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Stereocontrolled approach to 6-amino acids by asymmetric hydrogenation
of 5-acetylaminopent-4-enoic acid derivatives
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Asymmetric hydrogenation of the C=C bond in 5-acetylamino-5-phenylpent-4-enoic acid
methyl ester or N, N-dimethylamide catalyzed by rhodium complexes with chiral bisphosphine
ligands (1 mol.% of the catalyst, 20 atm. of H,, MeOH, 50 °C) gives the corresponding saturat-
ed derivatives with enantioselectivity up to 40% ee.

Key words: asymmetric hydrogenation, rhodium complexes, bisphosphine chiral ligands,
nonracemic 5-acetylamino-5-phenylpentanoic acid.

Amino acids and their derivatives are important natu-
ral objects and are widely used in the synthesis of various
pharmacologically active compounds and ligands for
asymmetric catalysis.!—3 Widespread methods for the syn-
thesis of chiral amino acids, including asymmetric hydro-
genation of unsaturated precursors intensively developed
in the last years,4—% in fact are mainly used for obtaining
acids with the amino group in o- or B-position. Amino
acids with more remote amino group, viz., chiral y- and
8-amino acids, are significantly less available. It is note-
worthy that the absolute configuration of one of the sim-
plest chiral 8-amino acids, i.e., levorotating d-aminoca-
prylic acid, was unambiguously established’ only in 1965.
As a rule, laborious multi-step schemes involving stoichi-
ometric amounts of inconvenient in handling organome-
tallic reagents and expensive chiral inductors are required
for the synthesis of chiral y- and §-amino acids.3—11 There
are also known separate examples of solving the same prob-
lem by asymmetric hydrogenation of the C=N bond in
imino carboxylic acid derivatives with the use of complex
catalytic systems.!2

Earlier, we have studied asymmetric catalytic hydro-
genation of prochiral substrates containing a keto
group.13=16 [n the present work, we made an attempt to
use similar approach to the synthesis of chiral 8-amino
acids starting from available 8-keto acids. 5-Oxo-5-
phenylpentanoic acid (1) has been chosen as the starting
compound (Scheme 1), which gave rise to two model sub-
strates, viz., m-enamides 4 and 9.

Reductive N-acetylation of the corresponding keto
oximes 3 and 8 with finely dispersed iron metal in the

presence of Ac,0 and AcOH is the key step in the synthe-
sis of both enamides. Earlier, only simple keto oximes
containing no other functional groups have been used in
this reaction!’—21 with just rare exceptions.1%21 In the
present work, reductive N-acetylation, as far as we known,
was for the first time accomplished for oximes with an
ester and amide functional groups, and the earlier unde-
scribed enamide 4 was isolated in the crystalline form as
an individual E-isomer. Its two-dimensional 'H NMR
spectrum (500 MHz, the NOESY procedure) contains an
intensive cross-signal, corresponding to the spatial inter-
action of the phenyl protons (6 7.3) with the protons of the
methylene group (a broad singlet at & 2.35). At the same
time, the spectrum contains no cross-signal responsible
for the spatial interaction of the phenyl group with the
olefin proton (8 6.3). Unlike enamide 4, enamide 9 was
not isolated in the isomerically pure form, and it was used
in the asymmetric hydrogenation reaction as a mixture of
Z- and FE-isomers (~1: 2).

Comparison of rhodium-containing catalysts and cat-
alytic systems Rh-1—Rh-5 (see Scheme 1) in their activity,
aswell as enamides 4 and 9 in their reactivity in the hydro-
genation reactions studied (30—50 °C, 20 atm of H,) shows
the absence of serious differences in both cases: the 50—100%
conversion of these substrates in both the polar (MeOH)
and nonpolar (toluene) solvents can be reached within
20—48 h (Table 1). At the same time, the ee value changes
from virtually nonexistent to 40% depending on the struc-
ture of the catalyst and the nature of the solvent.

Assignment of the absolute configuration for the pre-
dominant enantiomers of 5 and 10 was made based on the
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Reagents: i. MeOH, H,SOy; ii. NH,OH+HCI, AcONa, MeOH, H,O0; iii. Fe(0), Ac,0, AcOH, PhMe; iv. H,, catalyst*; v. Ac,0;

vi. 33% aq. Me,NH.

