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Abstract: We disclose a protocol for the palladium-catalyzed
ortho-selective C�H deuteration of arenes. Phenylacetic acids
and benzoic acids are suitable substrates for this reaction. This
reaction offers a catalytic route to ortho-deuterated phenyl-
acetic acids and benzoic acids and demonstrates the sharp
difference in reactivity of palladacycle intermediates held
together by weak and strong coordination.

Deuterium-labeled compounds are widely used in mass
spectrometry as well as in mechanistic and metabolic
studies.[1, 2] Furthermore, there is growing interest in selective
deuteration because deuterium incorporation can improve
the overall therapeutic and metabolic profile of a drug.[3]

Owing to the prevalence of the phenylacetic acid moiety in
drug molecules,[4] the directed ortho-deuteration of phenyl-
acetic acids would be an attractive step-economical route, as
current methods for accessing the same scaffold either require
multistep synthetic routes or are nonselective for the ortho
position [Eqs. (1)–(3)]. The first possible method is to use the
selective ortho-deuteration of benzamide derivatives through
directed stoichiometric ortho-metalation (DoM)[5, 6] followed
by one-carbon homologation [Eq. (1)]. An alternative
approach is to use catalytic, cationic iridium complexes,
such as the Crabtree catalyst,[7] to ortho-metalate/deuterate
benzoic acid derivatives [Eq. (2); cod = 1,5-cyclooctadiene].
This protocol has been widely used to ortho-deuterate
benzamides, benzoic acid derivatives, and acetanilides in
high yields;[1b,8] however, this route still requires a one-
carbon-homologation step to access ortho-deuterated phenyl-
acetic acids. The third possible method is to use hetereoge-
neous mixed-transition-metal catalysts and D2 to afford the
deuterated phenylacetic acids, albeit in a nonselective manner
[Eq. (3)].[9] This reductive protocol may not be compatible
with functional groups that are prone to hydrogenation.

Inspired by our previous successes in the use of palladium
catalysts for the selective ortho-functionalization of arenes,[10]

we were eager to develop a palladium-catalyzed ortho-
selective deuteration protocol for phenylacetic acids and
other arene derivatives [Eq. (4)]. Despite extensive studies on
palladium-catalyzed ortho-directed C�H activation reactions,
catalytic deuteration through cyclopalladation has not yet
been developed, largely because the stable palladacycles held
together by strong coordination do not readily undergo
protonolysis.[11] We envisioned that the recently established
reactivity of phenylacetic acids towards ortho-C�H activation
through weak coordination[12] with palladium(II) catalysts
could enhance the protonolysis, thus leading to deuteration.
Herein, we report the palladium-catalyzed ortho-deuteration
of phenylacetic acids through protonolysis of palladacycles
held together by weak coordination. This catalytic protonol-
ysis pathway is mechanistically distinct from the D-exchange
processes based on the use of a metal and D2. Comparative
studies with 2-phenylpyridine and 2-benzylpyridine substrates
further illustrate that weakly coordinated palladacycles are
significantly more reactive in C�H functionalization reac-
tions.

Our initial efforts towards a palladium-catalyzed ortho-
selective C�H deuteration commenced with the treatment of
(2-trifluoromethylphenyl)acetic acid (1a) with Pd(OAc)2

(5 mol%) in deuterated acetic acid. However, heating of
the reaction mixture at 120 8C for 12 h led to 0% deuterium
incorporation (Scheme 1). In contrast, when Li2CO3 was
added under the same reaction conditions, ortho-deuterated
phenylacetic acid 2a was obtained with 99% deuterium
incorporation. More thorough screening revealed that inor-
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ganic bases were crucial for the observed reactivity (Table 1).
This result was consistent with our previous findings that the
presence of sodium or potassium cations promotes the ortho-
palladation of benzoic and phenylacetic acids.[10b, 13] However,
no reaction was observed with sodium chloride.[14]

Different deuterium-containing solvents (D2O,
[D4]methanol, and [D1]TFA) were also tested, but no product
was observed in these reactions. Reaction times and temper-
atures were also briefly examined, which led to the identifi-
cation of our optimized reaction conditions: treatment of the
substrate with Pd(OAc)2 (10 mol%) and Na2CO3 (1.5 equiv)
in [D4]acetic acid at 120 8C for 12 h.

