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A highly enantioselective organocatalytic intermolecular conjugate addition of oximes to f-nitroacrylates has been developed. The highly
functionalized adducts obtained are valuable precursors for asymmetric synthesis, as demonstrated by the synthesis of #*2-amino acids and

oxazolidin-2-ones.

One focal objective of contemporary organic synthesis is to
develop catalytic asymmetric processes for the efficient
formation of carbon—carbon and carbon-heteroatom bonds.'
In this regard, the conjugate addition of O-nucleophiles to
electron-deficient olefins has proven to be one of the most
important but challenging methods for forming a carbon—
oxygen bond, which is frequently encountered in biologically
active natural products and pharmaceuticals.”? However, the
relative low reactivity of the O-nucleophiles and reaction
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reversibility have hampered the development of asymmetric
variants of this reaction.’ To our knowledge, there are only
a few examples of highly enantioselective oxo-conjugate
addition reactions documented to date.*

With the use of a chiral catalyst (either metallic or organic),
the intramolecular conjugate addition becomes a powerful
tool to construct carbon-heteroatom bonds, using a variety
of heteroatom-based nucleophiles (S, O, P, N, etc.) and
electron-deficient alkenes.” Surprisingly however, the analo-
gous intermolecular variant of heteroatom-based nucleophiles
to [3,8-disubstituted a,fS-unsaturated systems has not been

(3) For a recent review, see: (a) Nising, C. F.; Brise, S. Chem. Soc.
Rev. 2008, 37, 1218. For a phosphine-catalyzed conjugate addition of water
and alcohols to variety of activated olefins, see: (b) Stewart, I. C.; Bergman,
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Fetterly, B. M.; Verkade, J. G. J. Org. Chem. 2002, 67, 3555.



extensively explored.*™® This presents an opportunity to
develop a highly desirable stereoselective system, that in
principle would provide an alternative synthetic technique
to the corresponding Aldol or Mannich-type reaction pro-
tocols.

As a continuing effort to develop solutions to complex
synthetic challenges, we herein describe a new approach to
the construction of a tertiary alcohol” unit through organo-
catalytic intermolecular conjugate addition of oximes to
B-nitro-acrylates.® This research describes the formation of
optically active o-oxylated S-nitro esters (15 examples,
91—98% ee), which are useful building blocks®®? for the
synthesis of 3*?-amino acids and oxazolidin-2-ones.
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Pioneered by Jacobsen and co-workers*® in the AI(III)-
catalyzed highly enantioselective conjugate addition of
oximes to a,fB-unsaturated imides, and later in the unprec-
edented organocatalytic hydroxylation of enals and nitroalk-
enes by Jgrgensen and co-workers,**" oximes proved to be
a highly valuable class of “soft” oxygen nucleophiles. Due
to the planar character of an oxime which has minimal steric
hindrance, which we believe to be a key prerequisite for
successful conjugate addition reactions with crowded tri- or
tetrasubstituted electron-deficient alkenes.'® Initially, we
examined the reaction of ethyl glyoxylate oxime 1a, which
is an excellent Michael donor as shown by Jgrgensen and
co-workers for the hydroxylation of aliphatic nitroalkenes
by thiourea catalysts,* with B-nitroacrylate 2a in the presence
of 20 mol % of organocatalyst 4 (eq 1).

CO,Et 20 mol % 4 Ph. CO,Et
+ —— R 3 1
N02 toluene, 5°C R VN\O)\/NOZ O

3a: 48 h, trace

1a: R' = CO,Et 2a )
3b: 26 h, 81% yield

1b: R = p-MeOCgH,4

Although disappointed by the poor reaction outcome
with only a trace amount of the desired product, this
encouraged us to believe that this protocol should be
achieved if the nucleophilicity of the oxime could be
enhanced. Gratifyingly, by simply changing the oxime
from 1a to the relatively more nucleophilic p-methoxy-
benzaldehyde oxime 1b, we obtained the desired product
in 81% yield with 17% ee (Table 1, entry 1).'! Interest-
ingly, decreasing the catalyst loading greatly improved
the stereoselectivity of the reaction (entries 2 vs 1).

