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An unprecedented nickel-catalysed enantioselective hydromonofluoromethylation of 1,3-enynes is
developed, allowing the diverse access to monofluoromethyl-tethered axially chiral allenes, including the
challenging deuterated monofluoromethyl (CD,F)-tethered ones that are otherwise inaccessible. It
represents the first asymmetric 1,4-hydrofunctionalization of 1,3-enynes using low-cost asymmetric

nickel catalysis, thus opening a new avenue for the activation of 1,3-enynes in reaction development.
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Introdu ction of CH,F-tethered stereocenters, the construction of CH,F-
tethered axial chirality remains an unconquered challenge
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building blocks in organic synthesis.® The catalytic asymmetric
synthesis of axially chiral allenes has accordingly attracted
considerable attention over the past decade.® Despite great
achievements, the enantioselective construction of optically
active fluorine-containing allenes is still largely underdevel-
oped.” Therefore, the design and synthesis of diverse fluori-
nated chiral allenes, especially the challenging CH,F- or CD,F-
tethered chiral allenes, represent a very important task.

Against this background, together with our research interest
in selective fluoroalkylation of unsaturated hydrocarbons,® we
envisioned whether it would be possible to realize the access of
CH,F-tethered chiral allenes via a regio- and enantio-selective
hydromonofluoromethylation of 1,3-enynes® by asymmetric
nickel catalysis'® (Scheme 1c). Such research is, however, con-
fronted with the following challenges: (i) the feasibility of
a nickel catalyst to activate 1,3-enynes—nickel-catalysed
hydrofunctionalization of 1,3-enynes has not yet been
explored; (ii) not knowing how a nickel species initiates the
reaction, and effects that control the enantioselectivity; (iii) the
quest for a readily convertible fluoroalkylation reagent.

Herein, we successfully implemented this challenging
transformation. We develop an unprecedented nickel-catalysed
regio- and enantio-selective hydromonofluoromethylation of
1,3-enynes with fluorobis(phenylsulfonyl)methane (FBSM)"
that proves to be a robust monofluoromethyl reagent for
installing a CH,F-tethered stereocenter.**'> It provides a facile
and efficient route to axially chiral allenes featuring a CH,F or
CD,F moiety that cannot be accessed by known methods
(Scheme 1c). Notably, this constitutes the first application of an
earth-abundant and low-cost redox-neutral asymmetric nickel
catalysis  for enabling the asymmetric 1,4-hydro-
functionalization of 1,3-enynes.

Results and discussion
Optimization of the reaction conditions

We initiated this study by investigating different chiral ligands
for the model reaction of but-3-en-1-yn-1-ylbenzene 1la and
FBSM 2a in EtOH at room temperature (rt) under Ni(COD),
(10 mol%) catalysis, as shown in Table 1. P-Chiral ligand (S,S)-
QuinoxP* (L1, 10 mol%) was first examined under base-free
conditions; however, only a trace amount of the desired
fluorine-containing allene 3a was detected, accompanied by the
remainder of both starting materials (entry 1). We then pro-
ceeded to add a base, to enable the reaction. To our delight, we
found that upon the addition of Et;N (1.0 equiv.) the reaction
proceeded smoothly, affording allene 3a in 48% yield with 94 : 6
er (entry 2). Encouraged by this positive result, we then explored
the performance of other chiral bisphosphine ligands and P,N-
based PHOX ligands in the presence of Et;N (entries 3-9). The
use of axially chiral (R)-MeO-BIPHEP (L3) greatly improved the
reactivity and afforded 3a in 68% yield with 94.5 : 5.5 er (entry 4).
Subsequently, an investigation into the solvent effect revealed
that almost no product was observed when using a non-
protonic solvent such as toluene or THF (entries 10 and 11).
EtOH remained the best solvent (entry 4), although the use of
other alcoholic solvents could give a similar reaction outcome

© 2023 The Author(s). Published by the Royal Society of Chemistry

View Article Online

Chemical Science

Table 1 Selected conditions for optimization®

Ni(COD); (10 mol%)

