat. Commun., 2023, 14, 4661; (u) T. Li, L. Shi, X. Wang,
C. Yang, D. Yang, M.-P. Song and J.-L. Niu, Cobalt-
catalyzed atroposelective C–H activation/annulation to
access N–N axially chiral frameworks, Nat. Commun., 2023,
14, 5271; (v) C.-S. Wang, Q. Xiong, H. Xu, H.-R. Yang,
T. Dang, X.-Q. Dong and C.-J. Wang, Organocatalytic
Atroposelective Synthesis of Axially Chiral N,N0-
Pyrroloindoles via De Novo Indole Formation, Chem. Sci.,
2023, 14, 12091–12097; (w) Q. Huang, Y. Li, C. Yang,
W. Wu, J. Hai and X. Li, Atroposelective synthesis of N–N
axially chiral pyrrolyl(aza)-quinolinone by de novo ring
formation, Org. Chem. Front., 2024, 11, 726–734; (x)
F.-B. Ge, Q.-K. Yin, C.-J. Lu, X. Xuan, J. Feng and R.-R. Liu,
Enantioselective Synthesis of Benzimidazole Atropisomers
Featuring a N-N Axis, Chin. J. Chem., 2024, 42, 711–718; (y)
C. Song, C. Pang, Y. Deng, H. Cai, X. Gan and Y. R. Chi,
Catalytic N-Acylation for Access to N–N Atropisomeric N-
Chem. Sci., 2024, 15, 13240–13249 | 13247

http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/d4sc03190c


Chemical Science Edge Article

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 2

8 
Ju

ne
 2

02
4.

 D
ow

nl
oa

de
d 

on
 1

/1
3/

20
26

 6
:4

1:
15

 A
M

. 
 T

hi
s 

ar
tic

le
 is

 li
ce

ns
ed

 u
nd

er
 a

 C
re

at
iv

e 
C

om
m

on
s 

A
ttr

ib
ut

io
n-

N
on

C
om

m
er

ci
al

 3
.0

 U
np

or
te

d 
L

ic
en

ce
.

View Article Online
Aminoindoles: Choice of Acylation Reagents and
Mechanistic Insights, ACS Catal., 2024, 14, 6926–6935; (z)
S. S. Ranganathappa, B. S. Dehury, G. K. Singh, S. Shee and
A. T. Biju, Atroposelective Synthesis of N–N Axially Chiral
Indoles and Pyrroles via NHC-Catalyzed Diastereoselective
(3 + 3) Annulation Strategy, ACS Catal., 2024, 14, 6965–6972.

6 C. Portolani, G. Centonze, S. Luciani, A. Pellegrini, P. Righi,
A. Mazzanti, A. Ciogli, A. Sorato and G. Bencivenni, Synthesis
of Atropisomeric Hydrazides by One-Pot Sequential
Enantioselective and Diastereoselective Catalysis, Angew.
Chem., Int. Ed., 2022, 61, e202209895.

7 P. Amabili, A. Amici, A. Civitavecchia, B. Maggiore, M. Orena,
S. Rinaldi and A. Tolomelli, Highly stable atropisomers by
electrophilic amination of a chiral g-lactam within the
synthesis of an elusive conformationally restricted
analogue of a-methylhomoserine, Amino Acid, 2016, 48,
461–478.

8 P. Amabili, A. Amici, G. Campisi, G. Guerra, M. Monari,
M. Orena, F. Piccinelli, S. Rinaldi and A. Tolomelli,
Synthesis of Enantiopure Isosteres of Amino Acids
Containing a Quaternary Stereocenter: Experimental and
Computational Evaluation of a Novel Class of
Atropisomers, Eur. J. Org Chem., 2018, 6524–6536.

9 (a) S.-C. Zhang, S. Liu, X. Wang, S.-J. Wang, H. Yang, L. Li,
B. Yang, M. W. Wong, Y. Zhao and S. Lu, Enantioselective
Access to Triaryl-2-pyrones with Monoaxial or Contiguous
C–C Diaxes via Oxidative NHC Catalysis, ACS Catal., 2023,
13, 2565–2575; (b) S.-J. Wang, X. Wang, X. Xin, S. Zhang,
H. Yang, M. W. Wong and S. Lu, Organocatalytic diastereo-
and atroposelective construction of N–N axially chiral
pyrroles and indoles, Nat. Commun., 2024, 15, 518; (c)
X. Wang, S. Zhang, S.-J. Wang, H. An, X. Xin, H. Lin, Z. Tu
and S. Lu, An Assembly of Pyrano[3,2-b]indol-2-ones via
NHC-Catalyzed [3 + 3] Annulation of Indolin-3-ones with
Ynals, Chin. J. Chem., 2024, 42, 1487–1492.

10 J. Jiang, X. Wang, S. Liu, S. Zhang, B. Yang, Y. Zhao and S. Lu,
Enantioselective Cascade Annulation of a-Amino-ynones
and Enals Enabled by Gold and Oxidative NHC Relay
Catalysis, Angew. Chem., Int. Ed., 2022, 61, e202115464.

11 (a) S. Yarlagadda, B. Ramesh, C. R. Reddy, L. Srinivas,
B. Sridhar and B. V. S. Reddy, Organocatalytic
Enantioselective Amination of 2-Substituted Indolin-3-
ones: A Strategy for the Synthesis of Chiral a-Hydrazino
Esters, Org. Lett., 2017, 19, 170–173; (b) J. Guo, Z.-H. Lin,
K.-B. Chen, Y. Xie, A. S. C. Chan, J. Weng and G. Lu,
Asymmetric amination of 2-substituted indolin-3-ones
catalyzed by natural cinchona alkaloids, Org. Chem. Front.,
2017, 4, 1400–1406; (c) X. Kong, Q. Liu, Y. Chen, W. Wang,
H.-F. Chen, W. Wang, S. Zhang, X. Chen and Z.-Y. Cao,
Direct electrochemical synthesis of arenesulfonyl uorides
from nitroarenes: a dramatic ionic liquid effect, Green
Chem., 2024, 26, 3435–3440.

12 For selected recent reviews on gold chemistry, see: (a)
M. Bandini, Gold-catalyzed decorations of arenes and
heteroarenes with C–C multiple bonds, Chem. Soc. Rev.,
2011, 40, 1358–1367; (b) A. Corma, A. Leyva-Pérez and
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