*Catalysts: [((S,S)-Me-DuPHOS)Rh(COD)|BF, (Rh-1); [((R,R)-Et-DuPHOS)Rh(COD)]OTf (Rh-2);
[((R,R)-Me-BPE)Rh(COD)]OTf (Rh-3); [Rh(COD),]OTf + (R)-SYNPHOS (Rh-4); [Rh(COD),]OTf + (R)-BINAP (Rh-5).

known data on stereochemistry of asymmetric hydroge-
nations of the structurally similar enamides in the pres-
ence of the same or similar rhodium catalysts with ligands

Table 1. Asymmetric hydrogenation of enamides 4 and 9¢

Entry Cata- Sol- T t  Conver- Pro- ee
lyst vent  /°C /h sion®(%) duct (%)
Hydrogenation 4
1 Rh-1 MeOH 30 45 100 (—)-5 145
2 Rh-1 MeOH 50 20 90 (—)-5 18(S)
3 Rh-1  Toluene 50 30 100 (—)-5 20(9)
4 Rh-4 MeOH 50 30 100 (+)-5 36(R)
5 Rh-4  Toluene 50 30 100 (+)-5 21 (R)
6 Rh-4 THF 50 30 100 (+)-5 17(R)
7 Rh-5 Toluene 50 30 100 — <5

Hydrogenation 9

8 Rh-1 MeOH 50 20 80 (—)-10 42(S)
9 Rh-1 MeOH 50 45 90 (—)-10 40 (S)
10 Rh-2 MeOH 30 20 50 (+)-10 25(R)
11 Rh-3 MeOH 50 45 60 (+)-10 38 (R)

of the type DuPHOS and BPE.1"—1% The ee values for
nonracemic hydrogenation products 5 and 10 were deter-
mined by 'H NMR in the presence of chiral solvating
shift-reagent 11,22 with the *CH signal of the enantiomer
(+)-(R)-10, which forms a solvate diastereomeric com-
plex with reagent 11, being shifted to the high field (Fig. 1).

O Me O
z NO,
H
NO
11 2

a b

.,

1 1 1 1 1 1

@ p(H,) = 20 atm, [substrate] = 0.1 mol L~!in entries I—3, §—11
and 0.2 mol L~! in entries 4— 7; [substrate]/[catalyst] = 100/1.

b According to the 'H NMR data.

¢ The ee values were determined by '"H NMR in the presence of
a chiral solvating shift-reagent 11.

5.2 5.0 48 & 5.2 5.0 48 o
Fig. 1. A fragment of the 'H NMR spectrum (500 MHz, CDCI;)
of racemic N-acetyl-8-amino ester 5 (*CH) in the absence of the

shift-reagent (@) and in the presence of chiral solvating shift-
reagent (R)-11 (0.5 equiv.) ().
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Earlier, shift-reagent 11 has been used for determina-
tion of enantiomeric composition of S-stereogenic chiral
compounds.?3

The results obtained look promising for the improving
enantioselectivity of catalytic hydrogenation of enamides,
precursors of 8-amino acid derivatives, while further opti-
mization of the process.

Experimental

The following reactants were used in this work: bis(1,5-
cyclooctadiene)rhodium(r) triflate ((Rh(COD),]OTY), (+)-1,2-
bis((2R,5R)-dimethylphospholano)ethane(cyclooctadiene)rho-
dium triflate ([((R,R)-Me-BPE)Rh(COD)]OTY) (Acros), (R)-
(+)-2,2"-bis(diphenylphosphino)-1,1"-binaphthyl ((R)-BINAP),
(+)-1,2-bis((25,5S5)-dimethylphospholano)benzene(cycloocta-
diene)rhodium tetrafluoroborate ([((S5,5)-Me-DuPHOS)Rh-
(COD)]BF,), (+)-1,2-bis((2R,5R)-2,5-diethylphospholano)-
benzene(cyclooctadiene)rhodium triflate ([((R,R)-Et-Du-
PHOS)Rh(COD)]OTY), (R)-(+)-6,6"-bis(diphenylphosphino)-
2,27,3,3 -tetrahydro-5,5"-bi-1,4-benzodioxine ((R)-SYNPHOS)
(Strem); NH,OH-HCI (99%, Alfa Aesar); Ac,0, AcOH, Fe
(powder, 325 mesh), 5-oxo-5-phenylpentanoic acid, Me;SiCl
(Acros).

Methanol was dried by reflux over magnesium with subse-
quent distillation in the flow of argon. Toluene was dried by
reflux over sodium in the presence of benzophenone in the flow
of Ar with subsequent distillation.

