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Abstract: A si uplc and economical method f SyItnesis o1 lugluy functionalised

o-amino nitriles, precursors to a-arylglycmes with high optical purity is reported. For

this purpose, (R) or (S)-2-amino-2-phenylethanol were used as chiral auxiliaries in a

1,3 Strecker reaction. Reactions were studied with a broad range of reagent systems

for the generation of cyano nucleophile. Methodology has been extended for the
synthesis of (8)-a-(2-iodo-5-nitrophenyl)glycine, (S)-a-(4-methoxyphenyl)glycine

and (R)-B-(4-methoxyphenyl)alanine. © 1999 Published by Elsevier Science Lid. All rights reserved.
Keywords: Asymmetric  Strecker reaction; 1,3 induction; (R)-2-amino-2-
phenylethanol; a-arylglycines.

In connection with the synthesis of cyclic peptides, we needed a number of funciionalised a-amino
acids, in particular a-aryligiycines with high optical purity. Numerous approacnes to synthesise optically
pure a-arylglycines were at our disposal. Barring the Strecker reaction, other methodologies require reagents
which are not economically viable and lack generality. Diastereoselective Strecker synthesis® using a broad
variety of chiral inducing agents is already known to furnish o-amino nitriles, precursors to a-amino acids in
different optical purity. The advantages of (R) or (S)-2-amino-2-phenylethanol as chiral auxiliaries in the 1,3
diastereoselective Strecker reaction are 1) they can be easily prepared from the corresponding chiral a-
lycine, 2) asymmetric induction proceeds with good diastereoselectivity and 3) their removal under

In this paper, we report efficient diastereoselectivity and good yields of a-amino nitriles in the 1,3
asymmetric Strecker reaction using both (R) and (S)-2-amino-2-phenyiethanol as chiral inducing agents
employing different reagent systems as a source for the cyano nucieophile. The Strecker reaction was initiaily
studied with 1-naphthaldehyde under kinctically controlled conditions. The methodology giving the best
results was extended for the synthesis of (S)-a-(2-iodo-5-nitrophenyl)glycine (16), (S)-a-(4-
methoxyphenyl)glycine (18) and (R)-B-(4-methoxyphenyl)alanine (20) from the corresponding aldehydes.

0040-4020/99/$ - see front matter © 1999 Published by Elsevier Science Ltd. All rights reserved.
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formed methyl-a-phenyigiycinate hydrochioride with sodium borohydride in 50% ethanol.

The 1,3 diastereoselective Strecker reaction using (R)-2-amino-2-phenylethanol (1) as chiral auxiliary
was studied with 1-naphthaldehyde by generating hydrogen cyanide in four different ways under kinetically
controlled conditions (Scheme 1). In the first method,” * the imino solution was obtained by stirring a
mixture of 1-naphthaldehyde and (R)-2-amino-2-phenylethanol (1) in chloroform in the presence of
anhydrous sodium sulphate. To the imino solution, some methanol was added and the resulting mixture was

ated with trimethylsilylcyanide (TMSCN) at 0-5°C. The diastereoisomeric (S,R) and (R,R)-2-I( 2-hvdmxy-
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1-"‘\"""!\,3.,., no}-2-(1-naphthylethanenitriles (4), which serve as the precursors

were isolated in 88% yield by silica gel column chromatography (route 1).
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Scheme 1. Reagents: a) CHCl, (R)-2-amino-2-phenylethanol (1); b) CH,OH, TMSCN, 0-5°C, 88%, c) CH,OH : H,0
(1:1), (R)-2-amino-2-phenylethanol (1), NaHSO, NaCN, 0-5°¢C, 65%; d) CH;OH : H,O (1:1), (R)-2-amino-2-
phenyiethanol hydrochioride, NaCN, 0-5°C, 70%; e) MeOH, (R)-2-amino-2-phenylethanol (1); f) NH,CI, NaCN, 0-5<C,
87%.

However, if the reaction was carried out in the absence of methanol, then TMSCN first reacts with the
hydroxyl group of the chiral auxiliary to form a silyl ether and hydrogen cyanide. It is the liberated hydrogen
cyanide that adds across the Schiff’s base to provide the a-amino nitrile. It was thus recognised that the role

cyanide which serves as the source of the cyano nucleophile,

Although use of TMSCN as a source for hydrogen cyanide seems to be promising and safer, its use is not
economically advisable particularly when optically active a-arylglycines are prepared on a larger scale. It
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was thus decided to employ other easily available reagent systems as a cyano anion source in the Strecker
wanntinem It o0 nlan imemnctnnt that tha nltasaative snacnat 11aad Adrac wn assrae thhn Ao cbnmnmanlonsle.s amAd 4l
reaction. It is aiso important that the aiternative reagent used, Goes not lower the aiastereoselectivity and the

yields of the a-amino nitrile.

With a view to deveioping a one pot synthesis of a-amino nitriles, 1,3 diastereoselective Strecker
reaction was studied with 1-naphthaldehyde using sodium bisulphite and sodium cyanide as a means for
generating the cyano nucleophile. But, the diastereoisomeric mixture of (8,R) and (R,R)-2-[(2-hydroxy-1-
phenyl)amino]-2-(1-naphthyl)ethanenitrile (4) was obtained in only 65% yield (route 2). In another one pot
approach, it was decided to generate hydrogen cyanide in situ using the hydrochloride salt of the chiral
auxiliary with sodium cyanide (route 3). The Strecker reaction of 1-naphthaldehyde with (R)-2-amino-2-

r reaction by employing ammonium chloride and sodium cyanide in different molar
to evaluate the yieid of o-amino nitriie (route 4). It was observed that the combined yieid of (S,R) and (R,R)-
2-[(2-hydroxy-1-phenyl)amino]-2-(1-naphthyl)ethanenitrile (4) is optimum (87%) with 3 molar equivalents
of sodium cyanide and 2 molar equivalents of ammonium chloride for the imine (3) obtained from [ molar
equivalent of 1-naphthaldehyde and (R)-2-amino-2-phenylethanol (1). The diastereomeric ratio [(S,R):(R,R)]
of 2-[(2-hydroxy-1-phenyl)amino]-2-(1-naphthyl)ethanenitrile (4) in all the above cases was almost the same
i.c. 84 : 16. The latter was assigned by integrating the ' H NMR singlet’ of the methine proton on the carbon
bearing the nitrile group.

on the basis of internuclear distance,® bond angles’ and the coplanarity requirement for resonance
BN TS SRR
StaD1115at1011.
Prochiral E-imine (3) represents a heterosubstituted 1,3-allylic system.'” In such a system the allylic

stereocenter shifts'! the conformational equilibrium towards conformer 3b (Scheme 2).
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Scheme 2.

