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Site-Selective Deuterated-Alkene Synthesis with Palladium on Boron Nitride

Yuki Yabe, Yoshinari Sawama, Yasunari Monguchi, and Hironao Sajiki*!"!

Deuterium (*H or D)-labeled compounds are utilized in
various scientific fields," and many deuterium-labeling
methods have therefore been developed.*'* Deuterium-la-
beled alkenes are widely available as starting materials for
the construction of a wide variety of deuterated target com-
pounds because of their remarkable features as building
blocks. Although direct H-D exchange reactions of unla-
beled alkenes with a deuterium source are regarded as the
most straightforward approach to the synthesis of deuterat-
ed alkenes ([D,]alkenes), the site- and regioselective intro-
duction of the desired number of deuterium atoms with high
deuterium efficiency remains challenging.”’ Among the step-
wise syntheses of [D,]alkenes,'” the site-selective reductive
deuteration of an alkyne or [D;]alkyne can be useful for the
synthesis of the desired [D,]Jalkene.' ™ [D,]- and
[D,]alkenes could be prepared from terminal propargylic
compounds by using homogeneous metal hydride or deuter-
ide reagents ([Cp,ZrHCI] or [Cp,ZrDCl]; Cp=cyclopenta-
dienyl,™ boron,'! and aluminum!?! reagents) followed by
an aqueous workup by using D,O or H,O. Deuterated 4-me-
thoxystyrene analogues were efficiently synthesized from 4-
ethynylanisole by homogeneous Rh-catalyzed semi-deutero-
genation under an atmosphere of H, or D,."”! cis-Deuterat-
ed alkenes were prepared by use of the Lindlar catalyst for
partial reductive deuteration of 1,2-disubstituted alkynes by
using D, gas generated by the electrolysis of D,O in a spe-
cial flow reactor (H-cube).'¥ Although these methods
enable the incorporation of the desired number of deuteri-
um atoms into suitable alkynes, an efficient and widely ap-
plicable method for the synthesis of monosubstituted
[D,]alkene compounds from monosubstituted aromatic and
aliphatic alkynes remains challenging because of the ready
over-reduction of in situ generated alkenes to alkanes. We
now report a new deuterium-labeling method for terminal
alkynes, which yields [D,Jalkynes, and the highly selective
and systematic synthesis of terminal [D,]-, [D,]-, and
[Ds]alkenes from unlabeled terminal alkynes or [D;]alkynes
by palladium on boron nitride catalyzed!" partial reduction
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Scheme 1. Regioselective preparation of deuterated alkenes by using the
Pd/BN catalyst under a D, or H, atmosphere.

(semihydrogenation'® or semideuterogenation) with H, or
D, gas (Scheme 1).

Theoretically, terminal alkynes (1) can be transformed
into the [D,]alkene by deuterogenation with D, gas on a
heterogeneous palladium catalyst such as Pd/C. However,
the generated [D,]alkenes are easily and further deutero-
genated to [D,]alkane derivatives, even when using the Lin-
dlar catalyst.'’""") Moreover, D, gas is quite expensive and
not easily obtainable because of the complicated acquisition
process, on account of limited production as a consequence
of its combustible nature and import restrictions because it
is considered a strategic material.

We have developed an efficient semihydrogenation of
monosubstituted alkynes to alkenes by using Pd/BN (boron
nitride supported Pd catalyst) in the presence of an appro-
priate amine such as diethylenetriamine [DETA; Eq. (1)]™
and D, gas generated by the method described in refer-
ence [8] [Pd/C in D,O, the cheapest deuterium source, is stir-
red under an atmosphere of H, at room temperature;
Eq. (2)]. However, in contrast to our expectations, the
Pd/BN-catalyzed deuterogenation of 4-ethynylanisole (1a)
in the presence of DETA in MeOH at room temperature
under in situ generated D, gas gave the [D;]alkene
([Ds]-2a) in low D efficiencies [Eq. (3)]. This result indicat-
ed that the Pd/BN-catalyzed cis-addition of D, gas to the
alkyne (1a) proceeded after the preliminary H-D exchange
reaction of the relatively acidic unlabeled alkyne (1a) to the
corresponding [D;]alkyne ([D,]-1a) because the D content
at the cis-positions of [D;]2a was nearly equal.

