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Despite the blossoming of asymmetric catalysis over the last
few decades'! the majority of large-scale preparations of
enantiopure compounds still rely on resolution techniques of
racemates, wherein half of the starting material is wasted. In
contrast, the catalytic “deracemization” of a racemate,
leading to a theoretical 100% yield of enantiomerically
pure product, is an attractive alternative strategy.”! Enantio-
convergent processes, dynamic kinetic resolution (DKR) and
dynamic kinetic asymmetric transformation (DYKAT) are
the most popular among catalytic deracemization methods
(Scheme 1). Notably, all these state-of-the-art techniques
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Scheme 1. Strategies for deracemization of a racemate. a) Enantiocon-
vergent process. b) Dynamic kinetic resolution (DKR). c) Dynamic
kinetic asymmetric transformation (DYKAT). Dashed arrows represent
steps with low rate constant.

allow a maximum of two different products to be obtained
(the two enantiomers of the product P).

The palladium-catalyzed allylic alkylation (also known as
the Tsuji-Trost reaction) is a powerful and versatile synthetic
tool for C—C bond formation that has been exhaustively
studied over the past years*¥ Its textbook mechanism
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Scheme 2. a) Conventional mechanism and stereochemical outcome
of the palladium-catalyzed allylic alkylation (Tsuji—Trost reaction).

b) Diastereodivergent deracemization through palladium-catalyzed
asymmetric allylic alkylation.

typically involves two distinct, stereospecific steps (Sche-
me 2a): 1) the ionization of the allylic electrophile by the
palladium catalyst, which proceeds with inversion, followed
by 2) nucleophilic attack, which is nucleophile-dependent:
“non-stabilized” nucleophiles (colloquially referred to as
“hard”) tend to attack the metal center, leading to retention
through reductive elimination whereas “stabilized” carbon
nucleophiles (typically referred to as “soft”) lead to outer-
sphere attack with inversion of configuration.”! Since so-
called “soft” nucleophiles are by far the most often employed,
this led to the celebrated “double inversion=retention”
textbook rule for palladium-catalyzed allylic alkylation.? !
We report herein on an unprecedented diastereodivergent
ligand-controlled deracemization concept through palladium-
catalyzed allylic alkylation, that offers potential access to each
one of the possible stereoisomers of the product formed by
deviating from the “double-inversion” rule. We propose the
name “diastereodivergent deracemization” for this process
(Scheme 2b).

We have already reported a racemic stereoselective
synthesis of cis-substituted cyclobutenes 2, in which the
strained racemic lactone 1 (readily prepared from 2-pyrone in
quantitative yield)™? featured as the pivotal substrate
(Scheme 3).1¥! Given the high diastereoselectivities observed
when triphenylphosphine (PPh;) was employed as a ligand,
we investigated the possibility of deracemization of 1 by the
action of an enantiopure chiral ligand."!

At the onset of our ligand screening, we were surprised at
obtaining both cis- and trans-disubstituted cyclobutene prod-
ucts in variable amounts, depending on the ligand employed
(see Supporting Information). Notably, phosphoramidites
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Scheme 3. Palladium-catalyzed diastereoselective synthesis of cyclobu-
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Scheme 4. a) Best-performing chiral ligands for the diastereodivergent
deracemization process. b) Scope of malonate nucleophiles in the cis-
selective diastereodivergent deracemization. Yields refer to analytically
pure, isolated compounds; for compounds 2d, 2e, 2f, 2h the yields
were determined by NMR spectroscopy (internal standard). The d.r.
values were determined by NMR analysis of the crude mixture. The

ee values were determined for the corresponding benzamides (see
Supporting Information). For compounds 2¢c and 2g the reactions
were performed using 5 mol % of [{Pd(allyl)Cl},] and 15 mol% L1a.

L1 tended to be highly cis-selective whereas phosphine
oxazolines of the structural type L20" favored the formation
of trans product (Scheme 4a).

As shown in Scheme 4b, use of the TADDOL-derived
phosphoramidite L1a''*'"! afforded very high yields and
enantioselectivities in the coupling of lactone 1 with malonate
nucleophiles."¥ Importantly, a variety of functional groups
was tolerated. The possibility of including polar moieties such
as benzyloxy (2g), cyano (21i), or chloro (2h) also bodes well
for further functionalization of the final products."” From a
conceptual point of view, obtaining yields higher than 50 %
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with consistently excellent enantioselectivities testifies to the
process being a deracemization.