Further, intramolecular H-bonding studied by Polt et al."” in B-hydroxy imines reveals that a similar
type of intramolecular hydrogen bonding pattern in the prochiral E-imine (3) enhances the conformational
preference for conformer 3b. Thus conformer 3b is the predominant reactive conformer of the prochiral E-
imine (3). This “conformational lock™" in the ground state of the E-imine should allow the substituents at the

allylic stereocenter to shield the diastereotopic faces of the double bond in the transition state of the reaction
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Scheme 3.

The attack™ of the cyano nucleophiie across the diastereotopic face will be preferentially from the Iess
shielded direction thereby affording (S,R)-2-[(2-hydroxy-1-phenyl)amino]-2-(1-naphthyl)ethanenitrile (4) in
excess (Scheme 3).

It can be expected that the lowering of reaction temperature in the Strecker reaction would shift the
conformational equilibrium towards the predominant reactive conformer 3b of prochiral E-imine (3) leading
to higher diastereoselectivity. However, when a series of reactions were studied and monitored by T.L.C.,

was observed that the addition of the cyano nucleophile across the prochiral imine takes place at around

n temperature with the motive
diastereoselectivity.

The major (S,R)-2-[(2-hydroxy--phenyl)aminoj-2-(1-naphthyli)ethanenitriie (4) was separated from its
diastereoisomeric mixture by silica gel column chromatography using pet.ether and ethyl acetate (90:10) as
eluants.

Table 1. Chemical yield and diastereomeric ratio of a-amino nitriles

Entry Aldehyde Yield* (%) of  Diastereoselectivity Chemical Shift (3) of
Q-aming nitrile (S,R): (RR) a-methine proton (H ) in
49 GR) RR)
i 1-Naphthaldehyde 87 84:16 49 53
2 2-Naphthaldehyde 88 83:17 445 475
3 Benzaldehyde 87 82:18 44 46
4 2-Chlorobenzaldehyde® 82 83:17 465 4.95
5 2-Methoxybenzaldehyde® 84 81:19 455 4.8
6 4-Benzyloxybenzaldehyde® 83 80:20 4.45 4.65

3 Yield refers to isolated yields of combined diastereomers; ° 1,4-Dioxane was used as the solvent instead of methanol.
Since adoption of route 4 gave good yields of a-amino nitriles without affecting the

diastercoselectivity, the use of sodium cyamde and ammonium chloride in the 1,3 diastereoselective Strecker
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It is noteworthy that with 1-naphthaldehyde and 2-naphthaldehyde (entries 1 and 2). the
-y T ' Rt et _-IIJ - \vn A AwWd i ANE hl, LA
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diastereisomeric mixture by crystallising twice from ethyl acetate and pet.cther.

Oxidative cleavage'’ of the chiral auxiliary part of (S,R)—Z-[(2—hydroxy-l-phenylethyl)afnino]-2-(1-
naphthyl)cthanenitrile (4) was achieved by lead tetraacetate treatment to give an imine and formaldehyde.
The imine was converted without purification by acid hydrolysis with 6M hydrochloric acid to (S)-a-(1-
naphthylglycine (5) (Scheme 4).
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Scheme 4. Reagents: a) Ph(OAc) 4, CHCl2:MeOH (1:1); b) 6M HCI, NaHCO3 .

Using the same strategy and employing (S)-2-amino-2-phenylethanol (2) as the chiral auxiliary, the
Strecker reaction with 1-naphthaldehyde gave the expected (R)-o-(1-naphthyl)glycine (6).

The methodology was extended for the synthesis of (S)-a-(2-iodo-5-nitrophenyl)glycine (16), (S)-a-(4-
methoxyphenyl)glycine (18) and ( R)-B-(4—methoxvnhenyl)alanine (20) from the corresponding aldehydes
(Table 2). 2 -Jodo-5-nitrobenzaldehvde (14) required for the syn hesis of (S)-o-(2-i0do-5-nitro phen l\olv

LUV Y, S UULALRINAL Y 2 2 U 1040-D0-nItr

(16) was prepared from 2-aminobenzaldehyde (7) (Scheme 5). 2- Ammobenzaldehyde was obtained from 2
nitrobenzaldehyde by reduction with ferrous sulfate heptahydrate and 25% aqueous ammonia with modified
workup of the reported procedure.'® As 2-aminobenzaldehyde (7) is prone to undergo polymerisation, it was
isolated from the reaction mixture as soon as possible. Smith ef al. had used steam distillation and then ether
extraction for the quantitative isolation of the product. It was observed that extraction of 2-
aminobenzaldehyde (7) with benzene is better from stability point of view. Acetylation of 2-
aminobenzaldehyde (7) was problematic, particularly under the acidic conditions. Even acetyl chloride in the
presence of pyridine gave a number of side products. Finally, acetylation of 2-aminobenzaldehyde was
achieved at room temperature with acetic anhydride and pyridine in dry benzene.
idobenzaldehyde (12) was nitrated with fuming nitric acid and concentrated sulfuric acid to
. ed product was hydrolysed with 50% sulfuric acid to g
2-amino-5-nitrobenzaldehyde (13) in 91% yield. The amino derivative was diazotised in 70% sulfuric acid
odi

I Ta N & 1 . 1. Vel ~ PR , ‘:__

with sodium nitrite soiution at 0-5°C. The diazonium salt solution on trea

solution gave 2-iodo-5- -nitrobenzaldehyde'’ (14) in 51% yield.
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Scheme 5. Reagents: a) FeS04,7H30, NH4OH; b) Pyridine, Ac0; c) Fum. HNO3, Conc.H2S0y; d) 50% H3S04; ) NaNO;,
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1abie 2. Diastereomeric ratio of a-amino nitriles and chemicai yieid of a-amino nitriles and the
corresponding a-amino acids.