Ha
Pd/BN H
R= Sera RS DETA: H,N~N—"NH; (1)
1 MeOH
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The H-D exchange reaction of the unlabeled alkyne to a
[D,]alkyne derivative ([D;]-1) has generally been performed
by the formation of metal acetylide by using relatively
strong bases (e.g., nBuLi®! or a Grignard reagent®!) and
subsequent workup by using deuterium sources, such as
D,O and MeOD. The acidic protons in DETA and MeOH
may cause the reverse D-H exchange reaction, resulting in
the low D incorporation observed.”” Therefore, the reaction
was carried out under aprotic conditions by using a Et;N/
D,0O/THF solvent system. Reactions under these conditions
proceeded effectively and various aromatic and aliphatic al-
kynes were deuterated with excellent D incorporations and
isolated in high yields at room temperature (Figure 1).%*

Et3N (X equiv
R=—H —NXeql) R—=-D
1:

D>O/THF (1:1 mL
1 mmol R-Zr ( ) [D4]-1
products:
97°//oD D
99 %D Z 97 %D
w0 =" (T o =0
MeO
[D4]-1a: 99% [D4]-1b: 93% [D1]-1c: 98%
(X=1.1,2h) (X=1.1,2h) (X=1.1,2h)
OH D D
Ph)\m %D A 97 %D 95 %D
N BnO/\/ TBSO/\/
[D4]-1d: 99% [Dq]-1e: 99% [D4]-1f: 96%
(X=22,2n) (X=2.2,8h) (X=2.2,12h)

Figure 1. Synthesis of [D;]alkyne compounds.

The acidic protons of DETA and MeOH can also de-
crease the D efficiency of Pd/BN-catalyzed semideuteroge-
nation of [D,]alkynes ([D;]-1) to [Ds]alkenes ([Ds]-2) with
D, [see q.(3)], as is the case for the preparation of
[D,]alkynes ([D,]-1, Figure 1). Consequently, pyridine was
chosen as the solvent to maintain the D efficiency of the re-
action. As a result, compounds [Ds]-2 were effectively pre-
pared from [D,]-1 with high D efficiencies and isolated in
near quantitative yields with an extremely low catalyst load-
ing (0.03 mol%) of Pd/BN (Figure 2). Because Pd/BN is an
extremely mild catalyst for hydrogenation, the totally che-
moselective semihydrogenation of alkynes in the presence
of nitro, benzyl ether, benzyl alcohol, and fert-butyldimethyl-
silyl (TBS) ether functionalities is possible.’”! Therefore, the
present Pd/BN-catalyzed semideuterogenation of
[D,]alkynes in pyridine gave various aromatic and aliphatic
[D;]alkenes, but left the other reducible functionalities
intact ([Ds]-2¢, [Ds]-2d, [Ds]-2e, and [D;]-2f).
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Figure 2. Preparation of [D;]alkenes: [a] Prepared by the method report-
ed in reference [8]. [b] 0.06 mol % of 0.3 % Pd/BN was used.

[D;]Alkenes ([D;]-2) could be prepared by the Pd/BN-cat-
alyzed semihydrogenation of [D;]-1 under an H, atmos-
phere. Although the semihydrogenation of [D;]-1a by using
the H,/Pd/BN/pyridine combination gave [D,]-2a with a sat-
isfactory D content (92%), a small amount of D (7 %) was
introduced into the E-position relative to the aromatic ring
on the terminal sp>-carbon atom (Table 1, entry 1). The Pd/
BN-catalyzed semihydrogenation in 2,6-lutidine as the sol-
vent (Table 1, entry2) failed. However, the use of only
1.0 equivalent of 2,6-lutidine (relative to the amount of [D,]-
1a) as an additive in pyridine (1 mL) efficiently suppressed
D incorporation at the E-position (only 2%, Table1,
entry 3). Other pyridine derivatives, such as 2-picoline, 2-
methoxypyridine, and quinoline, were less effective inhibi-

Table 1. Optimization of [D,Jalkene preparation.

