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o,3-Unsaturated ketones and cyclopropyl ketones under-
go palladium-catalyzed hydrosilylation with hydrosilanes
to yield (Z)-silyl enolates.

Silyl enolates are extremely useful and valuable reagents
for carbon—carbon bond formation in organic synthesis.'
Nowadays, transition-metal-catalyzed 1,4-hydrosilylation
of a,B-unsaturated carbonyl compounds is one of the most
powerful methods to synthesize silyl enolates. Although
some examples of 1,4-hydrosilylation of a.f-unsaturated
carbonyl compounds catalyzed by Rh,” Pt,” Cu,* and B-
(C6F5)35 are known, the stereoselectivities are not satisfac-
tory in the cases of acyclic enones>* and 1,2-hydrosilylation
competes in some cases.” Hence, the highly selective synthe-
sis of (Z)-silyl enolates remains a challenge.

Herein, we report that a combination of palladium
acetate and tricyclohexylphosphine (PCys) is effective for
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SCHEME 1. Palladium-Catalyzed Reaction of Chalcone with
Hydrosilane

o)
Pd(OAc), (5 mol%) .
Ph)’\/\ pn  PCys (10mol%) OSiMe;Bu
1a toluene, 60 °C, 10 h Ph Ph
+ 2a
BuMe,SiH 94%, Z only

1,4-hydrosilylation of o,f-unsaturated ketones with
hydrosilanes yielding silyl enolates with high Z selectivity.
Treatment of chalcone (1a) with ‘BuMe,SiH in the presence
of a palladium/tricyclohexylphosphine catalyst in toluene
at 60 °C afforded (Z)-silyl enolate 2a in 94% yield
(Scheme 1).°

A variety of o, f-unsaturated ketones were subjected to the
reaction, and the results are summarized in Table 1. The
electronic nature of the aryl group at the S-position had little
effect on the yields of 2 (entries 1 and 2). The substituents
R and R’ are not limited to aryl groups (entries 3—5), and
aliphatic ketone 1f could undergo efficient 1,4-hydrosilyla-
tion. Heteroaromatic rings were compatible with the reac-
tion conditions (entries 6 and 7).

We then examined the scope of hydrosilanes. Upon treat-
ment of chalcone with PhMe,SiH, an excellent yield of the
corresponding product 2i was obtained (entry 8). While the
reaction with Et;SiH gave 2j** smoothly (entry 9), no reac-
tion took place with ‘Pr;SiH (entry 10).

In contrast to the reactions of acyclic ketones, the reaction
of 2-cyclohexenone with ‘BuMe,SiH gave silyl enolate 2/ in
very low yield, even when the reaction temperature was
raised to 80 °C (Scheme 2). Moreover, we obtained trace
amounts of the desired products when f,3-disubstituted or
a-substituted enones were employed.

On the basis of the fact that the reactivities of acyclic
ketones and cyclohexenone are different, a plausible me-
chanism is proposed in Scheme 3. Formation of oxapallada-
cycle intermediate A would occur by oxidative cyclization of
the a.B-unsaturated ketone with palladium(0).” Competitive
oxidative addition of the hydrosilane to palladium(0)®
should be relatively slow, otherwise cyclohexenone would
react as smoothly as acyclic enones by the conventional 1,4-
hydrosilylation process. Transmetalation between A and the
hydrosilane would then take place to give alkylpalladium
intermediate B, which bears a silyl enolate moiety. Reductive
elimination produces the silyl enolate with regeneration of
the initial palladium(0) complex.

We could not eliminate the pathway that involves oxida-
tive addition of the hydrosilane to palladium(0), 1,4-hydro-
palladation, reductive elimination because in the case of
cyclic 1i (Scheme 2), which would be able to form an
oxapalladacycle, a low yield of 2/ was obtained. Conse-
quently, both mechanisms could be in competition in the
case of acyclic a,f-unsaturated ketones.
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TABLE 1.  Scope of o,3-Unsaturated Ketones

o}
)J\/\ Pd(OAc), (5 mol%)

R R' PCys (10 mol%)
1 RM R

+ toluene, 60 °C, 10 h
Si-H (2)-2

entry substrate Si 2

o)
1 Ph)J\/\@ b ‘ByMe,Si  2b 77
OMe

0
2 Ph)m 1c  ‘BuMe,Si 2¢ 71
CFs
o}

‘BuMe,Si 2d 65

t : b
4 WcaHy BuMe;Si  2e 95
R

yield(%)"

o
5 )I\/\CH 1 ‘BuMesSi  2f 2
5111
o
S Z2
6 @S)k/ Ca7 19 guMe,si 2g 99
(@]
A 2
7 | Caz 1h ByMe,Si  2h 50°
N
0
8 Ph)l\/\ph 13 piMesi 2 99
o
9 ph)\/\Ph 1a Et;Si 2j 68°
o
10 Ph)‘\/\Ph 1a "Pr;Si 2k NR.

