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Abstract: A new B-aminothiol arising from purely synthetic yet
enantiopure aminoal cohol s has been prepared and successfully used
in the addition of diethylzinc to aromatic aldehydes, yielding sec-
ondary alcoholsin ee’s up to 99%.
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Chiral ligands for asymmetric catalysis'? have been gen-
eraly prepared from alimited chiral pool of readily avail-
able natural products.® This fact does not alow in many
cases significant optimization of the catalytic properties
because of the difficulties associated to the synthetic ma-
nipulation of the starting natural product. To circumvent
this common problem, we have introduced several fami-
lies of modular aminoal cohols*® which can be readily pre-
pared through the stereospecific and regioselective ring
opening of enantiopure epoxides of synthetic origin.®

At this point, we realized that several aminothiols’ and
aminothioacetates® had been synthesized starting from
(-)-norephedrine 1 (Scheme 1) and successfully used as
catalystsin the enantioselective addition of diethylzinc to
aromatic aldehydes, yielding chiral secondary alcohols of
high enantiomeric purity. Several sulfur-containing ami-
no acid derivatives have also been used as ligands in the
same reaction,® in the asymmetric reduction of prochiral
ketones, %2210 and in other processes.*!
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In line with previous experience in our group, which has
led to the devel opment of highly efficient $-aminoal cohol
ligands* from enanti opure epoxyal cohols, we thought that
modular aminothiols could easily be prepared in the same
manner. Thus, we planned to synthesize norephedrine thi-
ol analogues 3 starting from (2R,3R)- or (2S539-2-
alkoxy-3-dialkylamino-3-phenyl-2-propanols 4, which, in
turn, are prepared from epoxycinnamyl acohol 5 (Scheme
2) through regioselective and stereospecific epoxide

opening with secondary amines and subsequent selective
protection of the primary hydroxyl group.*2®
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All the individua reactions used in this synthesis are
known, so that the regio- and stereochemical outcome
could be predicted asindicated in Scheme 2. An important
advantage of this planning is that both enantiomers of 3
are equally accessible by simply changing the tartrate
enantiomer used as the catalytic ligand in the Sharpless
epoxidation leading to 5. Furthermore, these B-aminothi-
ols 3 have another modulable group besides the amino
function; the protecting group of the primary alcohol isan
important source of diversity since its variation can give
rise to structures of very different bulkiness. We had pre-
viously observed that this factor exerts a deep influence
on the catalytic properties of the ligand***? in aminoal co-
hols 4.

We report herein the successful application of these ideas
to the synthesis of the first members of a new family of
aminothiols and S-acetyl derivatives thereof, and the pre-
liminary results abtained in the addition of diethylzinc to
aldehydes using these compounds as chiral ligands.

Two different aminoalcohols 4 were used as starting ma-
terials, the NR, substituent being specified as a piperidino
(4a) or a dibutylamino (4b) group. The protecting group
for the primary acohol was initially chosen as a trityl,
since it has been observed in the related family of ami-
noalcohols 4% and in the recently developed regioiso-
meric family 6'2 that the very bulky trityl protecting group
provides superior results in catalytic applications.
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Under theserestrictions, the preparation of our target mol-
ecules was achieved through the sequence of reactionsin-
dicated in Scheme 3. Mesylation of the alcohol a 0°C in
the presence of two equivaents of triethylamine led to
formation of an intermediate aziridinium salt 723 that was
not isolated but treated in situ with a 10% aqueous solu-
tion of potassium thioacetate for 24 hours. After extrac-
tive work-up, aminothioacetate 8a was isolated in
excellent yield, in chemically pure form without further
purification. In the case of 8b, however, it was necessary
to purify the S-acetyl derivative by column chromatogra-
phy, and therefore yield was somewhat lower (58%). The
regiochemistry was determined by MS-EI, and ions only
compatible with fragmentation of the drawn structures
were clearly observed. Thisisin accordance with the fact
that the benzylic carbon atom in the aziridinium interme-
diate is the most reactive towards nucleophilic attack.
Aminothioacetate 8a was then reduced to the free thiol
3al with acommercial 1 M DIBALH solution in hexanes
in good yield.

Due to the important steric effects exerted by the trityl
group and, therefore, to the big difference with respect to
the norephedrine derived aminothiol 2, we had some con-

cern on the catalytic activity of ligands 3a and 8a,b. Grat-
ifyingly enough, the results of theinitial trialsin additions
of diethylzinc to benzaldehyde®® (Scheme 4) with B-ami-
nothioacetates were excellent (Table 1, entries 1 and 2);
addition took place with very high conversion and selec-
tivity when 8a was used, and enantiosel ectivities of 96%
were achieved. The reaction was carried out in anhydrous
toluene at 0 °C for five hours, using a 5 mol% of 8a (or
whatever any other ligand used) and 2 equivalents of 1 M
diethylzinc solution in hexanes, besidesthe corresponding
aldehyde (1 equiv). Conversions were lower when the
dibutylamino-containing ligand 8b was used, but ee was
still high (95% ee).

Most interestingly, B-aminothiol 3a turned out to be an
even better ligand, and the addition product to benzalde-
hyde was found to be of 99% ee (entry 3). Other aromatic
aldehydes (entries 4-6) also showed excellent reactivity
towards the diethylzinc addition (99% conversion and se-
lectivity were observed), and led to the corresponding al-
cohols in 98-99% ee. When an aliphatic aldehyde, as
n-heptanal, was tested, the resulting alcohol was only of
66% ee (entry 8), although total conversion and sel ectivity
were achieved. Thisis not surprising when results previ-
ously obtained with other aminothiols are taken into ac-
count.” Finaly, an o,B-unsaturated aldehyde was tested
(entry 7), and the corresponding allylic alcohol was found
to be of 99% ee.
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Scheme 4

In conclusion, we have developed the first members of a
new family of modular, synthetic analogues of norephe-
drine aminathiol ligands. Compound 3a shows excellent
catalytic activity and enantiosel ectivity in the addition re-
action of diethylzinc to aromatic aldehydes, yielding sec-
ondary alcoholsin 98-99% ee.

Tablel Diethylzinc Additionsto Aldehydes using 5% of 8a-b or 3a.

Entry Ligand Aldehyde Conv.[%]* Select.[%]* ee[%]""
1 (15,2R)-8b PhCHO 62 98 95 ()
2 (15,2R)-8a PhCHO 99 98 96 (S)
3 (1R,25)-3a PhCHO 98 >99 99 (R)
4 (1R,25)-3a p-CH;C(H,CHO >99 >99 99 (R)
5 (1R,25)-3a m-CH;CH,CHO >99 >99 99 (R)
6 (1R,25)-3a 1-Naphtaldehyde 99 99 98 (R)
7 (1R,25)-3a  (E)-PhCHC(CH,)CHO 99°¢ 99° 99 (R)*
8 (1R,25)-3a n-Heptanal >99°¢ 99°¢ 66 (R)*

aCalculated by GC (B-DEX™ 120). ® Absolute configuration assigned according to the
elution order in the chiral capillary column. ¢ The acetate derivative was analyzed.
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Theinfluence on catalytic activity of the steric effects cre-
ated by the primary hydroxyl-protecting group in 3iscur-
rently being investigated in our laboratories, and full data
on the structural effects of aminothiols on their catalytic
behavior will be reported soon.
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