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The development of enantioselective annulation reactions using readily available substrates for the
construction of structurally and stereochemically diverse heterocycles is a compelling topic in diversity-
oriented synthesis. Herein, we report efficient catalytic asymmetric formal 1,3-dipolar (3 + 4)
cycloadditions of azomethine ylides with 4-indolyl allylic carbonates for the construction of azepino
[3,4,5-cd]-indoles fused with a challenging seven-membered N-heterocycle, a frequently occurring
tricyclic indole scaffold in bioactive compounds and pharmaceuticals. Through cooperative Cu/lr-
catalyzed asymmetric allylic alkylation followed by intramolecular Friedel-Crafts reaction, an array of
azepinol[3,4,5-cd]-indoles were obtained in good yields with excellent diastereo-/enantioselective
control. More importantly, the full stereodivergence of this transformation was established via synergistic
catalysis followed by acid-promoted epimerization, and up to eight stereocisomers of the cycloadducts
bearing three stereogenic centers could be predictably achieved from the same set of starting materials

for the first time. Quantum mechanical computations established a plausible mechanism for the
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a common substrate has received considerable attention.? For
example, the diversity-oriented synthesis of enantioenriched N-

Introduction

Transforming simple precursors into a library of natural
product-like or drug-like scaffolds with skeletal and stereo-
chemical diversity remains an important objective as well as
a huge challenge in diversity-oriented synthesis (DOS).* As
a straightforward methodology to serve such endeavors, the so-
called reagent-based or branching DOS approach which
involves the application of different reaction partners/
conditions to access distinct molecular architectures from
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heterocycles using in situ generated azomethine ylides (AMYs)
from readily available aldimine esters as key building blocks
has been intensively studied for decades (Scheme 1a).>*
Specifically, transition-metal catalyzed asymmetric 1,3-dipolar
(3 + 2) cycloadditions of AMYs with electron-deficient alkenes
are known to be one of the most important tools for the
construction of five-membered chiral pyrrolidines.® Recent
developments in enantioselective higher order (3 + 3) cycload-
dition further extended the synthetic applicability of AMYs to
approach six-membered N-heterocycles including piperidines
and 1,4,5-triazines.® In contrast, assembling important skele-
tons other than five-/six-membered rings, for instance, seven-
membered N-heterocycles, via 1,3-dipolar (3 + 4) cycloaddition
of AMYs is extremely difficult owing to the disfavored entropic
factors and transannular interactions’ and the challenge in
stereocontrol of multiple stereogenic centers.* In 2014, we re-
ported an Et;N-catalyzed formal (3 + 4) annulation of aldimine
esters with methyl coumalate for the preparation of function-
alized racemic azepine derivatives.** However, the catalytic
asymmetric 1,3-dipolar (3 + 4) cycloaddition of AMYs, especially
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a) Asymmetric cycloaddition of azomethine ylide for the construction of enantioenriched
N-heterocycles: pyrrolidine, piperidine and azepine derivatives

K
RVNj‘a)LOMe > CNH {6 o GNH
R'
AMY well studied many examples underexplored

b) Stereodivergent synthesis of indole-fused azepines via cooperative Cu/Ir-catalyzed
asymmetric allylic alkylation and intramolecular Friedel-Crafts reaction

4~8

Scheme 1 Synthetic approaches to chiral azepino(3,4,5-cdlindoles.

for the construction of seven-membered N-heterocycles
featuring stereodivergence, remains elusive and a formidable
task.

On the other hand, the stereochemical diversity in cycload-
dition reactions represents another challenging subject in
organic synthesis. For bioactive compounds and pharmaceu-
tical molecules bearing multiple stereogenic centers, both
absolute and relative configurations can greatly affect their
biological activities.’ Therefore, the development of reliable and
facile access to all stereoisomers of a relevant scaffold from the
same starting materials would be highly significant. In recent
years, the strategy of synergistic catalysis has attracted extensive
attention in the area of stereodivergent synthesis,'™"" which
offers access to all four stereoisomeric compounds bearing two
stereogenic centers through judicious permutation of two
individual chiral catalysts, which simultaneously activate two
different reaction partners, respectively.’»** Recently, such
a strategy has been successfully applied in Cu/Ir-catalyzed
stereodivergent 1,3-dipolar (3 + 3) cycloaddition of AMYs with
2-indolyl allyl carbonates, furnishing enantioenriched tetrahy-
dro-y-carbolines bearing three stereogenic centers with the
stereoselective formation of only four isomers among the total
eight stereoisomers.'* Despite these achievements, to the best of
our knowledge, catalytic stereodivergent 1,3-dipolar cycloaddi-
tion of AMYs for the precise construction of all eight stereo-
isomers of N-heterocycles incorporating three stereogenic
centers is unprecedented. We anticipated that the ambiphilic 7-
allyl-iridium species in situ generated from 4-indolyl allylic
carbonates may serve as a unique 4-atom unit in formal 1,3-
dipolar (3 + 4) cycloaddition of azomethine ylides,' providing
a novel route to azepino[3,4,5-cd] indole derivatives through
asymmetric allylic alkylation'® followed by intramolecular Frie-
del-Crafts reaction'” (Scheme 1b). The chiral azepino[3,4,5-cd]
indole framework is present in numerous bioactive compounds
and pharmaceuticals,"®" while very few examples have been
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documented for its enantioselective preparation so far.*
Herein, we report the development of cooperative Cu/Ir-
catalyzed formal 1,3-dipolar (3 + 4) cycloaddition of azome-
thine ylides to afford azepino[3,4,5-cd]-indole derivatives
bearing three stereogenic centers with high diastereo- and
enantiocontrol. Importantly, combining synergistic catalysis
and late-stage epimerization allows the precise construction of
all eight stereoisomers of the 3,4-fused tricyclic indoles, thus
making the current transformation fully stereodivergent.

