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The aldol reaction constitutes one of the most fundamental 
bond construction processes in organic synthesis.' Therefore, 
the detailed understanding of the reaction mechanisms of aldol 
processes2 and asymmetric catalysis thereof3 has attracted much 
attention. The ketene silyl acetals (KSAs) of esters and thioesters 
can be used as storable (thio)ester enolate equivalents in the 
aldol-type processes and eventually provide 0-hydroxy esters, a 
class of compounds of synthetic and biological importance. The 
"silatropic ene p a t h ~ a y " , ~  in other words, direct silyl transfer 
from the KSA to the aldehyde, may be involved as a possible 
mechanism in the aldol-type r e a ~ t i o n . ~  Herein, we report the 
silatropic ene approach to the asymmetric catalysis of the aldol- 
type reaction with KSA by a chiral binaphthol-derived titanium 
dichloride (BINOL-TiC12,l) (Scheme l), an efficient asymmetric 
catalyst for the "prototropic" glyoxylate ene reaction.6 

The reaction was carried out by adding the thioester-derived 
KSA 2 and aldehyde 3 at  0 OC to a solution of the chiral titanium 
dichloride 1 ( 5  mol %), prepared from (R)-binaphthol and 
diisopropoxytitanium dichloride.6b The reaction proceeded 
smoothly as determined by TLC monitoring. Careful hydrolytic 
workup with pH 7 buffer a t  0 OC followed by flash column 
chromatography afforded the trimethylsilyl ether of the aldol 
product 4. The enantiomeric purity of the product was determined 
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Table 1. Asymmetric Silatropic Ene Process Catalyzed by 
BINOL-Ti Complex (1)o 

Peld %a 
entry 2 (R1) 3(RCHO) solvent (46) (config)b 
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7e 
ee 
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10 

1 1  
12 
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15 

Et 
5 

But 

Bur C1JH 
3b 

Et 
0 

3c 
B=NH.J~.~ 

But A H  
3d 

C8H17 

Et 

Et 4 H  

3f 
0 

3a 
Et 'BU02CKH 

toluene 

CH2C12 
C2H5CN 
C2H5m 
toluene 

toluene 

CH2C12 

toluene 

CHzCI2 

toluene 

toluene 

toluene 

81 

71 

96 
80 

61 

c 

60 
47 

64 

60 

67 
60 

61 

60 

84 

Conditionsas in text. Determined by analysisof 300-MHz 'H N M R  
spectraof the (S)-(-)- and (R)-(+)-MTPA ester derivativesand/or HPLC 
analysis. Thereaction wasquitesluggish. (S)-1 wasusedas thecatalyst. 
e Run a t  -20 OC. /Due to the priority of groups attached to the chiral 
carbon. 

by chiral HPLC (Daicel chiral OB column) analysis of the 
@-hydroxy thioesters obtained on protodesilylation of 4 and/or 
' H N M R  (300 MHz) analysisofthe (S)-(-)-and (R)-(+)-MTPA 
ester derivatives of the 0-hydroxy thioesters (Table l).' 

Significantly, a range of structurally flexible &hydroxy 
thioesters was obtained in high enantiomeric purity (Table 1). 
Enantiofacial selectivity was enhanced in the nonpolar solvent, 
toluene, compared to the more polar dichloromethane, propi- 
onitrile, and nitroethane solvents which have been used previously 
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Table 2 
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OSiMe3 (m-' 0 OSiMea 

2' 
R ' S V R 2  + R'S 

(5 mol%) 

toluene 
0 "C 
2 h  

A d . 3  __c RIS 

sJfn4' anti4 

entry 2 (R') E/Z 3 yield (%) syn/antia % e e  (config)* 

1 Et 77%E 3a 85 72:28 90 ( R )  
2 3g 64 92:8 98 ( R )  
3 But 95%E 3g 57 57:43 88 ( R )  
4 Et 95%Z 3a 80 4852 86 ( R )  
5 Bur 93%Z 3a 72 8:92 90 (R)  
6 3g 81 20:80 86 (R)  

The isomericratio was determined by analysis of 300-MHz IH NMR 
spectra. The values correspond to the major diastereomer. 

in the asymmetric catalytic aldol-type reaction with silyl enol 
ethers of thioesters,ga esters,3b~c and ket0nes3~fJ (entries 1 us 2-4, 
6 us 7, and 1 1  us 12). A higher enantiomeric excess was obtained 
with tert-butylthio-KSA than with the ethylthio counterpart 
(entries 10 us 11). Benzyloxy product (3S)-4a thus obtained 
with (S)-1 in 96% ee (entry 5) is a building block for synthesis 
of the lactone portion of coenzyme A reductase inhibitors 
mevinolin and compactin.* Chloro and amino compounds (3R)-  
4b and -4c obtained in 91% ee and 88% ee, respectively (entries 
6 and 9), are useful intermediates for the synthesis of carnitine 
S9 and GABOB 6.1'3 

J&x j & + N R 3  
BUS R'S -0 

4r 4b: R' =Bur, X =CI 5 : R = k  
4c : R' I Et, X I NHBoc ' R =  " 

A silatropic ene mechanism requires a cyclic transition state, 
which has implications for the relative stereochemistry of the 
reaction (Table 2). An acyclic antiperiplanar transition-state 
model (A) has been widely used to explain the formation of the 
syn-diastereomer, irrespective of the geometry of silyl enol ethers 
of (thio)esters and ketones.I1 The syn-diastereomer was mainly 
formed from the (E)-isomer of KSA 2' (R1 = Et) (entries 1 and 
212). However, the changeover of diastereoselection from syn to 
anti with (Z)-KSA (entries 4-6) is inconsistent with the extended 
transition-state structures (A). When the diastereoselectivity 
depends on the geometry of KSA, the Zimmerman-Traxler 
"pericyclic" transition states (B and C)13 are much more likely. 
Thus, the E to syn and Z to anti diastereoselectivity can be 
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rationalized by the E,eq (B) and Z,ax (C) silatropic ene transition 
states, respectively. 

SR' 

We have further established that the reaction proceeds via 
"intramolecular" silyl transfer by the crossover experiment with 
1 -(fer?-butylthio)- 1 -(trimethylsiloxy)ethylene and 1 -(ethylthio)- 
1-(dimethylethylsi1oxy)ethylene (R3 = Et) (Scheme 2). The 55: 
45 mixture of the products 7 and 8 was obtained in 75% combined 
yield. Significantly, no crossover was observed by 1H NMR and 
capillary GLC (PEG 20M, 25 m) analyses of the product mixture 
through comparison with the other possible isomers 9 and 10 
independently prepared14 (see the supplementary material). By 
contrast, use of tert-butyldimethylsiloxy acetal (R3 = But) leads 
to considerable contamination (ca. 20%) of the @-trimethylsiloxy 
ethyl thioester (R3 = Me) because of the low migratory aptitude 
of the bulky silyl group. 

In summary, we have proposed the silatropic ene mechanism 
as a guiding principle for the asymetric catalysis of aldol-type 
reactions with KSA. Further studies along these lines, including 
theoretical calculations on the silatropic ene transition states, are 
now underway in our laboratory. 
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