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Nickel-catalyzed hydroalkylation and
hydroalkenylation of 1,3-dienes with hydrazonest

Lei Cheng, Ming-Ming Li, Biao Wang, Li-Jun Xiao, Jian-Hua Xie ®

Transition-metal-catalyzed hydrofunctionalization of 1,3-dienes is a useful and atom-economical method

for constructing allylic compounds. Although substantial progress on hydroalkylation of dienes with

stabilized carbon nucleophiles has been made, hydroalkylation of dienes with unstabilized carbon

nucleophiles has remained a challenge. In this article, we report a protocol for nickel-catalyzed

hydroalkylation of dienes with hydrazones, which serve as equivalents of alkyl carbon nucleophiles. In
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addition, we developed a protocol for hydroalkenylation of dienes with a,f-unsaturated hydrazones,

providing a new method for the synthesis of 1,4-dienes. These hydroalkylation and hydroalkenylation
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Introduction

1,3-Dienes are readily available commodity chemicals and are
widely used in the synthesis of valuable compounds,
including polymeric materials."* Transition-metal-catalyzed
hydrofunctionalization of 1,3-dienes has emerged as a useful
and atom-economical method for constructing allylic
compounds,* which are versatile building blocks in organic
synthesis.* In particular, selective addition of carbon nucleo-
philes such as enols and enolates to dienes (i.e., hydro-
alkylation of 1,3-dienes) is an efficient method for coupling
two simple carbon components via C-C bond formation. In
these hydroalkylation reactions, the active catalytic species is
usually a metal hydride, which reacts with the diene to
generate an electrophilic metal-w-allyl intermediate that
couples with the carbon nucleophile. Substantial progress has
been made on palladium- and rhodium-catalyzed coupling
reactions of dienes with stabilized carbon nucleophiles
(Scheme 1a).> However, the coupling of dienes with unstabi-
lized carbon nucleophiles has remained a challenge. Recently,
we developed a protocol for nickel-catalyzed regio- and enan-
tioselective hydroalkylation reactions of dienes with carbon
nucleophiles containing a single carbonyl group (Scheme 1b).°®
In these reactions, the active catalytic nickel hydride species is
generated by oxidative addition reaction between Ni(0) and an
alcohol.” To increase the utility of hydroalkylation reactions of
dienes, we have been working on hydroalkylation reactions
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reactions feature mild conditions and a wide substrate scope, and the utility of the reaction products is
demonstrated by the preparation of an activator of soluble guanylate cyclase.

with different kinds of alkyl carbon nucleophiles. Recently, Li
and co-workers reported an elegant umpolung strategy that
uses hydrazones as alkyl carbanion equivalents in C-C
coupling reactions with various electrophiles.® Inspired by
this work, we have now developed a protocol for nickel-
catalyzed hydroalkylation reactions of dienes with hydra-
zones as alkyl carbon nucleophiles. In addition, when a,f-
unsaturated hydrazones were used, we unexpectedly develop
an efficient hydroalkenylation of dienes, providing 1,4-skip-
ped diene products with high yield and regioselectivity
(Scheme 1c).

Previous reports
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Scheme 1 Transition-metal-catalyzed allylic C-C bond formation
using 1,3-dienes and carbon nucleophiles.
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Results and discussion

We began by investigating the reaction of phenylbutadiene (1a)
and phenyl hydrazone (2a, 1.5 equiv.) using a Ni(COD),/DTBM-
SEGPHOS catalyst under the previously reported hydroalkylation
conditions (Table 1).° Reaction in EtOH in the presence of cata-
lytic ‘BuOLi (10 mol%) afforded 1,2-hydroalkylation product 3a in
13% yield and 1,4-hydroalkylation product 3a’ in 1% yield (entry
1). In an attempt to improve the yield of 3a and prevent the 1,4-
hydroalkylation reaction, we explored various other ligands
(entries 2-9). We were delighted to find that the electron-deficient
ligand tris[4-(trifluoromethyl)phenyl]phosphine not only gave the
best yield of 3a (85%) but also showed high regioselectivity (1,2-/
1,4-hydroalkylation > 20 : 1, entry 9). Control experiments showed
that ‘BuOLi was crucial for the reaction; the yield and the regio-
selectivity were lower in the absence of the base (entry 10), but
increasing the amount of ‘BuOLi to 1 equiv. resulted in no
improvement in the yield or selectivity (entry 11). Screening of
other alcohol solvents showed that EtOH was the best choice
(compare entry 9 with entries 12-14). Finally, when the amount of
the diene substrate was increased to 2 equiv., the yield of the
hydroalkylation reaction increased to 92% (entry 15).