A variety of substituted phenylacetic acids were exam-
ined, including both electron-deficient and electron-rich
substrates (Scheme 2). 1H NMR spectroscopic analysis
showed that the benzylic positions were also deuterated.
The yields of the ortho-deuterated phenylacetic acids were

determined after subsequent reprotonation at the a-position
under basic conditions. Trifluoromethyl-, methyl-, and
methoxy-substituted phenylacetic acids with ortho, meta,
and para substitution were examined. Nonselective over-
deuteration was observed for (2-methoxyphenyl)acetic acid
(1g), but ortho-selective deuteration was observed for (3-
methoxyphenyl)acetic acid (1h). Nitro-substituted phenyl-
acetic acids 1m and 1n as well as the nonsubstituted
phenylacetic acid 1o were also suitable substrates for
selective ortho-deuteration. Notably, the ortho-deuterated
product derived from ibuprofen (2p) was isolated in 88%
yield with 93% deuterium incorporation.

Scheme 1. Initial results.

Table 1: Optimization of the reaction conditions.[a]

Entry Base Solvent Deuterium
incorporation [%][b]

1 Li2CO3 [D4]acetic acid 99
2 Na2CO3 [D4]acetic acid 99
3 K2CO3 [D4]acetic acid 99
4 LiOAc [D4]acetic acid 99
5 NaOAc [D4]acetic acid 99
6 KOAc [D4]acetic acid 99
7 NaCl [D4]acetic acid 0
8 LiF [D4]acetic acid 80
9 KHF2 [D4]acetic acid 80

10 Na2CO3 D2O 0
11 Na2CO3 [D4]methanol 0
12 Na2CO3 [D1]TFA 0
13 Na2CO3 CDCl3 0

[a] Reaction conditions: 1a (0.5 mmol), base (0.75 mmol), Pd(OAc)2

(10 mol%), solvent (5 mL), 120 8C, 12 h. The reactions were carried out
in a 50 mL sealed tube. [b] Deuterium incorporation at the aromatic
position was determined by 1H NMR spectroscopy. TFA = trifluoroacetic
acid.

Scheme 2. Palladium-catalyzed ortho-deuteration of phenylacetic acids.
Conditions for ortho-deuteration (in a 50 mL sealed tube):
1 (0.5 mmol), Na2CO3 (0.75 mmol), Pd(OAc)2 (10 mol%), [D4]acetic
acid (5 mL), 120 8C, 12 h. Conditions for a-reprotonation (in a 50 mL
sealed tube): crude 1 (0.5 mmol), NaOH (10 mmol), H2O (2 mL),
CH2Cl2 (2 mL), 120 8C, 12 h. Deuterium incorporation determined by
1H NMR spectroscopic analysis after the first step is shown in square
brackets.[21] The yield of the isolated product after two steps is shown
in parentheses. Deuteration at the a-position was observed after the
first step, which necessitated the use of NaOH for reprotonation.
[a] Deuterium incorporation was determined by 1H NMR spectroscopic
analysis of the corresponding methyl ester derivative (see the Support-
ing Information for details). [b] The yield of the isolated product after
the first step is given owing to product decomposition upon treatment
with NaOH. Deuterium incorporation at the a-position has been
omitted for clarity.
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Substrates other than phenylacetic acids were also studied
(Scheme 3). The deuteration of benzoic acid (3a) and 2-
trifluoromethylbenzoic acid (3 b) yielded the ortho-deuter-
ated acids with 61 and 65% deuterium incorporation,
respectively. We were pleased to find that deuteration of the
benzoic acid derived benzamide 3c afforded the ortho-
deuterated product 4c in 91% yield with 89 % deuterium
incorporation. The pharmaceutically important sulfonamide
3d was also transformed into the ortho-deuterated product 4d
with 89 % deuterium incorporation and in 73% yield.
Notably, the deuteration of N-methoxybenzamide 3e and 2-
phenylpyridine (3 f) proceeded in low yield, although these
two substrates are known to undergo facile cyclopallada-
tion.[15] The poor reactivity of the N-methoxybenzamide
remains to be elucidated; however, the low deuterium
incorporation observed with 2-phenylpyridine suggests that
weakly coordinated palladacycle intermediates are more
reactive towards protonolysis through an electrophilic-cleav-
age pathway. This understanding is reinforced by the results
obtained with 2-benzylpyridine (3g), which was ortho-deu-
terated to give 4g with 86% D incorporation in total, thus
suggesting that the less stable six-membered palladacycle is
more reactive towards functionalization with electrophilic
protons.