The desire to probe the generality of this asymmetric
process with other “soft” nucleophiles prompted us to explore
the reaction of electrophile 1 with azlactones 3.3 This
transformation appeared to be more challenging in terms of
overall stereocontrol, as it involves the merger of two
prochiral entities leading to a product containing a total of
three contiguous stereocenters.

Commercially available phosphoramidite ligand L1b
proved to be the ligand of choice for the asymmetric synthesis
of azabicycles 4a-g (Scheme 5).'¥ No decrease in the
enantioselectivity was observed upon modification of the
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Scheme 5. Scope of azlactone nucleophiles in the cis-selective diaster-
eodivergent deracemization. Yields refer to analytically pure, isolated

compounds. The d.r. values were determined by NMR analysis of the
crude mixture, and refer to the additional stereocenter.

substituent borne by the azlactone moiety. Remarkably, this
transformation brings together two racemic substances (elec-
trophile 1 and pronucleophile 3) to generate one out of four
possible stereoisomeric products 4a—g with high levels of
selectivity—a combination of catalyst-controlled enantiose-
lection and powerful double diastereoselection.!™

In striking contrast to the results described above,
changing to the ligand L2a enabled the enantioselective
preparation of the corresponding trans-stereoisomers. Thus,
this ligand mediated the reaction of diverse nucleophiles with
lactone 1 to produce trans-disubstituted cyclobutenes 5
(Scheme 6). Note that to obtain high yields and enantiose-
lectivities, slightly modified reaction conditions were
required. In particular, the slow addition of the electrophile
to a warm (40°C) solution of palladium catalyst and
nucleophile was found to be crucial.

Once again, the substrate scope proved to be quite broad
(Scheme 6a) and common functional groups, such as esters,
protected alcohols, olefins as well as nitro groups were well
tolerated. As before, the yields well above 50% combined
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Scheme 6. a) Scope of malonate nucleophiles in the trans-selective
diastereodivergent deracemization. The ee values were measured on
the corresponding benzamides. The d.r. values were determined by
NMR analysis of the crude mixture. b) Scope of additional nucleo-
philes for the trans-selective process. Yields refer to analytically pure,
isolated compounds. The yield of 5j was determined by NMR
spectroscopy (internal standard). For 5 and 5i the ee values were
determined for the corresponding benzamides, and for 5j on the
dimethylester; these values refer to the major diastereoisomer. The d.r.
values were determined by NMR analysis of the crude mixture. For 5h,
51, and 5j, exclusively trans-disubstituted cyclobutenes were obtained,
the d.r. values refer to the center marked with *. See Supporting
Information.

with remarkable enantioselectivities strongly suggest that a
true deracemization process is operative. To our knowledge,
there are no precedents of palladium-catalyzed asymmetric
allylic alkylation with global inversion of configuration for
“soft” nucleophiles, let alone processes that lend themselves
to both inversion and retention of configuration, at will.

Following these results, we were intrigued by the ability of
ligand L2a to bias the Tsuji-Trost reaction of lactone 1
towards formation of the trans product diastereoisomer with
“soft” nucleophiles. Indeed, other classes of nucleophiles,
such as [-ketoesters and azlactones also led to selective
generation of the corresponding trans products (Scheme 6b).
As depicted, B-ketoesters led to good levels of diastereose-
lection with excellent enantioselection for the major isomer.
In the case of azlactones, the intramolecular cyclization that
allows formation of an azabicyclic product in the case of the
cis-selective process is geometrically impossible.™ The trans
cylobutene aminodiacid 5j was therefore the product of this
reaction.

Concerning the mechanistic details of this ligand-con-
trolled diastereodivergent deracemization of lactone 1, we
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assume that the expected cis products 2 and 4 arise from the
well-established double inversion mechanism for Tsuji-Trost
reactions, involving formation of a r-allyl complex on the face
opposite to the leaving group followed by attack of the
nucleophile anti to palladium (global retention, Scheme 2 and
Scheme 3). It is anticipated that such a reaction would
proceed through a symmetric m-allyl palladium complex 6
(Scheme 7), implying that the enantioselectivity of the
process directly reflects the ability of the chiral ligand to
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Scheme 7. cis-Selective deuterium labeling experiment employing sub-
strate [D]-1. The yield was determined by NMR spectroscopy (internal
standard). See Supporting Information.

direct the incoming nucleophile to only one of the two
enantiotopic faces of the complex 6. Clear evidence in support
of this mechanism was obtained by treating deuterio-lactone
[D]-1 with a malonate salt in the presence of phosphoramidite
ligand L1b, whereupon complete deuterium scrambling was
found in the final product (see Supporting Information).