H
Q000 Ligand (11 mol%)
/\ + Ph’\s/ S:Ph Base (1.0 equiv) ph/& SO2Ph
Ph T Wsozph
F EtOH, 25°C, 72 h H F
1a (1.5 equiv) 2a (0.1 mmol) 3a
r 0 ® .9
|
@[N\ P, PPh, MeO PPh, o PPh,
“ PPh; MeO. PPh, PPh,
oo O ™
Bu o
(S.S)-QuinoxP* (L1) (R)-BINAP (L2) (R)-MeO-BIPHEP (L3) (R)-Seghos (L4)

P, o/w..\ph
Ph ¢ PCy, =N
LAy o —
., Ph Fe Fe
Ph <= R==4 Ph
(R,S,)-Josiphos (L6) (S.S,)-Phosferrox (L7)

(S,5)-Ph-BPE (L5) (R)-Ph-Phox (L8)

Entry Ligand Base Solvent  vield® (%) erf

1 L1 — EtOH Trace —

2 L1 Et;N EtOH 48 94:6

3 L2 Et;N EtOH 57 86:14

4 L3 Etz;N EtOH 68 94.5:5.5
5 L4 Et;N EtOH 40 94:6

6 L5 Et;N EtOH 38 95:5

7 L6 Et;N EtOH 15 78:22

8 L7 Etz;N EtOH 26 93:7

9 L8 Et;N EtOH 12 81:19
10 L3 Et;N Toluene  nr —

11 L3 Et;N THF nr —

12 L3 Etz;N MeOH 68 93.5:6.5
13 L3 Et;N iProH 62 95.5:4.5
14 L3 DIPEA EtOH 73 94.5:5.5
15 L3 DABCO EtOH 93 96:4

16 L3 Quinuclidine  EtOH 21 95:5
174 L3 DABCO EtOH 81 95:5
18°¢ L3 DABCO EtOH 52 95:5
19 L3 DABCO EtOH 49 96:4
208 L3 DABCO EtOH 16 95:5

¢ Conditions: 1a (0.15 mmol), 2a (0.10 mmol), Ni(COD), (10 mol%),
ligand (11 mol%), and base (1.0 equiv.), at 25 °C for 72 h in the
mdlcated solvent (1.0 mL), unless otherwise noted. ” Determined by
'H NMR analysis of the crude product using 1,3,5-trimethoxybenzene
as the internal standard ¢ Determined bjy ch1ral HPLC analysis.
4 DABCO (50 mol%). ¢ DABCO (20 mol%). / Ni(COD), (5 mol%) and
L3 (5.5 mol%) was used. ¢ Ni(COD), (1 mol%) and L3 (1 1 mol%) was
used.

(entries 12 and 13). Furthermore, organic bases, including
DIPEA, DABCO, and quinuclidine, were investigated (entries
14-16). DABCO proved to be the optimal base in terms of
reactivity and enantioselectivity (entry 15). Finally, we found
that reducing the loading of DABCO or chiral nickel catalyst
significantly decreased the yield of 3a, albeit without loss of
enantioselectivity (entries 17-20).

Evaluation of substrate scope

Having established the optimized reaction conditions, we then
explored the scope of hydromonofluoromethylation between
1,3-enynes 1 and FBSM 2. The effect of the substituents on the
aromatic ring of 1,3-enynes 1 was evaluated (see Scheme 2). 1,3-
Enynes with electron-withdrawing and electron-donating

groups were all suitable substrates, affording the
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MeO PPh,

MeO. PPh, 3
P72 . SOAr

Z * F DABCO (1.0 equiv) O L3 L G
1 SORAr D sozar

EtOH, 25 °C
(@=aryl or alkyl) 2 (0.25 mmol) 3
H
SO,Ph SO,Ph

Iy

3a

SO,Ph
WSOZPh

88%, 96:4 er

SO,Ph
Wsozph

94%, 95:5 er

SO,Ph
WSOQPh

90%, 93.5:6.5 er

/©A

SO,Ph

94%, 96:4 er

SO,Ph
WSOZPh

94%, 95.5:4.5 er

SO,Ph
Wsozpn

91%, 95.5:4.5 er

WSOZPh

93%, 95.5:4.5 er

MeO,C :