H, (balloon) D
0.3% Pd/BN (0.03 mol%) /
7 N\ __—
MeO—<_ D aaditive (1 equiv) MeO Q
[D4]-1a solvent (1 mL) [Dq]-2a

25 °C, time ()

Entry Additive Solvent Time [h] Product Yield [%]
D 92 %D
1 - pyridine 3 g_/kg[) 99
2 - 2,6-lutidine 6 - n.r.
D92 %D
L - D
3 2,6-lutidine pyridine 3 g_/);% b 98
D87 %D
4 2-MeO-pyridine  pyridine 4 é D 9%
D84 %D
g e D
5 quinoline pyridine 8 g /; sop 79
D87 %D
6 2-picolinel®! pyridine 24 é //\ 9 9 b 67
D 95 %D
7 MS4 A, 2.6-lutidine  pyridine 3 / 61
D 95 %D
8 MS4 A, 2.6-lutidine  pyridine 3 / 99t°!

[a] 2 Equivalents. [b] 0.1 mol % of Pd/BN catalyst was used.
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tors of E-deuteration (Table 1, entries 4-6). Fortunately, the
addition of 4 A molecular sieves (MS4 A) not only improved
the D efficiency at the Z-position (up to 95% D), but also
completely suppressed the incorporation of D at the E-posi-
tion, resulting in isolation of [D;]-2a in moderate yields
(Table 1, entry 7). The semihydrogenation of [D;]-1a could
be forced to completion by use of a larger amount of Pd/BN
(0.1 mol%), quantitatively yielding [D;]-2a (Table1,
entry 8). The exact mechanistic role of the additives applied
is not clear and, therefore, detailed investigations into the
effect of 2,6-lutidine and MS4 A are underway.

The Pd/BN-catalyzed semihydrogenation of [D,]alkynes
in pyridine in the presence of 2,6-lutidine and MS4 A could
be adapted to prepare various [D;]alkenes ([D;]-2) in high
D efficiencies and yields (Figure 3). The nitro group and
benzyl and TBS ethers are tolerated very well under the re-
action conditions.

Ho (balloon)
0.3% Pd/BN (0.10 mol%) D
MS4A
R—=-D — - _ )
2,6-lutidine (1 equiv) R
[D1]-1: 0.25 mmol pyridine, 25 °C [D;]-2

products: 95 %D

D N D91 %D
/ J
MeO@—) MeO D o,N

94 %D
[D1]-2b: 94% (1.5 h)

D 6 %D
YN B0 ™Y TBSO™ Yy

OH D92 %D D91 %D D92 %D
[D4]-2d: 94% (2 h) [D4]-2e: 96% (1.5 h) [D4]-2f: 92% (2 h)

[D4]-2a: 99% (3 h) [D1]-2¢: 86% (3 h)

Figure 3. Syntheses of various [D,]alkene compounds.

The preparation of [D,]alkenes ([D,]-2) was also accom-
plished starting from unlabeled alkynes (1) with the Pd/BN-
MS4 A—2,6-lutidine—pyridine system under an atmosphere of
D, gas prepared by the method described in reference [8] in-
stead of H, gas. Unfortunately, D incorporation at the unde-
sired Z-position, relative to the aromatic ring, on the termi-
nal sp’-carbon atom was not completely suppressed because
of the inevitable pyridine/2,6-lutidine-mediated H-D ex-
change reaction of 1 to [D,]-1 prior to the reductive semi-
deuterogenation of 1 to [D,]-2 (Figure 4).

Lastly, we applied the systematic preparation methods for
deuterated alkenes developed herein to the synthesis of deu-
terium-labeled allylsilanes, which are the key reactive re-
agents in the construction of deuterium-labeled frameworks
of a wide variety of functionalized organic compounds.
These deuterium-labeled materials may be synthesized by
Sakurai-Hosomi allylation® or Hiyama cross-coupling,®!
and in the synthesis of physiologically significant heterocy-
cles, such as tetrahydropyran®! and tetrahydrofuran.?”’ As
shown in Scheme 2, dimethylphenylpropargylsilane (1g) un-
derwent semideutrogenation by using the Pd/BN-MS4 A—
2,6-lutidine—pyridine system under a D, atmosphere, pre-
pared as described in reference [8], to afford [D,]-2g regio-
selectively with efficient D atom incorporation. After prepa-
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Figure 4. Preparation of [D,]alkenes: [a] Prepared by the method report-

