
Pergamon Tetrahedron:Asymmetry9 (1998) 691–696

TETRAHEDRON:

ASYMMETRY

Polymer enlarged oxazaborolidines in a membrane reactor:
enhancing effectivity by retention of the homogeneous catalyst

Guido Giffels, Juliane Beliczey, Marcel Felder and Udo Kragl∗

Forschungszentrum Jülich GmbH, Institut für Biotechnologie, 52425 Jülich, Germany

Received 19 December 1997; accepted 9 January 1998

Abstract

Polymer enlarged oxazaborolidines that are homogeneously soluble were used as catalysts for the enantioselec-
tive reduction of ketones in a continuously operated membrane reactor equipped with a nanofiltration membrane.
The amount of chiral product per mole of catalyst could be enhanced from 10 up to 560 moles (≡0.18 mol%
catalyst). The chiral alcohols are obtained in good to excellenteeand space–time yield (up to 99%eeand 1.4
kg/[Lreactor volume×day)]. © 1998 Elsevier Science Ltd. All rights reserved.

Since the chiral information of the catalyst is multiplied, homogeneous asymmetric catalysis is a
valuable method for the synthesis of chiral products.1 However, up to now only a few processes have
made the step from an academically promising method to an application in a larger or even industrial
scale. This is due often to the low total turnover numbers (ttn, mole product/mole catalyst) achieved,
with the majority of such systems, especially catalysis involving chiral Lewis acids where the ttn rarely
exceeds values of 10–50.

Many attempts, therefore, have been made to recycle catalysts. Very often these efforts result in
a heterogenisation of the former homogeneous catalyst. Polymer-supported catalysts have been used
in many reaction types such as hydrogenations,2a nucleophilic additions to carbonyl compounds,2b

epoxidations,2c dihydroxylations,2d reductions3 etc.
The oxazaborolidine catalysed reduction of ketones by borane is a widely used reaction which yields

the corresponding chiral alcohols in high enantiomeric excess4 (Scheme 1). Due to the competing non-
catalysed reduction, catalyst concentrations of about 1–20 mol% have to be applied to ensure high
enantiomeric excesses. A repetitive use of the valuable chiral amino alcohol ligand after workup is
possible, but a simple recycling of the intact catalyst would be even more desirable. Thus, to allow
recycling of the catalyst by filtration, the oxazaborolidine moiety was coupled to polystyrene gels.3 By
this means active and enantioselective catalysts were obtained but catalyst ttn could not be increased
above values of 20 without a significant loss in enantioselectivity.3 c
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Scheme 1. Oxazaborolidine catalysed reduction of ketones by borane

As we reported recently, the advantages of catalyst retention can be united with the effectiveness of
homogeneous catalysis when ahomogeneously solublepolymer is used instead of the heterogeneous
support. The catalyst retention or recovery from the homogeneous solution is achieved by means of an
ultra- or nanofiltration membrane. The disadvantages of a heterogenisation resulting from mass transport
limitations are avoided. This approach has gained much attention lately as it allows a continuously
operated catalysis in a membrane reactor; the reaction products pass through the membrane whereas
the polymer enlarged catalyst is retained in the reactor.5

We synthesised two types of soluble polymer enlarged oxazaborolidines (Scheme 2). A polymer
bound chiral aminoalcohol prepared from monomer1 (described by Itsuno et al.6) was obtained
with a functionalisation of 1.18 mmol/gpolymer and a molecular weight7 of 13 800 g/mol. Theα,α-
diphenyltyrosinol moiety is converted into the active oxazaborolidine2 in the presence of the reducing
agent BH3.

Scheme 2.

Couplingα,α-diphenylprolinol to a soluble polymer containing boronic acids gave another type of
polymer enlarged oxazaborolidine5 bound via the boron atom (Scheme 3). Polymer4 was prepared
by copolymerisation of monomer3 with styrene as the lithiation of brominated polystyrene followed
by addition of B(OMe)3 or BH3 gives only insoluble products due to crosslinking.3b The polymer has
a functionalisation of 2.11 mmol/gpolymer according to elementary analysis. Oxazaborolidine-formation
was achieved by heating a toluene solution8 of the polymer with an excess of aminoalcohol using a
Soxhlet-apparatus containing activated molecular sieve (4 Å). The resulting catalyst solution was used
directly for continuous experiments in a membrane reactor since any remaining free ligand is not retained
by the membrane and is therefore washed out during the initial phase.