91%, 95:5 er

88%, 95.5:4.5 er

SO,Ph
WSOZPh

90%, 97:3 er

SO,Ph
WSOZPh

92%, 96.5:3.5 er

SO,Ph
WSOZPh

91%, 95.5:4.5 er

SO,Ph
Y\l/\sozpn
94%, 937 er

SO,Ph

Wsozpn

SO,Ph
Dsoen

53%, 93:7 er

SO,Ph
WSOZPh

72%, 95.5:4.5 er

SO,Ph

H

SO-Fh SO,Ph N SO,Ph
W < SO,Ph 2 (/Y\ -
(©/\ SO,Ph ﬁ\ WSO;Ph “/\ Wsozph s T\fsozph
3s
71%, 95:5 er 60%, >20:1 dr 93%, 93 7er 69%, 93:7 er
H H H H H
. SO,Ph NN SO,Ph Ph. S0,-4-FCeH, PR, SO,-4-MeCHy PR S0,-2-nap
WSOZPh WSOZPh WSOQ—A-FCEH,, Wsoz-‘t-mcsm WSOZQ»nap
H F H F H F H F H F
3t 3u 3v 3w 3x
67%, 76.5:23.5 er® 43%, 95:5 er® 82%, 95.5:4.5 er 85%, 96:4 er 98%, 95.5:4.5 er
H H &% 9 %
H E: @
oy SO,Ph = SO,Ph SO,Ph @0
Ph' . 2! .. 2! 2
g Q
B e O e @A o > 8 o
Me F Me' Me F _2'0
3aa 3ab CH?
43%, 91.5:8.5 er® 39%, 94.5:5.5 er® 44%, 94:6 er® J X-Ray of 3s
X-Ray of 3ac (CCDC: 2277305 ) d (CCDC: 2275115)

Scheme 2 Scope of hydromonofluoromethylation of 1,3-enynes 1 with FBSM 2. Reaction conditions: 1 (0.375 mmol), 2 (0.25 mmol), Ni(COD),
(10 mol%), L3 (11 mol%), and DABCO (1.0 equiv.), at 25 °C in EtOH (2.5 mL), unless otherwise noted. Yields of isolated products are reported. The
er was determined by chiral HPLC analysis. ?(S)-Difluorphos (L9) was used instead of L3, at 40 °C. ®Josiphos SL-J009-1 (L10) was used instead of

L3, at 40 °C. €(S,5)-BenzP* (L11) was used instead of L3, at 60 °C.

corresponding products 3b-3q with up to 97 : 3 er. Notably, this
transformation tolerated various functionalities on the phenyl
ring of 1,3-enynes, such as halide (3b-3e), CF; (3f), cyano (3g),
ester (3h), formyl (3i), acetyl (3j), hydroxymethyl (3p), and
diacetone fructose (3q). Slightly lower enantiomeric ratios were
obtained for 2-naphthyl- and 3-thienyl-substituted 1,3-enynes
(3r and 3s). The absolute configuration of 3s was determined to
be (R) by its X-ray diffraction (XRD) analysis. Subsequently, (R)
was assigned to all other disubstituted allenes 3 by analogy.
Aliphatic 1,3-enynes with a cyclohexyl or phenylethyl group also
afforded the targets 3t and 3u with moderate to high enantio-
selectivities, when using (S)-difluorphos (L9) or Josiphos SL-
J009-1 (L10) as the ligand. Additionally, differently substituted
FBSM 2 materials were compatible with the reaction conditions,
giving rise to products 3v-3x in 82-98% yields with 95.5:4.5-
96 : 4 er. Remarkably, 1,3-enynes featuring a methyl group at the
2-position were also tolerated.”® The corresponding fluorine-
containing trisubstituted allenes 3aa-3ac were obtained with

12678 | Chem. Sci,, 2023, 14, 12676-12683

up to 94 : 6 er under the action of a 20 mol% (S,S)-BenzP* (L11)
decorated chiral nickel catalyst at 60 °C. XRD analysis revealed
that the absolute configuration of 3ac was (R) and that of
products 3aa and 3ab was assigned by analogy.