Results and discussion
Condition optimization

To examine the feasibility of the designed azepino[3,4,5-cd]-
indole synthesis, we first explored the reaction using alanine
derived aldimine ester 1a (serving as an AMY precursor) and (E)-
4-indolyl allyl carbonate 2a (serving as a m-allyl-Ir precursor) as
the model substrates, and K,COj; as the base in dichloroethane
at room temperature. With the dual [Cu(1)/(S,S,,)-L1 + Ir(1)/(R,R,)-
L4] catalyst combination utilized in our previous stereo-
divergent 1,3-dipolar (3 + 3) cycloaddition of AMYs with (E)-2-
indolyl allyl carbonates," unfortunately, no desired (3 + 4)
cycloadduct 3a was observed, while isolation of the reaction
mixture indicated that the reaction was interrupted in the first
coupling step. We envisioned that the addition of a stronger
Lewis acid might be able to activate the imine moiety of the
allylation intermediate and thus promote the subsequent
intramolecular Friedel-Crafts reaction.”” To our delight, 0.5
equivalents of Zn(OTf), significantly accelerated the desired
cyclization, furnishing the cycloadduct azepino[3,4,5-cd] indole
6,9-cis-3a in 52% yield with unsatisfactory diastereoselectivity
(3 : 1dr; only 6,9-cis-isomers were formed due to the subsequent
cyclization step being stereospecific) albeit with excellent
enantioselectivity (99% ee for both isomers) (Table 1, entry 1).
To improve the diastereoselectivity control, chiral phosphor-
amidite ligands®“ (L5 and L6) commonly used in Ir-catalyzed
asymmetric allylic alkylation were then evaluated for this reac-
tion. With the combination of [Cu(1)/(S,S,)-L1 + Ir(1)/(S,,S,S)-L5]
as the dual catalysts, the sequential reaction proceeded
smoothly to afford the desired cycloadduct in 55% yield with
high diastereoselectivity (18 :1 dr) and excellent enantiose-
lectivity (99% ee) (Table 1, entry 2). Lower diastereoselectivity
was observed when using bulky ortho-methoxy substituted
phosphoramidite L6 as the chiral ligand for the iridium
complex (entry 3). Further screening of chiral Phosferrox
ligands** for the copper complex ((S,S,)-L1-L3) and iridium
complex ((S,,S,S)-L5 and (S,,S,5)-L6) identified the combination
of [Cu(D)/(S,Sp)-L1 + Ir(1)/(S,,S,S)-L5] as optimal in terms of
diastereo-/enantioselectivity (entries 3-5). With the catalytic
system established, we then examined various additives to
improve the yield. Among the tested Lewis/Brgnsted acids, zinc
oxide** led to no reaction at all, while metal triflates such as
Sc(OTf)z;, Yb(OTH); and Sn(OTf), afforded moderate yields with
9:1 to 17 : 1 dr (entries 6-9). Other promoters including Et,-
O-BF; and (PhSO,),NH gave no better results either (entries 10
and 11). Carefully monitoring the reaction by NMR experiments
revealed that the unsatisfactory yield was mainly caused by the

© 2022 The Author(s). Published by the Royal Society of Chemistry
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Table 1 Optimization of reaction conditions®
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0CO,Me
N Cu(ly/L (5 mol %)
J\ Ir(l)/L (5 mol %)
-~
A" N7 TCOMe ) K,COs (2 eq.), DCE
1a (Ar = p-CICgHy) N 1t,8-12h

/
2a

/ cOo,Me z

o
/N / /<Ar

additive
DCM, 1t, 3-5h

6,9-cis-3a

(s SpL
R =iPr(L1)
Bn (L2); Ph (L3) (RR,)-L4 (SaS,S)-Ls (Sa.S,5)-L6
Entry L for Cu(r) L for Ir(1) Additive (mol%) dr? Yield (%)° ee (%)?
1 (8,8,)-L1 (R,R,)-L4 Zn(OTf), (50) 3:1 52 99
2 (5,5,)-L1 (SayS,S)-L5 Zn(0Tf), (50) 18:1 55 99
3 (8,8,)-L1 (84,S,5)-L6 Zn(OTf), (50) 12:1 58 99
4 (S,8,)-L2 (SayS,S)-L5 Zn(0Tf), (50) 16:1 60 99
5 (S,8,)-L3 (SasS,S)-L5 Zn(OTf), (50) 14:1 54 99
6 (8,8,)-L1 (SasS,S)-L5 ZnO (50) — — —
7 (5,8,)-L1 (SayS,S)-L5 Sc(OTf); (50) 15:1 45 99
8 (5,8,)-L1 (SayS,S)-L5 Yb(OTf); (50) 17:1 55 99
9 (S,8,)-L1 (SasS,S)-L5 Sn(OTf), (50) 9:1 35 99
10 (5,5,)-L1 (SayS,S)-L5 (PhSO,),NH (50) 14:1 57 99
11 (S,8,)-L1 (Sa,S,S)-L5 Et,O-BF; (20) 4:1 40 99
12° (5,5,)-L1 (SayS,S)-L5 Yb(OTf); (50) 16:1 65 99
13¢ (5,5,)-L1 (Sa,S S)-L5 Zn(0Tf), (50) 18:1 67 99
14 (5,5,)-L1 Zn(0Tf), (50) — — —
15 — (S S,S)-L5 Zn(OTf), (50) — — —