In light of our observation that substrates that are
typically thought to coordinate strongly to the palladium
metal center, such as 2-phenylpyridine (3 f), undergo deuter-
ation in low yields, we wanted to elucidate whether weak
coordination was operative during the C�H insertion step and
was responsible for the observed reactivity under our
deuteration conditions. To compare the reactivity of pallada-
cycles held together by either weak or strong coordination, we

evaluated the reactivity of palladacyles 5 and 6 under our
deuteration conditions (Scheme 4). We used palladacycle 5,
which contains the cesium imidate derived from benzamide
3c weakly coordinated to the palladium metal center, as
a probe for investigating the reactivity of a palladacycle held
together by weak coordination under deuteration condi-
tions.[16, 17] The treatment of complex 5 with deuterated acetic
acid at 120 8C for 1 h afforded the ortho-deuterated benz-
amide, which was isolated in 88% yield as an 88:12 mixture of
di-ortho-deuterated and mono-ortho-deuterated products.[18]

Thus, the deuteration of palladacycle 5 gave mainly the di-
ortho-deuterated product, which suggests that the PdII species
formed after protonolysis remained bound to the imidate and
further cleaved the second ortho-C�H bond. In contrast, the
treatment of palladacycle 6 with deuterated acetic acid at
120 8C for 12 h promoted no reaction in either the presence or
absence of a base. These results suggest that palladacycles
that are derived from weak coordination are more reactive
towards electrophiles and imply that a weak coordination
mode between the substrate and the palladium metal center is
responsible for the observed reactivity under our deuteration
conditions.

We tentatively speculate that our deuteration proceeds
first by C�H activation to generate an aryl–palladium(II)
complex 7 (Scheme 5).[13a] This intermediate can then react
with D+ to give the deuteration product and the PdII catalyst.
Reports on the interception of aryl–palladium(II) intermedi-
ates of type 7 by electrophiles, such as ketones, aldehydes, and
nitriles, are still rare.[19] We have reported previously that
aryl–palladium(II) complexes generated by C�H activation
can react with alkyl halides through an electrophilic-cleavage
pathway.[20] Our deuteration protocol suggests that under PdII

Scheme 3. Palladium-catalyzed ortho-deuteration of arenes. Conditions
for ortho-deuteration (in a 50 mL sealed tube): 3 (0.5 mmol), Na2CO3

(0.75 mmol), Pd(OAc)2 (10 mol%), [D4]acetic acid (5 mL), 120 8C,
12 h. Deuterium incorporation as determined by 1H NMR spectroscop-
ic analysis is shown in square brackets.[16] The yield of the isolated
product is shown in parentheses. [a] Ar =4-CF3C6F4. [b] The reaction
was performed on a 0.2 mmol scale. [c] The product of ortho-deutera-
tion was subjected to a-reprotonation conditions (yield of the isolated
product after two steps). [d] Ar’= C6F5. [e] The reaction was performed
at 80 8C for 18 h. [f ] Deuterium incorporation at the a-position has
been omitted for clarity. DG= directing group.

Scheme 4. ortho-Deuteration with palladacycles.

Scheme 5. Proposed catalytic cycle.
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catalysis, the scope of reacting partners may be expanded to
other electrophilic species. However, a mechanism that
involves the formation of an [ArPdIVD] intermediate cannot
be disproved at this time.

In conclusion, we have developed an ortho-selective
deuteration of phenylacetic acids with palladium(II) catalysts.
Related benzoic acid derivatives were also suitable substrates
for this reaction. These results offer an attractive one-step
method to access ortho-deuterated phenylacetic acid com-
pounds. The observed catalytic deuteration provides further
evidence that palladacycles derived from weak coordination
are more reactive. The facile protonation also reveals their
potential reactivity towards other electrophiles.

Received: June 23, 2013
Revised: October 30, 2013
Published online: November 29, 2013

.Keywords: C�H activation · deuteration · palladium ·
phenylacetic acids · weak coordination

[1] For reviews on H/D exchange, see: a) T. Junk, W. J. Catallo,
Chem. Soc. Rev. 1997, 26, 401 – 406; b) J. Atzrodt, V. Derdau, T.
Fey, J. Zimmermann, Angew. Chem. 2007, 119, 7890 – 7911;
Angew. Chem. Int. Ed. 2007, 46, 7744 – 7765; c) E. M. Simmons,
J. F. Hartwig, Angew. Chem. 2012, 124, 3120 – 3126; Angew.
Chem. Int. Ed. 2012, 51, 3066 – 3072.