Melting points were determined on a Kofler stage. 'H and
13C NMR spectra were recorded on a Bruker AM-300 and Bruk-
er DRX-500 spectrometers (300.13, 500.13 (!H), 75.47 MHz
(13C)) in CDCl;. Chemical shifts are given relatively to Me,Si.
IR spectra were recorded on a Specord M82 spectrometer in
KBr pellets. Mass spectra were recorded on a Kratos MS-30
instrument (70 eV). Elemental analysis was performed on a Per-
kin—Elmer Series 11 2400 apparatus. The signs of angles of opti-
cal rotation for hydrogenation products 5 and 10 (see Table 1)
were determined on a Spectropolyarimetr PU-09 instrument.

Methyl 5-oxo-5-phenylpentanoate (2). The compound was
obtained according to a standard procedure?4 by esterification of
acid 1 with methanol. B.p. 146 °C (5 Torr) (Ref. 24: b.p. 137 °C
(2 Torr)). 'H NMR (CDCly), & 2.07 (m, 2 H, C(O)CH,CH,);
2.43 (t, 2 H, C(O)CH,CH,CH,, J = 7.2 Hz); 3.03 (t, 2 H,
C(O)CH,, J = 7.2 Hz); 3.67 (s, 3 H, Me); 7.49 (m, 3 H, Ph);
7.95(d, 2 H, Ph, J=7.5 Hz).

Methyl 5-hydroxyimino-5-phenylpentanoate (3)%5. Hydr-
oxylamine hydrate hydrochloride (6.67 g, 96 mmol) and AcONa
(7.87 g, 96 mmol) were placed into a round-bottom flask
equipped with a reflux condenser and a magnetic stirring bar,
followed by addition of MeOH (40 mL) and H,O (20 mL). After
stirring for 0.5 h, keto ester 2 (9.9 g, 48 mmol) was added, the
mixture was refluxed for 5 h and the solvents were evaporated.
Ethyl acetate was added to the residue and the mixture was
washed with saturated aqueous NaHCOj; and brine. The oxime
obtained was crystallized from water. The yield was 8.59 g (81%),
m.p.49—50°C. Found (%): C, 65.36; H, 6.93; N, 5.95. C|,H5NO;.
Calculated (%): C, 65.14; H, 6.83; N, 6.33. 'TH NMR (CDCl,),
8:1.70 (m, 2 H, C(O)CH,CH,); 2.32 (t, 2 H, C(O)CH,CH,CH,,
J=17.3Hz); 273 (t, 2 H, C(O)CH,, /= 7.5 Hz); 3.59 (s, 3 H,
Me); 7.40 (m, 3 H, Ph); 7.66 (m, 2 H, Ph); 11.21 (br.s, 1 H,

OH). 3C NMR (CDCl), &: 21.54 (C(O)CH,CH,); 25.25
(C(0)CH,); 33.58 (C(O)CH,CH,CH,); 51.47 (Me); 126.21
(m-C, Ph); 128.25 and 128.59 (o-C, Ph); 129.26 (p-C, Ph);
135.36 (C(CNOH)); 158.71 (CNOH); 173.64 (C=0). MS,
m/z: 221 [M]*.

Methyl 5-(N-acetylamino)-5-phenylpent-4(E)-enoate (4).
Oxime 3 (5.54 g, 25 mmol) was dissolved under Ar in anhydrous
toluene (50 mL) in a two-neck flask equipped with a stirrer and
a reflux condenser. Then, a mixture of Ac,0 (7.2 mL, 75 mmol)
and AcOH (4.4 mL, 75 mmol) was added dropwise to the solu-
tion, followed by addition of finely powdered iron metal (2.8 g,
50 mmol) and several drops of Me;SiCl. The reaction mixture
was stirred for 30 h. The color of the reaction solution turned
from colorless to light green, then to reddish brown. After the
reaction was complete (TLC monitoring), the reaction mixture
was filtered through celite, concentrated on a rotary evaporator,
and the residue was passed through a column with neutral alumi-
na (using toluene as an eluent). A precipitate formed after partial
evaporation of toluene was filtered off and washed with toluene to
obtain a white crystalline product (2.1 g, 34%), m.p. 98—100 °C.
Found (%): C, 68.06; H, 7.11; N, 5.66. C;4,H;NO;. Calculat-
ed (%): C, 68.00; H, 6.93; N, 5.66. '"H NMR (CDCls), &: 2.02
(s, 3H, Me); 2.37 (m,4 H, 2 CH,); 3.63 (s, 3 H, Me); 6.35 (m, 1 H,
CH); 6.71 (br.s, 1 H, NH); 7.35 (m, 5 H, Ph). 3C NMR
(CDCly), &: 23.90 (MeC(0)); 24.56 (C(O)CH,CH,); 34.51
(C(O)CH,); 51.56 (Me); 116.84 (CH=); 128.47 (p-C, Ph);
128.70 (m-C, Ph); 128.72 (0o-C, Ph); 135.10 (C—CNH); 136.90
(C=CH); 168.73 (NHC(0)); 173.32 (COO). IR, v/cm~: 3264
(NH), 1736 (COOMe), 1660 (C=0), 1544 (C=C). MS, m/z:
247 [M]".