Under the optimal reaction conditions (Table 1, entry 15), we
evaluated various 1,3-dienes 1 in reactions with aryl hydrazone

Table 1 Hydroalkylation of la with 2a. Optimization of reaction
conditions®

. 2 . Ni(COD), (10 mol %) Ph
N ) 2 L (12 mol %)
Py > ' Ph additives (10 mol %) Ph/\)iMe PR NEN"py
1a 2a solvent, 80°C, 8 h 3a (1,2-addition) 3a' (1,4-addition)

Entry  Ligand Additive  Solvent  Yield” (%) 3a/3a’‘
1 DTBM-SegPhos  ‘BuOLi EtOH 13 13:1
2 DPPP ‘BuOLi EtOH 18 9:1
3 DPPB ‘BuOLi EtOH 65 18:1
4 DPPPe ‘BuOLi EtOH 62 18:1
5 DPPF ‘BuOLi EtOH 58 9:1
6 PCy, ‘BuOLi EtOH 33 3:1
7 PPh, ‘BuOLi EtOH 64 11:1
8 P(4-OMeC¢H,);  ‘BuOLi EtOH 81 9:1
9 P(4-CF;CcH,); ‘BuOLi EtOH 85 >20:1
10 P(4-CF3C6H,); None EtOH 30 6:1
114 P(4-CF;CeH,); ‘BuOLi EtOH 85 >20:1
12 P(4-CF;3C6H,); ‘BuOLi MeOH 28 11:1
13 P(4-CF;CeH,); ‘BuOLi "PrOH 80 >20:1
14 P(4-CF;C6H,); ‘BuOLi ‘ProH 71 16:1
15¢ P(4-CF3C6H,); BuOLi EtOH 95 (92) >20:1

% Reaction conditions: 1a (0.1 mmol), 2a (0.15 mmol), Ni(COD), (0.01
mmol), ligand (0.012 mmol for monodentate ligand, 0.01 mmol for
bidentate ligand), additive (0.01 mmol), solvent (0.75 mL) at 80 °C for
8 h. ?'H NMR yields of major isomer 3a using 1,3,5
trimethoxybenzene as internal standard. ° Regioselectivity (ratio of
1,2- and 1,4-hydrogenation products) was determined by 'H NMR
analysis of reaction mixture. ¢ Additives: 1.0 equivalent. ©1a (0.2
mmol), 2a (0.1 mmol)./ Isolated yield in the parentheses. DPPP = 1,3-
bis(diphenylphosphino)propane; DPPB = 1,4-bis(diphenylphosphino)
butane; DPPPe = 1,5-bis(diphenylphosphino)pentane; DPPF = 1,1'-
bis(diphenylphosphino)ferrocene.
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(2a or 2g) (Table 2). Terminal dienes with para-substituted
aromatic rings (1b-1f) afforded the desired hydroalkylation
products in high yields (80-95%) with excellent regioselectivity
(=20: 1); dienes with electron-donating substituents such as
OMe (1d) and NMe, (1e) gave slightly lower yields than dienes
with electron-withdrawing substituents. Terminal dienes with
meta- and ortho-substituted aromatic rings (1g-1i) also reacted
smoothly with 2a to afford the corresponding hydroalkylation
products, although diene 1g, which has two meta OMe groups,
gave only a moderate yield of 3g (64%). Diene 1i, which has an
ortho Me group, showed lower regioselectivity (10 : 1). In addi-
tion, furyl diene 1j and thienyl diene 1k also worked well in the
reaction with 2a, affording good yields of the expected products
with excellent regioselectivity. We were delighted to find that
internal aromatic dienes 1l-1r were also suitable substrates;
a variety of functional groups in the internal dienes, including
an ester (1n), ethers (10 and 1p), an amine (1q), and an acetal
(1r), were tolerated under the reaction conditions. It is worth
mentioning that the Z/E configuration of the aromatic dienes
had no effect on the yield or regioselectivity of the reaction (see
ESIT). In addition to aromatic dienes, aliphatic dienes 1s and 1t
were also examined in the reaction with 2g and found to afford
1,2-hydroalkylation products 3s and 3t, in good yields (80% and

Table 2 Hydroalkylation of dienes with hydrazone 2a%?