¢ All reactions were carried out with 0.30 mmol 1a and 0.20 mmol 2a in 2 mL of DCE. Cu(1) =
by the "H NMR of the crude reaction mixture. ¢ Isolated yields of the overall two steps. ¢

chlorobenzaldehyde was added.

decomposition of an imine-containing allylation intermediate
in the cyclization step, and no other byproduct was observed in
this transformation. Accordingly, we examined the feasibility of
adding an external aldehyde to minimize the undesired imine-
decomposition with yield improvement although it is a limita-
tion of this method. Gratifyingly, the cyclization proceeded
smoothly in the presence of 0.5 equivalents of Zn(OTf), and two
equivalents of p-chlorobenzaldehyde, delivering 3a in 67% yield
with maintained diastereoselectivity and enantioselectivity
(entry 13). (Z2)-4-indolyl allyl carbonate 2a’ was not a viable
reactant partner in this transformation due to the less efficiency
of the allylation step. Additionally, both of copper and iridium
catalysts are critical for the efficiency of the initial coupling
reaction. Without either of these two metal complexes, no
reaction occurred under otherwise identical reaction conditions
(entries 14 and 15).

Substrate scope

With the optimal reaction conditions in hand, we set out to
explore the substrate scope of azomethine ylide precursors in
this cycloaddition. As illustrated in Table 2, an array of aromatic
aldehyde derived imine esters 1 underwent efficient asymmetric
allylic alkylation/intramolecular Friedel-Crafts reaction with 2a,

© 2022 The Author(s). Published by the Royal Society of Chemistry

Cu(MeCN),BF,. Ir(1) = [Ir(cod)Cl],. * drwas determined
ee was determined by chiral HPLC analysis. ¢ 2 equiv. of 4-

producing the corresponding azepino[3,4,5-cd]-indoles 3a-m in
moderate to good yields with high diastereoselectivities and
excellent enantioselectivities (Table 2, entries 1-13). The
substituents on the aryl ring of aldimine esters 1 with different
electronic properties (electron-withdrawing, -neutral and
-donating) in different positions (para-, meta- and ortho-) dis-
played a negligible influence on the stereochemical outcome.
Heterocyclic 2-thienyl and 2-furyl aldimine esters exhibited
comparable levels of reactivity, giving the desired cycloadducts
3n and 3o in synthetically acceptable yields with high diaster-
eoselectivities and 99% ee (entries 14 and 15). In addition, the
less reactive aliphatic aldehyde derived imine ester was toler-
ated well and the corresponding cycloadduct 3p was isolated in
moderate yield with excellent stereoselective control (entry 16).
Moreover, the reaction of 2-amino-y-butyrolactone derived
aldimine ester 1q with 2a proceeded smoothly, affording the
desired spiro heterocyclic azepino[3,4,5-cd] indole 3q in 62%
yield with good dr and 99% ee (entry 17). Next, azomethine
ylides derived from various natural and unnatural amino acid
esters were subjected to this reaction. Aldimine esters con-
taining alkyl, allyl, ether or ester functional groups at the a-
position all proved to be viable, furnishing the desired cyclo-
adducts 3r-vin acceptable yields with 19 : 1to 20 : 1 dr and 99%
ee (entries 18-22). No reaction occurred when an o-phenyl

Chem. Sci., 2022, 13, 4801-4812 | 4803
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Table 2 Substrate scope of aldimine esters®

CO,Me Cu(1)/(S,Sp)-L1 (5 mol %) Zn(OTf), Z CO,Me

R IK(1)/(S4,S,5)-L5 (5 mol %) (0.5eq.) s "R
N + 2a NH
/< K,COj3, DCE, rt, 12-18 h RCHO (2 eq.) g./

R N R

1 6,9-cis-3
Entry R R 3 dr® Yield (%)° ee (%)°
1 p-CICgH, Me 3a 18:1 67 99
2 p-BrCeH, Me 3b 19:1 68 99
3 p-FCeH, Me 3¢ 17:1 64 99
4 m-CIC¢H, Me 3d 14:1 62 99
5 m-BrCgH, Me 3e 16:1 70 98
6 Ph Me 3f 15:1 68 99
7 p-MeCgH, Me 3g 12:1 60 97
8 p-MeOCGH, Me 3h 18:1 66 99
9 m-MeCgH, Me 3i 15:1 58 99
10 m-MeOCgH, Me 3 16:1 61 99
11 0-MeCgH, Me 3k 11:1 63 99
12 0-CIC¢H, Me 31 15:1 66 99
13 0-BrCgH, Me 3m 15:1 64 99
14 2-thienyl Me 3n 14:1 58 99
15 2-furyl Me 30 10:1 55 99
16 n-Pr Me 3p 11:1 44 99

(o)

17 oé/ N PCiCetle 3q 10:1 62 99
18 p-CICH, Et 3r 20:1 66 99
19 p-CICgH, n-Pr 3s 20:1 63 99
20° p-CICgH, Allyl 3t 20:1 66 99
21 p-CICH, CH,Ot-Bu 3u 20:1 65 99
22 p-CIC¢H, CH,CH,CO,Me 3v 19:1 58 99
23 p-CICgH, H 3w 9:1 54 99
24/ p-CIC6H, Me 3a 15:1 68 99