Entry Aldehyde Diastereoselectivity  Yield® (%) of Chemical Shift () of Yield® (%) of

& Major : Miner  «-amino nitrile  a-methine proton (H,) in  a-amino acids
Chiral Inductor (15,17 & 19) Major and Minor (16, 18 & 20)
1 2-lodo-5-nitro (S,R): (R,R) 86 48 515 51
benzaldehyde 80:20
&)
2 4-Methoxy (S,R): (R,R) 88 445 465 53
benzaldehyde 83:17
& (1)
3 4- (R,9): (8,9) 84 3.55 3.8 49
Methoxyphenyl 82:18
acetaldehyde
& (2)

2 Yield refers to isolated yields of combined diastereomers; ® Yield with reference to a-amino nitrile.
The Strecker reaction of 2-iodo-5-nitrobenzaldehyde (14) with (R)-2-amino-2-phenylethanol (1

2

ethyl acetate - pet.ether. It was subjected to lead tetraacetate oxidation and acid hydrolysis to afford (S)-a-(2-
iodo-5-nitrophenyi)glycine (16).

The synthesis of (S)-a-(4-methoxyphenyl)glycine (18) necessitates the use of the (R) enantiomer of the
chiral auxiliary. The major (S,R)-2-[(2-hydroxy-1-phenyl)amino]-2-(4-methoxyphenyl)ethanenitrile (17),
obtained by silica gel column chromatography, was converted to (S)-a-(4-methoxyphenyl)glycine (18) by the
standard protocol.

The asymmetric Strecker reaction of 4-methoxyphenylacetaldehyde'® with (S)-2-amino-2-
phenylethanol (2) as the chirality transfer reagent provided a mixture of (R,S) and (S,S)-2-[(2-hydroxy-1-

phenyl)aminc]-2-(4-methoxypheny!)propanenitrile (19). The diastereoselectivity of the reaction was
Antnswmrinad h manating tha danhla Aathlat Af the rv_mathina nratan dienlavad hy the mainr (R Q) and minor
Jciclnmiu U_y u Erduilg dliC UUUBUIL GUUUITL Ul UL WIHIVULGG P1UWIL Wioplay Ll Uy Wil LHGUL (iR, 0 7 Ghi Laaiivs

N
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D,0) diastereomers at 63.55 and 03.8 respectively.

~~
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methoxyphenyl)propanenitrile (19} isclated by column chromatography was subjected to lead tetraacetate
s A e TR NP SR - . | A reemle o AN _1_

OXigauve ¢ wuvugc and acid hy /Qro1YSis 10 alfora (R)—ﬁ-(‘f-mcﬁ‘lﬁxy’pwn /i ):uaxune (23).

Thus a simpie and economical protocol using an easily availabie reagent system as a substitute for the
expensive TMSCN in the 1,3 diastereoselective Strecker reaction employing (R) or (S)-2-amino-2-
phenylethanol as chiral auxiliary has been developed. Using this methodology a wide variety of optically
pure a-amino nitriles, precursors to a-amino acids, can be synthesised.

Experimental:

Pet.ether refers to the petroleum ether fraction bp 40-60°C. (D)-a-Phenylglycine, [o]?, -156 (¢ 1.0, IN
HCI), was obtained from I0C, Khopoli, India, while (L)-a-Phenylglycine, [a]?, +156.1 (¢ 1.0, IN HCI), was
supplied by Lancaster. 4-Methoxyphenylacetaldehyde was prepared by Darzen’s condensation of 4-methoxy
benzaldehyde with methyl chloroacetate according to the literature procedure.'®

General Procedures

- Ty . saN

Sirecker Reaction of i-Naphthaldehyde with (R)-2-Amino-2-Phenyiethanoti (1):
(S,R) and (R,R)-2-[(2-Hydroxy-1-Phenyiethyl)aminoj-2-(1-Naphthyl)ethanenitriie (4):
Method 1:

A mixture of 1-naphthaldehyde (1.56g, 10mmoles) and (R)-2-amino-2-phenylethanol (1) (2.2g,
16mmoles) in 30mL of chloroform was stirred at room temperature and when the mixture became turbid, it
was passed through anhydrous sodium sulfate and stirred again for 4 h. Evaporation of solvent gave the crude
imine as a yellow oil which was dissolved in 20mL chloroform and 3mL methanol. The imino solution was
cooled to 0°C and TMSCN (2.8ml., 20mmoles) was added under stirring. The reaction mixture was slowly

C and TMSCN (2.8mL, 20 s) s The
warmed to room temperature and stirred for 24 h. Concentration of the mixture in vacuum left a pale yellow
N OL 0Q0/N b oo Blan Sal 76N 190 maach) anld Ta + -
residual oil (2.96, 98%) which on silica gel (60-120 mesh) column chromatography (pet.ether-ethy! acetate,

80:20) yielded a mixture of (S,R) and (R,R)-2-[(2-hydroxy-1-phenylethyl)amino]-2-(1-naphthyl)ethanenitrile
(4) as a colourless solid, (2.66g, 88%); m.p. 103°C. (S,R):(R,R) diastereomeric ratio of 84:16 was determined
by integrating the "H NMR singlet of the a-methine proton (NCHCN) of the isomeric mixture.

'H NMR (60MHz, CDCl,) §=7.9-6.9 [m, 12H, ArH of (S,R) & (R,R)], 5.3 [s, 1H, NCHCN of (R,R)],
4.9 [s, 1H, NCHCN of (S,R)], 4.35-3.95 [m, 1H, NCHPh of (S,R) & (R,R)}], 3.7-3.3 [m, 2H, CH,-O of (S.R)
& (R,R)], 2.15 [br s, 1H, NH of (S,R) & (R,R)], 1.25 [br s, 1H, OH of (S,R) & (R,R)]; IR (KBr) 3650-3150,
3050, 2950-2850, 2250, 1600, 1510, 1460, 1050, 800-770, 700 cm’'. Found: C, 79.13%; H, 6.11%; N, 9.2%.

Caled for C,H,,N,0: C, 79.47%; H, 5.96%; N, 9.27%.

