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Treatment of alkyl halides, including tertiary alkyl bromides, with cyclopentadienylmagnesium bromide in the presence of a catalytic amount
of copper(ll) triflate yielded the corresponding cyclopentadienylated products in high yields. The following hydrogenation of the products

provided alkyl-substituted cyclopentanes.

Copper-catalyzed reactions of alkyl halides with organometallic
reagents are among the most useful carbon—carbon bond
forming reactions in organic synthesis.'" Whereas copper-
catalyzed reactions of primary alkyl halides have been well-
established, there are few examples of copper-catalyzed reac-
tions of secondary'® and tertiary alkyl halides with organometallic
reagents that create tertiary quaternary carbons.” Here we report
such a rare example. The cyclopentadienyl Grignard reagent
proved to react with tertiary alkyl halides under copper catalysis
to afford the corresponding coupling products.

Treatment of 2-methyl-2-bromodecane (1a) with cyclo-
pentadienylmagnesium bromide in the presence of a catalytic
amount of copper(Il) triflate in diisopropyl ether afforded a
mixture of the corresponding coupling products 3a and 3a’
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in high combined yield (Scheme 1).* Initially formed 2a
would undergo isomerization into 3a and 3a’ because of the
high acidity of the hydrogen on the cyclopentadienyl ring.
In order to simplify the analysis of the products,* the products
were subjected to hydrogenation with the aid of platinum
oxide in boiling acetic acid.> Cyclopentyl-substituted product
4a was obtained in 85% overall yield.

The choice of solvent is crucial to attain high yield (Table
1). Bulky ethers such as diisopropyl ether and 7-butyl methyl

(3) General procedure: Copper(Il) triflate (9.0 mg, 0.0025 mmol) was
placed in a 30 mL reaction flask under argon. A solution of cyclopentadi-
enylmagnesium bromide (0.86 M in r-butyl methyl ether, prepared from
cyclopentadiene and butylmagnesium bromide, 1.16 mL, 1.0 mmol) was
then added to the flask. Substrate 1a (118 mg, 0.50 mmol) in diisopropyl
ether (4.0 mL) was added. After being stirred for 3 h at 25 °C, the reaction
mixture was poured into a saturated ammonium chloride solution (10 mL).
The products were extracted with hexane (10 mL x 3). The combined
organic layer was dried over Na;SOy4 and concentrated. Silica gel column
purification (hexane) of the crude product provided a mixture of 3a and
3a’' (105 mg, 0.47 mmol) in 95% combined yield. Platinum oxide (11 mg,
0.047 mmol) was placed in a 30 mL reaction flask. The flask was filled
with argon first, and then with hydrogen. The mixture of 3a and 3a’ (105
mg, 0.47 mmol) in acetic acid (10 mL) was added, and the resulting mixture
was heated for 12 h. After being cooled to room temperature, the mixture
was filtered through a pad of Celite. After evaporation, the crude product
was chromatographed on silica gel (hexane) to afford 4a (96 mg, 0.43 mmol)
in 85% overall yield.

(4) Products 3a and 3a' underwent smooth dimerization by the
Diels—Alder reaction even at room temperature overnight. The following
hydrogenation should be performed immediately.
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Scheme 1. Copper-Catalyzed Cyclopentadienylation of Tertiary

Alkyl Bromide 1a Followed by Hydrogenation
+
FPry0,25°C, 3 h
MgBr+

”‘CBH17><®
2a
(2.0 equiv, in +-BuOMe)
n-CaH17><® + n-CsH17><®
3a 3a’'

95% combined yield

4a

85% overall yield

n-CgH,7 Br 1a

(0.50 mmol) 5 mol % Cu(OTf),

10 mol % PtO,, 0.1 MPa H,
AcOH, reflux, 12 h

ether were suitable solvents (entries 1 and 2). Toluene that
had no heteroatoms was comparable to diisopropyl ether
(entry 3). The reactions in widely used diethyl ether, THF,