“ All reactions were carried out with 0.30 mmol 1 and 0.20 mmol 2a in 2 mL of DCE. Cu() = Cu(MeCN),BF,. Ir(1) = [Ir(cod)Cl],. * dr was determined
by the "H NMR of the crude reaction mixture. ° Isolated yields of the overall two steps. ¢ ee was determined by chiral HPLC analysis. ° Ethyl aldimine

ester.” 1.0 mmol scale.

substituted aldimine ester was employed probably due to the
unfavourable steric hindrance. The current protocol could also
be readily extended to a glycine derived azomethine ylide, which
worked as a suitable partner to deliver the corresponding
product 3w with good diastereoselectivity (9 : 1 dr) and excellent
enantioselectivity (99% ee, entry 23). Additionally, comparable
diastereoselectivity and enantioselectivity were maintained in
a 1.0 mmol (2a) scale reaction (entry 24).

Then, we turned our attention to examine the scope of 4-
indolyl allyl carbonates and the results are summarized in Table
3. We were pleased to observe that indole moieties bearing
halogen, phenyl, vinyl or cyclopropyl substituents at the 5-, 6- or
7-position were compatible with this reaction, delivering the
highly functionalized azepino[3,4,5-cd] indoles 3x-D in
moderate to good yields, good to high diastereoselectivities and
excellent enantioselectivities (Table 3, entries 1-7). N-Allyl- or N-
benzyl-protected 4-indolyl allyl carbonates were well tolerated in
this transformation to afford the corresponding cycloadducts
3E and 3F, respectively, in good yields with high diaster-
eoselectivities and excellent enantioselectivities (entries 8 and

4804 | Chem. Sci, 2022, 13, 4801-4812

9). N-unprotected 4-indolyl allyl carbonate also underwent the
current formal 1,3-dipolar [3 + 4] cycloaddition with 1a,
providing the desired product 3G in 66% yield with 11 : 1 dr and
99% ee (entry 10).

Next, we examined the feasibility of the stereodivergent
access to the stereoisomers of azepino[3,4,5-cd] indole deriva-
tives. Six aldimine esters (1a, 1n and 1t-w) were chosen as the
representative substrates to react with 4-indolyl allyl carbonate
2a using different sets of Cu/Ir catalyst combinations. As shown
in Table 4, in each case, with the pairwise combination of the
dual system from the complete four sets of catalyst permuta-
tions Cu(1)/(R,R,)-L1 or Cu(1)/(S,S,)-L1 with Ir(1)/(R,,R,R)-L5 or
Ir(1)/(S4,S,S)-L5, four 6,9-cis-isomers of all eight stereoisomers,
that is, (6S,7S,9R)-, (6R,7S,9S)-, (6R,7R,9S)-, and (6S,7R,9R)-3,
were precisely constructed in good yields with high diaster-
eoselectivities and excellent enantioselectivities.

Scale-up experiments and synthetic application

To demonstrate the practicality of this methodology, a scale-up
synthesis of azepino[3,4,5-cd]-indole with catalyst combination

© 2022 The Author(s). Published by the Royal Society of Chemistry
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Table 3 Substrate scope of 4-indolyl allylic carbonates®

Cu(l)(S,Sp)-L1
§e0aMe |r(|)(/f(ssn:38|,og))-|_5 Zn(OTf), R\, 5 ioz Me
s (5 mol %) (0.5eq.) N ;‘/NH
KiCO3,DCE  p-CICeH,CHO ()
i, 12-18 h (2 eq.) R’
(Ar = p-CICsHa)
2 6,9-cis-3

Entry R R 3 dr® Yield (%)°  ee (%)?
1 5-F Me 3x 14:1 63 99
2 6-F Me 3y 9:1 60 99
3 7-F Me 3z 11:1 54 99
4 6-Br Me 3A 12:1 63 99
5 6-Ph Me 3B 20:1 56 99
6 6-vinyl Me 3C 18:1 64 99
7 6-cyclopropyl ~ Me 3D 13:1 61 99
8 H Allyl 3E 10:1 63 99
9 H Bn 3F 15:1 61 97
10 H H 3G 11:1 66 99

“ All reactions were carried out with 0.30 mmol 1a and 0.20 mmol 2 in
2 mL of DCE. Cu(i) = Cu(MeCN),BF,. Ir(1) = [Ir(cod)Cl],. ? dr was
determined by the "H NMR of the crude reaction mixture. ° Isolated
yields of the overall two steps. ¢ ee was determined by chiral HPLC
analysis.
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Bpin
CO;Me
1a24mmoh) (- . "
a) c)
+ > NH
2a (2 mmol) l |
N VAR
(Ar = p-CICgHg4) 5, 89% yield
(6R,75,95)-3a, 65% yield >20:1, 99% ee
>20:1 dr, 99% ee
COMe
...... SR
NH =
N 7 A
4, 77% yield 6, 75% yield

>20:1, 99% ee

>20:1, 99% ee

Scheme 2 Scale-up experiments and synthetic transformations.

