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selective bromohydroxylation of
cinnamyl alcohols†

Jing Li a and Yian Shi*ab

This work describes an effective enantioselective bromohydroxylation of cinnamyl alcohols with

(DHQD)2PHAL as the catalyst and H2O as the nucleophile, providing a variety of corresponding optically

active bromohydrins with up to 95% ee.
Electrophilic halogenation of olens allows installation of two
stereogenic centers onto the C–C double bond and is one of the
most important transformations in organic chemistry.1 Opti-
cally active halogen containing products resulting from asym-
metric halogenation would serve as versatile chiral building
blocks for organic synthesis. As a result, extensive efforts have
been devoted to the development of asymmetric halogenation
process. In recent years, great progress has been made in both
intramolecular2,3 and intermolecular4,5 reaction processes with
various types of olens and nucleophiles. However, there are
still challenges remaining to be addressed. In many cases, the
developed catalytic systems oen only apply to certain ranges of
substrates and the reaction reactivity as well as selectivity can't
be rationally adjusted. The substrate scope is also oen difficult
to be logically extended and requires much experimentation,
largely due to the complexity of the reaction systems and the
lack of clear understanding of the reaction mechanisms.

Halohydroxylation of olens simply with H2O as nucleophile
is a classic electrophilic addition reaction in organic chemistry
and produces synthetically useful halohydrins (Scheme 1).
Asymmetric version of such process has been challenging with
lation of olefins.
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only a few reports.6,7 As part of our general intertest in asym-
metric halogenation,8 recently we have been investigating the
intermolecular asymmetric reaction processes, particularly with
unfunctionalized olens, which has been a long standing
challenging problem. During such studies, we have found that
up to 92% ee could be achieved for the bromoesterication of
unfunctionalized olens with (DHQD)2PHAL (Scheme 2, eqn
(a)).9 This work represents an early example of asymmetric
halogenation for unfunctionalized olens with high enantio-
selectivity. To our delight, high enantioselectivity can also be
achieved for bromohydroxylation with H2O upon further
investigation, giving optically active bromohydrins with up to
98% ee (Scheme 2, eqn (b)).10 In our efforts to expand the
reaction scope of the asymmetric bromohydroxylation, we have
found that cinnamyl alcohols are effective substrates, giving the
corresponding bromohydrins with up to 95% ee. Herein, we
report our preliminary studies on this subject.

Initial studies were carried out with (E)-3-(4-bromophenyl)
prop-2-en-1-ol (1a) as substrate. Several bromine reagents were
examined with 10 mol% (DHQD)2PHAL (3a) (Fig. 1) as the
catalyst and 10 mol% (�)-camphorsulfonic acid (CSA) as addi-
tive in acetone/H2O (10 : 1) at �30 �C (Table 1, entries 1–5). N-
Bromobenzamide gave the highest ee (76%) (Table 1, entry 5).
Among the catalysts investigated (Table 1, entries 5–9),
(DHQD)2PHAL (3a) was the choice of the catalyst with N-bro-
mobenzamide. Solvent studies (Table 1, entries 5 and 10–15)
showed that the highest ee (83%) was obtained with
Scheme 2 Asymmetric oxybromination of olefins.
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Fig. 1 Selected examples of catalyst examined.
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CH3CN/H2O (10 : 1) (Table 1, entry 10). Addition of 10 mol%
(�)-CSA increased both yield and ee (Table 1, entry 10 vs. 16).
The best result was obtained with (�)-CSA among the additives
examined (Table 1, entry 10 vs. entries 17–21). Slightly higher ee
(85%) but lower yield was obtained when the reaction temper-
ature was lowered to �40 �C (Table 1, entry 22 vs. 10).

With the optimized reaction conditions in hand, the
substrate scope was subsequently investigated with 10 mol%
Table 1 Studies on reaction conditionsa