6-Phenyl-3,4-dihydropyran-2-one (6)2%. A solution of 5-oxo-
5-phenylpentanoic acid (1) (6.07 g, 31.6 mmol) in Ac,0 (37 mL,
391 mmol) was refluxed for 5 h under Ar, then excess of Ac,0
was evaporated and the residue was heated in vacuo for 2 h (the
bath temperature was 160 °C). The compound obtained in 90%
purity was used in subsequent step without additional purifica-
tion. 'H NMR (CDCls), &: 2.51 (m, 2 H, CH,CH); 2.68 (m, 2 H,
CH,C(0)); 5.81 (m, 1 H, CH=); 7.36 (m, 3 H, m- and p-H, Ph);
7.61 (m, 2 H, o-H, Ph).

N, N-Dimethyl-5-oxo-5-phenylpentanamide (7). A 33% aq.
dimethylamine (30 mL) was added to lactone 6 (5.3 g,
30.6 mmol) and the mixture was vigorously stirred for 1 h. Then
dimethylamine and water were evaporated and an the oily resi-
due was distilled in vacuo to yield the product (5.09 g, 76%) as an
oil, b.p. 160 °C (5 Torr). 'H NMR (CDCly), &: 2.09 (m, 2 H,
C(0)CH,CH,); 2.45 (m, 2 H, C(O)CH,CH,CH,); 2.95 (s, 3 H,
C(O)N(Me)Me); 3.01 (s, 3 H, C(O)N(Me)Me); 3.11 (m, 2 H,
C(0)CH,); 7.49 (m, 3 H, Ph); 7.98 (m, 2 H, Ph).

N,N-Dimethyl-5-hydroxyimino-5-phenylpentanamide (8).
A solution of AcONa (3.19 g, 46 mmol) and NH,OH-HCI
(3.73 g, 46 mmol) in a mixture of MeOH (15 mL) and H,O
(5 mL) was mixed with a solution of keto amide 7 (4.92 g,
22.4 mmol) in MeOH (15 mL). Further, the reaction mixture
was stirred under reflux for 6 h. A solid obtained was crystallized
from water to isolate a pure oxime (3.46 g, 66%), m.p. 125—127 °C.
'H NMR (CDCly), &: 1.95 (m, 2 H, C(N)CH,CH,); 2.39
(m, 2 H, C(N)CH,CH,CH,); 2.93 (s, 8 H, 2 Me, C(N)CH,);
7.39 (m, 3 H, Ph); 7.68 (m, 2 H, Ph); 8.78 (br.s, 1 H, OH). IR,
v/cm~1: 3332 (NOH), 1628 (CONMe,). MS, m/z: 234 [M]".

N,N-Dimethyl-5-acetylamino-5-phenylpent-4-enamide (9).
A mixture of Ac,O (4 mL, 42 mmol) and AcOH (2.4 mL,
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42 mmol) was added dropwise to a solution of oxime 7 (3.3 g,
14 mmol) in anhydrous toluene (40 mL), followed by addition of
a powdered iron metal (1.55 g, 28 mmol) and several drops of
Me;SiCl. The reaction mixture was stirred for 30 h under Ar,
during which the solution gradually changed its color first to
light green, then to reddish brown. The reaction mixture was
filtered through celite, concentrated, and the residue was passed
through a column with neutral Al,O5 (using toluene as an elu-
ent). After evaporation of toluene, the product was isolated (1.8 g,
69%, a mixture of Z- and E-isomers, 1 :2) as a light yellow oil.
'H NMR (CDCls), &: 2.02 and 2.19 (both s, 2 H and 1 H,
MeC(0)); 2.50 (m, 4 H, CH,); 2.87, 2.91, 2.93 and 2.96 (all s,
6 H, Me,N); 5.50 (m, 0.33 H, CH=); 6.36 (m, 0.67 H, CH=);
6.71 (br.s, 0.67 H, NH); 7.37 (m, 5 H, Ph); 9.34 (br.s, 0.33 H,
NH). 3C NMR (CDCls), §: 22.90 and 24.06 (CH,CH); 23.49
and 24.47 (MeC(0)); 32.50 and 33.77 (CH,C(0O)); 35.37 and
37.19 (Me,N); 118.15and 121.47 (CH); 127.63 (p-C, Ph); 128.39
(m-C, Ph); 128.76 (0-C, Ph); 133.07 and 134.45 (C—CNH);
136.95 and 137.97 (CCH); 168.53 and 169.29 (C(O)Me); 172.35
and 172.92 (C(O)NMe,).