[Cu())/(S,Sp)-L1 + Ir(1))/(ReR,R)-L5] was performed under the
optimal reaction conditions. To our delight, (6R,7S,9S)-3a could
be obtained in good and comparable yield without loss of dia-
stereoselective and enantioselective control (Scheme 2). Then,
azepino[3,4,5-cd]-indole (6R,7S,95)-3a obtained herein readily
underwent different synthetic transformations. Palladium(u)-
catalyzed cyclopropanation of (6R,7S5,95)-3a with diazomethane
afforded the corresponding product 4 in a good yield with

maintained  diastereoselectivity and  enantioselectivity.
Table 4 Representative examples of stereodivergence®
Zn(0Tf;, (0.5 eq) Cu()/(S,S,)-L1 Cu(l)/(S,Sp)-L1 Zn(0Th;, (0.5 eq)
—_—

ACHO (2 e9) Ir(1)/(S,,S,S)-L5 Ir()/(Rz,R,R)-L5 ACHO (2 29)
DCM, it, 3-5h R DCM, it, 3-5h

ArAN)\COZMe

1 (Ar = p-CICgHy)

Zn(OTf), (0.5 eq)
-—

ArCHO (2 eq)
DCM, 1t, 3-5h

Cu()(R,R,)-L1
Ir()/(R,R,R)-L5

(6R,7R,9S)-3

Zn(OTf), (0.5 eq)
_—

ArCHO (2 eq)
DCM, 1t, 3-5h

Cu(/(R,R)-L1
Ir(1)(S.,S,S)-L5

(6S,7R9R)-3

Cooperative copper/iridium catalysts

Cu(1)/(S,S,)-11

Cu(1)/(S,S,)L1

Cu(1)/(R,R,)-L1

Cu(1)/(R,R,)-L1

entry  Ar R Ir/(S4,S,S)-L5 Ir/(R4R,R)-L5 Ir/(R4,R,R)-L5 Ir/(S4,S,S)-L5

1 p-ClIC¢H,; Me (6S,75,9R)-3a, 67% yield  (6R,7S,95)-3a, 63% yield  (6R,7R,95)-3a, 62% yield  (6S,7R,9R)-3a, 66% yield
18 : 1 dr, 99% ee 20 : 1 dr, 99% ee 17 : 1 dr, 99% ee 20 :1 dr, 99% ee

2b 2-thienyl Me (68,75,95)-3n, 58% yield  (6R,7S,9R)-3n, 45% yield  (6R,7R,9R)-3n, 60% yield  (6S,7R,95)-3n, 52% yield
14 : 1 dr, 99% ee 10 : 1 dr, 99% ee 14 : 1 dr, 99% ee 10 : 1 dr, 99% ee

3 p-CICgH, CH,CH=CH, (68,7S,9R)-3t, 66% yield  (6R,75,95)-3t, 60% yield  (6R,7R,9S)-3t, 60% yield  (6S,7R,9R)-3t, 62% yield
20 :1 dr, 99% ee 20 : 1 dr, 99% ee 19 : 1 dr, 99% ee 20 :1 dr, 99% ee

4P p-CICgH, CH,Ot-Bu (68,7R,9R)-3u, 65% yield  (6R,7R,95)-3u, 60% yield  (6R,7S,95)-3u, 61% yield  (6S,75,9R)-3u, 62% yield
20 :1 dr, 99% ee 20 : 1 dr, 99% ee 20 :1 dr, 99% ee 19 : 1 dr, 99% ee

5 p-CICgH;  (CH,),CO,Me  (68,7S,9R)-3v, 58% yield  (6R,75,95)-3v, 54% yield  (6R,7R,9S)-3v, 52% yield  (6S,7R,9R)-3v, 55% yield
20 :1 dr, 99% ee 20 : 1 dr, 99% ee 19 : 1 dr, 99% ee 18 : 1 dr, 97% ee

6 p-CICgH, H (6S,7S,9R)-3w, 54% yield  (6R,75,95)-3w, 52% yield  (6R,7R,9S)-3w, 55% yield  (6S,7R,9R)-3w, 56% yield

9:1dr, 99% ee

10 : 1 dr, 99% ee

10 : 1 dr, 99% ee

10 : 1 dr, 99% ee

¢ All reactions were carried out with 0.30 mmol 1 and 0.20 mmol 2a in 2 mL of DCE within 12-18 h for allylation step. dr was determined by the
'H NMR of the crude reaction mixture. Isolated yields of the overall two steps. ee was determined by chiral HPLC analysis. ? Discrepancy in
configuration is caused by the sequence rule.

© 2022 The Author(s). Published by the Royal Society of Chemistry
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Iridium(r)-catalyzed hydroboration of the terminal alkene in
(6R,7S,9S5)-3a delivered the anti-Markovnikov product 5 in 89%
yield without loss of enantiopurity. Ester reduction with NaBH,
provided the corresponding compound 6 in 75% yield with the
retention of diastereoselectivity and enantioselectivity.