A ~ -
Method 2:

To a suspension of 1-naphthaldehyde (1.56g, 10mm
o

sodium bisuifite (2.08g, 20mmoles), sodium cyanide (0.98g, 20mmoies)
phenylethanol (1) (2.2g, 16mmoles) in 20mL of methanol under stirring. The reaction mixture was allowed to

/4 » ANEe NP NETR SV -
{R)-2-amino-2-
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come to room temperature and stirred (18 h). To the reaction mixture, 100mL of water was added and the oily
nrndl_)t_'t obtained was extracted with chloroform (3 x 25mL). The combined orcanic extracts were dried
13§ S R g RAVEVANEERE & i de/RANRJJ. A LAW WWRRIVILIVAE UL YYUIiC Ulicu

(Na,S0,) and distilled under vacuum to give a residual oil (2.9g, 96%). Silica gel column chromatography
(pet.ether-ethyl aceiaie, 80:20) of the residue gave a mixiure of (S,R) and (R,R)-2-[(2-hydroxy-i-
phenyiethyi)aminoj-2-(1-naphthyi)ethanenitrile (4) as a pale yellow solid, (1.97g, 65%);, m.p. 99°C.
(S,R):(R,R) diastereomeric ratio of 82:18 was determined by integrating the 'H NMR singlet of the -
methine proton (NCHCN) of the diastereomeric mixture.
Method 3:

To a suspension of 1-naphthaldehyde (1.56g, 10mmoles) in 30mL of water at 0-5°C, were added
sodium cyanide (0.98g, 20mmoles) and a solution of (R)—2-amino-2-phenyl ethanol hydrochloride (3.48¢,
20mmoles) in 30mL of methanol under ng. The reaction mix was allowed to come to room

temnerature and stirred (18 h). To the reacti 100MT  of water wag added tha aily nradnet
Sviiiigrealesisay RaEle Clanawiee \ 1 U ¥ A W Eiw A WkSWEL A AARI Wi Wy A VVIIIEY WL VYGLLE YLD WLV Ui uaL Ul J PAU UL
nhtainad wmne avirantad with shlasafarm 1 v V28I \ and tha P PR | Famin avtunntoe rzrmea deiad MATL QM)
UUlaiitil was CAlTaLvivu willl VIMUIVIVILL (D A LJHIHL ) Al UIC COMvINnea Organic eXiracis were arniea NdyOUy)

and distilled under vacuum to give a residual oil (2.93, 97%). Silica gel column chromatography (pet.ether-
ethyl acetate, 80:20) of the residue gave a mixture of (S,R) and (R,R)-2-[(2-hydroxy-1-phenylethyl)amino]-2-
(1-naphthyl)ethanenitrile (4) as a pale yellow solid (2.12g, 70%); m.p. 101°C. (S,R):(R,R) diastereomeric
ratio of 83:17 was determined by integrating the '"H NMR singlet of the a-methine proton (NCHCN) of the
isomeric mixture.
Method 4:

A mixture of 1-naphthaldehyde (1.56g, 10mmoles) and (R)-2-amino-2-phenylethanol (1) (2.2g,

16mmoles) in 20mL of methanol was stirred at room temperature (4 h). The resultmg imino solution was
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filtered and dried (2.96g, 98%); mp 71°C. Silica gcl column chromatography (pet.ether-ethyl acetate, 80:20)
of the solid gave a mixture of (SR) and (RR)-2-[(2-hydroxy-1-phenylethyl)amino]-2-(1-
naphthyl)ethanenitrile (4) as a colourless solid, (2.63g, 87%); m.p. 102°C. (S,R):(R,R) diastereomeric ratio of
84:16 was determined by integrating the 'H NMR singlet of the a-methine proton (NCHCN) of the isomeric
mixture.
(S;R) and (R,R)-2-[(2-Hydroxy-1-Phenylethyl)amino]-2-(2-Naphthyl)ethanenitrile (5):

Similarly, diastereomeric mixture [(S,R)/(R,R)=83:17] of 2-[(2-hydroxy-1 -r)henvlethvl)ammo]-Z (2-

WJ1a1121882 2 Y (SRt il Lt ) 96 Lus B L (2410w IREPLAN A RANEAN, ety

naphthyl)ethanenitrile (5) was obtained as a colourless solid in 88% yield; mp 134°C.
i

4.45 [s, 111, NCHCN of (S,R)], 4.35-3.9 [m, 1H

& (R,R)}, 2.5 [br s, 1H, NH of (S.R) & (R,R)], 1.95 [b

3050, 2925-2850, 2225, 1640, 1600, 1510, 1460, 1050, 900, 870, 830 760, 700 cm™. Found:

5.68%: N, 9.31%. Caled for C,0H jN,O: C, 79.47%; H, 5.96%; N, 9.27%.

(S,R) and (R,R)-2-[(2-Hydroxy-1-Phenylethyl)amino]-2-(Phenyl)ethanenitrile (6):
Similarly, diastereomeric mixture [(S,R)/(R,R)=82:18] of 2-[(2-hydroxy-1-phenylethyl)amino]-2-

henyl)ethanenitrile (6) was obtained as a colourless viscous oil in 87% yield.

Q
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H L (60MHz. CDC1) §=7.4-7.1 ITm. 10H. ArH of (S Y1 46T 1TH NOUCN of (R RY1

4 y 37 U i Liasy SRRy £RLEL UL \(WJgAN) NodN s TV [0, 114, INGLLIVIAN UL DNV,

AATe TH NOHON AFf/QDRY 4241044 T4 QO LI 11T NOLIDRE AF/Q DY 0. /1) DY 7Y £8 foou AIT NI My &
TS, 1AL ANVARLIN UL O, ), F.979.0 (U, J &, T.o 114, 111, NUOrn 01 (0,1 ) & (I,IN ], 3.00 [m, £, CH,-U oI
(S.R)}, 3.5 [m, 2H, CH,-O of (R,R)], 2.5 [br s, 2H, NH, OH of (S,R) & (R,R)]; IR (CHC,) 3600-3100, 3010,
2850, 2290, 1650, 1600, 1500, 1450, 1040, 760, 700 cm™. Found: C, 75.97%; H, 5.98%; N, 10.85%. Calcd

for C,(H,(N,O: C, 76.19%; H, 6.35%; N, 11.11%.
(S,R) and (R,R)-2-[(2-Hydroxy-1-Phenylethyl)amino}-2-(2-Chlorophenyl)ethanenitrile (7):

Similarly, diastereomeric mixture [(S,R)/(R,R)=83:17] of 2-[(2-hydroxy-1-phenylethyl)amino]-2-(2-
chlorophenyl)ethanenitrile (7) was obtained as a colourless liquid in 82% yield.