[2] For selected examples of the use of deuterium labeling in
mechanistic studies, see: a) J. M. Brown, D. Parker, Organo-
metallics 1982, 1, 950 – 956; b) W. Leitner, J. M. Brown, H.
Brunner, J. Am. Chem. Soc. 1993, 115, 152 – 159; c) G. C. Lloyd-
Jones, S. W. Krska, D. L. Hughes, L. Gouriou, V. D. Bonnet, K.
Jack, Y. Sun, R. A. Reamer, J. Am. Chem. Soc. 2004, 126, 702 –
703; d) L. A. Evans, N. Fey, G. C. Lloyd-Jones, M. Paz MuÇoz,
P. A. Slatford, Angew. Chem. 2009, 121, 6380 – 6383; Angew.
Chem. Int. Ed. 2009, 48, 6262 – 6265; e) R. E. McKin-
ney Brooner, R. A. Widenhoefer, Chem. Eur. J. 2011, 17,
6170 – 6178.

[3] K. Sanderson, Nature 2009, 458, 269.
[4] a) A. Terada, S. Naruto, K. Wachi, S. Tanaka, Y. Iizuka, E. J.

Misaka, J. Med. Chem. 1984, 27, 212 – 216; b) P. Wellendorph, S.
Høg, C. Skonberg, H. Br�uner-Osborne, Fundam. Clin. Phar-
macol. 2009, 23, 207 – 213.

[5] V. Snieckus, Chem. Rev. 1990, 90, 879 – 933.
[6] a) P. Beak, R. A. Brown, J. Org. Chem. 1982, 47, 34 – 46; b) A.

Ahmed, J. Clayden, M. Rowley, Tetrahedron Lett. 1998, 39,
6103 – 6106; c) J. Clayden, J. H. Pink, N. Westlund, F. X. Wilson,
Tetrahedron Lett. 1998, 39, 8377 – 8380.

[7] R. Crabtree, Acc. Chem. Res. 1979, 12, 331 – 337.
[8] Cationic iridium complexes can be used to ortho-deuterate

arenes; for selected examples, see: a) R. Heys, J. Chem. Soc.
Chem. Commun. 1992, 680 – 681; b) A. Y. L. Shu, W. Chen, J. R.
Heys, J. Organomet. Chem. 1996, 524, 87 – 93; c) L. P. Kingston,
W. J. S. Lockley, A. N. Mather, E. Spink, S. P. Thompson, D. J.
Wilkinson, Tetrahedron Lett. 2000, 41, 2705 – 2708; d) G. J.
Ellames, J. S. Gibson, J. M. Herbert, A. H. McNeill, Tetrahedron
2001, 57, 9487 – 9497; e) G. J. Ellames, J. S. Gibson, J. M.
Herbert, W. J. Kerr, A. H. McNeill, Tetrahedron Lett. 2001, 42,
6413 – 6416; f) P. W. C. Cross, G. J. Ellames, J. S. Gibson, J. M.
Herbert, W. J. Kerr, A. H. McNeill, T. W. Mathers, Tetrahedron

2003, 59, 3349 – 3358; g) M. J. Hickey, J. R. Jones, L. P. Kingston,
W. J. S. Lockley, A. N. Mather, B. M. McAuley, D. J. Wilkinson,
Tetrahedron Lett. 2003, 44, 3959 – 3961; h) J. Kr�ger, B. Man-
montri, G. Fels, Eur. J. Org. Chem. 2005, 1402 – 1408; i) J. L.
Rhinehart, K. A. Manbeck, S. K. Buzak, G. M. Lippa, W. W.
Brennessel, K. I. Goldberg, W. D. Jones, Organometallics 2012,
31, 1943 – 1952.

[9] a) H. Sajiki, N. Ito, H. Esaki, T. Maesawa, T. Maegawa, K.
Hirota, Tetrahedron Lett. 2005, 46, 6995 – 6998; b) T. Maegawa,
N. Ito, K. Oono, Y. Monguchi, H. Sajiki, Synthesis 2009, 2674 –
2678; c) Y. Sawama, Y. Monguchi, H. Sajiki, Synlett 2012, 959 –
972.