Concerning the unprecedented enantioselective trans-
selective process mediated by ligand L2a, it is clear that a
stereo-anomalous step must be involved. Four scenarios can
in principle be envisaged: 1) syn-addition of the catalyst (i.e.,
retention upon oxidative addition), 2) isomerization of the
complexed intermediate, 3) nucleophilic addition onto palla-
dium followed by reductive elimination (analogous to what is
observed for “hard” nucleophiles, see Scheme 2), or 4) quan-
titative epimerization of an intermediate cis-product.

Scenario 4 can be ruled out as we found the cis-products 5
to be perfectly stable under these reaction conditions and, in
addition, the enantiomeric excess of the trace amounts of cis-
isomer 2 formed using ligand L2a was always much lower
than that observed for the trans analogue 5 (See Supporting
Information). A direct nucleophilic addition of a malonate
anion to palladium (Scenario 3) would be difficult to ration-
alize on electronic grounds. Scenarios 1 and 2 are, therefore,
the most plausible ones.

Considering possible isomerization mechanisms for palla-
dium allyl complexes (Scenario 2), Bickvall and others have
proposed® ™ the direct displacement of palladium from a
metal allyl complex by another palladium center. Such a
mechanism, however, requires a strong dependence of the
reaction outcome on the concentration of metal (i.e., the
catalyst loading). In control experiments, we did not detect
any significant change in enantio- or diastereoselectivity upon
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modifying the catalyst loading across a three-fold range (see
Supporting Information).

An alternative isomerization mechanism could involve
loss of stereochemical information during the reaction (or
upon workup) at the carboxylate-bearing stereocenter. Nev-
ertheless, the formation of cyclobutene 5k from substituted
lactone 1-Me in good yield and excellent diastereo- and
enantioselectivity (featuring the diastereo- and enantiocon-
trolled generation of a quaternary stereocenter) precludes
such a possibility (Scheme 8a). It is interesting that this
transformation, along with the scrambling of deuterium in the
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Scheme 8. a) Preparation of a cyclobutyl quaternary center through
trans-selective diastereodivergent deracemization. b) trans-selective
deuterium labeling experiment employing substrate [D]-1. The yield
was determined by NMR spectroscopy (internal standard).

labeling experiment shown in Scheme 8b, strongly suggests
that the trans-selective allylic alkylation mediated by ligand
L2a also involves a transient symmetrization event.

The most likely pathway appears to be Scenario 1: a
stereoretentive m-allyl generation in the presence of L2a,
followed by “classical” nucleophilic attack on the opposite
side of palladium. Although the reasons for this intriguing
behavior are not clear, it is tempting to speculate that internal
coordination from the pendant carboxylate may play a crucial
role, as suggested in Scheme 8b.*!

The method disclosed represents a deracemization pro-
cess (i.e., the full conversion of a chiral racemic starting
material into a single, enantioenriched product) in which the
product has more than one stereogenic element (therefore
allowing the existence of different diastereoisomers). The
ability to selectively prepare each one of the possible
stereoisomers of the final product simply by tuning of the
reaction conditions leads us to propose the name “diaster-
eodivergent deracemization”. Although this definition
includes several examples already reported,’” we are not
aware of any case in which 7 stereocenters of the racemic
starting material (with n >2) are manipulated to afford each

www.angewandte.org

one of the possible 2" products (where m is the total number
of stereogenic centers of the final product) in high levels of
efficiency and selectivity.

The corollary of this postulate is shown in Scheme 9,
where each and every one of the four different products (for
diethyl(butyl)malonate as the nucleophile) could be prepared

© 2011 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim
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Scheme 9. Preparation of four different products starting from racemic
lactone 1 through diastereodivergent deracemization. See the Support-
ing Information.

in high selectivities by employing the enantiomers of ligands
Lla and L2a (ent-Lla, ent-L2a).*"l Note the exceptional level
of atom economy of these reactions combined with their
stereoselectivity.!]

Deracemization techniques that are amenable to struc-
tural but also stereochemical diversification clearly represent
exciting avenues for further development in asymmetric
catalysis, and we anticipate that the concepts presented herein
will have a major impact on the field. Further experiments to
fully understand, control, and ultimately design such process-
es are underway.