'H NMR (60MHz, CDCl,) 8=7.5-7.0 [m, 9H, ArH of (S,R) & (R,R)], 4.95 [s, 1H, NCHCN of (R,R)],

[s, TH, NCHCN of (S,R)], 4.3-3.9 [m, 1H, NCHPh of (S,R) & (R,R)], 3.7-3.3 [m, 2H, CH,-O of (S,R) &
6 [br s, 2H, NH, OH of (S,R) & (R,R)]; IR (CHC!,) 3600-3200, 3030, 2850, 2250, 1640, 1600,

%. Calcd for
(S,R) and (R,R)-2- [(2—Hydroxy-l Phenylethyl)ammo] 2-(2-Methoxyphenyl)ethanemtnle (8):

Similarly, diastereomeric mixture [(S,R)/(R,R)=81:19] of 2-[(2-hydroxy-1-phenylethyl)amino]-2-(2-
methoxyphenyl)ethanenitrile (8) was obtained as a colourless viscous oil in 84% yield.

'H NMR (60MHz, CDCl,) =7.5-6.65 [m, 9H, ArH of (S,R) & (R,R)], 4.8 [s, 1H, NCHCN of (R,R)],
4.55 [s, 1H, NCHCN of (S,R)], 4.35-3.95 [m, 1H, NCHPh of (S,R) & (R,R)], 3.9-3.4 [m and s overlapped,
5H, CH,-O and O-CH, of (S,R) & (R,R)], 2.45 [br s, 2H, NH, OH of (S, R) & (R,R)]; IR (CHCl ) 3650-3150,
3050, 2950-2850, 2250, 1600, 1500-1440, 1250, 1040, 760, 700 cm”. Found: C, 71.98%; H, 6.14%; N

10.18%. Caled for C,,H,N,0,: C, 72.34%; H, 6.38%; N, 9.93%.

€N 2w d /D DY D I/ I Arenwres, n amela l.-,n nnnnn 1 (A Doanavlaveonhane Na 4l.n...-...:¢-_:l
(O} AU (N, )-4- l\z.-n_yuluxy ncnyein l’llﬂlﬂu]’b'\'l‘nvllb_ylu)\]pucu]l’ NanThRirin

________ 1 L

Similarly, diastereomeric mixture [(S,R)/(R,R)=80:20] of 2-[(2-hydroxy-1-phenylethyl)amino]-2-(4-
benzyloxyphenyl)ethanenitrile (9) was obtained as a yeliow oil in 83% yield.

'"H NMR (60MHz, CDCl,) 6=7.6-6.8 [m, 14H, ArH of (S,R) & (R,R)], 5.1 [s, 2H, PhCH,-O of (S,R) &
(R,R)], 4.65 [s, 1H, NCHCN of (R,R)], 4.45 [s, 1H, NCHCN of (S,R)], 4.35-4.05 [m, 1H, NCHPh of (§,R) &
(R,R)], 3.75-3.45 [s, 2H, CH,-O of (S,R) & (R,R)], 2.45 [br s, 2H, NH, OH of (S,R) & (R,R)]; IR (CHCL,)
3650-3150, 3050, 2925-2850, 2280, 1600, 1510, 1460, 1250, 1025, 750, 700 cm™. Found: C, 76.99%; H,
6.41%; N, 7.69%. Calcd for C,;H,,N,0,: C, 77.10%; H, 6.15%; N, 7.82%.

(S,R) -2-[(2-Hydroxy-1-Phenylethyl)amino}-2-(1-Naphthyl)ethanenitrile (4):

= W\TF TR TT o v 7
Maior (S.R)-4 eluted out first using silica gel ” 00-200 mPQh\ column chroma anhv (net.ether-ethvl
¥ J\Jl \U A } W WiIWLVAE UL ALl U uulllb aias b a AN A ARAW N i J I J
acetate, 90:10) of its diastereoisomeric mixture [(S R)/(R,R)]=84/16] (2.06g). ( )—(4) was obtained as
T ADSN /"10 1 1TEN A 7N & MNIT M1\
coiouriess crystals (1 Sg, 74%); mp 126- [(x.h, -10¥.4(CUD, L)L)

- an - ary A

'H NMR (60MHz, CDCl,) $=7.89-7.82 (m, 3H, ArH),7.71 (d, J 2.3, 1H, ArH), 7.57-7.20 (m, 8H, ArH),
4.90 (s, 1H, NCHCN), 4.25 (dd, J 3.9, 9.1 Hz, 1H, NCHPh), 3.55 (m, 2H, CLL,0), 2.15 (br s, 1H, NH), 1.25
(br s, 1H, OH); IR (KBr) 3650-3150, 3050, 2950-2850, 2250, 1600, 1510, 1460, 1050, 800-770, 700 cm™.
Found: C, 79.24%: H, 6.07%; N, 9.21%. Calcd for C,;H,;N,0: C, 79.47%; H, 5.96%; N, 9.27%.
(S)-a-1-Naphthylglycine (10):

To a solution of (S R)- (4) (1.52g, Smmoles) in 10mL of methylene chloride and SmL of methanol was
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'sed by addition of ag. sat. NaHCO, solution (50mL). The requhmg 1nq01uble

vas neutrali ddition of aq. sat. NaH tion esul
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impurities were removed by filtration (Celite) and washed with methylene chloride (2 x 15mL). The organic

Iaver was senarated and the aq. laver was extracted twice with methvlene chloride (2 x 15mL). The combined

vas separated and the aq, layer extracted twice with methylene chloride (2 x 15mL). The combined
organic layers were dried (Na,SO,) and evaporated in vacuum to afford the crude imine as a yellowish brown
oil which was subjected to acid hydrolysis as such. The crude imine was treated with 50mL of 6M
hydrochloric acid and the mixture was stirred at room temperature (1 h) and then on steam bath at 90°C (45
minutes). The reaction mixture was extracted twice with diethyl ether (2 x 10mL). The ether extract was
discarded and the aqueous layer was poured and concentrated in an evaporating dish to dryness. The solid
residue obtained was dissolved in the minimum quantity of water (20mL) and then neutralised with solid
NaHCO, under ice cooling (5-10°C). The colourless solid obtained was filtered, washed with diethyl ether
and dried. Yield of (S)-a-(1-naphthyl)glycine (10) was 0.55g (55%); colourless crystals; mp 171°C
(decomp,); fcndnz2 +164.7 (c 0.7, IM HCI).