Table 1. Solvent Effect and Catalyst Screening

n-CgHy7 Br 1a
(0.50 mmol) 5 mol % catalyst

n-CgHy7
3a
+ _— +

solvent, 25 °C, 3 h
MgBr*+ n-Cahr7

(2.0 equiv, in +tBuOMe) 3a’

entry solvent catalyst combined yield/%"

1 i-Pro0 Cu(OTf), 96 (95)°
2 t-BuOMe Cu(OTo), 68
3 toluene Cu(OTo), 90
4 diethyl ether ~ Cu(OTf)y 16
5 dioxane Cu(OTf)2 12
6 THF Cu(OTf)2 15
7 c-C5H110Me Cu(OTf)z 13
8 BuQO Cu(OTf)g 22
9 i-Prs0 CuFy 77

10 i-Pr,0 CuCly 59

11 i-Pra0 CuCl 44

12 i-Pro0 CuBr 57

13 i-Pr.O Cul 31

14 i-Pr.O CuOAc 30

15 i-Pro0 CuCN 26

16 i-PI‘zO CuOTfe0.5 CGHG 27

17 i-Pra0 AgNOs 26

“NMR yield. ” Isolated yield.

and dioxane were sluggish (entries 4—6). Cyclopentyl methyl
ether and dibutyl ether also failed to serve as the solvent
(entries 7 and 8). Thus, less coordinating solvents afforded
higher combined yields of 3a and 3a'.

It is worth noting that cyclopentadienylmagnesium bro-
mide should be prepared by deprotonation of cyclopentadiene
with butylmagnesium bromide in #-butyl methyl ether. The
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reagent in THF or diethyl ether was far less reactive.
Attempts to prepare the reagent in diisopropyl ether failed,
resulting in incomplete deprotonation.

A variety of copper salts showed the catalytic activity
(Table 1, entries 1 and 9—15). Copper(Il) fluoride is an
alternative catalyst, albeit with lower efficiency (entry 9).
Copper(Il) chloride was less efficient (entry 10). Not only
copper(Il) halides but also copper(I) halides exhibited modest
catalytic activity (entries 11—13). Other copper salts such
as copper(I) acetate and cyanide exhibited low catalytic
activity (entries 14 and 15). Silver(I) nitrate, which was
effective in the cross-coupling reaction of tertiary alkyl
halides with allyl or benzyl Grignard reagent,® was less
effective than copper(Il) triflate (entry 17).

A variety of alkyl halides were subjected to the cyclo-
pentadienylation (Table 2). Not only alkyl bromide 1a but

Table 2. Copper-Catalyzed Cyclopentadienylation of Alkyl
Halides Followed by Hydrogenation

Aky—X 1

5 mol % Cu(OTf),  Alkyl Alkyt
+ _ +
@ Pr,0,25°C,3h 3\® 3‘\@
MgBr*

(2.0 equiv, in t-BuOMe)
10 mol % PtO,, 0.1 MPaH,  Alkyl
AcOH, reflux, 12 h 4\0

combined overall
entry alkyl-X 1 yield of 3 4 yield of 4
and 3’ /% from 1/%
1 "Gy 7>< cl 1a-Cl 88 4a 80
2 @\ 1b 94 4b 83
Br
3 @\ g Wa oS ab 83

4 Meow 1c 90 4c 84
5 bBr
5 Phs% o 1d 95 4d 50

6 g, Br le 51°* de 49

7 Q 1f 772 4f 52
Br

8 "CyH1—Br 1g (32)* 4g 25

9 Ph{%(,: 1h 69° 4h 61

“ Performed at reflux for 6 h. ® Performed for 6 h. ¢ Determined by 'H
NMR analysis. Starting material 1g was recovered in 67% yield.

also the corresponding chloride 1a-Cl reacted smoothly with
CpMgBr (entry 1). The reactions of 1-haloadamantane