Exploration of stereodivergent synthesis of all eight
stereoisomers

Based on the experimental results and X-ray diffraction analysis
of the achieved cycloadducts (vide infra),® we postulated that
the stereochemical outcome of this formal 1,3-dioplar (3 + 4)
cycloaddition originated from a cooperative Cu/Ir-catalyzed
stereodivergent asymmetric allylic alkylation followed by
a stereospecific intramolecular Friedel-Crafts reaction, thus
only four 6,9-cis-isomers of all eight stereoisomers could be
prepared with the distinct permutations of the four sets of
chiral Cu and chiral Ir catalysts. C9-epimerization of the 6,9-cis-
isomers would be an ideal pathway for expedient access to the
other four stereoisomers (6,9-trans-isomers). All C9-
epimerization attempts failed under basic conditions.**
However, to our delight, C9-epimerization of the 6,9-cis-cyclo-
adducts could be readily realized through the TFA-promoted
ring-opening-cyclization reaction. In the presence of 2 equiva-
lents of trifluoroacetic acid (TFA) in dichloromethane, 6,9-cis-

TFA (2 equiv)
CHaClp, it, 2 h
X-ra
68l7$[ ;g 3 (6S,7S,95)-3a
( . )-3a 95% yield, 99% ee
o ee
(6R,7R,95)-3a TFA (2 equiv) (6R7R9R)-3a
99% ee CHaCly, 11,2 h 91% yield, 99% ee
[X-ray]
TFA (5 equiv) recovered
CHoClp, 1t, 10 h (6R7S,95)-3a
[X-ray]
6R,7S,9S)-3a
¢ 99% ee) iteration (6R,7S,9R)-3a
> 42% yield, 99% ee
93% yield (BRSM)
(6S,7R9R)-3a TFA (5 equiv) recovered (6S,7R,95)-3a
99% ee CHaCl, 1t, 10 h (6S,7R9R)-3a 38% yield, 99% ee

95% yield (BRSM)

(6S,7S,9R)-3a
(CCDC 2090369)

(6R7R9R)-3a
(CCDC 2090370)

(6R7S9R)-3a
(CCDC 2090371)

Scheme 3 TFA-promoted C9-epimerization of 6,9-cis-3a to access
another four 6,9-trans-3a stereocisomers.
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isomers (6S,7S,9R)-3a and (6R,7R,9S)-3a could be efficiently
converted into the corresponding 6,9-trans-isomers (6S5,75,9S)-
3a and (6R,7R,9R)-3a, respectively, without any erosion of
enantioselectivity (Scheme 3A). Additionally, (65,75,95)-3a and
(6R,7R,9R)-3a could be directly achieved through a one-pot
allylation/cyclization/epimerization process when using TFA
as the cyclization promoter (see the ESIT for details). Less effi-
cient C9-epimerization was observed for the other two 6,9-cis-
isomers (6R,7S,9S5)-3a and (6S,7R,9R)-3a, and moderate yields of
the  corresponding  enantioenriched  6,9-trans-isomers
(6R,7S,9R)-3a and (6S,7R,95)-3a were obtained with the 6,9-cis-
isomers being recovered. Nevertheless, the chemical yields of
the two 6,9-trans-stereoisomers could be readily improved
through iteration of TFA-promoted C9-epimerization (Scheme
3B). The absolute configurations of the cycloadduct (6S,75,9R)-
3a and the two epimerized (6R,7R,9R)-3a and (6R,7S,9R)-3a were
unequivocally determined by X-ray diffraction analysis.”

Computational mechanistic studies

Using quantum mechanical computations,* we investigated

the mechanism by which the azepino[3,4,5-cd]-indole products
are stereoselectively constructed with generation of three chiral
centers. The M06-L functional®® was used on account of the
balanced performance for main-group and transition-metal
chemistry and the ability to describe non-covalent interac-
tions. Notably, the mechanism involves an array of stereo-
controlling steps that dictate the absolute configurations at the
C6/C7/C9 sites, respectively. Initial stereochemical information
is introduced by synergistic Cu/Ir catalysis at the C6/C7 posi-
tions in the enantio- and diastereodivergent formation of the
C6-C7 bond to rapidly build up molecular complexity. This
dual-catalytic process will be studied first.>”>® The ensuing steps
feature achiral reagent promoted cyclization and epimerization
with effective delivery of chirality, which will be explored later.

a. Synergistic Cu/Ir catalysis. In light of the stereospecific
anti-attack on the allyl-iridium in the C6-C7 bond-forming step,
we reasoned that the absolute configuration at C6 is determined
by the stereochemical structure of m-allyl-iridium species,
which is formed from the oxidative addition of 4-indolyl allyl
carbonate 2a with Ir() (see Fig. 1A for the schematic description
and Fig. 1B for the computations). We considered an activated
form of the iridium catalyst IM1, which contains a metallacyclic
structure with the ligations of L5 and COD.* In the presence of
(S,S,8)-L5, the competition of TS1la vs. TS1b exhibits a large
barrier difference of 2.9 kcal mol ™, favoring the formation of -
allyl-iridium IM3a. Meanwhile, IM3a is 2.9 kcal mol ™" lower in
free energy than the diastereomeric IM3b. The kinetic and
thermodynamic preference for IM3a led us to infer that it
represents the predominant allyl-iridium whereby the C6 ster-
eocenter can be furnished through the anti-displacement-type
coupling with the nucleophilic Cu-AMY species IM4. The
computations allow us to correctly predict a 6S stereocenter
when applying (S,S,S)-L5 (and 6R with (R,R,R)-L5).