ed in reference [8]. [b]0.05mol% of 03% Pd/BN was used.
[c] 0.20 mol % of 0.3% Pd/BN was used.
D, 93 %D
2 D 92%D
0.3% Pd/BN (0.10 mol%) MeZPhSi\/g(D
MegPhSi\/// MS4A, 2,6-lutidine (1 equiv) D 10%D
; pyridine, 25 °C, 2.5 h [Ds]-2g: 96%
9
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50°C, 2days| gg9p paE ™
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0.3% Pd/BN (0.10 mol%) MegPhSi\/\
[D1]19:95%  "MS4A, 2,6-lutidine (1 equiv) D o1t
pyridine, 25 °C, 2.5 h [D1]-2g: 92%

Scheme 2. Synthesis of deuterated allylsilane derivatives: [a] Prepared by
the method reported in reference [8].

ration of [D,]-1g by the Et;N-mediated H-D exchange reac-
tion of unlabeled 1g in D,O/THF at 50°C, the Pd/BN-cata-
lyzed semihydrogenation and semideuterogenation gave
[D;]-2g and [D;]-2g, respectively, in high yields and D effi-
ciencies.

In conclusion, we have developed a new Et;N-mediated
H-D exchange reaction of alkynes (1) to prepare
[D,]alkynes ([D;]-1) in a mixture of D,O and THF at room
temperature and a method for the Pd/BN-catalyzed regiose-
lective systematic preparation of various deuterated termi-
nal alkenes from unlabeled alkynes or deuterated alkyne de-
rivatives in excellent yields and with high D contents and re-
gioselectivities. A variety of reducible functionalities, such as
nitro groups, benzyl ethers, TBS ethers, and silanes, are well
tolerated under the reaction conditions described and the
wide variety of deuterated products obtainable by this
method are expected to be useful building blocks for new
deuterated materials including, but not limited to, deuteri-
um-labeled drugs, deuterated polymers, and tracers.
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Deuterated-Alkene Synthesis

Experimental Section

Typical procedure for the deuteration of alkynes (Figure1): Et;N
(1.1 mmol) was added to a solution of an alkyne (1 mmol) in D,O/THF
(1:1 mL) at room temperature under an argon atmosphere and the reac-
tion mixture was stirred for the appropriate duration, as indicated in
Figure 1. The resulting mixture was diluted with Et,O or hexanes (2 mL)
and separated into two layers. The aqueous layer was then further ex-
tracted with Et,0 or hexanes (2 mLx2). The combined organic layers
were dried over Na,SO, and concentrated under vacuum to give analyti-
cally pure product.

Typical procedure for the synthesis of [D;]alkenes (Figure 2): A flask
was charged with a mixture of the substrate (0.25 mmol) and Pd/BN
(0.3%; 0.03 mol% of the substrate) in pyridine (1 mL). After the reac-
tion flask was depressurized, previously prepared D, (further details are
provided in the Supporting Information) was allowed to flow into the re-
action flask. After stirring for 6 h at room temperature, the resulting mix-
ture was diluted with Et,0 or hexanes (5 mL) and then filtered through a
pad of Celite. The filtrate separated into two layers and was treated with
1M aqueous HCI (20 mL). The organic layer was separated and washed
with H,O (10 mL). The combined organic layers were dried over Na,SO,
and concentrated under vacuum to give the analytically pure product.