To illustrate the generality of this nickel-catalysed enantio-
selective hydrofluoromethylation process, we next investigated
the reaction of 1,3-enynes 1 with diethyl fluoromalonate 4 for
the construction of functionalized chiral allenes featuring
a fluorine atom and two convertible ester groups* (Scheme 3).
Gratifyingly, a variety of aryl 1,3-enynes 1 were amenable to the
reaction under the above standard conditions, affording
a variety of functionalized chiral allenes 5a-5u in good to
excellent yields with 95:5-98: 2 er. The position and nature of
the substituents on the aryl group have no obvious influence on
enantioselectivity and reactivity. The diacetone fructose-derived
aryl 1,3-enyne appeared to also be tolerated, affording the
product 5q in 94% yield with >20: 1 dr. Both 2-naphthyl- and 1-
naphthyl-substituted 1,3-enynes afforded the corresponding

© 2023 The Author(s). Published by the Royal Society of Chemistry
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COEL
(@=aryl or alkyl) 4(0.25 mmol)

CO,Et
WCO;Et

98%, 95.5:4.5 er

COE
WCOZEt

91%, 97:3 er

CO,Et
Wcoza

85%, 96.5:3.5 er

CO,Et
Wcoza

94%, 96.5:3.5 er

COE
Wcoza

96%, 98:2 er

CO,Et
Wcoza

92%, 96.5:3.5 er

Ni(COD); (10 mol%) ~ MeO
L3 (11 mol%)

DABCO (1.0 equiv)

MeO.
e
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PPhy i
PPhy R

. COEt

EtOH, 25 °C

CO,Et
Y\(\coza

95%, 97.5:2.5 er

/@/\ Wcoza
— COEt

94%, 96.5:3.5 er

CO,Et
Wcoza

93%, 97.5:2.5 er

jAfCOZEl

5
cl H
CO,Et . CO,Et
Wcoza T\fCOZEI
5e

97%, 98:2 er 98%, 97.5:2.5 er

COE

COEL
62%, 96:4 er 98%, 95:5 er
Me Ij
\.Wcoza CO,Et
L Doost Wcoza

5n

98%, 97.5:2.5 er 96%, 97:3 er

/ N
COyEt o o \/@\'Y\(\CO?E‘
Wcoza P AR SOH

0
X sq
83%, 97:3 er 94%, >20:1 dr
o :
. CO,E m CO,Et
Wcoza s Wcoza
F H OF
5t 5u

83%, 95:5 er 55%, 95.5:4.5 er

WCOQE‘

47%, 87.5:12.5 er”

H
o o CO4Et

5r

COE
Y\l/\coza

96%, 95:5 er
H

: COLEt
g\'WCOZE‘ /©/\ Wco Et
2
e Lot

5aa 5ab

64%, 95.5:4.5 er

CO,Et

26%, 97:3 er” 45%, 99:1 er”

Scheme 3 Scope of hydromonofluoroalkylation of 1,3-enynes 1 with diethyl fluoromalonate 4. Reaction conditions: 1 (0.375 mmol), 4 (0.25
mmol), Ni(COD), (10 mol%), L3 (11 mol%), and DABCO (1.0 equiv.), at 25 °C in EtOH (1.25 mL), unless otherwise noted. Yields of isolated products
are reported. The er was determined by chiral HPLC analysis. °L9 was used instead of L3, at 40 °C. °L11 was used instead of L3, at 60 °C.

allenes 5s in 96% yield with 95:5 er and 5t in 83% yield with
95:5 er, respectively. Heteroaromatic 3-thienyl 1,3-enyne also
delivered allene 5u with 95.5:4.5 er. In addition, cyclohexyl-
substituted aliphatic 1,3-enyne was a viable substrate under
the optimized conditions, affording the 1,3-dialkyl allene 5v
with 87.5:12.5 er when employing L9 instead of L3 at elevated
temperature. Notably, 2-methyl 1,3-enynes also reacted
smoothly with 4 in the presence of 20 mol% (S,S)-BenzP* (L11)/
Ni(COD), at 60 °C, affording the functionalized trisubstituted
allenes 5aa with 97:3 er and 5ab with 99:1 er.