In attempts to understand the stereodiscrimination of allyl-
iridium governing C6 stereochemistry, we explored how the
chiral Ir catalyst creates the observed energetic differences in

© 2022 The Author(s). Published by the Royal Society of Chemistry
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(A) Mechanistic origin of absolute configuration at C6
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Fig.1 Mechanistic origin of C6 stereoselectivity. Oxidative addition of
2a with the activated iridium catalyst. Free energies are provided
in kcal mol™3°

(A) Kinetic considerations: oxidative addition transition states
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Fig. 2 Steric analysis for C6 stereoselectivity. Free energies are
provided in kcal mol™, with relative values in parentheses.3'32

TS1 and IM3. For the former, we notice, as visualized in Fig. 24,
that the steric bulk of COD (blue, front) is circumvented by the
indolyl unit (yellow, back) in TS1a, while the same structures
result in a steric impediment to the catalyst-substrate interac-
tions in TS1b. Such features have been carried over to allyl-

© 2022 The Author(s). Published by the Royal Society of Chemistry
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iridium IM3a/IM3b to cause stronger steric repulsions in the
latter, which is described in Fig. 2B. The comparisons reflect the
effectiveness of the Ir catalyst in selectively exposing one -allyl
diastereoface for the following transformations.

With an understanding of the generation of allyl-iridium, we
investigated the coupling of the electrophilic allyl-iridium IM3a
with the nucleophilic Cu-AMY complex IM4 to rationalize the
stereoselectivity for the C7 center.”””® The mechanistic origin of
the C7-stereoselection lies in a diastereofacial preference of the
AMY unit (Fig. 3A). Despite simultaneous engagement of two
chiral catalysts in the coupling step, Table 4 indicates that the
stereochemical outcome at C7 depends exclusively on L1. To
reveal the underlying mode of stereoinduction, the combina-
tions of (,5)-L1 with (S,S,5)-L5 (TS2/TS2) and (R,R,R)-L5 (TS3/
TS3') were studied. Regarding the Ir catalyst, it follows from
previous analysis that (S,S,S)-L5 and (R,R,R)-L5 will selectively
give IM3a and its enantiomer ent-IM3a, respectively. For the Cu
catalyst, evaluation of the two possible diastereomers of the Cu-
AMY complex discloses smaller steric repulsions when the aryl
group is arranged on the unoccupied side of L1, leading to
a free-energy difference of 2.6 kcal mol ' favoring the partici-
pation of IM4, the main form of Cu-AMY, in C6-C7 coupling
(see Fig. S1 in the ESIt for details). On the basis of these
considerations, the transition states for the interception of allyl-
iridium IM3a/ent-IM3a by Cu-AMY species IM4 were calculated
(Fig. 3B). For both catalyst combinations, stereoregulation by
(S,S)-L1 makes the si face of the AMY moiety more favorable
than the re face, regardless of the absolute configuration of L5,
thus generating a 7S stereocenter. The notable barrier differ-
ences (4.7 and 6.4 kcal mol ") contribute to the excellent ee, and
the correspondence between (S,S)-L1 and 7S agrees with
experiments.

The three-dimensional transition-state structures on display
in Fig. 3B indicate a shared mode of stereoinduction for the two
catalyst combinations. The si-TSs TS2/TS3 not only manifest
good structural matching between the catalyst-bound activated
substrates but also involve C-H---7t interactions of COD and the
indolyl group with the -PPh, phosphino moiety of L1 (see
Fig. S2 in the ESIt for a visual analysis of non-covalent inter-
actions). The re-TSs, in contrast, are disfavored because an i-Pr
group on L1 presents a steric obstacle to the approaching allyl-
iridium. As supported by a further structural analysis in Fig. 3C,
while the relative orientations of the two reactive species are
controlled by the steric bulk of L5, it is the stereocontrol
elements of L1 that act as the main origin of AMY-
diastereofacial selectivity. The L1-dependence of the resultant
C7-stereoselectivity can be interpreted accordingly.

b. Zn(u)-promoted intramolecular Friedel-Crafts reaction.
Having rationalized the generation of C6/C7 stereocenters by
Cu/Ir synergistic catalysis, we sought to establish the mecha-
nism of chirality transfer from existing stereocenters to C9
when treated by an achiral Lewis acid Zn(OTf), (Fig. 4A).
Notably, a strong stereochemical correlation between the C6
and C9 centers can be inferred from Table 4, i.e., the formation
of 9R/9S is apparently dictated by the initially introduced 6S/6R
respectively to yield the 6,9-cis-isomers, while the configuration
of C7 appears to be irrelevant. To gain a mechanistic

Chem. Sci., 2022, 13, 4801-4812 | 4807
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(C) Structural analysis for IM3a and IM4
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(A) Mechanistic origin of absolute configuration at C9
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understanding, we hypothesize that the coordination of the
Zn(u) Lewis acid on the allylation intermediate IM5/IM6 can
activate the electrophilic C=N bond and thus promote the
cyclization to construct the desired azepino[3,4,5-cd]-indole
skeleton.*® Possible cyclization TSs were calculated and are
presented in Fig. 4B. Interestingly, the assumption that the
selectivity is kinetically controlled would lead to an incorrect
stereochemical prediction for the cyclization of IM5, since TS4'
(vielding (6S,75,95)-3a) is lower in energy than TS4 (yielding the
observed (6S,7S,9R)-3a). Given the low barriers of TS4/TS4’, we
speculated for IM5 that a thermodynamic control of C9-
stereoselectivity might be operative. The postulate is sup-
ported by the lower energy of (6S,75,9R)-3a than the C9-epimer,
the difference being 1.3 kcal mol™'. With regard to IMS6,
(6R,75,95)-3a is calculated to be both the kinetic (TS5 vs. TS5')
and the thermodynamic product, thus its formation can be
unambiguously predicted from the computations.