Keywords: alkenes - alkynes - deuterium - palladium -
regioselectivity

[1] For mechanistic elucidation of chemical and/or enzymatic reactions,
see, for examples: a) T. H. Lowry, K. S. Richardson, Mechanism and
Theory in Organic Chemistry, Harper and Row, New York, 1987,
b) T. Furuta, H. Takahashi, Y. Kasuya, J. Am. Chem. Soc. 1990, 112,
3633; c) D.J. Porter, F. L. Boyd, J. Biol. Chem. 1991, 266, 21616;
d) M. Y. Chou, A. B Mandal, M. K. Leung, J. Org. Chem. 2002, 67,
1501; e) C. H. Oh, H. H. Jung, K. S. Kim, N. Kim, Angew. Chem.
2003, 115, 829; Angew. Chem. Int. Ed. 2003, 42, 805; f) D. M.
Marcus, M. J. Hayman, Y. M. Blau, D.R. Guenther, J. O. Ehres-
mann, P. W. Kletnieks, J. F. Haw, Angew. Chem. 2006, 118, 1967,
Angew. Chem. Int. Ed. 2006, 45, 1933; g) D. M. Marcus, K. A.
McLauchlan, M. A. Wildman, J. O. Ehresmann, P. W. Kletnieks, J. F.
Haw, Angew. Chem. 2006, 118, 3205; Angew. Chem. Int. Ed. 2006,
45, 3133; h) C. L. Perrin, Y. Dong, J. Am. Chem. Soc. 2007, 129,
4490.

For reaction-rate control in organic synthesis, see: a) M. Miyashita,
M. Sasaki, I. Hattori, M. Sakai, K. Tanino, Science 2004, 305, 495;
b) K. W. Quasdorf, A.D. Huters, M. W. Lodewyk, D.J. Tantillo,
N. K. Garg, J. Am. Chem. Soc. 2012, 134, 1396.

For deuterated polymers, see: a) T. Yoshino, H. Kenjo, K. Kuno, J.
Polym. Sci., Part B: Polym. Lett. 1967, 5, 703; b) S. Brownstein, S.
Bywater, D.J. Worsfoild, J. Phys. Chem. 1962, 66, 2067; c) F. A.
Bovey, F. P. Hood 111, E. W. Anderson, L. C. Snyder, J. Chem. Phys.
1965, 42, 3900.

For raw materials of fiber optics, see: a) T. P. Russell, A. Karim, A.
Mansour, G.P. Felcher, Macromolecules 1988, 21, 1890; b) S.F.
Tead, E.J. Kramer, T. P. Russell, W. Voksen, Polymer 1992, 33,
3382; ¢) M. Okazaki, N. Uchino, K. Kubo, Bull. Chem. Soc. Jpn.
1995, 68, 1024; d) N. C. Stoffel, S. Chandra, E.J. Kramer, Polymer
1997, 38, 5073; e) A. Kondo, T. Ishigure, Y. Koike, J. Lightwave
Technol. 2005, 23, 2443.

For deuterium-labeled drugs (heavy drugs), see: a) A. B. Foster,
Trends Pharmacol. Sci. 1984, 5, 524; b) D.J. Kushner, A. Baker,
T. G. Dunstall, Can. J. Physiol. Pharmacol. 1999, 77, 79; c) K. Sand-
erson, Nature 2009, 458, 269.

For reviews, see: a) J. Atzrodt, V. Derdau, T. Fey, J. Zimmermann,
Angew. Chem. 2007, 119, 7890; Angew. Chem. Int. Ed. 2007, 46,
7744; b) Y. Sawama, Y. Monguchi, H. Sajiki, Synlett 2012, 23, 959.

2

—

[3

[

4

[l

[5

[t

[6

[

Chem. Eur. J. 2013, 19, 484 -488

© 2013 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

COMMUNICATION

[7] For selected recent papers on direct deuteration of various com-
pounds except alkenes, see: a) M. H. Emmert, J. B. Gary, J. M. Villa-
lobos, M. S. Sanford, Angew. Chem. 2010, 122, 6020; Angew. Chem.

Int. Ed. 2010, 49, 5884; b) A. Di Giuseppe, R. Castarlenas, J.J.

Pérez-Torrente, F. J. Laho, V. Polo, L. A. Oro, Angew. Chem. 2011,

123, 4024; Angew. Chem. Int. Ed. 2011, 50, 3938; c) L. Neubert, D.

Michalik, S. Bihn, S. Imm, H. Neumann, J. Atzrot, B. Derau, W.

