T CIIVIAINL

April, 1988 humber 102

Contribution

From Asymmetric Catalyst to Asymmetric Autocatalyst

Kenso Soai, Professor,

Takanori Shibata, Research Associate,
Department of Applied Chemistry,
Science University of Tokyo

1. Introduction

It is known that many physiologically active substances are chiral molecules containing asymmetric
carbon atoms. Development of an asymmetric synthesis process to selectively synthesize an enantiomer
with the desired absolute configuration is an important subject dealt with by organic chemists specializing
in synthesis. In particular, asymmetric synthesis based on the use of a catalytic amount of an asymmetric
catalyst is a very attractive research subject. The asymmetric alkylation of an aldehyde by dialkyl zinc
using a chiral aminoalcohol as the asymmetric catalyst has become one of the mainstream reactions in
the preparation of optically active secondary alcohols owing to the research carried out by many groups
including the authors' group?. The authors have developed a process for the highly enantioselective
asymmetric alkylation of aldehydes using a chiral aminoalcohol derived from proline, an N,N-
dialkylnorephedrine derivatives or chiral piperazine as the asymmetric catalyst. In this reaction, there is
substrate generality and many useful intermediates can be obtained in high yield.

Formation of a substance with a new function by precise design of molecular structure is also
interesting. Previously there were no known chiral molecules which are asymmetric autocatalysts capable
of multiplying themselves. We have found that chiral pyrimidine and quinolyl alcohols are highly
enantioselective asymmetric autocatalysts with the ability to self-proliferate and to give good optical purity?.

In this article, we will introduce our study on asymmetric alkylation and asymmetric autocatalysis of
aldehydes.

2. Asymmetric alkylation of an aldehyde using a chiral aminoalcohol

1) Asymmetric alkylation using diphenyl (1-methyl-pyrrolidin-2-yl) methanol (1, DPMPM)

We have studied asymmetric alkylation with dialkyl zinc using a chiral aminoalcohol (DPMPM)
prepared from proline and derivatives®¥. As a result, in an asymmetric addition reaction to an aromatic
aldehyde, the corresponding optically active secondary alcohol was produced in extremely high optical
yield. Asymmetric ethylation, using the lithium alkoxide of DPMPM gave the highest enantioselectivity and
almost optically-pure 1-phenyl-1-propanol was obtained. By selection of the absolute configuration of the
asymmetric catalyst, S- and R- enantiomers of the product can be produced separately. That is, alcohols
with S- and R- configurations can be obtained by use of (S)-(+)-DPMPM and (R)-(-)-DPMPM, respectively
(Formula 1).
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2) Asymmetric alkylation of an aldehyde using an N, N-dialkylnorephedrine

A chiral aminoalcohol, N,N-dialkylnorephedrine, is also an effective asymmetric catalyst for
asymmetric alkylation of aldehydes®. Generally, the asymmetric alkylation of aliphatic aldehydes in high
yield is more difficult than that of aromatic aldehydes. We have found that an N,N-dialkylnorephedrine can
be a highly enantioselective catalyst not only for aromatic aldehydes but also for aliphatic aldehydes. N,N-
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Dialkylnorephedrines show different enantioselectivities depending on the structure of the alkyl substituent
on the nitrogen atoms. For example, in asymmetric ethylation of aliphatic aldehydes with diethyl zinc,
N,N-dibutylnorephedrine (2, DBNE) exhibits a high enantioselectivity (93% e.e.)*®. Use of an N,N-
dialkylnorephedrine as asymmetric catalyst also enables highly-selective asymmetric alkylation with
diisopropyl or dibutyl zinc®. In addition, 1-phenyl-2-pyrrolidinyl-1- propanol 3 and N,N-diallyl norephedrine
4 are also effective asymmetric catalysts (Formula 2)°°.
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3) Enantioselective addition of diethyl zinc to an aldehyde containing a functional group

Use of the chiral aminoalcohols 1 and 2 enables asymmetric alkylation of various aldehydes (Scheme
1). For example, an alkynylaldehyde as substrate yields a chiral propargyl alcohol 5. When deuterated
and fluorine-containing aldehydes are employed, an optically-active heavy hydrogen-substituted alcohol
6™ and a fluorine-containing alcohol 779 can be obtained, respectively, in high asymmetric yield.
Ketoaldehydes yield chiral hydroxyketones 8 by chemo- and enantioselective addition of dialkyl zinc to
the aldehyde™. By asymmetric addition to an enone carbonyl an allyl alcohol 9 can be obtained in high
asymmetric yield**®. Furthermore, chiral hydroxyaldehyde 10" and heterocycle-containing alcohols
1179 can also be prepared asymmetrically. The addition to dialdehyde proceeds highly enantioselectively
and diastereoselectively, yielding a diol of high optical purity 127". Alkylation of a compound with both
anester and aldehyde group leads to an hydroxyester. The hydroxyester can be converted to chiral lactones
such as chiral lactone 13™. Chiral phthalide 14, a component of celery, can be obtained from the halogenated
benzaldehyde by asymmetric alkylation of the aldehyde, conversion of the halogen group to an ester
group, and the subsequent lactonization of the resulting hydroxyester™.
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The aminoalcohols (1R, 2S)-3 have been used as asymmetric ligands in the key-step asymmetric
synthesis of HIV reverse-transcriptase inhibitor (Efavirenz, DMP266, Merck), through asymmetric alkylation
of a ketone®.