We then embarked on optimizing the reaction conditions.
For example, a solvent investigation revealed that nonploar
solvents were superior to polar solvents in terms of yields
and enantioselectivities (entries 1—10). Toluene was found
to be the best solvent (entry 2, 75% yield and 50% ee). After
screening a number of organocatalysts, cinchona alkaloids
5 and 6 bearing a C6’-hydroxy group developed by the Deng
group,'? were identified to be the best organocatalysts for
this conjugate addition.'* With 5 mol % 5 or 6, the reaction

(9) (a) Liu, T.-Y.; Li, R.; Chai, Q.; Long, J.; Li, B.-J.; Wu, Y.; Ding,
L.-S.; Chen, Y.-C. Chem.—Eur. J. 2006, 13, 319 For reviews, see. (b)
Juaristi, E.; Soloshonok, V. Enantioselective Synthesis of 3-Amino Acids,
2nd ed.; Wiley-VCH: New York, 2005. (c) Abele, S.; Seebach, D. Eur. J.
Org. Chem. 2000, 1.
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see: Phillips, E. M.; Riedrich, M.; Scheidt, K. A. J. Am. Chem. Soc. 2010,
132, 13179.

(11) In our hands, the conjugate addition adducts are stable and could
be directly subjected to silical gel chromatography. We believe that the
electron-withdrawing ester group has a stabilizing effect as reversible
conjugate addition was observed in the case of simple nitroalkenes by
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H.-M.; Wang, B.-M.; Deng, L. J. Am. Chem. Soc. 2006, 128, 732. See
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(g) Tian, S.-K.; Chen, Y.-G.; Chen, J.-F.; Tang, L.; Mcdaid, P.; Deng, L.
Acc, Chem, Res. 2004, 37, 621. (h) Chen, Y.-C. Synlett 2008, 1919.

(13) Please view the Supporting Information for details.
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Table 1. Asymmetric Conjugate Addition of Oxime 1b with
p-Nitroacrylate 2a under Various Conditions”

-OH CO,Et 9 Ph, CO,Et
N 2 10 mol % 4-6 &2
PMPJ * ph N0z solvent, 5°C PMP\?N\O>\/NOZ
1b 2a 3b
Q S Ph
- NJ\N“. Ph
I RURARLL T S
4 5 Ar=p-t-BuCgHs; 6
entry solvent catalyst h yield (%)° ee (%)
1 toluene 4 26 81 174
2 toluene 4 30 75 50°
3 xylenes 4 36 91 35
4 benzene 4 36 71 50
5 DCM 4 24 82 40
6 DCE 4 24 86 33
7 CHCI3 4 24 77 45
8 Et,0O 4 48 59 38
9 CH3CN 4 48 47 15
10 EtOH 4 72 45 9
11 toluene 5 12 75 -95
12 toluene 5 20 77 —-96°
13 toluene 6 24 75 94¢

“ Unless noted, reactions were carried out with 1b (0.75 mmol), 2a
(0.25 mmol) and 4-6 (10 mol %) in 1.0 mL of solvent at 5 °C. ? Isolated
yield. ¢ Determined by chiral HPLC. ¢ Twenty mol % of catalyst was used.
¢ Five mol % of catalyst was used.

between oxime 1b and S-nitroacrylate 2a proceeded smoothly
to produce the corresponding products in high yield and
excellent enantioselectivities but with opposite stereochem-
istry (entries 12 and 13).

Under these optimized conditions, the synthetic scope of
the conjugate addition was evaluated, and the results are
presented in Table 2. Changing the ester group of the
p-nitroacrylate component 2, from ethyl to gradually more
sterically hindered benzyl, i-propyl and #-butyl groups, had
a minor effect on the yields and enantioselectivities (entries
1—4). Most importantly, with 5 mol % of catalyst 5 excellent
enantioselectivities and high yields could be obtained for both
aryl S-nitroacrylates (entries 1—13) and aliphatic S-nitroacry-
lates (94—96% ee, entries 14—15).

Furthermore, significant variation in the phenyl A-ni-
troacrylate 2 architecture can be realized, regardless of steric
or electronic properties, to afford products in 91—98% ee
(entries 4—12). Heteroaryl [-nitroacrylate could also be
employed in this reaction to yield 96% ee (entry 13). The
configuration of the electron-deficient olefins has significant
influence on the stereoselectivity of the reaction. Control
experiments (Scheme 1) afforded pure (Z)-20, which reacted
smoothly with 1b and gave the corresponding product 3o in
94% ee, while pure (E)-20 or the (Z)/(E)-mixture of 20 (Z/E
= 2:1) gave poor stereoinductions.

In addition, the absolute configuration of the conjugate
addition product 3j was unambiguously determined by X-ray
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Table 2. Asymmetric Conjugate Addition of Oxime 1b to
Various f3-Nitroacrylates 2 in the Presence of 5 mol % of
Organocatalyst 5

N COR  smoi%s R{ COR?