5 NNH, Ni(COD), (10 mol %) Ph
RISNASR B P(4-CF3CgHy)3 (12 mol %) N R 4+ i~ P
e AL NN e
L BuOLi (10 mol %) R R R? P
1 2a EtOH (1.5mL), 80 °C, 8 h 3 ¥
0.4 mmol 0.2 mmol
terminal 1,3-dienes Ph Ph
Ph
/@/\I Mee A Me x Me
Me
R
OMe Me
R=H 3a, 92% yield, >20:1 3g, 64% yield, >20:1 3h, 90% yield, >20:1
R=Me  3b, 92% yield, >20:1 it i
R=F  3c, 95% yield, >20:1 R
R=0Me 3d, 83% yield, >20:1 N S
R=NMe;, 3e, 80% yield, >20:1 Me > Me
R=CF3  3f, 95% yield, 20:1 \_x
Me

X=0,
X=8,

3j, 76% yield, >20:1

i, 819 .
3i, 81% yield, 10:1 3K, 96% yield, >20:1

internal 1,3-dienes

Ph Ph Ph
@LR ©A\)/\/\/COZE‘ ©/\)/\A/\0TBS

R=Me 3l, 83% yield, 20:1
R=Ph 3m, 69% yield, >20:1

©/\)/\M05n ©A)/\AANK/>O

3p, 83% yield, >20:1

3n, 72% yield, 10:1 30, 69% yield, >20:1

Ph
OMe
A
OMe
3q°, 69% yield, >20:1 3r, 75% yield, >20:1

aliphatic 1,3-dienes

CO,Et CO,Et
N Me N Me
BnN

3s% 80% yield, 8:1 3t9, 70% yield, 13:1

% Reaction conditions: 1 (0.4 mmol), 2a (0.2 mmol), Ni(COD), (0.02
mmol), P(4-CF3C¢H,); (0.024 mmol), ‘BuOLi (0.02 mmol), EtOH (1.5
mL) at 80 °C for 8 h. Isolated yields. Regioselectivity was the ratio of 3
to 3/, which was determined by "H NMR analysis of the product. * Z/E
configuration of aromatic dienes had no effect on the yield and
selectivity of the reaction (see ESI). ¢ 1 (0.2 mmol), 2a (0.3 mmol). ¢ E-
isomer of aliphatic diene as starting material, DPPPe as the ligand.

This journal is © The Royal Society of Chemistry 2019
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70%, respectively) with good regioselectivities (8 : 1 and 13 : 1,
respectively) when the diphosphine ligand DPPPe was used.

We next examined the scope of the reaction with respect to
the hydrazone substrate by carrying out reactions of various
hydrazones 2 with phenylbutadiene (1a) (Table 3). Many
substituted benzaldehyde hydrazones gave good to high yields,
and excellent functional group compatibility was observed,
demonstrating the benefit of using hydrazones as nucleophiles
in this hydroalkylation reaction. For example, hydrazone 2g,
which has an ester group that would not be tolerated in reac-
tions with organometallic reagents, gave corresponding product
4g in 89% yield with >20:1 regioselectivity. Base-sensitive
trimethylsilyl-substituted hydrazone 2h did not decompose
under the reaction conditions. The remarkable compatibility of
the reaction with substrates containing heterocycles (pyridine,
quinoline, pyrrole, furan, and thiophene; 21-2q) showed the
potential utility of this protocol for the synthesis of natural
products. In addition, the hydrazone derived from aromatic
ketone 2r was also a viable substrate, although the reaction
conditions had to be modified slightly and the diaster-
eoselectivity was low. Note, however, that no hydroalkylation
products were obtained from reactions with hydrazones derived
from aliphatic ketones or aldehydes.

We also explored reactions between 1,3-dienes 1 and a,f-
unsaturated hydrazones 5 (Table 4). Surprisingly, a completely
different hydroalkenylation product, 1,4-diene 6a, was obtained
from the reaction of 3-phenylallylidenehydrazine (5a) with
phenylbutadiene (1a); clearly, the double bond of 5a had
migrated during the reaction. 1,4-Dienes, which are widely
found in natural products and are important building blocks in
organic synthesis,” are usually prepared by transition-metal-
catalyzed allylic substitution reactions with stoichiometric
amounts of alkenylmetal reagents.'® The reaction between 1a

Table 3 Hydroalkylation of diene 1a with various hydrazones 2¢

" e CFecatas (12 moi%) A/\[
3CeHa)3 mol %) /\/\)\
PhM + RT
‘BUOLi (10 mol %)
1a 2 EtOH (1.5mL), 80 °C, 8 h
0.4 mmol 0.2 mmol

) B 99
S
Ph S Me Ph' A Me Ph \ Me Ph Me

4k, 90% yield, 20:1

R=Me d4a, 85% yield, >20-1 4i,75% yield, 20:1 4], 73% yield, >20:1
R=CF; 4b, 87% yield, >20:1
R=F  dc,78% yield, >20:1
R=CN  4d, 64% yield, >20:1