Entry Cat. Br source A

1 3a NBS (�
2 3a DBDMH (�
3 3a TBCO (�
4 3a MeCONHBr (�
5 3a PhCONHBr (�
6 3b PhCONHBr (�
7 3c PhCONHBr (�
8 3d PhCONHBr (�
9 3e (quinidine) PhCONHBr (�
10 3a PhCONHBr (�
11 3a PhCONHBr (�
12 3a PhCONHBr (�
13 3a PhCONHBr (�
14d 3a PhCONHBr (�
15e 3a PhCONHBr (�
16 3a PhCONHBr —
17 3a PhCONHBr (+
18 3a PhCONHBr P
19 3a PhCONHBr 1
20 3a PhCONHBr p
21 3a PhCONHBr A
22f 3a PhCONHBr (�
a Reactions were carried out with substrate 1a (0.30 mmol), catalyst (0.030
(10 : 1) (3.0 mL + 0.3 mL) at �30 �C for 72 h unless otherwise noted. b Iso
(3.0 mL + 0.6 mL). e CH3CN/H2O (20 : 1) (3.0 mL + 0.15 mL). f At �40 �C f

© 2021 The Author(s). Published by the Royal Society of Chemistry
(DHQD)2PHAL (3a), N-bromobenzamide (1.2 eq.), and 10 mol%
(�)-CSA in CH3CN/H2O (10 : 1) at �30 �C. As shown in Table 2,
the bromohydroxylation can be extended to various cinnamyl
alcohols, giving the corresponding bromohydrins in 46–87%
yields and 55–95% ee's (Table 2, entries 1–17). The reaction
outcome was signicantly inuenced by the substituent on the
phenyl group. In general, the enantioselectivity increased as
a substituent was introduced onto the phenyl group. For mono-
substituted substrates, it appeared that higher ee was obtained
with the para-substituent (Table 2, entry 5 vs. 6 vs. 7). Up to 90%
ee was achieved with p-Ph substituted cinnamyl alcohol (Table
2, entry 4). For 4-substituted substrates, the enantioselectivity
remained similar when a second Me group was introduced to
the 3 position (Table 2, entries 9–12). However, signicantly
higher ee's were obtained when the Me group was introduced to
the 2-position, giving the corresponding bromohydrins in 90–
95% ee (Table 2, entries 13–17). With 2-Me, 4-Br-substituted
cinnamyl alcohol (1m), MeOH was also found to be effective
nucleophile, giving the corresponding bromoether (2r) in 75%
yield and 90% ee (Table 2, entry 18). A similar ee but lower yield
was obtained when the hydroxyl group was replaced with the
MeO group, giving the bromohydrin (2s) in 31% yield and 80%
ee (Table 2, entry 19). The exact reason for this difference is not
clear at this moment.
dditive Solvent Yieldb (ee)c %

)-CSA Acetone/H2O (10 : 1) 79 (65)
)-CSA Acetone/H2O (10 : 1) 76 (62)
)-CSA Acetone/H2O (10 : 1) 55 (7)
)-CSA Acetone/H2O (10 : 1) 48 (67)
)-CSA Acetone/H2O (10 : 1) 59 (76)
)-CSA Acetone/H2O (10 : 1) 18 (6)
)-CSA Acetone/H2O (10 : 1) 9 (0)
)-CSA Acetone/H2O (10 : 1) 35 (�57)
)-CSA Acetone/H2O (10 : 1) 31 (0)
)-CSA CH3CN/H2O (10 : 1) 70 (83)
)-CSA EtOAc/H2O (10 : 1) 16 (67)
)-CSA TFE/H2O (10 : 1) 43 (51)
)-CSA DCM/H2O (10 : 1) 13 (70)
)-CSA CH3CN/H2O (5 : 1) 66 (82)
)-CSA CH3CN/H2O (20 : 1) 68 (81)

CH3CN/H2O (10 : 1) 36 (77)
)-CSA CH3CN/H2O (10 : 1) 63 (82)
hCO2H CH3CN/H2O (10 : 1) 34 (77)
-NapCO2H CH3CN/H2O (10 : 1) 32 (77)
-TsOH CH3CN/H2O (10 : 1) 68 (80)
lCl3 CH3CN/H2O (10 : 1) 39 (57)
)-CSA CH3CN/H2O (10 : 1) 49 (85)

mmol), additive (0.030 mmol), and Br source (0.36 mmol) in solvent/H2O
lated yield. c Determined by chiral HPLC analysis. d CH3CN/H2O (5 : 1)
or 168 h.
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Table 2 Asymmetric bromohydroxylation of cinnamyl alcoholsa

Entry Substrate Product Yieldb (%) eec (%)

1 X ¼ p-Br, 1a 2a (X-ray) 70 83
2 X ¼ p-Cl, 1b 2b 64 80
3 X ¼ p-F, 1c 2c 75 76
4d X ¼ p-Ph, 1d 2d 87 90
5 X ¼ p-Me,1e 2e (X-ray) 76 82
6 X ¼ m-Me,1f 2f 71 62
7 X ¼ o-Me,1g 2g 77 70
8 X ¼ H,1h 2h 46 55