Synthetic utility

The synthetic potential of this method was further highlighted
by the direct synthesis of CH,F-or CD,F-tethered chiral allenes,
gram-scale synthesis, and the diverse product transformations
toward other fluorinated compounds, as depicted in Scheme 4.
First, we directed our efforts toward the challenging CH,F- or
CD,F-tethered chiral allenes by combining Ni-catalysed
hydromonofluorobis(phenyl-sulfonyl)methylation with
a sequential Mg-enabled reductive desulfonylation. Gratify-
ingly, treatment of the crude product of the hydro-
fluoroalkylation with Mg/MeOH smoothly afforded the desired

© 2023 The Author(s). Published by the Royal Society of Chemistry

CH,F-tethered chiral allenes 6a-6e with high to excellent
enantioselectivity, while the corresponding CD,F-tethered
chiral allenes D-6a-6e were obtained with up to 95.5:4.5 er
when using CD;0D as the solvent in the desulfonylation step
(Scheme 4a). Notably, the stereoselective installation of a CD,F
group into the stereocenter is still a challenging task and
remains underexplored, while the development of efficient
protocols toward deuterated molecules is of current interest.*

Furthermore, a large-scale reaction between 1a (7.5 mmol)
and 4 (5.0 mmol) proceeded smoothly by simply using 5 mol%
of chiral Ni complex, affording 1.3 g of allene 5a in 91% yield
with 97:3 er. The product 5a was rich in functionality and
useful as a versatile synthon to access other fluorine-containing
molecules (Scheme 4b). The two ester functionalities in 5a were
readily either reduced to form the chiral allene-tethered fluori-
nated diol 7 (89% yield and 96.5 : 3.5 er) or hydrolyzed to allene-
substituted dicarboxylic acid 8 (95% yield). XRD analysis of diol
7 confirmed its absolute configuration to be (R), and thus the
absolute configuration of the other allene products 5 could be
assigned. Interestingly, allene diol 7 underwent a gold-catalysed
cyclization via an axial-to-central chirality transfer process to
deliver optically active fluorinated tetrahydrofuran 9 featuring
1,3-stereocenters—a key skeleton in many natural products and

Chem. Sci., 2023, 14, 12676-12683 | 12679
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a) Tandem synthesis of CH,F- or CDF-tethered chiral allenes 6 or D-6

Ni(COD); (10 mol%)
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H H
L3 (11 mol%) = =
PhO,S___SO,Ph i :
Z DABCO (1.0 Mg = .
Z \f': (1.0 equiv) ./\ Y\CHZF ot (\ YCDZF
EtOH, t MeOH or CD30D g M oe
1 (0.375 mmol) 2a (0.25 mmol)
H H H H H
\- \c \o \0 \-
(j\ Y\C“,F /@\ YCH,F /g\ Y\CH,F /@/\ Y\CHZF /@/\ Y\CHZF
H MeO H Me H n-CsHyq H F H
6a 6b 6c 6d 6e
82%, 95.5:45 er 82%, 95:5 er 68%, 937 er 75%, 93:7 er 68%, 93.56.5er
H H H H H
N, . N . .
©/\ Y\CD”: Q\ Y\CDIF /@(\ Y\CDyF /@/\ Y\CDzF /@/\ Y\coyF
H MeO' H Me H n-CsHyy H F H
D-6a D-6b D-6c D-6d D-6e