Asymmetric catalytic hydrogenation of w-enamides 4 and 9
(general procedure). A (with the in situ formation of the catalyst).
A chiral ligand (0.006 mmol), [Rh(COD),]OTf (0.006 mmol),
and enamide (0.6 mmol) were placed into a glass tube for hydro-
genation, which was evacuated and filled with argon three times,
followed by addition of anhydrous methanol or other solvent
(3 mL), preliminary deairated by three-fold freezing with liquid
nitrogen, evacuation, defrost, and filling the vessel with argon.
Then, the tube was placed into a stainless steel autoclave pre-
liminary filled with argon, the autoclave was blown through
with purified hydrogen and the pressure of hydrogen was ad-
justed to 20 atm. The reaction mixture was stirred with mag-
netic stirrer for a required time. After the experiment was over,
the solvent was evaporated, the reaction mixture was dis-
solved in ethyl acetate and passed through a layer of silica gel.
The solvent was evaporated on a rotary evaporator and the resi-
due was analyzed by 'H NMR in the presence of a chiral shift-
reagent 11.

B (with the use of commercial rhodium catalyst). Enamide
(0.3 mmol) and a catalyst (Rh-1, Rh-2, or Rh-3) (0.003 mmol)
were mixed in a glass tube for hydrogenation, with carrying out
further manipulations as in procedure 4 when a catalyst was
formed in situ.

Results of experiments are given in Table 1.

Methyl (1)-5-acetylamino-5-phenylpentanoate ((£)-5). This
compound was synthesized to monitor the accuracy of
determination of enantiomeric composition of nonracemic
compound 5 by 'H NMR. Racemic product was obtained by
hydrogenation with Pd (1%)-on-sibunite at room temperature
for 20 h at 20 atm. of H,. 'H NMR (CDCls), &: 1.65 (m, 2 H,
C(O)CH,CH,); 1.84 (m, 2 H, C(O)CH,); 2.01 (s, 3 H, Me);
2.35 (m, 2 H, C(O)CH,CH,CH,); 3.66 (s, 3 H, Me); 4.99
(m, 1 H, NCH); 5.75 (br.s, 1 H, NH); 7.31 (m, 5 H, Ph).

(£)-N,N-Dimethyl-5-acetylamino-5-phenylpentanamide
((£)-10). This compound was synthesized to monitor the ac-
curacy of determination of enantiomeric composition of
nonracemic compound 10 by 'H NMR. 'H NMR (CDCly), &:
1.66 (m, 2 H, C(O)CH,CH,); 1.78 (m, 2 H, C(O)CH,); 1.96
(s, 3 H, Me); 2.31 (m, 2 H, C(O)CH,CH,CH,); 2.92 (s, 6 H,
2 Me); 4.93 (m, 1 H, NCH); 6.73 (br.s, 1 H, NH); 7.26
(m, 5 H, Ph).

10.

11.

12

13.

14.

15.

16.

17

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

References

. H.-U. Blaser, B. Pugin, F. Spindler, J. Mol. Catalysis A:
Chemical, 2005, 231, 1.

. W. Tang, X. Zhang, Chem. Rev., 2003, 103, 3029.

. W. Zhang, Y. Chi, X. Zhang, Acc. Chem. Res., 2007, 40, 1278.

. H. Shimizu, I. Nagasaki, K. Matsumura, N. Sayo, T. Saito,
Acc. Chem. Res., 2007, 40, 1385.

.J.-A. Ma, Angew. Chem., Int. Ed., 2003, 42, 4290.

. H.-J. Drexler, J. You, S. Zhang, C. Fischer, W. Baumann,
A. Spannenberg, D. Heller, Org. Process Research Develop-
ment, 2003, 7, 355.

