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The combination of diethyl azodicarboxylate (DEAD) and a catalytic amount of ZnBr; is an efficient sys-
tem for the dehydrogenation of alcohols to the corresponding carbonyl compounds. The scope and lim-
itations of this process have been studied.

© 2009 Elsevier Ltd. All rights reserved.

Diethyl azodicarboxylate (DEAD) and its congeners are very
useful reagents in organic synthesis, especially regarding the Mits-
unobu reaction.! It is known that DEAD alone can dehydrogenate
various types of compounds (alcohols, thiols, hydroxylamines,
hydrazines for instance).? The oxidation by DEAD, of alcohols to
carbonyl compounds, has been first reported on a limited number
of examples by the group of Yoneda.? This is an interesting reaction
affording, as the only byproduct, diethyl hydrazodicarboxylate
(DEADH,), which is easily separated by chromatography. Further-
more, this product could be recycled since reoxidation to DEAD
has also been reported.* However, to the best of our knowledge,
this methodology has not been very often used in organic synthesis
until now. By analogy with the well-known Meerwein-Pondorf-
Verley/Oppenauer reactions,” we can propose a simple pericyclic
mechanism for this reaction (Scheme 1): a six-membered cyclic
transition state could account for the transfer of the two hydrogen
atoms onto the azo molecule.® Based on this tentative mechanism,
it appeared to us that this reaction could be catalyzed by an appro-
priate Lewis acid (LA). Complexation of the oxygen atom of the
alcohol should facilitate the cleavage of the OH bond and the
hydrogen transfer. This should contribute to have a faster reaction
occurring under milder conditions.

The purpose of this Letter is to demonstrate that the combina-
tion of DEAD with catalytic amounts of ZnBr; indeed gives a simple
and efficient process for the oxidation of various types of alcohols
under mild reaction conditions.

The first stage of this study was to validate this proposal and
perform a quick screening of the possible Lewis acids. This was
done by using phenyl-1-propanol 1 as a model. As indicated in Ta-
ble 1, various salts are indeed able to activate this reaction: in
refluxing toluene, the oxidation by DEAD alone is complete only
after 48 h, while in the presence of 1equiv of MgBr, or CuBr;,
the reaction is finished after 1h affording the corresponding
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ketone in 90% and 84% yields, respectively. Of the different salts at-
tempted, ZnBr, was found to be the most efficient and the most
convenient for the substrate alcohol chosen. With this latter salt,
the dehydrogenation of 1 is complete within 30 min.

The next step was to explore the possibility to use this mild Le-
wis acid salt in a catalytic manner. For that purpose, the same alco-
hol was used as a reference and the results are reported in Table 2.
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Scheme 1. Postulated mechanism for the DEAD-mediated dehydrogenation and
our working hypothesis.

Table 1
Screening of the salts used as mild Lewis acids
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Entry Salt (1 equiv) Time (h) Ketone 3 (yield) (%)
1 - 48 98
2 MgBr, 1 90
3 CuBr, 1 84
4 NiBr, 2 82
5 InBr3 0.5 94
6 ZnBr, 0.5 96
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Table 2
Optimization of the amount of catalyst

Entry ZnBr; (equiv) Time (h) Ketone 3 (yield) (%)
1 - 48 98
2 1 0.5 96
3 0.6 0.5 98
4 0.2 0.75 98
5 0.1 1 96?
6 0.05 3 98

2 Under the same reaction conditions, diisopropyl azodicarboxylate (DIAD) gives
the ketone 3 in 92% yield.

Table 3
Extension to various types of alcohols
LCO,Et
OH N:COZE‘ ZnBr, (0.1eq) o] . H'\\‘
+ ,‘\“ —_— (NH
R” Ry EtO,C’ Toluene, reflux Ri™ R EtO,C 4
2 6
5
Entry Alcohol 5 Time (h) Carbonyl derivative 6
(yield) (%)
1 PhCH,0H 1.5 90
2 p-NO,PhCH,0H 1.5 91
3 p-MeOPhCH,0OH 1.5 92
4 t-BuCH,OH 2.5 90
A
5 | 25 70
N~ “CH,OH
- CH20H
6 2 86
~
N Cl
7 Ph,CHOH 1.5 96
8 nCyHg nCgHy7 4 o

OH

9 tBu-cyclohexanol OOH 3.5 98

In fact ZnBr, is an efficient catalyst since the oxidation of 1 is quan-
titative even at the level of 5 mol % (entry 6). In the latter case, the
reaction duration is 3 h only.”

The next step was the extension of this reaction to other alco-
hols and to check its scope and limitations. For that purpose we se-
lected the following standard reaction conditions: DEAD (1 equiv)
with ZnBr, (10 mol %) in refluxing toluene. The results are reported
in Table 3.8

Several points are worthy of noted:

— Excellent results are obtained with benzyl alcohol and substi-
tuted derivatives with electron-withdrawing, as well as elec-
tron-donating groups (entries 1-3). A very good yield is also
obtained with a sterically hindered alcohol (entry 4).

- The reaction is compatible with heteroaromatic systems such as
pyridine or quinoline derivatives (entries 5 and 6).

- It is possible to use it efficiently as well with diaryl- (entry 7) as
well as dialkyl-secondary alcohols (entry 8) or cyclohexyl deriv-
atives (entry 9).

- The reaction is slightly faster on the secondary alcohol 1 as com-
pared to corresponding primary benzyl alcohol: a competition
experiment using a 1:1 mixture of these two alcohols affords a
1.4:1 mixture of ketone 3 and benzaldehyde.
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Scheme 2. Reaction with DEAD anchored on Merrifield’s resin.

- At this stage, this reaction does not work with allylic or propar-
gylic alcohols since it leads to complex mixtures of products but
not to the desired carbonyl compounds.®

A final attractive possibility is to use DEAD anchored on a sup-
port 2/, since it would offer additional facility for the separation of
the byproduct which will be the supported DEADH; 4’ (Scheme 2).

This reaction works indeed very well. By using 1 equiv of com-
mercially available DEAD supported on Merrifield resin, the reac-
tion is complete in 1.5 h affording the pure ketone 3 in 95% yield
after filtration and evaporation of the solvent.'®

In conclusion, these preliminary results demonstrate that cata-
lytic amounts of ZnBr, strongly catalyze the DEAD-mediated dehy-
drogenation of alcohols to carbonyl compounds. Extension of this
methodology is under active study in our group.
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