9 X ¼ Br, 1i 2i 70 80
10 X ¼ Cl, 1j 2j 71 80
11 X ¼ F, 1k 2k 84 80
12 X ¼ Me, 1l 2l 73 82

13 X ¼ Br, 1m 2m 72 95
14 X ¼ Cl, 1n 2n 78 94
15 X ¼ F, 1o 2o 83 91
16 X ¼ Ph, 1p 2p 84 94
17 X ¼ Me, 1q 2q 87 90

18e 75 90

19 31 80

a Reactions were carried out with substrate 1 (0.50 mmol), (DHQD)2PHAL (0.050 mmol), (�)-CSA (0.050 mmol), and PhCONHBr (0.60 mmol) in
CH3CN (5.0 mL) and water (0.50 mL) at �30 �C for 72 h unless otherwise noted. b Isolated yield. c Determined by chiral HPLC analysis. For
entry 1, the absolute conguration was determined by comparing the optical rotation of the corresponding epoxide with the reported one11

upon treatment with K2CO3 in acetone (Scheme 3). For others, the absolute congurations were tentatively assigned by analogy. d The reaction
was carried out at �40 �C for 168 h. e MeOH was used as nucleophile.

Scheme 3 Determination of absolute configuration of bromohydrin
2a.
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The absolute conguration of bromohydrin 2a was deter-
mined by converting it to the corresponding epoxide 4 with
K2CO3 (Scheme 3) and comparing the optical rotation of the
epoxide with the reported one.11 The bromohydroxylation
reaction can also be carried out on a relatively large scale. For
example, 1.1341 g of bromohydrin 2m was obtained in 70%
yield with 95% ee (Scheme 4). As shown in Scheme 5, bromo-
hydrin 2m can be converted to bromoacetal 5 in 86% yield
13042 | RSC Adv., 2021, 11, 13040–13046 © 2021 The Author(s). Published by the Royal Society of Chemistry
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Scheme 4 Bromohydroxylation on gram scale.

Scheme 5 Synthetic transformations of bromohydrin 2m.

Scheme 7 Synthetic transformations of epoxide 9.

Fig. 2 Two possible transition state models.
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without loss of the ee. Sulde 6 was obtained in 65% yield and
95% ee when 2m was reacted with sodium thiophenolate.

Optically active bromoether like 2r could also serve as useful
intermediates for further transformations (Scheme 6). Treating
2r with NaN3 in DMF at 80 �C gave azide 7 in 50% yield and 90%
ee with inversion of conguration. The bromide of 2r could also
be converted to chloride 8 in 90% ee while the yield was
somewhat low. Epoxide 9 was obtained in 87% yield and 90% ee
by treatment of 2r with NaOH in dioxane and water. When 2r
was reacted with PhSNa in DMF at 80 �C, sulde 10 was isolated
in 73% yield and 90% ee. The reaction likely proceeded via
epoxide 9. The synthetic application is further illustrated in
Scheme 7. Azide 11 and chloride 12 were obtained from 9 in
80% and 78% yield, respectively, without erosion of the optical
activity.12

A precise understanding of the reaction mechanism awaits
further study. As previously described,10 two possible transition
state models are outlined in Fig. 2. The substrate is likely
docked in the chiral pocket through p,p-stacking with quino-
line of the catalyst. Such p,p-interaction appeared to be
enhanced by the substituents on the phenyl groups, conse-
quently leading to the signicant increase of the enantiose-
lectivity. In model A, N-bromobenzamide was activated by both
the tertiary amine of the catalyst and additive (�)-CSA to
increase its electrophility toward the double bond of the react-
ing substrate. In model B, the tertiary amine of the catalyst
could rst be protonated by additive (�)-CSA, and N-
Scheme 6 Synthetic transformations of bromoether 2r.

© 2021 The Author(s). Published by the Royal Society of Chemistry
bromobenzamide would subsequently be activated by the
resulting quaternary ammonium salt via hydrogen bonding.