'H NMR ((‘F‘(‘()ﬂh 200MHA §=85-2840 (m 3IH ArHY 21.70 (m 4 ArHY 67 (¢ 1H

YAIN \Rrd JRARSNS Ay LsavaAs Aiuf VUTROWTULNTU \1RRy  Jid, Aiirj, U.d 4 \ikky, TiX, [L3a21f, V.7 Oy 111,
NOLIOYOWM ) TD (T RA NN 141N 18NN 1240 122N TO8 TN men-] Tavsende £ 771 £&70/. 11 & AAG/.NT £ D10/
INU LUV LR {URDT ) U, 101V, 15UV, 130V, 133V, 7179, 1 +U I . COUNG: U, /1.7 /v, i, J.94%/0, 1IN, O.71 /0.

Calcd for C,,H,NO,: C, 71.68%; H, 5.47%; N, 6.96%.
(R,S) -2-{(2-Hydroxy-1-Phenylethyl)amino]-2-(1-Naphthyl)ethanenitrile (4):

Similarly, diastereomeric mixture [(R,S)/(S,S)=83:17} of 2-[(2-hydroxy-1-phenylethyl)amino]-2-(2-
naphthyl)ethanenitrile (4) was obtained following general procedure from I-naphthaldehyde and (S)-2-
amino-2-phenylethanol (2), as a colourless solid in 86% yield; mp 98°C.

'H NMR (60MHz, CDCl,) §=7.9-6.9 [m, 12H, ArH of (R,S) & (S,9)], 5.3 [s, 1H, NCHCN of (S,9)],
4.9 [s, 1H, NCHCN of (R,S)], 4.35-3.95 [m, 1H, NCHPh of (R,S) & (S,S)], 3.7-3.3 [m, 2H, CH,-O of (R,S)

& (S,8)], 2.15 [br s, 1H, NH of (R,S) & (S.8)], 1.25 [br s, 1H, OH of (R.,S) & (S,8)]; IR (KBr) 3650-3150,
3050, 2950-2850, 2250, 1600, 1510, 1460, 1050, 800-770, 700 cm™. Found: C, 79.13%; H, 6.11%; N, 9.2%.
for C,H, N 79.47%; H, 5.96%; N,92,/o

cthyl acetate, 90:10) of its diastereoisomeric mixture [(S,R)/(R,R)]=84/16] as colourless crystals; mp 122-
3°C; [a]p2 +143.1 (¢ 0.5, CH,CL).

'H NMR (60MHz, CDCI,) 6=7.89-7.82 (m, 3H, ArH), 7.71 (d, ] 2.2 Hz, 1H, ArH), 7.57-7.20 (m, 8H,
ArH), 4.9 (s, 1H, NCHCN), 4.25 (dd, J 3.9, 9.1 Hz, 1H, NCHPh), 3.55 (m, 2H, CH,0), 2.15 (br s, 1H, NH),
1.25 (br s, 1H, OH); IR (KBr) 3650-3150, 3050, 2950-2850, 2250, 1600, 1510, 1460, 1050, 800-770, 700 cm’
' Found: C, 79.24%; H, 6.07%; N, 9.21%. Calcd for C;H,,NO: C, 79.47%; H, 5.96%; N, 9.27%.

(R)-a-1 -Naphthylglycme (11):

QY A

UN,D -4 Wa xidi

S OXi
53% yieid; mp 171°C (decomp,); {a]p™ +7.
'H NMR (200MHz, CF,COOD) 6=8.5-8.4 .
NCHCOO); IR (KBr) 3000, 1600, 1510, 1360, 1330, 795, 770 cm™. Found:
Calcd for C,,H,,NO,: C, 71.68%; H, 5.47%; N, 6.96%.
2-Acetamidobenzaldehyde (12):
2-Aminobenzaldehyde was prepared by reduction of 2-nitrobenzaldehyde (12g, 80m1holes) with
ferrous sulfate heptahydrate (210g, 760mmoles) with a slight variation in the workup of the reported'®

procedure. The reaction mixture was steam distilled to collect three 200mL fractions. The combined fraction

1
i

ATY AT\ £ (o

m, 4r1, Arf), 0./ (S, ln,

1.61%; H, 5.45%; N, 6.89%.

Q..
p .
~N -~
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was extracted with benzene (3 x 30mL). The combined benzene extract was dried N
under reduced pressure to 25mL volume.

To this solution of 2-aminobenzaldehyde, acetic anhydride (7.2mL, 75Smmoles) and pyridine (4mL,
) were added at room temperature. After stirring the reaction mixture for 18 h, benzene was
out and 100mL of water was added. The reaction mixture was aliowed to stand for 30 min and then
neutralised with sat. NaHCO, solution. The colourless product was collected by filtration and washed with
water. Crystallisation from chloroform-pet.ether gave colourless needles of 2-acetamidobenzaldehyde (12)
(7.6g, 58%); m.p. 70°C (lit.*® mp 71°C).

'H NMR (60MHz, CDCl,) §=11.4 (br s, 1H, NHCO), 9.85 (s, 1H, CHO), 8.7 (d, J 9.3 Hz, 1H, ArH),
7.7-1.0 (m, 3H, ArH), 2.2 (s, 3H, COCH,); Found: C, 66.19%; H, 5.45%; N, 8.61%. Calcd for C;H,;NO,: C
66.24%; H, 5.52%:; N, 8.58%.

2-Iodo-5-Nitrobenzaldehyde (14

Q..

2_ A cotamida dahvd

~-Acetamidobenzaldehyde { 20r i
nitrating mixture, prepared from 10mL conc. sulfuric acid and 10mL fuming nitric acid (Sp.gr 1.5), with
stirring under ice cooling. After addition was compiete, temperature of the reaction was gradually raised to
room temperature. The reaction mixture was stirred (30 min) and then poured into 200mL of ice-cold water.
The pale yellow product obtained was filtered and washed with water. Crystallisation from water gave needle

shaped crystals of 2-acetamido-5-nitrobenzaldehyde (6.7g, 81%); m.p. 160°C (lit.* mp 160-161°C).
2-Acetamido-5-nitrobenzaldehyde (6g, 29mmoles) was added to 20mL of 50% sulfuric acid and
reaction mixture was heated on the steam bath (1 h). The reaction mixture was cooled to room temperature
and poured into 100mL of ice-cold water. The yellow solid obtained was filtered and washed with water.