63%, 95.5:4.5 er

67%, 95:5 er 74%, 93:7 er 82%, 92.5:7.5 er

54%, 937 er

b) Large-scale synthesis and diverse elaborations of product 5a

T PPhsAuCI (5 mol%) " cryon
| O\B,ph PhB(OH), AgOTSs (5 mol%) A/(i
e o
H 1 9 CH,Cly, 1t CHCl3, -30 °C 9 "H
75%, 2:1 dr, 982 er H.. /<
90%, 96.5:3.5 er 13a OMe
: 99%, >20:1 dr (Yrom (S)-naproxen)
o
H
Phe H &
ﬁ[‘\ Ok O triphosgene SR g OH ’)kOH O O
Ph
| N ELN X
. (0] -—— =
H F 7 H OH
CHaCly, 1t DIC, DMAP, CH,Cly, 1t
65%, 96.5:35 er 89%.96.5:5.5 6r
7
\\\ Buo
Qoc
@ 94%, 96.4 er (from febuxostat)
L
FZ = N Ar Ar
Ph Ni(COD), (5 mol%)
1a (7.5 mmol) L3 (5.5 mol%) H
. DABCO (1.0 equiv) oA COREt X-Ray of 7
- COLE (CCDC: 2275110)
COLE ELOb Lt i ,\ OMe
F Ph!
1.3 g, 91%, 97:3 Y
COsE (1:3.9,81%,97.3 or) 5a (97:3 r) ﬁ Ar = 4-CICgHs
4 (5.0mmol) — 99%, 95:5 er (from indomethacin)
NaOH,
H
CHaClo/MeOH
MeO 0._OMe l
Ve O o o o <® //3
1 e N L ﬁ MeO OMe
Iy (]
MeO. o Hroct H  pCOH Jn—cozm(z Ph F l Ph 71/\
v HN(OMe)Me-HCI 3 WiH H
Me A COH 7/ ..H
2, g * / 7
HizZ “"H THE, 0 °C-rt 5 HATU Hl 1a v fib
12 H DIPEA Ph ; <
Ph 95% yield CHaClp, 0 °C-rt 85%, >20:1 dr

75%, 97:3 er

(from L-phenylalaninate)

99%, >20:1 dr (from L-tryptophan)

Scheme 4 Synthetic utility.

bioactive molecules such as the anti-HCV drug sofosbuvir.
Chiral allene-containing fluorinated 1,3-dioxane-2-one 10 (65%
yield and 96.5 : 3.5 er) or 1,3,2-dioxaborinane 11 (90% yield and
96.5 : 3.5 er) was readily obtained upon treatment of diol 7 with
triphosgene or PhB(OH),, respectively. Dicarboxylic acid 8
reacted well with HN(OMe)Me-HCl to afford the corresponding
allene Weinreb amide 12 in 75% with 97:3 er. Moreover,
enantioenriched allene diol 7 and acid 8 proved to be very useful
synthons in the late-stage modification of drugs and amino
acids, as exemplified by the diverse assembly of chiral allene-
containing drug derivatives 13a-13c from (S)-naproxen,

12680 | Chem. Sci, 2023, 14, 12676-12683

febuxostat, and indomethacin, as well as 14a-14b from methyl
L-tryptophanate or r-phenylalaninate.

Mechanistic studies

To gain insight into the reaction mechanism, we first conducted
a deuterium-labeling experiment (Scheme 5a). When perform-
ing the reaction of 1a and 2a in ethanol-d1 (EtOD) under stan-
dard conditions, we found that the deuterium label is confined
to C1 in 3a (87% D-labeled); no deuterium incorporation was
detected in the recovered enyne 1a (eqn (1)). Under the above
conditions using EtOD, there was also no H-D scrambling in

© 2023 The Author(s). Published by the Royal Society of Chemistry
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a) Deuterium-labeling experiment

View Article Online

Chemical Science

Ni(COD); (10 mol%) H
L3 (11 mol%) H  No deuteri
r Ni(COD); (10 mol%) Dr‘ ca. 87% D DABCO (1.0 equiv) Z ) o deu e”_um eq2)
SO,Ph L3 (11 mol%) /& 1a —— > Ph H incorporation
2 ; 9
[ DABCO (1.0 equiv)  pi .WsozPh EtOD,257C, 72h 1a (95% recov.)
Ph SQzFPh EtOD, 25°C, 72 h poF SOFN
DABCO (1.0 equiv) PhOZSXF
1a 2a ) 3a, 55% yield 2a 52% D (eq 3)
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b) Computed free energy profile for the nickel-catalyzed asymmetric hydromonofluoromethylation of 1a with 2a