Conclusions

In summary, bromohydroxylation of olens is a classic and
important electrophilic addition reaction in organic chemistry.
Asymmetric version of this reaction process has been chal-
lenging. In this work, we have found that cinnamyl alcohols are
effective substrates for asymmetric bromohydroxylation with
(DHQD)2PHAL as catalyst, (�)-CSA additive, PhCONHBr as
bromine source, and H2O as nucleophile, providing the corre-
sponding optically active bromohydrins with up to 95% ee. The
resulting bromohydrin and related bromoether can be trans-
formed into various highly functionalized molecules with
maintained ee's. The current reaction process represents
a signicant progress in asymmetric bromohydroxylation.
Further understanding reaction mechanism, developing more
effective catalyst system, and expanding the substrate scope are
currently underway.
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Enantioselective haloetherication by asymmetric opening
of meso-halonium ions, Org. Lett., 2011, 13, 860; (l)
Z.-M. Chen, Q.-W. Zhang, Z.-H. Chen, H. Li, Y.-Q. Tu,
F.-M. Zhang and J.-M. Tian, Organocatalytic asymmetric
halogenation/semipinacol rearrangement: highly efficient
synthesis of chiral a-oxa-quaternary b-haloketones, J. Am.
Chem. Soc., 2011, 133, 8818; (m) O. Lozano, G. Blessley,
T. M. D. Campo, A. L. Thompson, G. T. Giuffredi,
M. Bettati, M. Walker, R. Borman and V. Gouverneur,
Organocatalyzed enantioselective uorocyclizations, Angew.
Chem., Int. Ed., 2011, 50, 8105; (n) V. Rauniyar,
A. D. Lackner, G. L. Hamilton and F. D. Toste, Asymmetric
electrophilic uorination using an anionic chiral phase-
transfer catalyst, Science, 2011, 334, 1681; (o) S. E. Denmark
and M. T. Burk, Enantioselective bromocycloetherication
by Lewis base/chiral Brønsted acid cooperative catalysis,
Org. Lett., 2012, 14, 256; (p) M. C. Dobish and
J. N. Johnston, Achiral counterion control of
enantioselectivity in a Brønsted acid catalyzed
iodolactonization, J. Am. Chem. Soc., 2012, 134, 6068; (q)
M. T. Bovino and S. R. Chemler, Catalytic enantioselective
alkene aminohalogenation/cyclization involving atom
transfer, Angew. Chem., Int. Ed., 2012, 51, 3923; (r)
D. H. Paull, C. Fang, J. R. Donald, A. D. Pansick and
S. F. Martin, Bifunctional catalyst promotes highly
enantioselective bromolactonizations to generate
stereogenic C-Br Bonds, J. Am. Chem. Soc., 2012, 134,
11128; (s) H. J. Lee and D. Y. Kim, Catalytic
enantioselective bromolactonization of alkenoic acids in
the presence of palladium complexes, Tetrahedron Lett.,
2012, 53, 6984; (t) J. E. Tungen, J. M. J. Nolsøe and
T. V. Hansen, Asymmetric iodolactonization utilizing chiral
squaramides, Org. Lett., 2012, 14, 5884; (u) K. Ikeuchi,
S. Ido, S. Yoshimura, T. Asakawa, M. Inai, Y. Hamashima
and T. Kan, Catalytic desymmetrization of cyclohexadienes
by asymmetric bromolactonization, Org. Lett., 2012, 14,
6016; (v) X. Zeng, C. Miao, S. Wang, C. Xia and W. Sun,
Asymmetric 5-endo chloroetherication of homoallylic
alcohols toward the synthesis of chiral b-
chlorotetrahydrofurans, Chem. Commun., 2013, 49, 2418;
(w) F. Romanov-Michailidis, L. Guénée and A. Alexakis,
Enantioselective organocatalytic uorination-induced
© 2021 The Author(s). Published by the Royal Society of Chemistry

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d1ra02297k


Paper RSC Advances

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 0

7 
A

pr
il 

20
21

. D
ow

nl
oa

de
d 

on
 6

/1
8/

20
25

 3
:3

8:
45

 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 

3.
0 

U
np

or
te

d 
L

ic
en

ce
.

