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ABSTRACT

OMe g mol % PA(IPr)(OTs),
OAc 25 mol % Cu(OTf), OAc Ar
= ,
v DMA, O,, 3AMS, it g Ar
1 0.1M, 16 h 3c
(98% ee) SnBuy (98% ee)
2b (3 equiv)

Evaluation of the scope of a Pd'-catalyzed oxidative 1,1-diarylation reaction of terminal olefins using aryl stannanes is reported. The reaction
is shown to be tolerant of functionality commonly encountered in organic synthesis; however, the reaction outcome was found to be dependent
on the nature of the aryl stannane used. A mechanistic rationale for the observation of this influence is provided.

The rapid introduction of molecular complexity through the
formation of multiple carbon—carbon bonds in a single
synthetic step can be a powerful tool for organic chemists.
In order to accomplish this using palladium catalysis, the
interception of reactive Pd"-alkyl intermediates is typically
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required prior to B-hydride elimination.*~® Recently, we
reported a catalytic system that installs two aryl groups on
an olefin substrate (Scheme 1a).” The proposed mechanism
of this reaction is similar to that of the oxidative Heck
reaction®® in that after initial transmetalation an alkene inserts
into the Pd—aryl bond. Critica to the success of the
diarylation reaction is the exploitation of the stability of the
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Scheme 1. Diarylation of Styrenes
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proposed Pd-7-benyzl intermediate A.'° This interaction
slows f-hydride elimination, alowing for a second trans-
metalation, ultimately delivering the 1,2-diarylation product.

During this study, an interesting byproduct was observed
arising from A dipping to an »* Pd-alkyl (Scheme 1c),
followed by $-hydride elimination and ol€fin reinsertion to
give a new Pd-z-benzyl D. This is proposed to undergo a
second transmetal ation followed by reductive elimination to
give the 1,1-diarylation product. The observation of alinear
free energy relationship between the electronic nature of the
styrene substrates and the ratio of these two products revealed
the reaction’s high level of sensitivity to the stability of
st-benzyl intermediates. This led to the hypothesis that alkyl-
substituted olefins would give exclusively 1,1-diarylated
products, since the substrate cannot provide s-benzyl sta-
bilization, but this interaction would be accessible with the
arene originating from the aryl stannane via palladium
migration. To evaluate this hypothesis, nonene was subjected
to the conditions optimized for 1,2-diarylation of styrenes,
and this indeed resulted in the formation of the expected
1,1-diaryl product 3a (Scheme 2).”® The proposed mechanism
for this reaction is initiated by a Heck insertion, followed
by -hydride elimination to give F. Hydride insertion at the
position /3 to the arene gives G, which can be stahilized as
a z-benyzl intermediate. A second transmetalation is pro-
posed to occur followed by reductive elimination to provide
the 1,1-diarylation product. Since the diarylmethine core
structure is a common motif in biologically active com-
pounds,** we believed it would be valuable to pursue this
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Scheme 2. 1,1-Diarylation of Nonene
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initial result and to determine the scope and limitations of
this new methodology.

Using the optimal conditions previously reported, this
reaction was found to be quite tolerant of functional groups
commonly encountered in organic synthesis (Table 1). A

Table 1. Scope of 1,1-Diarylation

4 Cl/\Hg\(Ar 70 !

OMe g 161 % PA(IPrYOTs),
25 mol % Cu(OTf),
R +
1b-h DMA, O,, 3AMS, 1t 3b-h
0.1M,16-22h
SnBujz
2b (3 equiv) OMe
entry product % yield® : entry product % yield®
oTBS :
Ar |
1 @N\V 25 w YN &
w i i A
OAc Ar I
Ar P8 ©/\)\Ar
3c : 3g
(@] Ar '
Ar . 27
3d 5 NC/\)\ r
: 3h

2 Ar = p-MeOCgHj,. Yield is the average of two experiments performed
on 0.5 mmol scale. Theremainder of the mass balance islargely an oxidative
Heck product, which was not quantified for these reactions. ® Isolated as a
7.2:1 mixture with 1,3-diaryl product.

substrate bearing a protected homoallylic acohol leads to a
good yield of the desired product (3b). Similarly, a protected
allylic alcohol (3c) undergoes the diarylation reaction cleanly
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with no products derived from Pd-sz-allyl chemistry observed.
Substrates containing a ketone (3d) and an ester (3c) are
well tolerated, as are primary chlorides (3€). A substrate with
a distal free alcohol resulted in moderate yields of the 1,1-
diarylation product (3f), and alyl benzene gives ahigh yield
of diarylation products as a mixture of regioisomers (3g).
Allyl cyanideis apoor substrate for this reaction, providing
a 27% yield (3h). Importantly, an enantioenriched sample
of 1c suffered no erosion in enantiomeric excess when
converted to 3c using these conditions (eq 1).

