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A novel method for the syntheses of symmetrical disulfides using
CsF—Celite as a solid base
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Abstract—The oxidative coupling of aliphatic, aromatic and heteroaromatic thiols to disulfides using cesium fluoride—Celite is
described. CsF—Celite provides an efficient, convenient and practical method for the syntheses of symmetrical disulfides.
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Disulfides are useful reagents in organic synthesis.'?
Disulfides are also used in sulphenylation of enolates
and other anions,® and they are essential moieties of
biologically active compounds for peptide and protein
stabilization.* As disulfides are relatively more stable to
organic reactions such as oxidation, alkylation and
acylation compared to the corresponding free thiols, the
thiol group can conveniently be protected as a disulfide.
The desired thiol can be generated from the disulfide
either by reduction or by other sulfur—sulfur bond
cleavage reactions such as CN~, OH™ or hydrazines.
Various reagents for oxidative coupling of thiols to
disulfides are described, e.g. iodine/hydrogen iodide,’
neat bromine,” FeCl;/Nal,® KMnO,/CuSO,” and
hydrogen peroxide in tetrafluoroethanol.'® Further-
more, some of the non-metallic reagents like Br,,'!
DMSO'? also accomplish thiol coupling, but they
encounter the difficulty of product handling and isola-
tion. Enzymatic!® and electrochemical'* methods are
also known to perform this oxidative transformation.
However, there is still an interest in developing a clean,
mild and efficient method to synthesize aliphatic, aro-
matic and heteroaromatic disulfides.

In connection with our current studies on the synthesis
of ethers, esters, thioethers and thioesters'> using
cesium fluoride—Celite as a solid base, we further
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explored its utility by preparing disulfides using similar
reaction conditions. Moreover, importance of the
fluoride ion as a catalyst for the promotion of various
types of base-catalyzed reactions in organic synthesis
has been previously recognized.!® In particular the work
of Clark and Miller revealed that the fluoride ion has
an effect on coupling reactions because of its high
capability of hydrogen bond formation.!” As reagents
for generating the fluoride ion in these reactions, potas-
sium, cesium and tetraalkylammonium fluorides were
generally used so far. However, it is not easy to handle
these hygroscopic reagents and the reproducibility of
these reactions are invariably poor. Previously, poorly
hygroscopic reagents generating fluoride ions were
designed by allowing cesium fluoride to be absorbed on
Celite.'® The effect of cesium fluoride—Celite might be
twofold: (a) activation of thiol groups by the fluoride
ion, whose ionic character is increased owing to the low
charge/surface area ratio of the cesium cation and (b)
activation of the alkyl group by a Lewis acid type
effect.!®

The present method (Scheme 1) is equally applicable
for the oxidative coupling of alkyl, aryl and hetero-
cyclic thiols, and the efficiency of the procedure is also
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Scheme 1.
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Table 1. Synthesis of disulfides using CsF—Celite

Entry R Compound % Yield Mp °C (lit.)
1 CH;(CH,)s- 1 81" Liquid’
2 CH;(CH,)s- 2 81° Liquid™
3 CH;3(CH,)y1- 3 81° 30-31, (30-31)™
4 CeHs- 4 78 59-61, (61)"
5 HOCH,CH,- 5 85° Liquid”’
6 HOCeHq4- 6 75° 149-151, (149-150)*
7 4-CH;0C4H,- 7 81° 40-42, (42-44)"
8 4-NO,CgH,- 8 92° 177-178, (177-178)°
X
9 | 9 90° 57-58, (57)*
N
N
10 C[\>— 10 74° 110-111, (110)*
(e]
N
11 @[ S>— 11 81° 183-184, (182.5-183.5)*
s
a=room temp. for 1 to 24h, b = reflux at 82 C for 2 to 12h.
Table 2. Synthesis of cyclic tetrasulfides using CsF—Celite
Entry Product Compound % Yield Mp °C (lit.)
S-S
I ( j 12 79° 100-101, (100
S-S
> "g ' .
2 I I 13 84° 53-54, (53-54)
S-S
a=room temp. for 1 to 24h.

demonstrated by coupling of long chain thiols (entries
1-3). We have noticed that the coupling of dithiol
compounds resulted in the formation of cyclic tetra-
sulfide products (compounds 12 and 13).

The reactions catalyzed by cesium fluoride—Celite are
usually carried out under mild conditions with good
yields and simple workup: Only filtration is required to
remove the catalyst and often evaporation of the filtrate
afforded pure products. We explored the utility of the
CsF—Celite system as an efficient, inexpensive and non-
corrosive reagent for the synthesis of disulfides and
cyclic tetrasulfides, depending upon the substrate used.
Several examples of CsF—Celite-assisted couplings of
aliphatic, aromatic and heteroaromatic thiols into
disulfides are presented in Tables 1 and 2.

In a typical reaction, a mixture of thiol (1.0 mol),
CsF—Celite (1.5 mol) in acetonitrile is stirred at room
temperature or under reflux and access to atmospheric/
oxygen. The completion of reaction is monitored by
TLC. After completion of the reaction, the reaction
mixture is filtered and the filtrate evaporated to afford
the pure product. The physical properties and NMR
spectra of compounds agreed with those reported in the
literature®!32°2° and were furthermore identified by
comparing the data with those of authentic samples.
The unknown compounds were characterized by differ-

ent spectroscopic techniques and their elemental

analyses.