These catalysts were used for the reduction of several ketones in a continuously operated membrane
reactor (Table 1). The experimental setup is shown in Scheme 4, in which the membrane reactor itself
is a magnetically stirred filtration cell made of polypropylene with a reactor volume of 10 mL. The
components of the reactor setup were used as previously described.5 For polymer retention a solvent
stable nanofiltration membrane was applied.9 The permeating product solution is quenched at the reactor
outlet by addition of methanol to avoid a further (racemic) reduction in the absence of the catalyst in the
case of incomplete conversion.
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Scheme 3.
Table 1

Continuous reductions of various ketones in the membrane reactora

Scheme 4. Experimental setup for the continuous catalysis experiments

Continuous experiments using the membrane reactor afforded higher enantioselectivites than batch
experiments in which the ketone was added in one portion. This agrees with data from the literature,
according to which a slow addition of the ketone to a solution of the catalyst and the reducing agent results
in higherees.10 This procedure is widely used but to our knowledge the underlying kinetic behavior has
yet not been described in detail. We therefore carried out initial reaction rate measurements with catalyst
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Fig. 1. (a) Initial rate kinetics of oxazaborolidine catalysed reduction as a function of acetophenone concentration; (b) ratio of
catalysed and non-catalysed reaction as a function of acetophenone concentration and resulting differential enantioselectivity.
Conditions: catalyst2 5 mmol/L (4.25 g/L), BH3–SMe2 100 mmol/L, THF, 20°C

Fig. 2. Continuous reduction of tetralone in the membrane reactor (entry 2, Table 1)

2.11 The uncatalysed reaction proceeds first order with respect to ketone and borane. In contrast, the
catalysed reduction shows Michaelis–Menten type kinetics for the ketone (KM=2.8 mmol/L) as well as
for the borane (KM=21 mmol/L). The kinetic influence of the ketone concentration on the initial reaction
rates is depicted in Fig. 1a. The resulting ratio of catalysed/uncatalysed reaction and the corresponding
differential enantioselectivity for the overall reaction are shown in Fig. 1b. It can be seen clearly that the
lower the ketone concentration is, the better the resultingee. This is essentially also true for the borane
concentration but the effect is far less important due to the higher KM-value.

The membrane reactor behaves as a continuously stirred tank reactor, which can be operated with high
conversion corresponding to a low stationary educt concentration (see Fig. 2). Therefore, the competing
uncatalysed reduction yielding the racemate can be suppressed very efficiently.12

The results of various experiments are summarized in Table 1, and a typical experiment is shown
in Fig. 2. Almost quantitative conversion is reached in all examples. Theees range from 84% (propio-
phenone) up to >99% for the reduction ofα-tetralone. Corresponding with the educt concentrations,
excellent space–time yields of up to 1.4 kg/(Lreactor volume×day) were reached (entry 4). The catalysts
show a slight deactivation under reaction conditions, but beginning with an excess of active catalyst
present, this has no significant influence on the reactor performance. The reactor seems to operate under
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stable conditions until the concentration of active oxazaborolidine drops below a critical value. This
subsequently leads to an observable decrease of conversion as well as enantiomeric excess. Nevertheless
the total turnover number of the oxazaborolidines could be enhanced during the operation time up to
a value of 560 (!) which would be equivalent to a catalyst concentration of only 0.18 mol% in a batch
experiment (entry 4, averageee91%).

In addition to the higher ttn, the workup of the product is simplified because the catalyst is retained by
the membrane. As the conversion is almost quantitative, evaporation of the solvent followed by simple
distillation afforded the chiral products in high purities (>99%).

In summary it is shown that the use of polymer enlarged oxazaborolidines in a membrane reactor is a
very efficient method for producing chiral alcohols with excellent enantioselectivity, space–time yields
and much higher total turnover numbers for the catalyst than in batch experiments. These advantages
make the use of membrane reactors a very promising technique for homogeneous catalysis in the future.
Investigations on other kinds of catalysts are currently in progress.14 Besides polymer bound catalysts
a dendritic enlargement is also gaining more and more attention. The possible application of membrane
separation for this kind of catalyst has been announced repeatedly.15 First experiments revealed that
retention rates higher than 98% are possible.
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