Holla, M. Beller, J. Am. Chem. Soc. 2012, 134, 12239; d) J. L. Rhine-

hart, K. A. Manbeck, S. K. Buzak, G. M. Lippa, W. W. Brennessel,

K. I. Goldberg, W.D. Jones, Organometallics 2012, 31, 1943; e) T.

Sakamoto, K. Mori, T. Akiyama, Org. Lett. 2012, 14, 3312.

We have also developed deuterium-labeling methods for aromatics,

alcohols, and alkanes, and so forth, by using a heterogeneous plati-

num-group metal on carbon as catalysts. See: a) H. Sajiki, K. Hat-

tori, F. Aoki, K. Yasunaga, K. Hirota, Synletr 2002, 1149; b) H.

Sajiki, T. Kurita, H. Esaki, F. Aoki, T. Maegawa, K. Hirota, Org.

Lett. 2004, 6, 3521; c) H. Sajiki, F. Aoki, H. Esaki, T. Maegawa, K.

Hirota, Org. Lett. 2004, 6, 1485; d) T. Maegawa, A. Akashi, H.

Esaki, F. Aoki, H. Sajiki, K. Hirota, Synlert 2005, 845; ¢) H. Sajiki,

H. Esaki, F. Aoki, T. Maegawa, K. Hirota, Synlert 2005, 1385; f) H.

Esaki, F. Aoki, T. Maegawa, K. Hirota, H. Sajiki, Heterocycles 2005,

606, 361; g) H. Sajiki, N. Ito, H. Esaki, T. Maesawa, T. Maegawa, K.

Hirota, Tetrahedron Lett. 2005, 46, 6995; h) N. Ito, T. Watahiki, T.

Maesawa, T. Maegawa, H. Sajiki, Adv. Synth. Catal. 2006, 348, 1025;

i) H. Esaki, N. Ito, S. Sakai, T. Maegawa, Y. Monguchi, H. Sajiki,

Tetrahedron 2006, 62, 10954; j) H. Esaki, F. Aoki, M. Umemura, M.

Kato, T. Maegawa, Y. Monguchi, H. Sajiki, Chem. Eur. J. 2007, 13,

4052; k) H. Esaki, R. Ohtaki, T. Maegawa, Y. Monguchi, H. Sajiki,

J. Org. Chem. 2007, 72, 2143; 1) N. Ito, H. Esaki, T. Maesawa, E. Im-

amiya, T. Maegawa, H. Sajiki, Bull. Chem. Soc. Jpn. 2008, 81, 278;

m) N. Ito, T. Watahiki, T. Maesawa, T. Maegawa, H. Sajiki, Synthesis

2008, 9, 1467; n) T. Kurita, K. Hattori, S. Seki, T. Mizumoto, F.

Aoki, Y. Yamada, K. Ikawa, T. Maegawa, Y. Monguchi, H. Sajiki,

Chem. Eur. J. 2008, 14, 664; o) T. Kurita, F. Aoki, T. Mizumoto, T.

Maejima, H. Esaki, T. Maegawa, Y. Monguchi, H. Sajiki, Chem.

Eur. J. 2008, 14, 3371.

For direct H-D exchange reactions of alkenes to form [D,]alkenes,

see: a) B. Rybtchinski, R. Cohen, Y. Ben-David, J. M. L. Martin, D.

Milstein, J. Am. Chem. Soc. 2003, 125, 11041; b) G. Erdogan, D. B.

Grotjahn, J. Am. Chem. Soc. 2009, 131, 10354; c¢) S.K.S. Tse, P.

Xue, Z. Lin, G. Jia, Adv. Synth. Catal. 2010, 352, 1512.

[10] For various stepwise syntheses of deuterated alkenes from nondeu-
terated alkynes, carbonyl compounds, and so forth, as the starting
materials, see: a) M. Julia, J.-P. Stacino, Bull. Soc. Chim. Fr. 1985,
831; b) H.-S. Choi, R. L. Kuczkowski, J. Org. Chem. 1985, 50, 901;
¢) N. H. Werstiuk, G. Timmins, Can. J. Chem. 1986, 64, 1072; d) G.
Zimmermann, B. Ondruschka, M. Niichter, F.-D. Kopinke, M. Re-
mmler, J. Prakt. Chem. 1994, 336, 415; e) D. Kapeller, R. Barth, K.
Mereiter, F. Hammerschmidt, J. Am. Chem. Soc. 2007, 129, 914.