View Article Online
Wagner–Meerwein rearrangement, Angew. Chem., Int. Ed.,
2013, 52, 9266; (x) C. B. Tripathi and S. Mukherjee,
Catalytic enantioselective iodoetherication of oximes,
Angew. Chem., Int. Ed., 2013, 52, 8450; (y) Q. Yin and
S.-L. You, Enantioselective chlorocyclization of indole
derived benzamides for the synthesis of spiro-indolines,
Org. Lett., 2013, 15, 4266; (z) A. Armstrong, D. C. Braddock,
A. X. Jones and S. Clark, Catalytic asymmetric
bromolactonization reactions using (DHQD)2PHAL-benzoic
acid combinations, Tetrahedron Lett., 2013, 54, 7004; (aa)
W. Xie, G. Jiang, H. Liu, J. Hu, X. Pan, H. Zhang, X. Wan,
Y. Lai and D. Ma, Highly enantioselective bromocyclization
of tryptamines and its application in the synthesis of
(-)-chimonanthine, Angew. Chem., Int. Ed., 2013, 52, 12924;
(ab) X. Han, C. Dong and H.-B. Zhou, C3-Symmetric
cinchonine-squaramide-catalyzed asymmetric
chlorolactonization of styrene-type carboxylic acids with
1,3-dichloro-5,5-dimethylhydantoin: an efficient method to
chiral isochroman-1-ones, Adv. Synth. Catal., 2014, 356,
1275; (ac) C.-L. Zhu, J.-S. Tian, Z.-Y. Gu, G.-W. Xing and
H. Xu, Iron(II)-catalyzed asymmetric intramolecular olen
aminochlorination using chloride ion, Chem. Sci., 2015, 6,
3044; (ad) Y. Cai, P. Zhou, X. Liu, J. Zhao, L. Lin and
X. Feng, Diastereoselectively switchable asymmetric
haloaminocyclization for the synthesis of cyclic sulfamates,
Chem.–Eur. J., 2015, 21, 6386; (ae) Y.-M. Yu, Y.-N. Huang
and J. Deng, Catalytic asymmetric chlorocyclization of 2-
vinylphenylcarbamates for Synthesis of 1,4-Dihydro-2H-3,1-
benzoxazin-2-one Derivatives, Org. Lett., 2017, 19, 1224; (af)
R. Nishiyori, A. Tsuchihashi, A. Mochizuki, K. Kaneko,
M. Yamanaka and S. Shirakawa, Design of chiral
bifunctional dialkyl sulde catalysts for regio-, diastereo-,
and enantioselective bromolactonization, Chem.–Eur. J.,
2018, 24, 16747; (ag) Y. Nishikawa, Y. Hamamoto, R. Satoh,
N. Akada, S. Kajita, M. Nomoto, M. Miyata, M. Nakamura,
C. Matsubara and O. Hara, Enantioselective
bromolactonization of trisubstituted olenic acids
catalyzed by chiral pyridyl phosphoramides, Chem.–Eur. J.,
2018, 24, 18880; (ah) W. Wang, H. He, M. Gan, H. Wang,
Y. Wang and X. Jiang, Enantioselective syntheses of a-exo-
methylene-lactones via organocatalytic halolactonization,
Adv. Synth. Catal., 2019, 361, 4797; (ai) Q. Cao, J. Luo and
X. Zhao, Chiral sulde catalysis for desymmetrizing
enantioselective chlorination, Angew. Chem., Int. Ed., 2019,
58, 1315.

4 For leading reviews on intermolecular asymmetric
halogenation of olens, see: (a) J. Chen and L. Zhou,
Recent progress in the asymmetric intermolecular
halogenation of alkenes, Synthesis, 2014, 586; (b)
M. L. Landry and N. Z. Burns, Catalytic enantioselective
dihalogenation in total synthesis, Acc. Chem. Res., 2018, 51,
1260; (c) Y. Cai, X. Liu, P. Zhou and X. Feng, Asymmetric
catalytic halofunctionalization of a,b-unsaturated carbonyl
compounds, J. Org. Chem., 2019, 84, 1.