[10] For selected references, see: a) X. Chen, J.-J. Li, X.-S. Hao, C. E.
Goodhue, J.-Q. Yu, J. Am. Chem. Soc. 2006, 128, 78 – 79; b) R.
Giri, N. Maugel, J.-J. Li, D.-H. Wang, S. P. Breazzano, L. B.
Saunders, J.-Q. Yu, J. Am. Chem. Soc. 2007, 129, 3510 – 3511;
c) X. Chen, K. M. Engle, D.-H. Wang, J.-Q. Yu, Angew. Chem.
2009, 121, 5196 – 5217; Angew. Chem. Int. Ed. 2009, 48, 5094 –
5115; d) D.-H. Wang, K. M. Engle, B.-F. Shi, J.-Q. Yu, Science
2010, 327, 315 – 319; e) K. M. Engle, P. S. Thuy-Boun, M. Dang,
J.-Q. Yu, J. Am. Chem. Soc. 2011, 133, 18183 – 18193.

[11] For the non-ortho-selective C�H deuteration of benzene and
other substituted arenes with cationic substituted pyridine – pal-
ladium(II) complexes, see: M. H. Emmert, J. B. Gary, J. M.
Villalobos, M. S. Sanford, Angew. Chem. 2010, 122, 6020 – 6022;
Angew. Chem. Int. Ed. 2010, 49, 5884 – 5886.

[12] For a thorough discussion of weak coordination as a means for
facilitating C�H functionalization reactions, see: K. M. Engle,
T.-S. Mei, M. Wasa, J.-Q. Yu, Acc. Chem. Res. 2012, 45, 788 – 802.

[13] a) R. Giri, J.-Q. Yu, J. Am. Chem. Soc. 2008, 130, 14082 – 14083;
b) T.-S. Mei, R. Giri, N. Maugel, J.-Q. Yu, Angew. Chem. 2008,
120, 5293 – 5297; Angew. Chem. Int. Ed. 2008, 47, 5215 – 5219.

[14] The chloride anion might be detrimental to reactivity. The
treatment of (2-trifluoromethylphenyl)acetic acid (1a) with
PdCl2 (10 mol%), Na2CO3 (1.5 equiv), and [D4]acetic acid
yielded the deuterated product with only 49% conversion.

[15] In the absence of a base, the ortho-deuteration of 2-phenyl-
pyridine only proceeded to give trace amounts of the desired
product.

[16] Our attempts to isolate the C�H insertion intermediate upon the
treatment of phenylacetic acid with stoichiometric palladium
acetate were unsuccessful.

[17] The coordination mode of this palladacycle has been supported
by X-ray crystallographic studies; for more information and the
preparation of 5, see: X.-G. Zhang, H.-X. Dai, M. Wasa, J.-Q. Yu,
J. Am. Chem. Soc. 2012, 134, 11948 – 11951.

[18] Deuterium incorporation was determined by analysis of the
isotopic distribution observed by mass spectrometry.

[19] a) V. Gevorgyan, L. G. Quan, Y. Yamamoto, Tetrahedron Lett.
1999, 40, 4089 – 4092; b) L. Zhao, X. Lu, Angew. Chem. 2002,
114, 4519 – 4521; Angew. Chem. Int. Ed. 2002, 41, 4343 – 4345;
c) D. Sol�, L. Vallverdffl, X. Solans, M. Font-Bard�a, J. Bonjoch, J.
Am. Chem. Soc. 2003, 125, 1587 – 1594; d) G. Liu, X. Lu,
Tetrahedron 2008, 64, 7324 – 7330; e) Y.-X. Jia, D. Katayev, E. P.
K�ndig, Chem. Commun. 2010, 46, 130 – 132; f) L. Yin, M.
Kanai, M. Shibasaki, Angew. Chem. 2011, 123, 7762 – 7765;
Angew. Chem. Int. Ed. 2011, 50, 7620 – 7623.

[20] Y.-H. Zhang, B.-F. Shi, J.-Q. Yu, Angew. Chem. 2009, 121, 6213 –
6216; Angew. Chem. Int. Ed. 2009, 48, 6097 – 6100.

[21] Because deuterium incorporation was determined by 1H NMR
spectroscopic analysis, there exists the possibility of an unknown
mixture of the mono-/di-ortho-deuteration product for para-
substituted and unsubstituted arenes.