‘ AG (kcallmol)

t

Ph =
Ph\P/ 7 Ph
. MeO, \N‘ % i
TS2 il ]
+ t =/ R 247
Ph_ = \
MeO: s — Ph SO,Ph
WU MeO, s
\R Pl ) Ts3
/p\ 247 v 137 SO,Ph *
Ph  Ph \1.38 Ph
N MeO \‘,«Ph & 24 F
éNj \RP\ 22 s0,Ph
. NIl
AN
T$1 P P \ Ph
(25.2)
S B Ts3R
/! —T
/ ~ S
2. S INT :?8
DABCO “ysn s : Ph\ .
\\f\, A 3\ 2a. meo TN «9‘°|
/ 7 DR Pz b & R\ \ %\ 1.86 \
Phozsse oty el N ONTR o e 1SS -
K /NS % 25 (119 1\ <\ H
A/ PhO,S -p H Ph Y - Ph
©0.0) / 2a- <\ — INT3R
—_— Ph \ -
INT2S N, (R" = CH,CF(SO2Ph),)
b}
P /Ph (1.4) \ INT3R
wR = \, (9.1) 1a
MeO, N — A
Ni | — Z\\\\/ 3aR/S
/ § o)
P INT3
- oh /“\‘\%_ (-15.3)
R \Ph (109 44 -

Scheme 5 Mechanistic investigation. Free energy profile and selected
D3(BJ)/def2-TZVP/PCM(EtOH)//PBEO-D3(BJ)/def2-SVP level.

enyne 1a in the absence of 2a (eqn (2)). We therefore concluded
that insertion of the alkyne into the nickel hydride (Ni-H)
occurs selectively, and the protonation of 1a might not be
accomplished by ethanol independently.

Meanwhile, DFT calculations at the PBE0-D3(BJ)'***/def2-
TZVP'*/PCM(EtOH)""//PBE0-D3(BJ)/def2-SVP'* level were per-
formed to gain a better understanding of the mechanism and
the origin of the enantioselectivity of the hydro-
monofluoromethylation of 1a with 2a (Scheme 5b). The catalytic
cycle commences with the protonation of active species A (see
Fig. S4} for more details on the generation of A from Ni(COD),)
by protonated DABCO (BH"), which is formed from DABCO (B)
and 2a, giving n'-coordinated butadienyl-Ni complex INT1.

© 2023 The Author(s). Published by the Royal Society of Chemistry

INTZR —H
o/ y TR
Ph\ Ph %ﬁi
S\ / J H (S)_\ R!
- |NT3S 3a8

geometric parameters of key species (distances in angstrom) at the PBEO-

This step needs to overcome a free energy barrier of 25.2 keal
mol~'. The observed H-D exchange of 2a with EtOD in the
presence of DABCO supports the process (eqn (3), Scheme 5a).

On this basis, the mechanism for the generation of inter-
mediate INT1 via the activation of 1,3-enyne with the Ni
complex is different from the traditional Pd-H species initiated
enantioselective 1,3-enyne hydrofunctionalizations.””” Subse-
quently, isomerization of INT1 by rotation of the protonated
enyne ligand occurs via TS2 to give a more stable n>-butadienyl-
Ni INT2, which is then attacked by the anion 2a™ in an outer-
sphere manner, to give the 3a ligated complex INT3. Finally,
ligand exchange between 1a and 3a takes place to complete the
catalytic cycle. The enantioselectivity-determining step is the

Chem. Sci., 2023, 14, 12676-12683 | 12681
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isomerization of INT1, in which there are two directions for
ligand rotation, corresponding to TS2S and TS2%, respectively.
TS2° is 3.0 kcal mol ™ less stable than TS2® (26.7 kcal mol " vs.
23.7 keal mol ™). For the subsequent nucleophilic attack step,
the R-conformation is more facile than the S-conformation (11.9
keal mol " of TS3% vs. 15.8 kcal mol " of TS3%). These results are
consistent with experimental observations.