5 For leading references on intermolecular asymmetric
halogenation of olens, see: (a) Y. Cai, X. Liu, Y. Hui,
J. Jiang, W. Wang, W. Chen, L. Lin and X. Feng, Catalytic
© 2021 The Author(s). Published by the Royal Society of Chemistry
asymmetric bromoamination of chalcones: highly efficient
synthesis of chiral a-Bromo-b-Amino ketone derivatives,
Angew. Chem., Int. Ed., 2010, 49, 6160; (b) Y. Cai, X. Liu,
J. Jiang, W. Chen, L. Lin and X. Feng, Catalytic asymmetric
chloroamination reaction of a,b-unsaturated g-keto esters
and chalcones, J. Am. Chem. Soc., 2011, 133, 5636; (c)
Y. Cai, X. Liu, J. Li, W. Chen, W. Wang, L. Lin and X. Feng,
Asymmetric iodoamination of chalcones and 4-aryl-4-
oxobutenoates catalyzed by a complex based on
scandium(III) and a N,N’-dioxide ligand, Chem.–Eur. J.,
2011, 17, 14916; (d) K. C. Nicolaou, N. L. Simmons,
Y. Ying, P. M. Heretsch and J. S. Chen, Enantioselective
dichlorination of allylic alcohols, J. Am. Chem. Soc., 2011,
133, 813; (e) G.-X. Li, Q.-Q. Fu, X.-M. Zhang, J. Jiang and
Z. Tang, First asymmetric intermolecular
bromoesterication catalyzed by chiral Brønsted acid,
Tetrahedron: Asymmetry, 2012, 23, 245; (f) A. Alix, C. Lalli,
P. Retailleau and G. Masson, Highly enantioselective
electrophilic a-bromination of enecarbamates: chiral
phosphoric acid and calcium phosphate salt catalysts, J.
Am. Chem. Soc., 2012, 134, 10389; (g) W. Zhang, N. Liu,
C. M. Schienebeck, X. Zhou, I. I. Izhar, I. A. Guzei and
W. Tang, Enantioselective intermolecular
bromoesterication of allylic sulfonamides, Chem. Sci.,
2013, 4, 2652; (h) Y. Cai, X. Liu, P. Zhou, Y. Kuang, L. Lin
and X. Feng, Iron-catalyzed asymmetric haloamination
reactions, Chem. Commun., 2013, 49, 8054; (i) D. X. Hu,
G. M. Shibuya and N. Z. Burns, Catalytic enantioselective
dibromination of allylic alcohols, J. Am. Chem. Soc., 2013,
135, 12960; (j) J. Qi, G.-T. Fan, J. Chen, M.-H. Sun,
Y.-T. Dong and L. Zhou, Catalytic enantioselective
bromoamination of allylic alcohols, Chem. Commun., 2014,
50, 13841; (k) D. X. Hu, F. J. Seidl, C. Bucher and
N. Z. Burns, Catalytic chemo-, regio-, and enantioselective
bromochlorination of allylic alcohols, J. Am. Chem. Soc.,
2015, 137, 3795; (l) M. L. Landry, D. X. Hu, G. M. Mckenna
and N. Z. Burns, Catalytic enantioselective dihalogenation
and the selective synthesis of (-)-deschloromytilipin A and
(-)-danicalipin A, J. Am. Chem. Soc., 2016, 138, 5150; (m)
W.-S. Huang, L. Chen, Z.-J. Zheng, K.-F. Yang, Z. Xu,
Y.-M. Cui and L.-W. Xu, Catalytic asymmetric
bromochlorination of aromatic allylic alcohols promoted
by multifunctional Schiff base ligands, Org. Biomol. Chem.,
2016, 14, 7927; (n) C. Lebée, F. Blanchard and G. Masson,
Highly enantioselective intermolecular iodo- and
chloroamination of enecarbamates catalyzed by chiral
phosphoric acids or calcium phosphate salts, Synlett, 2016,
27, 559; (o) S. Guo, F. Cong, R. Guo, L. wang and P. Tang,
Asymmetric silver-catalysed intermolecular
bromotriuoromethoxylation of alkenes with a new
triuoromethoxylation reagent, Nat. Chem., 2017, 9, 546;
(p) B. Soltanzadeh, A. Jaganathan, Y. Yi, H. Yi, R. J. Staples
and B. Borhan, Highly regio- and enantioselective vicinal
dihalogenation of allyl amides, J. Am. Chem. Soc., 2017,
139, 2132; (q) P. Zhou, L. Lin, L. Chen, X. Zhong, X. Liu
and X. Feng, Iron-catalyzed asymmetric haloazidation of
a,b-unsaturated ketones: construction of organic azides
RSC Adv., 2021, 11, 13040–13046 | 13045

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d1ra02297k


RSC Advances Paper

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 0

7 
A

pr
il 

20
21

. D
ow

nl
oa

de
d 

on
 6

/1
8/

20
25

 3
:3

8:
45

 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 

3.
0 

U
np

or
te

d 
L

ic
en

ce
.

View Article Online
with two vicinal stereocenters, J. Am. Chem. Soc., 2017, 139,
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