c. TFA-promoted C9-Epimerization. Lastly, we turn to eluci-
date the mechanism of TFA-promoted C9-epimerization. We
have found through studying Lewis-acid-enabled intra-
molecular Friedel-Crafts reaction that the combinations of
6S,9R and 6R,9S configurations result in higher thermodynamic
stabilities than 65,95 and 6R,9R, respectively, in the ring system.
We thus investigated the driving force behind the C9-
epimerization. For a possible explanation, the strong Brgnsted

© 2022 The Author(s). Published by the Royal Society of Chemistry
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Fig. 5 Thermodynamics of TFA-promoted C9-epimerization. Free
energies are in kcal mol™ and distances in A.

acid TFA might have protonated 3a to reverse the epimerization
thermodynamics and thus permit the transformation. Indeed,
it can be seen from Fig. 5 that the C9-epimerization of the
protonated (6S,75,9R)-3a-H" is exergonic by —2.6 kcal mol ,
suggesting adequate spontaneity. This is in contrast to the
stability of (6S,75,9R)-3a (see left in Fig. 4B) and can be ascribed
to an intramolecular N-H---O hydrogen bond in the epimerized
(65,75,95)-3a-H" (see the 3D structures in Fig. 5). On the other
hand, the free-energy change for the C9-epimerization of
(6R,75,98)-3a-H" is only —0.1 kecal mol *, and equilibration with
its C9-epimer is expected given sufficient time. The lack of
driving force is partly because of the higher energy of the parent
(6R,7S5,9R)-3a which is 4.0 kcal mol™" less stable than the
epimeric (6R,7S,95)-3a (see right in Fig. 4B). Upon comparing
the predicted behaviors of 3a-H" with the experimental results
in Scheme 3, the obvious difference in yields and the amount of
TFA can be very well explained, which in turn validates the
computational models.

With the thermodynamics established, we calculated the
free-energy profile in more detail to further our understanding
of the mechanistic role of TFA. We envisioned that the acidic
conditions might render 3a prone to C9-stereoablation through
a ring-opening C-N bond cleavage, followed by an aza-Michael
reaction that re-constructs the ring with an opposite absolute
configuration at the C9 center to yield the epimer. The proposed
isomerization mechanism of (6S,7S5,9R)-3a is shown in Fig. 6 (a
similar profile is established for (6R,75,95)-3a and is provided in
Fig. S31). With a relatively low total barrier of 11.4 kcal mol™"
and intermediate energy of 7.4 kcal mol ', the proposed
pathway can equilibrate the mixture in a reasonable amount of
time to complete the C9-epimerization.

In summary, we have disclosed by quantum mechanical
calculations that the stereodivergent construction of azepino
[3,4,5]-indoles involves initial generation of vicinal C6/C7 ster-
eocenters via cooperative Cu/Ir catalysis, which is followed by

© 2022 The Author(s). Published by the Royal Society of Chemistry
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Fig.6 Mechanism of TFA-promoted C9-epimerization for (65,6S,9R)-
3a. Free energies are provided in kcal mol™.

intramolecular Friedel-Crafts reaction with remote site-to-site
chirality transfer from C6 to C9 assisted by an achiral Lewis
acid. Subsequent treatment by a strong Brgnsted acid can steer
a late-stage C9-epimerization with a protonation-tuned ther-
modynamic tendency, stereoablative ring-opening and stereo-
center regeneration via a second cyclization.

Conclusions

In conclusion, we have developed a cooperative Cu/Ir-catalyzed
asymmetric allylic alkylation/intramolecular Friedel-Crafts
reaction of azomethine ylides with 4-indolyl allyl carbonates,
affording a facile access to a variety of biologically important
chiral azepino[3,4,5-cd] indoles in a stereodivergent manner.
The Cu-stabilized azomethine ylide in situ generated from
aldimine esters serving as an ambiphilic 3-atom component
and the unique m-allyl-iridium species in situ generated from 4-
indolyl allylic carbonates serving as an ambiphilic 4-atom
component were essential for the success of this stereo-
divergent formal 1,3-dipolar (3 + 4) cycloaddition of azomethine
ylides. From the same set of starting materials, four 6,9-cis-
stereoisomers of the cycloadduct could be accessed at will with
excellent diastereoselectivity and enantioselectivity by employ-
ing an appropriate permutation of chiral copper and chiral
iridium catalysts. Of particular note, merging the synergistic
catalysis with TFA-promoted C9-epimerization enables the
predictable preparation of all eight stereoisomers of the azepino
[3,4,5-cd] indole derivatives bearing three stereogenic centers,
which provides the first example of fully stereodivergent formal
1,3-dipolar (3 + 4) cycloaddition for the construction of seven-
membered N-heterocycles. By quantum mechanical computa-
tions, we unravelled that the stereochemical information at the
three stereocenters is sequentially established as the reaction
proceeds, the key stereocontrolling steps being the generation
of allyl-iridium, the diastereoface-selective coupling with Cu-
AMY species, and the Lewis-acid-promoted intramolecular
Friedel-Crafts reaction of the resultant allylation intermediate.
The presence of a strong Bronsted acid can reverse the intrinsic

Chem. Sci., 2022, 13, 4801-4812 | 4809
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thermodynamic favorability of 6,9-cis-stereoisomers, reinstitute
the allylated intermediate, and reconstruct the ring system with
a 6,9-trans-stereoselectivity to complete the C9-epimerization,
thus granting access to up to eight stereoisomers.
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