4) Asymmetric alkylation using thiophosphoramidate

Examples of using chiral thiophosphoramidate in asymmetric reaction are rare. In this study,
asymmetric alkylation of an aldehyde was carried out in the presence of tetraisopropoxy titanium using a
thiophosphoramidate (15, PHONE) as the asymmetric catalyst?. The reaction progressed at a low
temperature (-45°C), yielding the optically-active secondary alcohol in high asymmetric yield. This catalyst
is also useful in asymmetric cyclopropylation of aldehydes with dicyclopropyl zinc to produce optically-
active cyclopropyl alcohol with optical purity approaching 97% e.e. (Formula 3).

Ph Me
OFEt
HO N—PZ
I 1 OEt
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RICHO  + R2,Zn \/ @)
Ti(O-i-Pr C
R2= Et, cyclopropyl ¢ s o)
82 -93%
90-97% e.e.

&, Asymmetric autocatalysis

In the investigation of the reaction of pyridine-3-carboxaldehyde to determine the generality of
asymmetric alkylation with aminoalcohols 1 and 2 as asymmetric catalysts, the authors observed that the
reaction rate was higher than for other aldehydes (reaction time: approximately three hours, reaction time
for benzaldehyde: approximately 20 hours)W. This suggests that the compound produced by the reaction
may function as an asymmetric autocatalyst.

In conventional asymmetric catalysis, the structures of asymmetric catalyst C and product D are
generally quite different. In asymmetric autocatalysis, however, the structure and absolute configuration
of asymmetric catalyst C is identical with that of product C (Scheme 2).

The same structure
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Product

[Conventional Asymmetric Synthesis Different structure

Chiral Catalyst C*
A + B D

Product

Scheme 2

Asymmetric autocatalysis has the following three advantages:

@i.) High reaction efficiency In asymmetric autocatalysis, the asymmetric catalyst in the reaction
system increases as the reaction proceeds; and therefore, the reaction efficiency is very high and
the reaction rapidly goes to completion.

(ii.) Simple reaction procedure Separation of the reaction product from the asymmetric catalyst,
required in the conventional process, is unnecessary since they have the same structure.
(ii.)  Consecutive reaction is possible The product obtained can be employed repeatedly as catalyst

for the asymmetric autocatalysis since the product acts as an asymmetric catalyst. Atrace amount
of asymmetric autocatalyst enables synthesis of a chiral compounds in large quantities.
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As described above, asymmetric autocatalysis may be regarded as an energy-saving next-generation
asymmetric synthesis with the advantages that conventional processes do not have. No experimental
report has been written on asymmetric autocatalysis, although Wynberg has described the implication of
the reaction*?. In 1990, we reported for the first time an asymmetric autocatalysis in which a catalytic
amount of chiral 3-pyridyl alcohol acted as an asymmetric autocatalyst in the alkylation of 3-pyridine
carboxaldehyde to give 3-pyridyl alcohols having the same structure and absolute configuration as that of
the catalyst®®. The asymmetric isopropylation of 3-pyridine carboxaldehyde with diisopropyl zinc using
86% e.e. (S)-2-methyl-1-(3-pyridyl)-1-propanol 16 as asymmetric autocatalyst gave (S)-3-pyridyl alcohol
with the same absolute configuration as that of the autocatalyst in 67% yield and 35% e.e. (Formula 4).

The same structure
and configuration

R
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(j) “OH 16
- AN /OH

NS CHO N 86% e.e. | (4)
| + RoZn “ 16
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N
R= i-Pr; 67%, 35% e.e.

Then we synthesized a chiral diol and employed it as an asymmetric autocatalyst'?. We found that
the chiral diol 17 (98% e.e.) with a diphenyl ether skeleton acts as an asymmetric autocatalyst in the di-
ethylation of the corresponding dialdehyde with diethyl zinc to produce diol 17 with 12% e.e (Formula 5).
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12% e.e.

We have furthermore demonstrated that chiral ferrocenyl alcohol 18 (96% e.e.) used as asymmetric
autocatalyst also gave alcohol 18 in 69% vyield and 35% asymmetric yield in the reaction of ferrocene
carboxaldehyde with diisopropyl zinc (Formula 6)*®.

