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[Abstract] Objective: Stereoselective synthesis of (S)-2,4,6-trimethylphenylalanine. Methods: 2,4, 6-trimethylbenzoic acid was

reduced to produce 2,4 ,6-trimethylbenzyl alcohol (1),which was brominated to generate 2,4 ,6-trimethylbenzyl bromide (2). The
bromide (2) coupled with (S)-BPB-Ni(II)-Gly complex (3) to give (S)-Tmp-Ni(I) complex (4),which was then decomposed by
acid to obtain (S)-2,4,6-trimethylphenylalanine (5). Results: (S)-2,4,6-trimethylphenylalanine was successfully synthesized at a

total yield of 52.8%. Conclusion: Inexpensive and readily available starting material and reagents, simplicity of the experimental pro-

cedure and high yield make this method synthetically attractive for preparing the target amino acid.
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[ Varian INOVA-400 ZREILHRAN, DU F Ll
5t (TMS) N AR ; 5[ Agilent-6410 LC/MS JEiE{Y
FEH PE /A7) Perkin-Elmer model 341 H fj]ﬁﬁj\'ﬁﬁ(,
3 E Waters 600 4341/l 8 S0 AH Gk X, )2
JENTRERCAR R T S A TR BT AR, 241
ST, BT FRIBR R BLER SN, B o Tl B ik
R, (S)-BPB-Ni-Gly 285112 BESCHR[ 10 ]l 45 .
12 7k
121 2,3,4-= AR TE(])6 A%

FE T8 I 58 A 7% 7 D S0 PR 75 ml,
PSR4 4.55 g(120 mmol), = IESEHE T FHIEETR
SR AGE T 25 ml PUAIKIEHY 2,4,6- — FI 5
ZEHIER 10.0 g(56.1 mmol) , Jii 58 Ja i I 25 A4S
TR B THR ZE I, 5 h )R 2 EMH (TLC)
RIS 7 B 2856 4 (A ik SR R = 10:3), 1551k
T, AR HI B = RGOS VKOK IR % E 0~5C,
PR /NG 100 ml F9 3 mol/L £5 2 7K %5
W, A - o K AR AL, KA R &
Bk (60 ml x 2)#H, A IFAHAE, IR ER KRR
Je TG/ EREN T4 . 30 DSR4 2224 10 ml, fin
A 100 ml A7 EE , A VKK AP AR
A eI T TS5 8.64 g, % 96.0%, 155 (mp)
82°C~84°C;'H-NMR (400 MHz,CDCl;)3:1.18(s,1H),
2.26(s,3H),2.39(s,6H),4.71(s,2H) ,6.87(s,2H) .,
122 2,3,4-ZFHRFIHKE(2)0E6 %

TEBEH I AL S 1(8.0 g,53.6 mmol) Fll—-
AWML (150 ml) , H R T HFA R, B ioe a5
AVKIKIEH VR 2 0~5°C, AR IR - A = AL
14.4 ¢ (53.6 mmol) , i ¢ 5 5% # 2 25°C/K I fE
HEAEFE 4 h, TLC Kl s B 56 4 (Al : 2R &
fig=15:1), f51ERNL, FHAEFISEZER T, 5RARYIH
100 ml 54 e , FHYA 1 NaHCO, TR, 2
Je F AR B K k4%, JEK MeCl, T4 i g | I8
KT, BTG MRAR IR, R 545 s
&4 9.86 g, W& 86.3%, mp 35~37°C;'H-NMR
(400 MHz,CDCl;)8:2.31 (s,3H),2.38(s,6H),4.57 (s,
2H),6.86(s,2H).

123 (S,S)-Tmp-BPB-Ni %-5-45[ (S,S)-4 1694 m%,

TE B A m A BPB-Ni( I )-complex 9.09 g

(18.2 mmol) FIE A ALEN 7.27 g (182 mmol), 7EA
SHEAR AN 70 ml — H L LG (DMEF) I3 RkE
i, SV 30 min JEVEMR S ARk, BHAET 70 ml
DMF H1LEH 2(4.26 g,20.0 mmol )i A [ iR IE K
th SEJE, WOV 30 min, 28 TLC A6 52 % 58
G, AERRBIA 1L vk AR FE A
VeI T AR A [E R 9.31 o, IR N 81.3%,
RS 1K (S,S)-4 FI(S,R)-4 WiFhIEXT w5344
&, VAR B8 R RIHEA T RERCAE 2T, (S, R )-4 58
wii, (S,8)-4 Jii o WEE (S, S)-4 Ay, itz
T JE 1520t [EK (S,9)-4 8.3 g,mp 135~137°C,'H-
NMR (400 MHz,CDCL,) $:096 (t,2H,J = 7.31 Hz),
1.41~1.48(m,1H),1.67~1.74(m, 1H),2.21(s,6H),2.29
(s,3H),2.61~2.64(m,1H),2.77(m, 1H),2.88(m,2H),
2.96(m,2H),3.55(d, 1H,J = 15.36 Hz),4.01(d, 1H,
J=9.00 Hz) ,4.28(d,1H,J = 14.61 Hz),4.45(d, 1H,
J = 12.66 Hz) ,6.42(d,1H,J = 8.25 Hz),6.56~6.59(m,
2H),6.61 ~6.64 (m,6H),6.92~6.97 (m,1H),7.05~7.16
(m,2H),7.30~7.34(m,2H),8.07(d,2H, J = 7.14 Hz),
8.21(d,1H,J=8.58 Hz),
1.2.4 Tmp (5) #94 %

TEBEFR A 7.59 g (12.0 mmol) HY(S,S)-4,
FH 90 ml I VA% JTii A 120 ml 70°CHY 3 mol/L £
PR:F I (1:1) MWD, B 20 min, 2047 (48 M
B BEFIZET B 100 ml KZET itk F R
3 RUABR LR FRARPI A 100 ml 7KF1 100 ml ¥
ZUK, B i ORI T 150 ml K% i,
S5 (50 ml x 3)AEHL, FEHTEK MeSO, T )5
i IEZE T P TR B BPB, AKAHZE 155K
WL R (Je AR B 1) 2.84 ¢

AR A FEAR R 100 ml ZEEK (1) IFfR G 2EA
732 BHES FAIR S A , S P SliK bk 20
e JE FH KK (4:1) IR0 5 WSO R el — i dnl {2
MR, Z8 T R AR A 1.95 ¢, R 78.4%,

KA 2019 (S)-Tmp F B ZAIEMH, A 60 ml
SR (1) BEFE, B WA 3 mol/L £RFRZ) 5 ml
BRI AR WU R A S5 R T, o A B
HLERERAEL . mp 271~273°C; (], =+64.1° (¢ = 0.5,
MeOH) [ SCHRE . [a], = +64.6° (¢ = 0.5,MeOH)
Ms [M +H] * ;Caled:208.27,found : 208.29, 'H-NMR
(400 MHz,CD,0D) §.:2.22(s,3H),2.33(s,6H),3.03
(dd,1H,J, = 13.00 Hz,J, = 8.75 Hz),3.36 (dd, 1H,
Ji = 9.70 Hz,J, = 7.00 Hz),3.82(t,1H,J = 7.80 Hz),
6.86(s,2H),
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