Received: September 6, 2011
Published online: November 4, 2011

Keywords: azlactone - cyclobutene - deracemization -
diastereodivergent - palladium

[1] Catalytic Asymmetric Synthesis, 3rd ed. (Ed.: 1. Ojima), Wiley-
VCH, Hoboken, NJ, 2010.

[2] For an excellent, scholastic classification of all the deracemiza-
tion processes, see: a) K. Faber, Chem. Eur. J. 2001, 7, 5004 —
5010; b) J. Steinreiber, K. Faber, H. Griengl, Chem. Eur. J. 2008,
14, 8060-8072; For a selection of (historically) relevant dera-
cemization reports, see: ¢) P. Ko¢ovsky, S. Vyskoéil, M. Smréina,
Chem. Rev. 2003, 103, 3213-3245; d)J. Brussee, J.L.G.
Groenendijk, J. M. Tekoppele, A.C. A. Jansen, Tetrahedron
1985, 41,3313-3319; ¢) R. Millet, A. M. Triaff, M. L. Petrus, J. E.
Bickvall, J. Am. Chem. Soc. 2010, 132, 15182 -15184.

[3] a) B. M. Trost, D. L. VanVranken, Chem. Rev. 1996, 96, 395—
422; b)Z. Lu, S. M. Ma, Angew. Chem. 2008, 120, 264-303;
Angew. Chem. Int. Ed. 2008, 47, 258-297; c) B. M. Trost, T.
Zhang, J.D. Sieber, Chem. Sci. 2010, 1, 427-440; d)G.
Helmchen, U. Kazmaier, S. Forster in Catalytic Asymmetric

Angew. Chem. Int. Ed. 2011, 50, 12631-12635


http://dx.doi.org/10.1002/1521-3765(20011203)7:23%3C5004::AID-CHEM5004%3E3.0.CO;2-X
http://dx.doi.org/10.1002/1521-3765(20011203)7:23%3C5004::AID-CHEM5004%3E3.0.CO;2-X
http://dx.doi.org/10.1002/chem.200701643
http://dx.doi.org/10.1002/chem.200701643
http://dx.doi.org/10.1016/S0040-4020(01)96682-7
http://dx.doi.org/10.1016/S0040-4020(01)96682-7
http://dx.doi.org/10.1021/ja107857v
http://dx.doi.org/10.1021/cr9409804
http://dx.doi.org/10.1021/cr9409804
http://dx.doi.org/10.1002/ange.200605113
http://dx.doi.org/10.1002/anie.200605113
http://dx.doi.org/10.1039/c0sc00234h
http://www.angewandte.org

(4]

(5]
(6]

[7

[

8

[

[9

—

(10]

Angew. Chem. Int. Ed. 201, 50, 12631-12635

Synthesis, 3rd ed. (Ed.: 1. Ojima), Wiley-VCH, Hoboken, NJ,
2010, pp. 497 -641.

For an account about the application of DYKAT in asymmetric
allylic alkylation see: B. M. Trost, D. R. Fandrick, Aldrichimica
Acta 2007, 40, 59-72.

J. C. Fiaud, 1. Y. Legros, J. Org. Chem. 1987, 52, 1907 -1911.
Exceptions to the commonly accepted mechanism, which arise
from the loss of the stereochemical integrity of the starting
material because of the reversible m-allyl formation: a) B. M.
Trost, T. R. Verhoeven, J. M. Fortunak, Tetrahedron Lett. 1979,
20, 2301-2304; b) H. Grennberg, V. Langer, J. E. Bickvall, J.
Chem. Soc. Chem. Commun. 1991, 1190-1192; ¢) C. Amatore, S.
Gamez, A. Jutand, G. Mayer, M. Moreno-Maiias, L. Morral, R.
Pleixats, Chem. Eur. J. 2000, 6, 3372-3376; d) T. Cantat, N.
Agenet, A. Jutand, R. Pleixats, M. Moreno-Maiias, Eur. J. Org.
Chem. 2005, 4277 —4286.

Exceptions to the commonly accepted mechanism because of the
steric bias of the substrate: a) I. Stary, P. Kocovsky, J. Am. Chem.
Soc. 1989, 111, 4981-4982; b) 1. Stary, J. Zajicek, P. KoCovsky,
Tetrahedron 1992, 48, 7229 —-7250.