Crystallisation from alcohol gave yellow prisms of 2-amino-5-nitrobenzaldehyde (13) (4.3g, 91%), m.p.
INTOC 113+ 20 e 70O
PV S S W) \lll. 1My VL \4’.
A oy Ipp—— P | s 3N e 3 ’)"’.. ...._.\ =) v el Al o ANAT "TEQ/ oVt PR VS
Z~AININoO- 'llluUUCIlLdlUCllyUC \13, 3.0 g [§111 U S} was atQfd 10 sulliL /070 SULIULiC uu dlld Hic

reaction mixture was cooled to 0°C. A cold solution of sodium nitrite (2.76g, 40mmoles) in 30mL water was
added slowly with stirring. 30 min after the addition was complete, the mixture was filtered rapidly into a
flask containing crushed ice and was immediately added to a solution of potassium iodide (3g) in 30mL
water. The resulting mixture was heated on a steam bath for 30 min, cooled in ice and filtered. The residue
was dissolved in chloroform and solution was successively washed with water, aq. sodium carbonate
solution, ag. sodium thiosulphate solution and water and then dried (Na,SO,). Evaporation of solvent left a
solid residue which yielded 2-iodo-5-nitrobenzaldehyde (14) (2.8g, 51.3%) as yellow flakes after

NI NAMMD (£NAALT, hY IN47e 1 O R A (wesklyenlittad d T21H7 1 AriIY R 1 (m 2H

I INIVIR {OQUILVHLL, LUy ) LU O, 111, LIV ), 0.0\ WhdRiY SPUWMG Uy v &£.J K14, 11, £3111) O.1 \Jii,y &id,

TYv YT TFYR N ANEN ADCA 1rONn 1710 18N 196N T 1. M A0 0A0/. IT 1 700/. NT A Q@0Q0/ (Malad e

ATH), 1K U&Br 2950, 2850, 168U, 101U, 105U, 13)0v, rounda: L, 2¥.0470; 11, 1./070, IN, 4.6 /0. LAICA 101
C,H,INO;: C, 30.33%: H, 1.44%; N, 5.05%

(S,R) and (R,R)-2-[(2-Hydroxy-1-Phenylethyl)amino]-2-(2—Iodo-S—Nitrophenyl)ethanenitrile (15):
Similarly, diastercomeric mixture [(S,R)/(R,R)=80:20] of 2-[(2-hydroxy-1-phenylethyl)amino}-2-(2-
iodo-5-nitrophenyl)ethanenitrile (15) was obtained following general procedure from 2-iodo-5-
nitrobenzaldehyde (14) and (R)-2-amino-2-phenylethanol (2), as a colourless solid in 86% yield; mp 113°C.
'"H NMR (200MHz, CDCl,) §=8.3 [d, ] 2.4 Hz, 1H, ArH of (S,R) & (R,R)], 8.1 [m, 1H, ArH of (S,R) &
R)], 7.9 [m, 1H, ArH of (S.R) & (R,R)], 7.5-7.3 [m, SH, ArH of ($,R) & (R,R)], 5.15 [s, 1H, NCHCN of

AL £ i ——
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(R,R)], 4.8 [s, I1H, NCHCN of (S,R)], 4.4-4.25 [m, 1H, NCHPh of (S,R) & (R,R)], 3.95-3.7 [m, 2H, CH,-O of
(SR) & (RR)], 2.3 [br s, 2H, NH, OH of (SR) & (RR)}: IR (KBr) 3650-3150, 3050, 2925-2850, 2225,
1600, 1570, 1525, 1470, 1345, 1020, 750, 700 cm”. Found: C, 45.21%; H, 3.28%: N, 10.01%. Calcd for

¥y OINY Y 310/ AT nlyns
H,,IN;O;: C, 45.39%; H, 3.31%; N, 9.93%.

ra
[
@

Major (S,R)-15 was isolated as needie shaped crystals from its diastereomeric mixture by crystallising
twice from ethyl acetate and pet. ether; mp 135°C; [a],” +165.5 (¢ 1, CH,Cl,) (200MHz, CDCl,) =8.3 (d, J
2.4 Hz, 1H, ArH), 8.1 (m, 1H, ArH), 7.9 (m, 1H, ArH), 7.5-7.3 (m, 5H, ArH), 4.8 (s, 1H, NCHCN), 4.4-4.25
(m, 1H, NCHPh), 3.95-3.7 (m, 2H, CH,-0), 2.3 (br s, 2H, NH, OH); IR (KBr) 3650-3150, 3050, 2925-2850,
2225, 1610, 1570, 1525, 1470, 1345, 1020, 760, 700 cm™. Found: C, 45.13%; H, 3.24%; N, 9.91%. Calcd for
C,eH 4, IN;O,: C, 45.39%; H, 3.31%; N, 9.93%.

(S)-o-(2-Iodo-5-Nitrophenyl)glycine (16):

(S,R)-15 was oxidise
gise

and hvdrolveed ag degcribed hefare to oive (RY-q-(D.indna-S-nitranhenvNolyvcine
L4 ) Re £ AV N A & Jwvx} WS U WUWUIWALUWLE UWAULW W 6A'U \A\.’ \‘- FANWLAV AN v 111tlUPll\/llJ l}sl.’\!lll\d
(16) ac a anlanrlace anlid in £104 gialde mam SIMO fdanaieam Yo [~1 25 70 0 /a0 N £10 1N LI
{16) as a coiouriess soiid in J1/ yieia; mp ~>20U"C (aecomp,); |Ojp  -/8.8 (€ U.612, .

IH, NCHCOO); IR (KBr) 3400- 2700, 1610, 1560, 1525, 1469, 1345, 780, 720 cm™. Found: C, 29.7
2.09%; N, 8.64%. Calcd for C;H,IN,0,: C, 29.81%; H, 2.17%; N, 8.70%.
(S,R)-2-[(2-Hydroxy-1-Phenylethyl)amino]-2-(4-Methoxyphenyl)ethanenitrile (17):

Similarly, diastereomeric mixture [(S,R)/(R,R)=83:17] of 2-[(2-hydroxy-1-phenylethyl)amino]-2-(4-
methoxyphenyl)ethanenitrile (17) was obtained as a pale yellow viscous oil in 88% yield.