R=MeO de, 74% yield, >20:1
R=SMe 4f, 93% yield, 13:1
R = CO,Et 4g, 89% yield, >20:1
R=TMS 4h, 87% yield, 17:1

= A N /‘
N \‘ \N
Ph " e PN e PN e

4m, 79% yield, 17:1

H@
Ph e

4rb, 58% yield, 1.6:1 dr, >20:1

41, 83% yield, 17:1

N(ﬁ M(D
N X
Me 'Y

Ph’ ~ Me Ph Me

X =0 4p, 82% yield, >20:1
X=S$ 4q, 83% yield, >20:1

4n, 44% yield, >20:1

40, 60% yield, >20:1

% Reaction conditions: 1a (0.4 mmol), 2 (0.2 mmol), Ni(COD), (0.02
mmol), P(4-CF;C¢H,); (0.024 mmol), ‘BuOLi (0.02 mmol), EtOH (1.5
mL) at 80 °C for 8 h. Isolated ylelds Regioselectivity was the ratio of 4
to 4, which was determined by 'H NMR analysis of the product. ? 1a
(0.2 mmol), 2r (0.3 mmol), Ni(COD), (0.02 mol), PBn; (0.024 mmol),
‘BuOLi (0.02 mmol), EtOH (1.0 mL) at 80 °C for 8 h.
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Table 4 Hydroalkenylation of dienes with «,B-unsaturated
hydrazones®
NNH, Ni(COD), (10 mol %) R?
I o207 RN

‘BuOLi (10 mol %) R 6

1 EtOH (1.5 mL), 80 °C, 8 h

0.4 mmol

OMe Me Me
e Me oA~ oA Me
NP PP Ph Ph
P Ph Ph Me

6a, 55% yield

/\H/@

6e, 62% yield

0.2 mmol

6b, 63% yield

Me Me
Me Phw

6f, 83% yield 69, 55% y\eld 1:1 dr

6c, 75% yield, 1.5:1 dr 6d, 84% yield

6h®, 65% yield

Ve Me Me Me
oA Me w <0 SN
Z
Ph
o NN Ph o

6%, 81% yield 6j, 71% yield, 1.3:1 dr 6k, 48% yield

Me Me
O NS S NS
\ )

6m?®, 73% yield 6n®, 72% yield

61°, 70% yield

¢ Reaction conditions: 1a (0.4 mmol), a,B-unsaturated hydrazones 4(0.2
mmol), Ni(COD), (0.02 mmol), P(4-CF;C¢H,); (0.024 mmol), ‘BuOLi
(0.02 mmol), EtOH (1.5 mL) at 80 °C for 8 h. Isolated yields.
Regioselectivity was determined by "H NMR analysis. * 1a (0.2 mmol),
a,B-unsaturated hydrazones 4 (0.4 mmol).

and 5a avoids the preparation of alkenylmetal reagents and can
occur under mild conditions, thus providing an effective
method for the construction of 1,4-dienes." As shown in Table
4, a variety of substituted 1,4-dienes were synthesized by reac-
tions of 1,3-dienes with hydrazones. o,B-Unsaturated hydra-
zones derived from cinnamaldehyde (6a-6¢ and 6e), acyclic
enals (6d, 6f, and 6g), and cyclic enals (6h-6n) were amenable to
this protocol, particularly noteworthy are the reactions of the
natural-product-derived enals citral (6g) and perillaldehyde (6j).
In addition, the internal diene 6k, and the heteroaromatic
dienes 6m and 6n also worked well, giving 1,4-diene products.

To demonstrate the utility of the protocol, we synthesized
dicarboxylic acid 8, a soluble guanylate cyclase activator that is
used to treat cardiovascular diseases.'? Specifically, the reaction
of diene 1u and hydrazone 2g under the standard conditions
afforded hydroalkylation product 7 (76%), which could be
hydrolyzed to afford desired dicarboxylic acid 8 in total 72%
yield (Scheme 2). This two-step Ni-catalyzed hydroalkylation
process represents a considerable improvement over the previ-
ously reported synthesis of 8, which requires multiple steps.***

Ni(COD), (10 mol %)

e COE J@hw“z _PU-CFoCat)s (12 mol %)
EtO,C BUOLi (10 mol %)
1u 29 EtOH (0.1 M), 80 °C, 8 h
1.5 equiv 3.2 mmol
! CO,Et i CO,H
OMe OMe

NaOH (2.0 M in H,0)

THF/EtOH (1:1)
rt, overnight

CO,Et coH

90
Guanylate cyclase activator
8, 0.88g, 95% yield

-

7, 1.06g, 76% yield

Scheme 2 Synthesis of guanylate cyclase activator 8.
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Ni(COD); (10 mol %) : 71°D