[11] D. Orain, J.-C. Guillemin, J. Org. Chem. 1999, 64, 3563.

[12] a) J. E. Baldwin, J. A. Kapecki, J. Am. Chem. Soc. 1970, 92, 4874,
b) A. Sera, N. Ueda, K. Itoh, H. Yamada, Heterocycles 1996, 43,
2205.

[13] J. M. Brown, G. C. Lloyd-Jones, J. Am. Chem. Soc. 1994, 116, 866.

[14] A.R. Hajipour, A. Rajaei, A. E. Ruoho, Tetrahedron Lett. 2009, 50,
708.

[15] Y. Yabe, T. Yamada, S. Nagata, Y. Sawama, Y. Monguchi, H. Sajiki,
Adyv. Synth. Catal. 2012, 354, 1264.

[16] For recent developments in nickel nanoparticle catalysis for semihy-
drogenation of monosubstituted alkynes, see: M. Zaheer, C.D.
Keenan, J. Hermannsdorfer, E. Roessler, G. Motz, J. Senker, R.
Kempe, Chem. Mater. 2012, 24, 3952.

[17] The Lindlar catalyst is only applicable to the semihydrogenation of
disubstituted alkynes under H, gas. Therefore, the method in refer-
ence [14] cannot be adapted to the synthesis of monosubstituted
deuterated alkenes.

[18] a) H. Sajiki, S. Mori, T. Ohkubo, T. Ikawa, A. Kume, T. Maegawa,
Y. Monguchi, Chem. Eur. J. 2008, 14, 5109; b) S. Mori, T. Ohkubo,

8

—_

[9

—

www.chemeurj.org — 487


http://dx.doi.org/10.1021/ja00165a058
http://dx.doi.org/10.1021/ja00165a058
http://dx.doi.org/10.1021/jo010862y
http://dx.doi.org/10.1021/jo010862y
http://dx.doi.org/10.1002/ange.200390183
http://dx.doi.org/10.1002/ange.200390183
http://dx.doi.org/10.1002/anie.200390214
http://dx.doi.org/10.1002/ange.200503471
http://dx.doi.org/10.1002/anie.200503471
http://dx.doi.org/10.1002/ange.200504372
http://dx.doi.org/10.1002/anie.200504372
http://dx.doi.org/10.1002/anie.200504372
http://dx.doi.org/10.1021/ja069103t
http://dx.doi.org/10.1021/ja069103t
http://dx.doi.org/10.1126/science.1098851
http://dx.doi.org/10.1021/ja210837b
http://dx.doi.org/10.1002/pol.1967.110050817
http://dx.doi.org/10.1002/pol.1967.110050817
http://dx.doi.org/10.1021/j100816a502
http://dx.doi.org/10.1063/1.1695857
http://dx.doi.org/10.1063/1.1695857
http://dx.doi.org/10.1021/ma00184a066
http://dx.doi.org/10.1016/0032-3861(92)91095-J
http://dx.doi.org/10.1016/0032-3861(92)91095-J
http://dx.doi.org/10.1246/bcsj.68.1024
http://dx.doi.org/10.1246/bcsj.68.1024
http://dx.doi.org/10.1016/S0032-3861(97)00044-X
http://dx.doi.org/10.1016/S0032-3861(97)00044-X
http://dx.doi.org/10.1016/0165-6147(84)90534-0
http://dx.doi.org/10.1139/y99-005
http://dx.doi.org/10.1038/458269a
http://dx.doi.org/10.1002/ange.200700039
http://dx.doi.org/10.1002/anie.200700039
http://dx.doi.org/10.1002/anie.200700039
http://dx.doi.org/10.1002/ange.201002351
http://dx.doi.org/10.1021/ja3041338
http://dx.doi.org/10.1021/om2012419
http://dx.doi.org/10.1021/ol3012869
http://dx.doi.org/10.1055/s-2002-32605
http://dx.doi.org/10.1021/ol048591b
http://dx.doi.org/10.1021/ol048591b
http://dx.doi.org/10.1021/ol0496374
http://dx.doi.org/10.1055/s-2005-868489
http://dx.doi.org/10.1016/j.tetlet.2005.08.067
http://dx.doi.org/10.1002/adsc.200606053
http://dx.doi.org/10.1016/j.tet.2006.08.088
http://dx.doi.org/10.1002/chem.200601615
http://dx.doi.org/10.1002/chem.200601615
http://dx.doi.org/10.1021/jo062582u
http://dx.doi.org/10.1246/bcsj.81.278
http://dx.doi.org/10.1002/chem.200701147
http://dx.doi.org/10.1002/chem.200701245
http://dx.doi.org/10.1002/chem.200701245
http://dx.doi.org/10.1021/ja029197g
http://dx.doi.org/10.1021/ja903519a
http://dx.doi.org/10.1002/adsc.201000037
http://dx.doi.org/10.1021/jo982396r
http://dx.doi.org/10.1021/ja00719a020
http://dx.doi.org/10.1021/ja00082a006
http://dx.doi.org/10.1016/j.tetlet.2008.11.111
http://dx.doi.org/10.1016/j.tetlet.2008.11.111
http://dx.doi.org/10.1002/adsc.201100936
http://dx.doi.org/10.1002/chem.200800535
www.chemeurj.org