“solated yields. *Z/E=96:4. ‘Z/E=94:6. “Z/E=99:1.

The implication of the formation of the oxapalladacycle
intermediate led us to investigate the reaction of cyclopropyl
ketones as well. Very recently, we reported a nickel-catalyzed
borylative ring-opening reaction of aryl cyclopropyl ketones
with bis(pinacolato)diboron yielding synthetically useful
4-oxoalkylboronates (Scheme 4, eq 1).* This reaction in-
cludes the formation of an oxanickelacycle as a key inter-
mediate by oxidative cyclization of cyclopropyl ketone
with nickel.” In the course of this study, we found that
palladium was also effective for the oxidative cyclization
of cyclopropyl ketones, and we decided to investigate a
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SCHEME 2. Reaction of Cyclic a,3-Unsaturated Ketones

i Pd(OAc), (5 mol%) OSiMe,Bu
PCyz (10 mol%
| + BuMe,SiH s ( °)
toluene, 80 °C, 16 h
1i b

21% NMR yield

SCHEME 3. Plausible Mechanism for Acyclic o,3-Unsaturated
Ketones

Si-Pd'-H
A
 Si-H
OSi Pd° )O]\/
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Si-H

SCHEME 4. Ring-Opening Reaction of Cyclopropyl Ketones

Reference 8

Q Ni® cat. o’Ni" Bopin, Ht 2
F’h)K7 Oxidative /&j Ph)l\/\ M
= Ph Bpin

Cyclization
Our initial hypothesis
PdO cat. o pd! R3SiH OSiRz
Ph - T ph @
R Ph

palladium-catalyzed hydrosilylative ring-opening reaction
(Scheme 4, eq 2).

Indeed, treatment of cyclopropyl phenyl ketone (3a) with
‘BuMe,SiH in the presence of palladium/tricyclohexylpho-
sphine and a small amount of MeOH as an additive in
toluene at 60 °C afforded the corresponding silyl enolate
2din 93% yield with high Z selectivity (Table 2, entry 1). This
result encouraged us to examine the scope of various cyclo-
propyl ketones in the reaction, which is summarized in
Table 2.

The reactions of 3b and 3¢ with Et;SiH gave 2m and 2n in
81% and 72% vyields, respectively (Table 2, entries 2 and 3).
The use of 3d having an ester group afforded silyl enolate 20
in 87% yield (entry 4). Treatment of 3a with Et3SiH instead
of ‘BuMe,SiH yielded 2p**¢ with a slightly inferior result
(entry 5). To our delight, alkyl cyclopropyl ketones partici-
pated in the hydrosilylation, even though they were unreac-
tive in the nickel-catalyzed borylation (entries 6—9).° In the
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TABLE 2.  Scope of Cyclopropyl Ketones

Pd(OAc), (10 mol%)
o PCys (20 mol%) osi

MeOH (25 mol%)
R + Si-H

toluene, 60 'C, 10 h R
3 (2-2
entry R Si 2 yield (%)*
1 Ph (3a) ‘BuMe,Si 2d 93f
2 4-MeCgHy (3b) Et;Si 2m 81°
3 4-MeOCgH, (3¢) Et5Si 2n 72°
4 4-EtOC(0)CgH,4 (3d) Et;Si 20 87
5 Ph (3a) Et,Si 2p 8 1°
6 Me (3e) Et;Si 2q )< "
7 Me (3e) ‘BuMe,Si 2r 79‘
8 PhCH, (3f) Et5Si 2s )‘ 4
9 PhCH, (3f) ‘BuMe,Si 2t

“Isolated yields. *Z/E = 99:1. “"NMR yields. ‘At 80 °C.

SCHEME 5. Reaction of Disubstituted Cyclopropane

0 Pd(OAc), (10 mol%) )
% PCys (20 mol%) OSiEts  E.8i0
Ph . MeOH (25 mol% )\)\
"Ph (25 mol%e) PhM " ph Ph
3g toluene, 80 °C, 6 h Ph
+ 2u 2u'
EtgSiH 70%, 2u/2u' = 94/6

reactions of alkyl cyclopropyl ketones 3e and 3f, ‘BuMe,SiH
was more reactive than Et;SiH. Benzyl cyclopropyl ketone
(3f) was transformed to the corresponding enolate 2t, which
is difficult to synthesize by using known methods.'® In all
cases, we could prepare silyl enolates with high Z selectivity.

When cyclopropyl ketone 3g having an additional sub-
stituent on the cyclopropane ring was used, the hydrosilyla-
tive ring-opening reaction of 3g predominantly gave 2u
through selective cleavage of the most substituted C—C bond
(Scheme 5).