NNH, P(4-CF3CeHy)s (12 mol %) /v\t /\/Y
1a + R . — @
A 102D o

Ph” H ‘BuOLi (10 mol %)
2a EtOD, 80°C,1h (unreacted)
71% yield 32% recovery
106D
Ni(COD), (10 mol %) CHy  «07D
1a + /\)M\e P(4-CF3CgHa)3 (12 mol %) sokoziins PhM(H
T | * D ®
HNN Me  ‘BuOLi (10 mol %) Mo H=<00sD
5d EtOD, 80°C,1h 6d (unreacted)
67% yield 28% recovery
Ni(COD), (10 mol %) H<710D
NNH,  P(4-CF3CgHy)s (12 mol %) PhH
1a + - 5 (©)
P D ‘BuOLi (10 mol %) PR " CH, < 0D
P EtOH, 80 °C, 8 h -
90% yield

Scheme 3 Deuterium-labeling experiments.

To gain insight into the reaction mechanism, we conducted
deuterium-labeling experiments in EtOD (Scheme 3a-3c). The
hydroalkylation and hydroalkenylation reactions were carried
out in EtOD and stop the reactions at 1 hour. In the hydro-
alkylation (Scheme 3a), one deuterium is incorporated into the
methyl group, one deuterium into the benzyl position of
product 3a. In the hydroalkenylation (Scheme 3b), one deute-
rium is incorporated into the methyl group, and 0.7 deuterium
into the newly formed allylic position of product 6d. Notably,
the unreacted diene 1a only contains <0.05 deuterium in both
reactions, which implies that the addition of Ni-H bond into
the diene is irreversible in the reaction. Finally, when deuter-
ated hydrazone 2a’ was allowed to react with phenyldiene 1a,
deuterium was observed only at the benzyl position of product
3a (Scheme 3c), which means that the reaction did not involve
cleavage of the C-H bond at the benzyl position of hydrazone.*

On the basis of the aforementioned experimental results and
previous reports,*® we propose the mechanism shown in
Scheme 4. First, oxidative addition of EtOH to Ni(0) generates
Ni-H intermediate A, which adds to diene 1a to afford m-allyl-
nickel intermediate B. A ligand exchange reaction between B
and the diazene anion generated from hydrazone 2a forms

o %
PRN"Me phW(Me
;\ /_!d -
Ar; P
ArgP INi] + PAr i /VL

N > ph reductive reductive

g elimination EtO—H elimination v
Ph” e Ph/\_/\Me
D D
N, N
O-H bond
H oxidative o
3 addtion N"[\l \t' Me
o ArsP. 'y /Me
ArsP, " ®
3 N\ I)\ Hydroalkylation Hydroalkenylation \Ni)\/L
N o
P e Ph N Me
c
EtO” %\ /% EtO”
PAr
NH Arﬁp\m Ni : AR OFf e
2 —Ol —OEt =
N /\‘/\ hydromelallatlon E0” TH hydrometallation . '\\“ s HN:N/\%Me
Ph Me Ph " Me
WBase - L B Base
PR Ph Y Me
N 1a 1a
| N\ AP e
Ph 2a 5d

Scheme 4 A proposed mechanism.
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intermediate C. In the presence of base in the protic medium,
expulsion of nitrogen and protonation of the intermediate C
occur to provide intermediate D." A reductive elimination
reaction of D delivers hydroalkylation product 3a and regener-
ates the Ni(0) catalyst.”® Similar steps are involved in the
hydroalkenylation reaction. Specifically, reaction of the diazene
anion generated from a,B-unsaturated hydrazone 5d with -
allylnickel intermediate B forms intermediate C’. Expulsion of
nitrogen from C' via a 1,5-sigmatropic migration gives alkenyl-
Ni intermediate D’,***** which undergoes a reductive elimina-
tion reaction to form hydroalkenylation product 6d.

Conclusions

In summary, we have developed a protocol for nickel-catalyzed
hydroalkylation reactions of dienes with hydrazones, and this
protocol provides a new method for hydroalkylation reactions
using hydrazones as alkyl carbon nucleophiles. In addition, we
developed a protocol for hydroalkenylation of dienes with «,f-
unsaturated hydrazones, providing a new synthetic route to 1,4-
dienes. These hydrofunctionalization reactions feature mild
conditions and a wide substrate scope, and the products are
versatile building blocks for organic synthesis, as demonstrated
by the preparation of soluble guanylate cyclase activator 8.
Works on the development of asymmetric version of the reac-
tions and exploration of their mechanisms are currently
underway in our laboratory.
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