Angewandte
Chemie

737Angew. Chem. Int. Ed. 2014, 53, 734 –737 � 2014 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim www.angewandte.org

http://dx.doi.org/10.1039/cs9972600401
http://dx.doi.org/10.1002/ange.200700039
http://dx.doi.org/10.1002/anie.200700039
http://dx.doi.org/10.1002/ange.201107334
http://dx.doi.org/10.1002/anie.201107334
http://dx.doi.org/10.1002/anie.201107334
http://dx.doi.org/10.1021/om00067a010
http://dx.doi.org/10.1021/om00067a010
http://dx.doi.org/10.1021/ja00054a021
http://dx.doi.org/10.1021/ja0376339
http://dx.doi.org/10.1021/ja0376339
http://dx.doi.org/10.1002/ange.200901468
http://dx.doi.org/10.1002/anie.200901468
http://dx.doi.org/10.1002/anie.200901468
http://dx.doi.org/10.1038/458269a
http://dx.doi.org/10.1021/jm00368a019
http://dx.doi.org/10.1111/j.1472-8206.2008.00664.x
http://dx.doi.org/10.1111/j.1472-8206.2008.00664.x
http://dx.doi.org/10.1021/cr00104a001
http://dx.doi.org/10.1021/jo00340a008
http://dx.doi.org/10.1016/S0040-4039(98)01291-X
http://dx.doi.org/10.1016/S0040-4039(98)01291-X
http://dx.doi.org/10.1016/S0040-4039(98)01930-3
http://dx.doi.org/10.1021/ar50141a005
http://dx.doi.org/10.1039/c39920000680
http://dx.doi.org/10.1039/c39920000680
http://dx.doi.org/10.1016/S0022-328X(96)06413-3
http://dx.doi.org/10.1016/S0040-4039(00)00244-6
http://dx.doi.org/10.1016/S0040-4020(01)00945-0
http://dx.doi.org/10.1016/S0040-4020(01)00945-0
http://dx.doi.org/10.1016/S0040-4039(01)01266-7
http://dx.doi.org/10.1016/S0040-4039(01)01266-7
http://dx.doi.org/10.1016/S0040-4020(03)00422-8
http://dx.doi.org/10.1016/S0040-4020(03)00422-8
http://dx.doi.org/10.1016/S0040-4039(03)00750-0
http://dx.doi.org/10.1021/om2012419
http://dx.doi.org/10.1021/om2012419
http://dx.doi.org/10.1016/j.tetlet.2005.08.067
http://dx.doi.org/10.1021/ja0570943
http://dx.doi.org/10.1021/ja0701614
http://dx.doi.org/10.1002/ange.200806273
http://dx.doi.org/10.1002/ange.200806273
http://dx.doi.org/10.1002/anie.200806273
http://dx.doi.org/10.1002/anie.200806273
http://dx.doi.org/10.1126/science.1182512
http://dx.doi.org/10.1126/science.1182512
http://dx.doi.org/10.1021/ja203978r
http://dx.doi.org/10.1002/ange.201002351
http://dx.doi.org/10.1002/anie.201002351
http://dx.doi.org/10.1021/ar200185g
http://dx.doi.org/10.1021/ja8063827
http://dx.doi.org/10.1002/ange.200705613
http://dx.doi.org/10.1002/ange.200705613
http://dx.doi.org/10.1002/anie.200705613
http://dx.doi.org/10.1021/ja305259n
http://dx.doi.org/10.1016/S0040-4039(99)00656-5
http://dx.doi.org/10.1016/S0040-4039(99)00656-5
http://dx.doi.org/10.1002/1521-3757(20021115)114:22%3C4519::AID-ANGE4519%3E3.0.CO;2-G
http://dx.doi.org/10.1002/1521-3757(20021115)114:22%3C4519::AID-ANGE4519%3E3.0.CO;2-G
http://dx.doi.org/10.1002/1521-3773(20021115)41:22%3C4343::AID-ANIE4343%3E3.0.CO;2-5
http://dx.doi.org/10.1021/ja029114w
http://dx.doi.org/10.1021/ja029114w
http://dx.doi.org/10.1016/j.tet.2008.05.056
http://dx.doi.org/10.1039/b917958e
http://dx.doi.org/10.1002/ange.201102158
http://dx.doi.org/10.1002/anie.201102158
http://dx.doi.org/10.1002/ange.200902262
http://dx.doi.org/10.1002/ange.200902262
http://dx.doi.org/10.1002/anie.200902262
http://www.angewandte.org