(5) The hydrogenation is not a trivial reaction because of the steric
hindrance of the tertiary alkyl group. Initial attempts to reduce the mixture
of 3a and 3a’ in other solvents such as isopropyl alcohol and formic acid
under 0.1 MPa of hydrogen failed to attain full conversion.
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required a higher temperature and a prolonged reaction time
(entries 2 and 3). Gratifyingly, a phenylsulfanyl group as
well as a methoxyl group was compatible without deactivat-
ing the copper catalyst (entries 4 and 5). Unfortunately, the
following hydrogenation of 3d and 3d’' proceeded inef-
ficiently, although the reaction conditions were not optimized
for the sulfur-containing substrate. The reaction of secondary
alkyl halides were moderate (entries 6 and 7). The reaction
of primary alkyl bromide 1g was sluggish (entry 8).
Interestingly, tertiary alkyl fluoride 1h participated in the
cyclopentadienylation (entry 9).

The copper-catalyzed reaction of 1a with pentamethylcy-
clopentadienylmagnesium bromide in refluxing diisopropyl
ether afforded the corresponding coupling product S in 41%
yield (Scheme 2). This reaction provides a rare example of

Scheme 2. Copper-Catalyzed Pentamethylcyclopentadienylation
of Tertiary Alkyl Bromide 1a

nCgHy7~ "Br1a
(0.50 mmol)

" 5mol % CuOTi),  cp

-Pry0, reflux, 3 h

@ 5 1%

MgBr*
(2.0 equiv, in -BuOMe)

construction of two adjacent quaternary carbon centers.
To gain information about the reaction mechanism, the
reactions of la with stoichiometric copper reagents were
examined with varying amounts of CpMgBr (Scheme 3).
Treatment of la (0.50 mmol) with a copper complex,
prepared from 0.50 mmol of Cu(OTf), and 0.50 mmol of
CpMgBr, did not provide 3a and 3a’ with complete recovery
of 1a. Most of 1a remained unchanged when 1a was treated
with a copper reagent, prepared from 0.50 mmol of Cu(OTf),
and 1.0 mmol of CpMgBr. A reagent generated from 0.50
mmol of Cu(OTf), and 1.5 mmol of CpMgBr dramatically
changed the outcome. The desired products were obtained
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Scheme 3. Stoichiometric Reactions

n-CaH17><Br 1a n'CSH17><©
(0.50 mmol) 1.0 equiv Cu(OTf), 3a
+ R

Pr,0,25°C, 3 h
MgBr*
n-CgH47
3a’

+

(in +BuOMe)
amount of
Grignard reagent NMR yield
1.0 equiv 0%
2.0 equiv 15%
3.0 equiv 86%

in a high combined yield of 86%. Hence, the copper reagent
that is active for this reaction might be [Cp;Cu]MgBr®° or a
more complex cuprate.’

In summary, Cu(OTf), proved to efficiently catalyze the
reaction of tertiary alkyl halides with cyclopentadienyl
Grignard reagent. Including the following hydrogenation of
the cyclopentadienyl ring with hydrogen under Pt,O catalysis,
the overall transformation represents formal cyclopentylation
of tertiary alkyl halides.
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(6) No dicyclopentadienyl (Cp—Cp) was formed upon treatment of
Cu(OTf), with 2 equiv of CpMgBr in the absence of organic halide. This
fact indicates that the active copper species in the reaction mixture is not
Cu! or Cu® species but Cull,

(7) We examined some experiments to assess the intermediacy of alkyl
radicals in the reaction, which failed to support the intermediacy. Investiga-
tions to reveal the reaction mechanism are underway.

2547


http://pubs.acs.org/action/showImage?doi=10.1021/ol800814k&iName=master.img-005.png&w=207&h=71
http://pubs.acs.org/action/showImage?doi=10.1021/ol800814k&iName=master.img-006.png&w=188&h=113