CHO 18 96% e.e.
Fe

+ iPryZn e
<7 & toluene, rt <7 ©OH

18
69%, 35% e.e.

(6)

1) Highly-enantioselective asymmetric autocatalysis

As described above, we have engaged in the development of an asymmetric autocatalysis process
since our first report on asymmetric autocatalysis'®. However, the fact that the optical purity of the product
was lower than that of the catalyst remained an unsolved problem. We conducted further investigations to
make a highly enantioselective asymmetric autocatalysts, taking into consideration the molecular symmetry
and reactivity of aldehyde. As a result, we found that a 5-pyrimidyl alcohol containing two nitrogen atoms
was an excellent asymmetric autocatalyst. We investigated the reaction conditions in detail and found that
chiral 5-pyrimidyl alcohol to be an effective asymmetric autocatalyst. Asymmetric isopropylation of 5-
pyrimidine carboxaldehyde with diisopropyl zinc produced chiral 5-pyrimidyl alcohol with the same absolute
configuration as that of the autocatalyst in high enantiomeric yield (90% e.e. or more) (Table 1)*®. When
(S)-5-pyrimidyl alcohol 19 (94% e.e.) was used as asymmetric autocatalyst, the optical purity of the newly
produced (S)-5-pyrimidyl alcohol 19 was 95.7% e.e., which meant that the chiral compound had self-
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multiplied without losing its optical purity (Entry 1). When almost optically pure pyrimidyl alcohol 19 was
employed, the optical purity of the newly produced compound 19 reached 98.2% e.e. (Entry 3).

X CHO A N7 X5 “0H
/m + i-PryZn - /l P
Me < toluene, 0 °C Me N

N Xeq.
19

Table 1. Highly Enantioselecitve Autocatalytic Reaction using 19

Entry  Asym. Autocat. X eq. Product
e.e. (%) Yield (%) e.e. (%)
1 94.8 1.2 48 95.7
2 94.8 3.2 80 93.5
3 >99.5 1.2 38 98.2
4 >99.5 3.2 80 95.0

The 3-quinolyl alcohols, containing only one nitrogen atom also proved to be highly effective
asymmetric autocatalysts”. Specifically, asymmetric isopropylation of 3-quinoline carboxaldehyde using
3-quinolyl alcohol 20 (94% e.e.) as asymmetric autocatalyst gave quinolyl alcohol 20 of extremely high
optical purity (94% e.e.) (Formula 7).

20 mol%

CHO )
~N asymmetric autocatalyst “Ny7s ‘OH
> + iPryzn Z @)
N toluene or cumene, 0 °C N

20 up to 94% e.e.

We also found that 3-pyridyl alcohols containing a carbamoyl group in the 5-position were much
better asymmetric autocatalysts when compared with catalysts containing no substituent group at the 5-
position (Formula 4, 16)'®. The asymmetric yield varies depending on the nature of the alkyl group on the
nitrogen atom in the carbamoyl group. When 3-pyridyl alcohol 21, in which R* is an isopropy! group, is
employed, the asymmetric yield of the product reached 86% e.e. (Formula 8).

20 mol%

0}
R CHO 21 (R'=i-Pr) 94% e.e.
N +  iPrZn
R — toluene, 0 °C
N
21 (R'=i-Pr) 86% e.e.
2) Asymmetric autocatalysis with improvement of optical purity

Kagan, et al. first reported on the non-linear phenomenon in asymmetric oxidation where the optical
purity of the product is higher than that of the asymmetric catalyst used**® .Oguni**®®, Noyori, et al.**® have
also made further studies on the asymmetric alkylation of an aldehyde**®. However, all of the reactions
were non-autocatalytic and the structure of the asymmetric catalyst was entirely different from that of the
product. Although a product with 50% e.e. could be obtained from a catalyst with 10% e.e., further
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improvement of the optical purity of the product was impossible.

On the other hand, we have found that pyrimidyl alcohols are effective asymmetric autocatalysts.
Consecutive asymmetric autocatalytic reaction were attempted, making the most of the fact that the reaction
is autocatalytic. First, asymmetric autocatalysis was carried out using (S)-pyrimidyl alcohol 22 with only
2% e.e. As aresult, the optical purity of the new pyrimidyl alcohol 22 obtained (total of the product and the
asymmetric autocatalyst employed) was amplified to 10% e.e. Use of the compound with 10% e.e. as the
asymmetric autocatalyst for the next reaction further increased the optical purity, yielding pyrimidyl alcohol
22 with 57% e.e. The optical purity was amplified to 81% e.e. and further to 88% e.e. by successively using
the alcohol obtained in the subsequent asymmetric autocatalysis (Table 2)??. The S-configuration which
was present slightly in excess at first in the alcohol self-multiplied 238 times in the four reactions carried
out successively and R-configuration of the alcohol self-multiplied only 16 times. As a result, the optical
purity was amplified from 2% e.e. to 88% e.e. (Figure 1).
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Table 2. Consecutive Asymmetric Autocatalysis of (S)-22 with an Amplification of e.e. ey
Entry Asym. autocat. 22 Catalyst and product 22 2100
e.e. (%) Yield (%) e.e (%) = 1
1 2 38 10 g
2 10 63 57 =
3 57 67 81 & 501
5
4 81 63 88 E
5 88 66 88
VR AT

Initial Run 1 Run 2 Run 3 Run 4
conditions (10%e.e.) (57%e.e.) (81%e.e) {88%e.e.)
%¢.€.)

