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Chiral Drugs and Asymmetric Synthesis
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Abstract In recent years since the asymmetric synthesis has been used in preparation of the chiral drugs and
pharmaceutical intermediates  there have been fast development in preparation of chiral drugs  some of which has
been already synthesed in industry scale. The ways to obtain the chiral drugs and the category of the chiral drugs
are introduced. The asymmetric synthesis  especially the asymmetric catalytic reaction used in synthesis of ehiral
drugs is reviewed.

Key words chiral drugs pharmacological action preparation asymmetric synthesis

1
1992 3
FDA
D
L 23
1993 1994 1995 1996
356 452 614 729 20%
1 2000 1233
2000 3900
2 342000
66.3 1994 11.35
1960 ‘ " 6 18.7
Thalidomide 1 ! 81.2% >

2004-03-009
1970—



- 118 16

100

2 Promethazine 7

3619
3

ethambutol 2 S.S

R R

Dopa 3 S — R

@

2 3.1

Chloramphienicol 4

&)

Taxol

Naproxen 5 S — R —
35 propranolol 6

en.cn,cnuncn,cu,uu HERCH, “°n W,
”’ou LETR "o cna_gu-coon
_O_!.. H—NHEOGCH, —m)\
H,0H CH,0

‘CE; I:Le _3._.“0..

Hydantoinase D-
3.2 D- eql  D- D-

Yamada Snamprogetti

N - -D - 5000 / 7

R
mv_{ BER_ R , T R’:"'“ (e

Ry = B w0 —O—



- 119

3.3 a— -L- a—methyl-Dopa 8
82 D—
phenylglycine
+ —camphorsulphonic acid eq2
1000 / °
1
N O
©,-cno 1.HCNINH3 @/Km JCsAk B (0a2)
2
t
34
Morrison  Mosherl “
34.1
6
L- Biotin
H eq5
% eqb
wl :
NH - (eq0)
o oo > 3 & " (eq5) “ci
HNNsH T w(CH,) (COOH
Blotin
342
S — B eq8
RRS
Evan eq7 2 S -
poow o vy g Ly r
f g . . : i HaOaLIOH =
o o e e, AN, e e RReL
_.S _‘((, 2.phCHO —ﬁ EH, CH, o—\(
(eq7)
. MeO,C,  LO;Me

CH30

1\ R,R'ﬂE:*u

2. Br 2

RRS>>RRR

HyG H

— cooH (098)
pee

FHE

D-



- 120 16

343

q- Ipc ,
BH eq9 1
R., ' N R *Hﬁau
HO-@ Oxidstion _(+){ Ipc) 38H (H o) 384 _ Oxidagion D—G‘ (849)
(lpc) 28H
344 250Kg
R- S—
20 80
5 90 14
Takasago BINAP-Rh
1983-1996 1618 1
1
Doipa 3 Rh Momsanto
Pannipenim 9 Ru Takasago
Naproxen 5 Rh Momsanto
MK-041710 B Merck
Cromakalimll Mn E.Merck
Glycidol 12 Ti Arco
L-Menthol 13 Rh Takasago
Ibuprofen 14 Pd Boots Hoechat Celanese Corporation
Naproxen 5 Ni DuPont
5T Y o
‘%‘ o - CLL 2.
L]
M 10 ' '17 12
B > A e X
fo ¢ ‘: »
13 14 ' 18 - o
4 799 60% 528
40%
° 1850 61 467
523 6

517 1327



2 - 121

1980 3% 1990 9% 1995 25.6% *
18
1 Time 1994 June 13 67
2 Carey J.Chem..Britl993 1053
3 . 2000 14
4 a StinsonS.C Chem & Eng News.1995 Oct9 44
b StinSonS.C Chem & Eng News.2001 Mayl4 15
521 M . 2002 156
6 — M . 2000 3
7 . M. 2002 331
8 Reinh01d.D.F et.al J.Org.Chem.1968 33 1209
9 Sheldon R.Chem Ind 1990 212

10 Sharplesss.K.B et.al Pure.Appl.Chem 83 55 589

11 Noyori R.et.al].Am.Chem.Soc 1989 111 9134

12 EVanS.D.A et.al Org.Synth 1989 18 23

13 Gastaldi G CaricchioliS etal J.Org.Chem 1987 52 3018
14 Partridegde.]J.J et.al Org.Synth.Coll.VOI7.1990 339

15 Akutagawa.S.Topics in catalysis 1997.4 275

16 1995 6 15

17 21 M. 2002 143
18 Stephen C  Chemical & Engineering News 1995.0ct.9 50
19 2001 19

20 . M. 1997 271



