
Newly utilized low-valent titanium reductant, titanium(II)
bromide, was conveniently prepared by treating titanium(IV)
bromide with hexamethyldisilane.  The pinacol reaction of
aromatic and aliphatic aldehydes including primary aldehydes
proceeded smoothly in dichloromethane-pivalonitrile at temper-
atures ranging from -23 to 0 °C by the combined use of soluble
titanium(II) bromide and copper to give 1,2-diols in good to
high yields with good to high dl-selectivities.  

Reductive coupling of carbonyl compounds using low-
valent metal species, known as pinacol reaction, is one of the
most important methods for carbon-carbon bond formation, and
many kinds of reducing reagent, especially low-valent titanium
species, have been employed in this reaction.1 Of these reac-
tions, pinacols can be formed easily when aromatic aldehydes
are used while yields and diastereoselectivities (dl and meso) of
pinacols are usually found to be rather low in cases of aliphatic
aldehydes.  Recently, it was reported from our laboratory that
a combination of titanium(II) chloride and zinc effectively
promoted pinacol reaction of aliphatic carbonyl compounds in
dichloromethane-pivalonitrile.2 Under the condition, however,
the diastereoselectivities of products were rather low, and com-
binations of titanium(II) chloride and other metals such as mag-
nesium or copper were not effective for these reactions.  Very
recently, Matsubara and co-workers reported on enantioselective
pinacol reaction of benzaldehyde using two moles of
titanium(II) chloride and four moles of chiral diamines.3 In
order to find more efficient low-valent titanium species other
than titanium(II) chloride, titanium(II) bromide was chosen and
its preparation and its application to pinacol reaction were studied.

A few methods for the preparation of titanium(II) bromide
from titanium(III) bromide or titanium metal have been reported,
but these procedures are not convenient because the reactions
are carried out at extremely high temperature (400 °C) or dan-
gerous ignition was sometimes observed.4 In our trial to develop
a better procedure, titanium(IV) bromide was treated with hexa-
methyldisilane similar to that employed in the preparation of
titanium(II) chloride.5 After screening several reaction condi-
tions, it was found that analytically pure titanium(II) bromide6

was obtained as an air and moisture sensitive dark brown solid
in high yield when five moles of hexamethyldisilane was added
dropwise into the refluxing titanium(IV) bromide (at 230 °C).
The mixture was further refluxed for additional 9 h, and the
work up was carried out as mentioned in ref. 5.

Thus prepared titanium(II) bromide dissolved thoroughly
in dichloromethane-pivalonitrile and the solution turned into a
dark green.  When an equimolar amount of benzaldehyde was
added to this solution, the reductive coupling proceeded
smoothly to give the corresponding pinacol in increased yield
and diastereoselectivity.7 On the other hand, the yield and

diastereoselectivity were rather low when the reaction was carried
out using a suspended titanium(II) chloride in the above mixed
solvent (Table 1, entries 1, 2).  In order to improve the coupling
reaction, combinations of titanium(II) bromide with several
metals8 were tried (entries 3-11).  When zinc was used as co-
reductant, the aldehyde was consumed rapidly, but the
diastereoselectivity decreased extremely in the case of using
either titanium(II) bromide or chloride.  On the contrary,
combination of titanium(II) bromide and copper exhibited high
reactivity in this reductive coupling reaction and sufficient
diastereoselectivity was attained at -23°C (entry 7).9 In this
reaction, copper powder did not react with titanium(II) bromide
in the mixed solvent unless aldehyde was added.  After adding
the aldehyde, copper disappeared soon.  This observation
suggested that copper(0) would help titanium(II) bromide to
reduce aldehyde and there would be a one-to-one complex of
titanium and copper because the yield decreased extremely
when a half amount of copper was used (entry 8).  On the other
hand, zinc powder reacted with titanium(II) bromide in the
absence of aldehydes and the solution turned into dark brown,
suggesting that lower (zero or one) -valent titanium species
would be produced.  In the case of using iron or manganese, the
reaction proceeded slowly even at room temperature and the
yield of pinacol was rather low.  In the case of using tin, the
diastereoselectivity decreased though the aldehyde was reduced
rapidly (entries 9-11).  

The yields and diastereoselectivities of the pinacol reaction
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of several aldehydes using titanium(II) bromide and copper
are summarized in Table 2.  Aromatic and α,β-unsaturated
aldehydes were transformed to the corresponding pinacols in
high yields with high diastereoselectivities (entries 1-4). 

In the cases of aliphatic aldehydes, the corresponding pina-
col coupling products were obtained at 0 °C, along with a small
amount of 1,3-dioxolanes 2 produced from initially formed
pinacols and remaining aldehydes (entries 5-8).  Concerning
high diastereoselective pinacol reaction of primary aliphatic
aldehydes, Szymoniak et al. isolated pinacols as their dioxolane
compounds like 2 with high diastereoselectivities (dl / meso ~ 9
/ 1) using low-valent niobium reagent.11 Hirao et al. improved
pinacol reactions of aliphatic aldehydes without producing 1,3-
dioxolanes using catalytic amount of vanadium(IV) complex
together with excess amounts of zinc and chlorotrimethylsilane,
but diastereoselectivities of these reactions using primary
aldehydes were rather low (dl / meso < 2 / 1).12 In the present
reaction of using titanium(II) bromide and copper, pinacols
were obtained mainly as 1,2-diol in good to high yields with

good to higher diastereoselectivities.  These results may be
explained by considering initial formation of a titanium-bridged
intermediate which can be readily formed by the interaction of
an aldehyde with titanium(II) bromide soluble in the above
mentioned solvent.  By reductive coupling of the above inter-
mediate on the surface of copper metal, titanium alcoholate and
copper complex were in turn produced as sketched in Scheme 1.13

Thus dl-selective pinacol reaction of several aldehydes
including primary aliphatic aldehydes was effectively achieved
by combined use of titanium(II) bromide and copper in
dichloromethane-pivalonitrile.
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