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e influenced by moisture and moderate to h;gh sclectivily was obtained at
room temperature (25 °C). © 1998 Elsevier Science Ltd. All rights reserved.
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OPC-29030, namely, (5)-(+)-3,4-dihydro-6-[3-(1-0-tolyl-2-imidazolyl)sulfinylpropoxy}-
2(1H)-quinolinone is a sulfinyl derivative which ex_hibm a p@t_n.t inhibition of the platelet adhesion
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Scheme 1: Synthetic Route to OPC-29030 o
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a) (+)-DET(2 eq.), CHP(1 eq.), Ti(OP Pr)4(0.5 eq.), MS4A in CHzClp, -20 °C; b) (+)-DET(1 eq.), CHP(1 eq.),
Ti(OPr)a (0.5 eq.), H20 (0.5 eq.), MS4A in CoHaCly, -30 °C; c) (+)-binaphthol(1eq.), CHP(1 eq.), Tf(O‘Prh
(0.5 eq.), MS4A in CH)Cls, 25 C, d) Davis reagent in CH2C|2, 25 °C; e) Salen complex , HoOo 1BuOH soln.
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of chiral mandelic acid , titaniumtetraisopropoxide, cumene hydroperoxide (CHP)', molecular

sieves _A"A‘ was found to ho gmd rnr'lpe(Tau!e !’ Eﬂtryl) Tha antimizad ratin af each reasont is

to the existing literature methods [4-9]
Table 1: Oxidation Using Titanium-o-hydroxycarboxylic acids Complex
Entry R Yield of 2 (%) Ee of 2 (%)*
o, A0 2H 1 Ph 89 76
- (0.6 eq.)
OH s 2+ Ph 56 75
+ 1

Ti(OPr)4 (0.4 eq) 3 pMethoxyphenyl 63 77

CHP (1 eq.)
1 MS4A , 4  p-Chilorophenyl 70 51
CH,Clo 5 Cyclohexyl 89 48
25°C, 7hr 6 Isopropy! 69 31

**In the presnce of H,0 of 1 equimoiar instead of MS4A

Several beneficial aspects of the present oxidation may be summarized as below. (1) The
reaction proceeds at ambient temperature (25°C)* affording products with moderate to high
enantioselectivity. (2) The chiral ligand, mandelic acid, could be recovered readily by extracting
with a weak base. (3) The presence of water in the reaction mixture has no significant influence on
the stereoselectivity, although the reaction rate is slightly reduced (Table 1, Entry 2). This feature
is particularly useful for a large scale synthesis. (4) The presence of the hydroxyl group in the
substrate appears to be important for the high optical yield.*

The synthetic route involving a facile asymmetric oxidation step may be useful for the practical
synthesis of OPC-29030 or similar compounds. Thus the application of this method to other
St

strates is currenﬂv under investi gatmn

!In the case of using ‘BuOOH, low selectnvnty (20 %ee) was obtained. > One recrystallization of the crude product improves the
optical purity to more than 99.5 % ee. *While the rate of the reaction was found to be slow at 0 °C, the enantioselectivity was not at all
affected. *In the case of using 2-methyithio-1i-(2-methyiphenyli)imidazole as the substrate, low selectivity (6 %ee) was obtained.
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