'H NMR (60MHz, CDCl,) 6=7.5-6.85 [m, 9H, ArH of (S,R) & (R,R)], 4.65 [s, IH, NCHCN of (R,R)],

S

L \MIgAN ] RR (ANgai L)y el [V Dy deiig S YAy VA WA \WFgANy SR \ANGAN |y AAN \WwAANAIFS LUV ALY

..
»
N = ¢

Major (S,R)-17 was eluted out first using silica gel (100 200 mesh) column chromatography (pet.cther-
ethyl acetate, 90:10) of its diastereoisomeric mixture [(S,R)/(R,R)]=83/17] as colourless oil. A analytical
sample for specific rotation was obtained as its hydrochloride salt, mp 83°C, [a],”* -58.1 (c 0.6, CH,CL,).

'H NMR (60MHz, CDCl,) 8=7.5-6.85 (m, 9H, ArH), 4.45 [s, 1H, NCHCN), 4.3-3.9 [dd, J 4.1, 9.1Hz,
1H, NCHPh), 3.85-3.6 [m and s overlapped, SH, CH,-O and O-CH,), 2.35 [br s, 2H, NH, OH); IR (CHCIl,)
3650-3150, 3050, 2950-2850, 2250, 1600, 1510, 1440, 1250, 1040, 760, 710 cm™. Found: C, 72.23%; H,
6.34%: N, 9.89%. Caled for C,;H,;N,O,: C, 72.34%; H, 6.38%:; N, 9.93%.

(S)-a-(4-Methoxyphenyl)glycine (18):

QDY 17 . Avidiaad nnAd hodenlvaand ag agrribod nraviancly tA affard (D_~_(A_

(O, )-1 7 wads OUAIUINTU aiia nyuivlysca ad> QOS{Tiova PieviUusLy w alivia [RA o g

72 O\ ce Rl Al £A0/ 14 ~ANNOM, 1.1 25 11810 /AN 0 1IN TIMNY
metnoxypnenyl)giycme (13)as a colouriess soiid in 53% yield; mp >200°C; {a]p” +151.9 (c 0.8, 1N H{TI)

[lit.% [a],? +156 (¢ 1, 3N HCD)].

'H NMR (CF,COOD, 200MHz) =7.86 (d, J 7.8 Hz, 2H, ArH), 7.52 (d, J 7.9 Hz, 2H, ArH), 5.78 (s,
1H, NCHCOO), 4.37 (s, 3H, OCH,) ; IR (KBr) 2950, 1610, 1500, 1525, 1390, 1250, 1180, 1030, 900, 800,
580 cm™. Found: C, 59.61%; H, 5.98%; N, 7.88%. Calcd for C,H,,NO;: C, 59.66%; H, 6.12%; N, 7.73%.
(R,S)-2-[(2-Hydroxy-1-Phenylethyl)aminoe}-2-(4-Methoxyphenyl)propanenitrile (19):

Similarly, diastereomeric mixture [(R,S)/(S,S)=82:18] of 2-[(2-hydroxy-1-phenylethyl)amino}-2-(4-
methoxyphenyl)propanenitrile  (19) was  obtained following general procedure from  4-
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mf-thnyvn envlacetaldehvde and (Q)-2-amino-2-vhenvlathanal 2) ac a valln arcviie il i 040/ 3l
SERRSSIAF PRI SELLAEISLAL UL Qi (M)TATRRLLVTL T IIWILY IV (W) ad G yLuaUwy VisLOud Ul i1 o% Yo YiKIA
Mhactoeranmarin ratin was agotanad e tmtaceationns tha LT NRAD 21 /3 L1 3. 11 .\ £ .1 1.

LAGSWTCOMCIIC 1aud was asSigned oy imegraling ui€ n NMR signai (aouoie gouolet) ol the o-metnine

proton due to (R,S) diastereomer at 83.55 and (S,S) diastereomer at 53.8.

Major (R,S)-19 was eluted out first as thick yellow viscous oil using silica gel (100-200 mesh) column
chromatography (pet.ether-ethyl acetate, 90:10) of its diastereoisomeric mixture [(R,S)/(S,S)]=82/18].
Hydrochloride salt of (R,S)-19 for recording specific rotation could not be obtained as crystals.

'H NMR (200MHz, CDCl,) §=7.4-7.15 (m, 7H, ArH), 6.85 (d, J 8.1 Hz, 2H, ArH), 4.1 (dd, J 4.0,
8.8Hz, 1H, PhCHN), 3.8 (m, 4H, -CH,0 & OCH,), 3.65 (m, 1H, CH,0), 3.55 (dd, J 4.2, 10.7 Hz, 1H,
NCHCN), 3.05 (d. J 6.5 Hz, 2H, p-MeO-CH,-CH,), 2.4 (br s, 2H NH, OH); IR (CHCI,) 3650-3150, 3100,

2950-2850, 2280, 1600, 1510, 1460, 1250, 1030, 760, 710 cm”. Found: C, 72.59%; H, 6.68%:; N, 9.39%.
Caled for C,;H,\N,0,: C, 72.97%; H, 6.76%; N, 9.46%.

ethoxyphenyl)alanine (20):
2-{(2-Hydroxy-1-phenylethyl)aminoj-2-(4-methoxyphenyi)propanenitrile (19) was oxidised and
hydrolysed as described earlier to give (R)-a-(4-methoxyphenyl)glycine (20) as a colourless solid in 49%
yield; mp >200°C; Hydrochloride salt [a],” +27.3 (c 0.9, H,0) [lit.” [a],* +27.5 (c 0.51, H,0)].

'H NMR (200MHz, CF,COOD) 8=6.95 (d, J 7.7Hz, 2H, ArH), 6.7 (d, ] 7.9 Hz, 2H, ArH), 4.15 (s, 1H,
NCHCOQO), 3.95 (s, 3H, OCH,) 3.25 (dd, J 5.8, 11.7Hz, IH, PhCH,H,), 3.0 (dd, T 6.2, 11.8 Hz, 1H,
PhCH,H,); TR (KBr) 3130-2700, 1600, 1500, 1430, 1260, 770, 700 cm™. Found: C, 61.39%; H, 6.71%; N,
7.04%. Calcd for C,,H,,NO,: C, 61.54%; H, 6.67%; N, 7.18%.
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