. O. Servinka, A. Fabryova, V. Novak, Coll. Czech. Chem. Com-
mun., 1965, 1742.

.J. M. Mclntosh, S. O. Acquaah, Can. J. Chem., 1988,
66, 1752.

. E. Marx, M. El Bouz, J. P. Célérier, G. Lhommet, Tetrahe-

dron Lett., 1992, 33, 4307.

M. R. Attwood, E. A. Conway, R. M. Dunsdon, J. R. Green-

ing, B. K. Handa, P. S. Jones, S. C. Jordan, E. Keech, F. X.

Wilson, Bioorg. Med. Chem. Lett., 1997, 7, 429.

F. A. Davis, J. M. Szewczyk, Tetrahedron Lett., 1998, 39, 5951.

. M. N. Cheemala, P. Knochel, Org. Lett., 2007, 9, 3089.

E. V. Starodubtseva, O. V. Turova, M. G. Vinogradov, L. S.

Gorshkova, V. A. Ferapontov, Izv. Akad. Nauk, Ser. Khim.,

2005, 10, 2301 [Russ. Chem. Bull., Int. Ed., 2005, 54, 2374].

E. V. Starodubtseva, O. V. Turova, M. G. Vinogradov, L. S.

Gorshkova, V. A. Ferapontov, M. I. Struchkova, Tetra-

hedron, 2008, 64, 11713.

0. V. Turova, E. V. Starodubtseva, M. G. Vinogradov, V. A.

Ferapontov, M. 1. Struchkova, Tetrahedron: Asymmetry,

2009, 20, 2121.

O. V. Turova, E. V. Starodubtseva, M. G. Vinogradov, V. A.

Ferapontov, J. Mol. Catalysis A: Chemical, 2009, 311, 61.

.M. J. Burk, Y. M. Wang, J. R. Lee, J. Am. Chem. Soc., 1996,
118, 5142.

M. J. Burk, G. Casy, N. B. Johnson, J. Org. Chem., 1998,

63, 6084.

G. Zhu, A. L. Casalnuovo, X. Zhang, J. Org. Chem., 1998,

63, 8100.

B. Gangadasu, P. Narender, S. B. Kumar, M. Ravinder,

B. Ananda Rao, Ch. Ramesh, B. China Raju, V. Jayathirtha

Rao, Tetrahedron, 2006, 62, 8398.

R. A. Hughes, S. P. Thompson, L. Alcaraz, C. J. Moody,

J. Am. Chem. Soc., 2005, 127, 15644.

G. Uccello-Barretta, A. Iuliano, E. Franchi, F. Balzano,

P. Salvadori, J. Org. Chem., 1998, 63, 9197.

M. Deshmukh, E. Ducach, S. Juge, H. B. Kagan, Tefra-

hedron Lett., 1984, 25, 3467.

P. J. Wagner, A. E. Kemppainen, J. Am. Chem. Soc., 1972,

94, 7495.

C. G. Savarin, C. Grise, J. A. Murry, R. A. Reamer, D. L.

Hughes, Org. Lett., 2007, 9, 981.

M. Yu. Lur’e, I. S. Trubnikov, N. P. Shusherina, R. Ya.

Levina, Zh. Obshch. Khim., 1958, 28, 1351 [J. Gen. Chem.
USSR (Engl. Transl.), 1958, 28].

M. Yasuda, N. Ohigashi, I. Shibata, A. Baba, J. Org. Chem.,
1999, 64, 2180.

Received March 30, 2010;
in revised form May 12, 2010




	Stereocontrolled approach to δ�amino acids by asymmetric hydrogenationof 5�acetylaminopent�4�enoic acid derivatives
	Abstract
	Experimental
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles false
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams true
  /MaxSubsetPct 25
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo false
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile (Color Management Off)
  /AlwaysEmbed [ true
    /CourierA
    /CourierA-Bold
    /CourierA-BoldOblique
    /CourierA-Oblique
    /MathFont1
    /NewStandardA
    /NewStandardA-Bold
    /NewStandardA-BoldItalic
    /NewStandardA-Italic
    /NewtonC
    /NewtonC-Bold
    /NewtonC-BoldItalic
    /NewtonC-Italic
    /PragmaticaC
    /PragmaticaC-Bold
    /PragmaticaC-BoldOblique
    /PragmaticaC-Oblique
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 202
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 202
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 605
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.48760
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /RUS ()
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.001 840.999]
>> setpagedevice