We hypothesize as follows: The zinc alkoxide of pyrimidyl alcohol 22 was the real asymmetric
autocatalyst. Addition of an aldehyde and diisopropyl zinc allowed the asymmetric autocatalysis to proceed
with the optical purity being improved. Treatment of the reaction product with acid after the completion of
the reaction gave pyrimidyl alcohol 22 of high optical purity (Scheme 3).

FPryZn

Asymmetric
Autocatalysis
Nkﬂjf,ou PryZn N( | F""OZn4<
X, X
i N

22 (low e.e.)

Scheme 3

In the above reactions, the reaction product was treated with acid after each reaction in order to
isolate pyrimidyl alcohol and subsequently used in the next reaction. An attempt was made to successively
add diisopropyl zinc and an aldehyde in one container without stopping the reaction after each cycle. The
results proved to be practical and the optical purity of pyrimidyl alcohol was greatly amplified?. For
example, reaction of dialkylzinc and aldehyde with catalyst of low optical purity 0.2% e.e., produced products
of approximately 90% e.e. (Table 3).
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CHO
i-ProZn+ )NL/N\j
Me
X - H* N % OH
)N]\ S +oH 0.1 mmolL —_— Me)\N/

dogt 0.4 mmol scale
18 (low e.e) 1.6 mmol scale 19 (high e.e.)

Table 3. One-potAsymmetric Autocatalysis of 19 with an Amplification of e.e.

Run Asym. autocat. 19 Obtained alcohol 19
Amount (mg)  e.e. (%) Amount (mg) Yield (%) e.e. (%)
1 32 0.28 (S) 3235 92 87.0 (S)
2 3.3 0.18 (A) 297.4 84 83.9 (R

Molar ratio. Aldehyde : Catalyst : j-Pr,Zn =1.0: 0.009 :1.77.

3) Self-replication type asymmetric reduction

As described above, we found that asymmetric autocatalysis occurs in several asymmetric alkylations
of an aldehyde with dialkyl zinc. On the other hand, could this concept of "self-replication type reaction"
where the asymmetric source and the product are of the same structure and absolute configuration be
applicable to other reactions?

We considered hydride reduction of aminoketones using chiral aminoalcohols as asymmetric ligands
to give aminoalcohols of the same structure and absolute configuration as those of the ligands. We found
that asymmetric reduction of a-aminoketone using lithium aluminium hydride was possible. An assymetric
B-aminoalcohol catalyst and an achiral amine ligand were used to produce an aminoalcohol of the same
structure and absolute configuration as that of the asymmetric ligand ?2. The reaction may be regarded as
a self-replication type asymmetric reduction. Aminoalcohols containing a cyclic substituent group on the
nitrogen atom, in particular, were even more effective, raising the optical purity to 90% e.e. (Formula 9).

Ar,
. H
Ar LAH; — HO NR, — 2PhNEt
>—\ >99.5% e.e. H* Ar,
O NR 9
2 Et,0, 78 °C HO NRs ©

90% e.e. (NR2= -] )

88% e.e. (NR2= —N:>)

These aminoalcohols can be recrystallized to improve optical purity. Combining the self-replication
type asymmetric reduction with recrystallization creates a complete loop in the self-replication of the chiral
aminoalcohol (Scheme 4). Many of the chiral amino alcohols, such as the compounds 1 and 2 described
above, act as highly enantioselective asymmetric catalysts. Other known examples are compounds with
useful pharmacological and physiological activities. This makes the self-replication type asymmetric
reduction of a chiral amino alcohols a valuable synthetic process.
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4. Conclusion

Chiral aminoalcohols, such as DPMPM 1 and DBNE 2, act as asymmetric catalysts in asymmetric
alkylation of aldehydes and give optically active secondary alcohols in high asymmetric yield. Chiral pyrimidyl,
quinolyl, and pyridyl alcohols act as asymmetric autocatalysts and are asymmetrically self-multipliable.
Furthermore, pyrimidyl alcohols are sensitive to very minute asymmetry of the chiral molecules?) . This
leads to amplification of optical purity.

It is expected that other substances with interesting functions will be created in the future.
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