Exceptions to the commonly accepted mechanism because of the
presence of a metal-coordinating group in the substrates:
a) C. N. Farthing, P. Kocovsky, J. Am. Chem. Soc. 1998, 120,
6661-6672; b) M. E. Krafft, A. M. Wilson, Z. Fu, M. J. Procter,
O. A. Dasse, J. Org. Chem. 1998, 63, 1748-1749; see also
Ref. [7].

Exceptions to the commonly accepted mechanism because of the
isomerization of (smt-allyl)palladium complexes, through nucleo-
philic displacement by palladium(0): a)S.I. Murahashi, Y.
Taniguchi, Y. Imada, Y. Tanigawa, J. Org. Chem. 1989, 54,
3292-3303;b) K. L. Granberg, J. E. Bickvall, J. Am. Chem. Soc.
1992, 714, 6858-6863; c) H.L. Sebahar, K. Yoshida, L.S.
Hegedus, J. Org. Chem. 2002, 67, 3788—-3795; d) A. Hazari, V.
Gouverneur, J. M. Brown, Angew. Chem. 2009, 121, 1322 -1325;
Angew. Chem. Int. Ed. 2009, 48, 1296-1299; e) I. Shimizu, Y.
Matsumoto, M. Nishikawa, T. Kawahara, A. Satake, A. Yama-
moto, Chem. Lett. 1998, 983 -984; see also Ref. [6d,7b].
Chloride and trifluoroacetate leaving groups are also known to
lead to anomalous stereochemical outcomes depending on the
solvent employed: a) H. Kurosawa, S. Ogoshi, Y. Kawasaki, S.
Murai, M. Miyoshi, 1. Ikeda, J. Am. Chem. Soc. 1990, 112, 2813 -
2814; b) A. Vitagliano, B. Akermark, S. Hansson, Organo-
metallics 1991, 10, 2592 -2599; c) H. Kurosawa, H. Kajimaru, S.
Ogoshi, H. Yoneda, K. Miki, N. Kasai, S. Murai, I. Ikeda, J. Am.
Chem. Soc. 1992, 114,8417-8424;d) J. Xu, X. L. Qiu, F. L. Qing,
Beilstein J. Org. Chem. 2008, DOI: 10.3762/bjoc.4.18; e) C.

(11]

(12]
(13]

(14]

[15]

[16]

(17]

(18]

[19]

[20]

[21]

g

International Edition

Jonasson, M. Kritikos, J. E. Bickvall, K. J. Szabd, Chem. Eur. J.
2000, 6, 432 -436; see also Ref. [9b].

Using other metals, such as molybdenum, gives different
stereochemically pathways, cf: 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, and references
therein.

E.J. Corey, J. Streith, J. Am. Chem. Soc. 1964, 86, 950—-951.

F. Frébault, M. Luparia, M. T. Oliveira, R. Goddard, N. Maulide,
Angew. Chem. 2010, 122, 5807-5811; Angew. Chem. Int. Ed.
2010, 49, 5672 -5676.

a) B. L. Feringa, Acc. Chem. Res. 2000, 33, 346-353; b) . F.
Teichert, B. L. Feringa, Angew. Chem. 2010, 122, 2538 -2582;
Angew. Chem. Int. Ed. 2010, 49, 2486-2528; c) M. D. K. Boele,
P. C.J. Kamer, M. Lutz, A. L. Spek, J. G. de Vries, P. W. N. M.
van Leeuwen, G.P.F. van Strijdonck, Chem. Eur. J. 2004, 10,
6232 -6246.

a) G. Helmchen, A. Pfaltz, Acc. Chem. Res. 2000, 33, 336 —345.
For other unusual effects of this ligand in Pd-catalyzed allylic
alkylation, see: b) R. Prétot, A. Pfaltz, Angew. Chem. 1998, 110,
337-339; Angew. Chem. Int. Ed. 1998, 37, 323 -325.

H. Teller, S. Flugge, R. Goddard, A. Fiirstner, Angew. Chem.
2010, 722, 1993-1997; Angew. Chem. Int. Ed. 2010, 49, 1949
1953.

For a recent Review about TADDOL-derived phosphoramidites
see: H. W. Lam, Synthesis 2011, 2011 -2043.