PMPJ * r2”Xx~NO2 toluene, 5 °C PMP 2N A\ N0z
1b 2 3b-q
entry R? R® h  yield (%)  ee (%)

1 CeHs Et 20 3b 77 96
2 CeHs Bh 24 3¢ 84 96
3 CeHs iFPr 24 3d 93 96
4 CeHs tBu 36 3e 72 98
5 3-MeOCgH, Et 48 3f 79 95
6 4-MeOCqH, Et 50 3g 61 91
7 4-MeCqgH, Et 30 3h 72 96
8 4-PhCeH, Et 24 3i 89 93
9 4-CICgH, Et 12 3 91 967
10 3,5-(CHs).CéHs Et 36 3k 93 96
11 Eéw@% Et 24 31 89 95

12 OHO+ B 36 3m 88 o3

13 (s Et 48 3n 79 96
14 n-Bu Et 24 30 8 94
15 -Pr Et 24 3p 8 9

“ Unless noted, reactions were carried out with 1b (0.75 mmol), 2 (0.25
mmol) and 5 (5 mol %) in 1.0 mL of toluene at 5 °C. ® Isolated yield.
¢ Determined by chiral HPLC. ¢ Absolute configuration of 3j was determined
by X-ray analysis. ¢ Conducted at 0 °C.” Conducted at —25 °C.

Scheme 1. Effect of the Olefin Geometry of S-Nitroacrylate

3o
COzEt ___ time:6d
N yield: 61%
n-Bu*" N-NO; ee: 70%
Z:E=21
.OH 30
N j’ojt 5mol%5 | time:1d
) n-Bu X-NO; toluene, 5 °C yield: 80%
PMB1 b Z-20 ee: 94%
n-Bu 30
Xx-NO2 L, time:4d
EtOZCE 2 yield: 45%
w0 ee: 7%

crystallographic analysis, and the newly formed stereogenic
center was assigned to be S accordingly.'* Based on the
experimental results and previous studies,’> we proposed
possible transition state models for this transformation. As
shown in Figure 1, the O—H group of the catalyst may
activate the electrophile through hydrogen bonding interac-
tion, and the oxime attack the Si face of the S-nitroacrylate
to form the major stereoisomers.

(14) The configuration of 3j was determined by X-ray crystallographic
analysis. CCDC 784524 (3j) contains the supplementary crystallographic
data for this paper. These data can be obtained free of charge from The
Cambridge Crystallographic Data Centre via www.ccdc.cam.ac.uk/daa_
request/cif.
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Si-face attack
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R2 CO,R® R2 CO,R?

PMB. N & _NO;

PMB. N, B._NO,

Figure 1. X-ray crystal structure of compound 3j and proposed
transition states (TS) of the conjugate addition reaction.

The addition adducts 3 from this protocol should be
valuable building blocks for asymmetric synthesis, as they
are highly functionalized with amenable nitro, ester and oxo
groups. For example, cleavage of the weak N—O bond and
simultaneous reduction of the nitro group under mild
condition with 10% Pd/C/H; cleanly afforded an important
o-hydroxy S-amino acid ester 7. Subsequent protection with
benzoyl chloride and hydrolysis of the ester group readily
provided the highly desired a 3*?-amino acid derivative 9.
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Scheme 2. Synthetic Applications of the Conjugate Addition

Adducts
Ah 76% yield
BN O LHOHHO g POF! 96 co
HO Ph THF/H,0 HO Ph > 2 steps
9 reflux, 1 h 8
22 o0 i % vi
p?2-amino acid  90% yield B2Cl, Py
CH20|2
0°C,4h
« o 10% Pd/C 0,
MR SN ~NO, Ha (25 atm) HZN/\;<002E‘ |ref 119 NH
Ph CO,Et EtOAc, 25°C HO Ph 5 HO"}
3b 24 h Ph 11
(ClsCO),CO
EtsN, CH,Clp
0°C,4h
o)
J 62% yield

HN" O 10 92% ee
\_(”COZEt > 2 steps
Ph

In addition, chiral oxazolidin-2-one 10, and 3-lactam 11,12
could be conveniently accessed from 7 as well.

In conclusion, we have developed a rapid and efficient
method for the catalytic enantioselective construction of
tertiary alcohols through the intermolecular conjugate addi-
tion with synthetically useful enantioselectivities. The adducts
produced by this technique are valuable precursors for
accessing synthetically important chiral building blocks such
as B*?-amino acids, oxazolidin-2-ones, S-lactams, etc.
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