In conclusion, CsF—Celite-assisted reactions provide an
easy access for the syntheses of disulfides in good
yields. As this methodology has several advantages, it is
a valuable addition to existing methods. In short this is
an efficient, convenient, inexpensive, non-corrosive and
practical method for preparing symmetrical disulfides.

Acknowledgements

We express our gratitude to Deutscher Akademischer
Austauschdienst (DAAD, Bonn, Germany) for a sand-
wich-type scholarship, granted to Syed Tasadaque Ali
Shah.

References

1. Ogawa, A.; Nishiyama, Y.; Kambe, N.; Murai, S;
Sonoda, N. Tetrahedron Lett. 1987, 28, 3271-3274.

2. Antebi, S.; Apler, H. Tetrahedron Lett. 1985, 26, 2609—
2612.

3. Bischoff, L.; David, C.; Martin, L.; Meudal, H.; Roques,
B.-P.; Fournié-Zaluski, M.-C. J. Org. Chem. 1997, 62,
4848-4850.



10.

11.
12.

13.

14.

15.

S. T. A. Shah et al. / Tetrahedron Letters 44 (2003) 6789-6791

Bodanszky, M. Principles of Peptide Synthesis; 1984; p.
307.

Maiti, S. N.; Spevak, P.; Singh, M. P.; Micetich, R. G.
Synth. Commun. 1988, 18, 575-581.

Aida, T.; Akasaka, T.; Furukawa, N.; Oae, S. Bull.
Chem. Soc. Jpn. 1976, 49, 1441-1442.

Wu, X.; Rieke, R. D.; Zhu, L. Synth. Commun. 1996, 26,
191-196.

Iranpoor, N.; Zeynizadeh, B. Synthesis 1999, 49-50.
Noureldin, N. A.; Caldwell, M.; Hendry, J.; Lee, D. G.
Synthesis 1998, 1587-1589.

Kesavan, V.; Bonnet-Delpon, D.; Bégué, J.-P. Synthesis
2000, 223-225.

Drabowicz, J.; Mikolajczyk, M. Synthesis 1980, 32-34.
Tam, J. P.; Wu, C.-R.; Liu, W.; Zhang, J.-W. J. Am.
Chem. Soc. 1991, 113, 6657-6662.

Sridhar, M.; Vadivel, S. K.; Bhalerao, U. T. Synth.
Commun. 1998, 28, 1499-1502.

Leite, S. L. S.; Pardini, V. L.; Viertler, H. Synth. Com-
mun. 1990, 20, 393-397.

(a) Shah, S. T. A.; Khan, K. M.; Heinrich, A. M.;
Choudhary, M. I.; Voelter, W. Tetrahedron Lett. 2002,
43, 8603-8606; (b) Shah, S. T. A.; Khan, K. M.; Hein-
rich, A. M.; Voelter, W. Tetrahedron Lett. 2002, 43,
8281-8283.

16.

17.

18.

20.

21.

22.

23.

24.

25.

26.

6791

Miller, J. M.; So, K.-H.; Clark, J. H. J. Chem. Soc.,
Chem. Commun. 1978, 466-467.

Clark, J. H. J. Chem. Soc., Chem. Commun. 1978, 789—
791 and references quoted therein.

(a) Hayat, S.; Atta-ur-Rahman; Choudhary, M. I.; Khan,
K. M.; Schumann, W.; Bayer, E. Tetrahedron 2001, 57,
9951; (b) Lee, J. C.; Choi, Y. Synth. Commun. 1998, 28,
2021-2026.

(a) Yamada, M.; Yahiro, S.; Yamano, T.; Nakatani, Y.;
Ourisson, G. Bull. Soc. Chim. Fr. 1990, 127, 824-829; (b)
Kruizinga, W. H.; Kellogg, R. M. J. A4m. Chem. Soc.
1981, 103, 5183-5189.

Huang, Y.; Zhang, Y.; Wang, Y. Synth. Commun. 1997,
27, 1043-1047.

Meshram, H. M.; Bandyopadhyay, A.; Reddy, G. S.;
Yadav, J. S. Synth. Commun. 2000, 30, 701-706.

Oae, S.; Yoshihara, M. Bull. Chem. Soc. Jpn. 1968, 41,
2082-2086.

Demir, A. S.; Idgir, A. C.; Mahasneh, A. S. Tetrahedron
1999, 55, 12399-12404.

Field, L.; Lawson, J. E. J. Am. Chem. Soc. 1958, 80,
838-841.

Do, Q. T.; Elothmani, D.; Simonet, J.; Guillanton, G. L.
Bull. Soc. Chim. Fr. 1996, 133, 273-281.

Ghiringhelli, D. Synthesis 1982, 580-582.



	A novel method for the syntheses of symmetrical disulfides using CsFCelite as a solid base
	Acknowledgements
	References