X-ray crystal structure analysis of compounds 4g and 5b-
benzamide allowed the determination of the absolute config-
uration. CCDC 837783 (4g), 837785 (5b-benzamide) and 837784
(ent-5b-benzamide) contain the supplementary crystallographic
data for this paper. These data can be obtained free of charge
from The Cambridge Crystallographic Data Centre via www.
ccde.cam.ac.uk/data_request/cif.

See, for example: a) B. M. Trost, N. Cramer, S. M. Silverman, J.
Am. Chem. Soc. 2007, 129, 12396-12397; b) G. Lu, T. Yoshino,
H. Morimoto, S. Matsunaga, M. Shibasaki, Angew. Chem. 2011,
123, 4474-4477; Angew. Chem. Int. Ed. 2011, 50, 4382—-4385;
¢) A. Nojiri, N. Kumagai, M. Shibasaki, J. Am. Chem. Soc. 2009,
131, 3779-3784; d) Z. Wang, Z. Yang, D. Chen, X. Liu, L. Lin,
X. Feng, Angew. Chem. 2011, 123, 5030—5034; Angew. Chem.
Int. Ed. 2011, 50, 4928 -4932 and Ref. [9e].

Despite their synthetic interest, the preparation of enantiomer-
ically enriched cyclobutenes still remains a challenging
endeavor: see M. Luparia, D. Audisio, N. Maulide, Synlett
2011, 735-740, and references therein.

B. M. Trost, Science 1991, 254, 1471 -1477.

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

www.angewandte.org

ewandte

Chemie

12635


http://dx.doi.org/10.1021/jo00386a004
http://dx.doi.org/10.1016/S0040-4039(01)93957-7
http://dx.doi.org/10.1016/S0040-4039(01)93957-7
http://dx.doi.org/10.1039/c39910001190
http://dx.doi.org/10.1039/c39910001190
http://dx.doi.org/10.1002/1521-3765(20000915)6:18%3C3372::AID-CHEM3372%3E3.0.CO;2-V
http://dx.doi.org/10.1002/ejoc.200500345
http://dx.doi.org/10.1002/ejoc.200500345
http://dx.doi.org/10.1021/ja980222l
http://dx.doi.org/10.1021/ja980222l
http://dx.doi.org/10.1021/jo9802372
http://dx.doi.org/10.1021/jo00275a011
http://dx.doi.org/10.1021/jo00275a011
http://dx.doi.org/10.1021/ja00043a034
http://dx.doi.org/10.1021/ja00043a034
http://dx.doi.org/10.1021/jo0200318
http://dx.doi.org/10.1002/ange.200804310
http://dx.doi.org/10.1002/anie.200804310
http://dx.doi.org/10.1246/cl.1998.983
http://dx.doi.org/10.1021/ja00163a060
http://dx.doi.org/10.1021/ja00163a060
http://dx.doi.org/10.1021/om00054a018
http://dx.doi.org/10.1021/om00054a018
http://dx.doi.org/10.1021/ja00048a011
http://dx.doi.org/10.1021/ja00048a011
http://dx.doi.org/10.1002/(SICI)1521-3765(20000204)6:3%3C432::AID-CHEM432%3E3.0.CO;2-5
http://dx.doi.org/10.1002/(SICI)1521-3765(20000204)6:3%3C432::AID-CHEM432%3E3.0.CO;2-5
http://dx.doi.org/10.1021/ja0376339
http://dx.doi.org/10.1021/ja01059a059
http://dx.doi.org/10.1021/ar990084k
http://dx.doi.org/10.1002/ange.200904948
http://dx.doi.org/10.1002/anie.200904948
http://dx.doi.org/10.1002/chem.200400154
http://dx.doi.org/10.1002/chem.200400154
http://dx.doi.org/10.1021/ar9900865
http://dx.doi.org/10.1055/s-0030-1260022
http://dx.doi.org/10.1021/ja075335w
http://dx.doi.org/10.1021/ja075335w
http://dx.doi.org/10.1021/ja075335w
http://dx.doi.org/10.1021/ja075335w
http://dx.doi.org/10.1002/ange.201101034
http://dx.doi.org/10.1002/ange.201101034
http://dx.doi.org/10.1002/anie.201101034
http://dx.doi.org/10.1021/ja900084k
http://dx.doi.org/10.1021/ja900084k
http://dx.doi.org/10.1002/ange.201008256
http://dx.doi.org/10.1002/anie.201008256
http://dx.doi.org/10.1002/anie.201008256
http://dx.doi.org/10.1126/science.1962206
http://www.angewandte.org

