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Abstract—A highly selective hydrolysis of the 1,3-oxathio- and 1,3-dithioacetals has been achieved in high yields using
CeCl3·7H2O–NaI in acetonitrile at reflux temperature under neutral conditions. This method is mild and compatible with a wide
range of functional groups such as TBDPS, THP, PMB, MOM, allyl, propargyl, prenyl, benzyl ethers, carbamates and acetate,
etc., present in the substrate. © 2002 Elsevier Science Ltd. All rights reserved.

Protection and deprotection of carbonyl groups remain
crucial challenges to organic chemists.1 Among the
carbonyl protecting groups, 1,3-oxathio- and dithioac-
etals are versatile2 due to their ease of installation and
also to their stability under basic or mildly acidic
conditions. In addition to carbonyl protection, they are
very useful as masked acyl anions3 or masked methyl-
ene functions in carbon�carbon bond forming reac-
tions.4 However, the final stage of the chemical process
frequently requires their cleavage so as to regenerate
the parent carbonyl compounds. In consequence, a
variety of procedures have been developed for the
cleavage of 1,3-oxathio- and dithioacetals under both
hydrolytic5,6 and oxidative conditions.7,8 Many of these
methods require strongly acidic or oxidizing conditions
that limit their efficiency. Furthermore, most of these
methods often involve the use of corrosive or toxic
reagents9 such as mercury salts and other heavy metal
salts, harsh conditions, incompatibility with other func-
tional groups thus limiting their usage in a synthetic
sequence of reactions especially on large scale. There-
fore, there is a need to develop a mild and high yielding
protocol for the chemoselective hydrolysis of dithio-
and oxathioacetals under neutral conditions.

Lanthanide halides are unique Lewis acids10 that are
currently of great research interest. Among these cata-
lysts, cerium halides11 are relatively non-toxic, readily
available at low cost and are fairly stable to water. In
addition, the combination of cerium trichloride hep-

tahydrate and sodium iodide has been successfully
employed for the deprotection of various protecting
groups such as t-butyl esters, dioxolanes, trialkylsilyl
ethers, PMB ethers, trityl ethers, prenyl esters, and
alkyl aryl ethers.12

We wish to report that cerium(III) chloride–NaI is an
efficient reagent system for the selective hydrolysis of
1,3-oxathio- and dithioacetals under neutral conditions
(Scheme 1).

The cleavage was effected using an equimolar ratio of
CeCl3·7H2O–NaI in acetonitrile at reflux temperature.
The deprotection proceeded efficiently in high yields
with high chemoselectivity. The combination of cerium-
(III) chloride with NaI selectively cleaved an
oxathioacetal group leaving other functional groups
including olefins, ethers and esters, intact. This method
is highly chemoselective allowing deprotection of
oxathio- and dithioacetal groups without affecting
other hydroxyl protecting groups such as p-methoxy-
benzyl, prenyl, allyl, propargyl ethers and
methoxymethyl ethers. The major advantage of this
cleavage is in the selective hydrolysis of the thioacetal
moiety in the presence of highly acid sensitive THP and
TBDPS ethers, which do not survive either with NBS

Scheme 1.
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or TMSOTf. In terms of selectivity and efficiency, this
procedure is superior to reported methods where oxi-
dants as well as strong acids are used. Due to the mild
reaction conditions, a number of functional groups,
albeit being capable of reacting with CeCl3·7H2O,

remain intact. In addition, this method does not require
the use of expensive reagents or anhydrous solvents and
no precautions need to be taken to exclude moisture
from the reaction system. Thus, the present method is
efficient and mild enough to tolerate a wide range of

Table 1. Selective hydrolysis of 1,3 oxathio- and thioacetals by CeCl3·7H2O–NaI
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functional groups. As is evident from Table 1 the acid
sensitive protecting groups are compatible with
CeCl3·7H2O–NaI in acetonitrile at ambient tempera-
ture. The cleavage proceeds smoothly and rapidly in
commercial grade acetonitrile containing 1.5% of water
which promotes the hydrolysis of thioacetals. Finally,
we have examined the possibility of CeCl3·7H2O func-
tioning catalytically or at least, in less than stoichiomet-
ric amounts. However, the best results were obtained
using an equimolar ratio of CeCl3·7H2O–NaI. In the
absence of NaI, the deprotection by CeCl3 alone in
acetonitrile at ambient temperature took longer to
achieve complete conversion. This clearly indicates that
the addition of 1 equiv. of NaI is crucial in the depro-
tection to obtain high yields of products.13

In summary, this paper describes a method for the
selective hydrolysis of 1,3-oxathio- and dithioacetals
using a cheap and readily available reagent system that
operates under neutral conditions thereby leaving acid-
and base-labile protecting groups intact. The high levels
of chemoselectivity in this process combined with the
simple methodology, high yields and ready availability
of reagents will facilitate a wider use of oxathio- and
dithioacetal protecting groups in organic synthesis.
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reflux temperature for an appropriate time (Table 1).
After complete conversion, as indicated by TLC, the
reaction mixture was diluted with water (25 mL) and
extracted with ethyl acetate (2×20 mL). The combined
organic layers were washed with brine, dried over anhy-
drous Na2SO4 and concentrated in vacuo, and the result-
ing product was purified by column chromatography on
silica gel (Merck, 100–200 mesh, ethyl acetate–hexane,
1:9) to afford the parent carbonyl compound. Spectro-
scopic data 1e: 1H NMR (CDCl3): � 1.18 (s, 9H), 3.20
(m, 2H), 3.60 (s, 3H), 3. 85 (m, 1H), 4.45 (m, 1H), 5.85 (s,
1H), 6.60 (d, 1H, J=8.0 Hz), 6.78 (dd, 1H, J=2.7, 8.0
Hz), 6.90 (d, 1H, J=2.7 Hz), 7.28–7.42 (m, 6H), 7.65–
7.78 (m, 4H). 2e: 1H NMR (CDCl3): � 1.18 (s, 9H), 3.60
(s, 3H), 6.60 (d, 1H, J=8.0 Hz), 7.18 (dd, 1H, J=2.7, 8.0
Hz), 7.24 (d, 1H, J=2.7 Hz), 7.30–7.41 (m, 6H), 7.65–
7.78 (m, 4H), 9.78 (s, 1H). 1k: 1H NMR (CDCl3): � 1.75
(s, 3H), 1.80 (s, 3H), 3.30 (m, 2H), 3.50 (m, 2H), 4.45 (dd,
2H, J=1.8, 10.3 Hz), 5.45 (m, 1H), 5.60 (s, 1H), 6.80 (d,
2H, J=8.0 Hz), 7.40 (d, 2H, J=8.0 Hz). 2k: 1H NMR
(CDCl3): � 1.75 (s, 3H), 1.80 (s, 3H), 4.45 (dd, 2H,
J=1.8, 10.3 Hz), 5.45 (m, 1H), 6.90 (d, 2H, J=8.0 Hz),
7.80 (d, 2H, J=8.0 Hz), 9.85 (s, 1H).
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