To study the reaction mechanism in detail, the reaction of
cyclopropyl phenyl ketone with deuterated silane, Et;SiD,'!
was examined. Contrary to our expectations (Scheme 4, eq 2),
deuterium was introduced into the -position (Scheme 6).

Accordingly, we propose the reaction mechanism
as follows (Scheme 7). Oxidative cyclization of the cyclopro-
pyl ketone to palladium(0) gives six-membered oxapal-
ladacycle intermediate A’. The subsequent f-hydride elim-
ination generates palladium hydride species B’. Intra-
molecular hydropalladation would occur rapidly to afford
five-membered oxapalladacycle intermediate C’' analogous
in the case of a,B-unsaturated ketones. Although the release
of 1d and palladium(0) might be possible, they could be
converted smoothly to the five-membered oxapalladacycle
intermediate C’ reversibly.'? The remaining steps are similar
to those of the proposed mechanism outlined in Scheme 3.

Although the role of MeOH is not clear at this stage, the
reaction required MeOH to achieve a high yield. We suspect
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SCHEME 6. Reaction of Cyclopropyl Ketone with Et;SiD

o) Pd(OAC), (10 mol%) .
Et;SIO D
PCys (20 mol% 3
Ph + Et,SiD Ys (20 mol%) A
(92% D) toluene, 80 °C, 10 h Ph
3a 2p-D
77% (52% D) by NMR

SCHEME 7. Plausible Mechanism for Cyclopropyl Ketones

OSi 0OSi H 0}
Ph/‘w Ph/J\/K Ph%

5 \Qa

Reductive Oxidative

not formed
Elimination  Cyclization pd'"
0Si Pd'H /ij
phM Ph
D'
Et,SiH Transmetalation B-H elimination

j\/ o-Pd" orPH
2 Hydropalladation
Y ‘_ph/@\ PhM
| N~ !
Pd? ¢ B
it may activate hydrosilane species as a Lewis base and
promote transmetalation.'?

In 1999, Slough et al. reported a rhodium-catalyzed
hydrosilylation of cyclopropyl phenyl ketones with Ets-
SiH.'" Since they observed silyl ether 5 (Scheme 7), in
addition to E/Z mixtures of silyl enolates, they proposed a
different mechanism in which occurred oxidative addition of
Et3SiH to rhodium complex followed by 1,2-hydrosilylation
of a cyclopropyl ketone. Although no generation of silyl
ether 5 was observed in our case, the mechanism they
proposed could not be excluded as a possibility.

In summary, we have developed a new hydrosilylation
reaction under palladium catalysis by using o,S-unsaturated
ketones or cyclopropyl ketones as substrates, which allows
the highly Z selective synthesis of silyl enolates.

Experimental Section

Typical Procedure for Synthesis of Silyl Enolate. Pd(OAc), (5.6
mg, 0.025 mmol) and PCyj; (14 mg, 0.05 mmol) were placed in a 20-
mL reaction flask under argon. After toluene (1.5 mL) was added at
0 °C, the resulting solution was stirred for 10 min. Chalcone (1a)
(104 mg, 0.50 mmol) and ‘BuMe,SiH (0.16 mL, 1.0 mmol) were then
added. The mixture was allowed to warm to 60 °C and stirred for
10 h. The reaction mixture was filtered by alumina (Wako, activated),
and the filtrate was concentrated in vacuo to afford an oil. The crude
oil was purified on silica gel (Kanto Chemical, silica gel 60N, hexane)
by using a dry ice/acetone-jacketed chromatographic column to
yield 2a (152 mg, 0.47 mmol) in 94% yield. (Z)-1-tert-Butyldimethyl-
siloxy-1,3-diphenyl-1-propene (2a) IR (neat) 2930, 2857, 1647, 1493,
1390, 1254, 1006, 939, 668 cm ™ '; 'TH NMR (CDCLy) 6 0.01 (s, 6H),
1.03(s,9H),3.60(d, J=7.5 Hz 2H),5.32(t,J=7.5Hz 1H), 7.20
(t,J=6.5Hz, 1H), 7.24—7.32 (m, 7H), 7.49 (d, J=17.5 Hz, 2H);

(11) Et3SiD were obtained according to the literature procedure: Caseri,
W.; Pregosin, P. S. J. Organomet. Chem. 1988, 356, 259-269.

(12) In the absence of triethylsilane, Pd-catalyzed isomerization of cyclo-
propyl ketone to a.fB-unsaturated ketone indeed took place although the
resulting a.,f-unsaturated ketone immediately underwent dimerization in
situ as reported previously (ref 9).
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13C NMR (CDCl5) 6 —3.9, 18.3,25.9, 32.3, 110.3, 125.8, 126.0,
127.6, 127.9, 128.3, 128.4, 139.5, 141.6, 150.0; HRMS (EI)
found 324.1911 [M1], caled for C»;H,30Si 324.1909
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