Next, the scope of the aryl stannane component of the
reaction was evaluated (Table 2). The reaction proceeds well

Table 2. Scope of 1,1-Diarylation

6 mol % Pd(IPr)(OTs),

OTBS R
©)\/\ /@ 25 mol % Cu(OTf),
DMA, O,, 3AMS, rt
BuzSn 3 eqﬁ’.v) 0.1M,16-72h
oTBS oTBS
- |
Ph )\/\/ Ar + Ph /K/\r Ar
oxidative diarylation pr
Heck (4a-9) (3b, 3i-3n)
entry %32 %4° entry 2 %32 %4°

i F
82 13, 4 63 18
3b  4a! 3k 4d
Bu3Sn ' BusSn
i 2a
! (¢]]
80 131 gb 46 36
3i 4b: 31 de
Bu3Sn P BusSm

' e
: 2% 26
75 91 g
Q 5 4ci O BusT ; S 3mooaf
Bu3Sn :

2Yields are the average of two experiments performed on 0.5 mmol
scale except where noted. The remainder of the mass balance isisomerized
starting material. ® One experiment performed on 0.42 mmol scale.
¢ Recovered 47% starting material.

using p-alkyl phenyl stannanes (entry 2) and PhSnBujs (entry
3). p-Fluoro phenyl stannane gave a dlightly diminished yield
of 3k, while use of more electron poor p-chloro phenyl
stannane 2e resulted in a further decrease in yield. Using
the highly electron deficient aryl stannane bearing a triflu-
oromethyl group gave very low yield with a greater amount
of the Heck product, and poor tolerance of steric hindrance
in the aryl stannane was observed (2f). The major byproduct
for these reactionsis oxidative Heck products 4, presumably
arising from Pd-dissociation from intermediate F (Scheme
2), the yields of which are also reported in Table 2.

OMe & mol % Pd(IPr)(OTs),
OAc 25 mol % Cu(OTf), OAc Ar
Ny~ ' M
f DMA, Oy, 3AMS, rt B Ar
e Lo 0.1M, 16 h 3¢
989 3 989
(98%28)  op (3 equiv) (98% ee)
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Evaluation of the scope of the aryl stannane revealed a
clear trend between the electronic nature of the aryl stannane
and theyields of both the 1,1-diarylation and oxidative Heck
products. Specifically, as the aryl stannane became more
electron-deficient, the ratio of diarylation product (3) to the
oxidative Heck product (4) decreased. Intrigued, we ques-
tioned whether there was a direct relationship between these
parameters. The ratios of 1,1-diarylation to Heck products
was determined by 'H NMR integration performed on a
mixture where the tin byproducts had been chromatographi-
caly removed. Plotting log[1,1-diarylation]/[Heck] as a
function of the Hammett parameters of 2 (o) indeed reveaed
alinear free energy relationship with p = —0.91 (Figure 1).

0.94
p-OMe -0.91

084 N ?
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Figure 1. Hammett plot.

This relationship can be explained by noting that the cationic
metal center is stabilized by the s-electrons of the aryl group
in ;r-benzyl structure G and that electron-rich arenes provide
more stability and impart alonger lifetime to this intermedi-
ate than electron-poor arenes. This slows S-hydride elimina-
tion, allowing for a second transmetalation, which resultsin
a higher ratio of 1,1-diarylation to oxidative Heck products
when electron-rich aryl stannanes are used. It is interesting
to note that despite the different products delivered by the
1,2- and 1,1-diarylation reactions, the slope of the two
Hammett plots are nearly identical (o = —0.88 for work
described in ref 7a), suggesting that they are affected to a
similar degree by the stability of Pd-zz-benzyl intermediates.
This catalyst control can presumably be manipulated by the
nature of the dative ligand and counterions on the metal for
future applications.

In conclusion, we have found that the Pd'-catalyzed
oxidative diarylation reaction of terminal olefins is tolerant
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J. F. J. Am. Chem. Soc. 2006, 128, 16010-16011.
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Locati, M.; Galiera, E.; Di Benedetto, P.; Bigilante, P.; Bertini, R;;
Allegretti, M. J. Med. Chem. 2007, 50, 3984-4002. (b) Chen, J.-J.; Chen,
P.-H.; Liao, C.-H.; Huang, |.-S. J. Nat. Prod. 2007, 70, 1444-1448. (c)
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of diverse functionality, and does not erode enantiomeric
excess in a substrate with a proximal stereocenter. The
reaction performs well using electron-rich aryl stannanes,
but yield and selectivity suffer when the aryl stannane is
electron-deficient or sterically hindered. We have reported
alinear free energy relationship quantifying this observation
and demonstrating the reaction’s high sensitivity to Pd-7-
benzyl stability. Future work will be directed toward the
development of a diarylation reaction capable of installing
two distinct aryl groups on a terminal olefin.
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