CHEMISTRY

H. Sajiki et al.

A EUROPEAN JOURNAL

T. Ikawa, A. Kume, T. Maegawa, Y. Monguchi, H. Sajiki, J. Mol
Catal. A: Chem. 2009, 307, 77.

[19] a) Handbook of Heterogeneous Catalytic Hydrogenation for Organic
Synthesis (Ed.: S. Nishimura), Wiley, New York, 2001; b) Hydroge-
nation Methods (Ed.: P.N. Rylander), Academic Press, New York,
1985.

[20] T. Tsuchimoto, H. Matsubayashi, M. Kaneko, Y. Nagase, T. Miya-
mura, E. Shirakawa, J. Am. Chem. Soc. 2008, 130, 15823.

[21] A.S. K. Hashmi, M. Rudolph, H.-U. Siehl, M. Tanaka, J. W. Bats, W.
Frey, Chem. Eur. J. 2008, 14, 3703.

[22] The H-D exchange reaction of 1a to the corresponding [D;]alkyne
([D;]-1a) in a DETA/D,0/MeOH mixture without D, gas and Pd/
BN proceeded with 74% D content. The detailed optimization of
deuteration of alkynes is given in the supporting information.

[23] Very recently, K,CO; was reported to be an effective base for the
H-D exchange reaction of terminal alkynes in CH;CN/D,O. See:

DETA
y _ (1.1 equiv) _ 74%D
e0 O = D,0Me0H  MeO <:> =0
1a RT,2h [D4]-1a

S.P. Bew, G. D. Hiatt-Gipson, J. A. Lovell, C. Poullain, Org. Lett.
2012, 14, 456.

[24] A. Hosomi, H. Sakurai, J. Am. Chem. Soc. 1977, 99, 1673.

[25] Y. Hatanaka, T. Hiyama, J. Org. Chem. 1988, 53, 918.

[26] S.R. Angle, D. S. Belanger, N. A. El-Said, J. Org. Chem. 2002, 67,
7699.

[27] D. Bérard, L. Racicot, C. Sabot, S. Canesi, Synlett 2008, 7, 1076.

Received: September 18, 2012
Published online: December 7, 2012

488 —— www.chemeurj.org

© 2013 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

Chem. Eur. J. 2013, 19, 484 — 488


http://dx.doi.org/10.1016/j.molcata.2009.03.013
http://dx.doi.org/10.1016/j.molcata.2009.03.013
http://dx.doi.org/10.1021/ja803954e
http://dx.doi.org/10.1002/chem.200701795
http://dx.doi.org/10.1021/ol2029178
http://dx.doi.org/10.1021/ol2029178
http://dx.doi.org/10.1021/ja00447a080
http://dx.doi.org/10.1021/jo00239a056
http://dx.doi.org/10.1021/jo0203342
http://dx.doi.org/10.1021/jo0203342
www.chemeurj.org