To shed more light on the origin of enantioselectivity,
energy decomposition analysis'® towards TS25 and TS2® was
carried out. In these transition states (TSs), the neutral Ni
catalyst part is defined as fragment F1 and the protonated
enyne moiety as fragment F2 (Scheme 6). The activation
energy AE* of the transition states can be written as AE* =
AEger + AEjy, where AEg.r (deformation energy) is the energy
difference that arises from structural changes toward the TS
formation, and AE;,, (interaction energy) corresponds to the
energy difference between the two fragments (F1 and F2) and
the complex at the TS structure. The results indicate that
although the interaction between the protonated enyne and
Ni catalyst in TS2% is stronger than that in TS2® (AAE;, = —4.1
kcal mol™"), the deformation energy of TS2® is much higher
than that of TS2R by 7.1 kcal mol ™', especially for the defor-
mation of protonated enyne moiety F2, which governs the
energy disparity between the two TS®. Besides, the smaller
C1-C2-C3 angle in TS2® could also reflect the larger defor-
mation of F2 (Scheme 6b). It is likely due to the repulsion

a) Schematic diagram for energy decomposition analysis of TS2R and TS25

F1 F1
+ t
Ph\; Ph\;
meo ” \N. \i Meo -
N ixes- A
%5}3/ il }%\.P/ ‘\\\éx—ph
S <\ H®
Ph Ph
TS2R 1828
(23.7) (26.7)
AA
AEW(S) . eeeemeeiliellll
AEgei(S) intl s
def(. F1(S)+ F2(S) ———> Ts2 AAE;i(F1) = 1 ZT
Flg+F2, AAEE e
AEn(R) R
AEge(R)  F1(R)+ F2(R) — > TS2 AAEip = —4.1
AEgedF1)  AEqedF2)  AEaer  AEm  AEY
TS2R 111 337 448 1379 931 — Ts2®
825 123 39.6 51.9  -1420  -90.1
AAE* =3.0
AAEge(F1) AAEgef(F2) AAEqer  AAEpy  AAEF
12 5.9 74 4.1 3.0 Ts2R

b) Optimized structures of TS2R, TS25, and F2,

F2,

Scheme 6 Energy decomposition analysis. Energy decomposition
analysis of TS2% and TS2® at the PBEO-D3(BJ)/def2-TZVP/PCM(EtOH)
level, and AAEGe(F1) = AE4ef(F1-S) — AE4e(F1-R) (energies in kcal
mol™): optimized structures and selected geometric parameters of
TS2R, TS2°, and F2, (distances in angstrom).
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between the phenyl groups of the chiral ligand and vinyl
group of F2 with the nearest H---H distance of 2.29 A in TS2%,
while in TS2® the corresponding nearest H---H distance is
significantly larger (2.46 A). Such an effect could be the key
factor causing the high enantioselectivity in this reaction.

Conclusions

To summarize, we have established a regio- and enantio-selective
hydromonofluoromethylation of 1,3-enynes with FBSM or diethyl
fluoromalonate by redox-neutral asymmetric nickel catalysis,
enabling us to access various monofluoromethylated chiral
allenes, including the challenging CH,F- or CD,F-tethered ones.
Moreover, the synthetic utility of this method is demonstrated by
the following: the unprecedented preparation of CH,F- or CD,F-
tethered chiral allenes, broad substrate scope, good functional
group tolerance, and diverse product transformations to valuable
functionalized fluorine-containing allenes or fluorinated tetrahy-
drofurans. The reaction mechanism and the origin of enantiose-
lectivity were elucidated by DFT calculations and experimental
studies. This also constitutes the first application of low-cost
asymmetric nickel catalysis in activating 1,3-enynes for realizing
asymmetric 1,4-hydrofunctionalizations, thus providing motiva-
tion for further developing enantioselective Ni-catalysed trans-
formations of 1,3-enynes. The development of other regioselective
hydrofluoroalkylation processes of 1,3-enynes by asymmetric
nickel catalysis is currently ongoing in our laboratory.
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