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Transition metal complexes catalyzed the dialkylphosphinothioation reaction of alcohols and phenols
with tetraalkyldiphosphine disulfides in high yields. Phenols were reacted in the presence of RhH(PPhs),
and 1,2-bis(dimethylphosphino)ethane under THF reflux, and alcohols with Pd(OAc), and 1,2-bis(diphen-
ylphosphino)benzene under chlorobenzene reflux. Primary alcohols reacted faster than secondary alco-
hols under these conditions, and protected tyrosine and serine were phosphinothioated with minimal

racemization. Tetraphenyldiphosphine dioxide also underwent the P-O bond formation reaction.

© 2010 Published by Elsevier Ltd.

Synthetic organophosphorus esters derived from phosphinic
acid, phosphonic acid, and their sulfur analogs have attracted
much interest with regard to their function as biologically active
substances and materials.! In general, such esters are synthesized
from alcohols and phenols by treatment with organophosphorus
reagents possessing highly reactive leaving groups, typically chlo-
ride, in the presence of stoichiometric amounts of a base.'™ Be-
cause the method employs basic reaction conditions and
inevitably forms salts as a byproduct, it is desirable that the P-O
bond formation be conducted without using a base. It was consid-
ered that the development of an appropriate combination of a cat-
alyst and a phosphorus reagent could provide an efficient method
for phosphorus ester formation.

The P-P bond-containing compounds in general were not reac-
tive with alcohols and phenols. An occasional example of the phos-
phorus ester formation is known using compounds possessing
polarized P-P bonds in the presence of a large excess of simple
alcohols or alkoxides;® and photolysis of diphosphines and poly-
phosphines in alcohol give phosphorus esters.” We have been
examining transition-metal-catalyzed methods for the synthesis
of organophosphorus compounds, and have showed that rhodium
complexes can cleave P-P bonds and transfer the phosphorus
group to other molecules.” The results of this study shows that
transition metal complexes can catalyze the effective phosphinyl
ester formation reaction of alcohols and phenols using diphosphine
disulfides and a dioxide. It should be noted that the P-O bonds
were formed employing stoichiometric amounts of hydroxy com-
pounds and diphosphines. In addition, we show that transition me-
tal complexes can catalytically promote the esterification reaction
of alcohols and phenols without a base.
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When an equimolar mixture of p-methoxyphenol and tetrame-
thyldiphosphine disulfide® in THF was heated at reflux for 3 h in
the presence of RhH(PPhs), (1 mol %) and 1,2-bis(dimethylphosph-
ino)ethane (dmpe, 2 mol %), O-(p-methoxyphenyl) dimethylphos-
phinothioate was obtained in 100% yield; it was accompanied by
PHSMe; in 72% yield (Table 1, entry 1). No reaction occurred in
the absence of the rhodium complex. Other metal complexes
exhibiting similar activity in the presence of dmpe were
RhH(CO)(PPhs); and Rh(acac)(CH,=CH,). In contrast, RhCI(PPhs)s,
Rh(acac)s, [Rh(cod)(PPhs),]PFs, and [Rh(OAc), ], were less effective.
The effect of the phosphine ligand was also critical, and other
bidentate ligands with phosphino groups separated by two carbon
atoms such as 1,2-bis(diethylphosphino)ethane (depe), 1,2-
bis(diphenylphosphino)ethane (dppe), and 1,2-bis(diphenylphos-

Table 1
Rhodium-catalyzed phosphinothioation reaction of phenols
RhH(PPh 1 mol%
S S ampeenas 2 s
ArOH + R',P—PR', » ArO-PR', + R,P-H
THF, refl., 3 h
Entry R Ar substituent Yield (%)
1 Me p-Me 100
2 Me p-(t-Bu) 98
3 Me p-MeO 99
4 Et p-MeO 99
5 Me p-Cl 98
6 Me p-Ph 96
7 Me m-Me 97
8 Me m-Ph 97
9 Me o0-Me 86
10 Me o-Ph 97
11 Me (S)-p-CsH4CH,CH(NHBoc)CO,Me 98, 99% ee
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phino)benzene (dppBz) exhibited modest catalytic activity forming
the product in 30-60% yield.

The reaction proceeded with substituted phenols, as summa-
rized in Table 1, giving the aryl esters in high yields. The electronic
effect of the p-substituent was small (entries 1, 3, and 5). Tetra-
ethyldiphosphine disulfide reacted as well as the tetramethyl
derivative (entry 4). The dimethylthiophosphination reaction of
protected tyrosine proceeded effectively without racemization
(entry 11).

The reaction of alcohols and the diphosphine disulfide exhibited
a slightly different nature. Benzyl alcohol and tetramethyldiphos-
phine disulfide in chlorobenzene were heated at reflux for 3 h in
the presence of Pd(OAc), (1 mol %) and dppBz (2 mol %), and O-
benzyl dimethylphosphinothioate was obtained in 99% yield (Ta-
ble 2, entry 1). Higher temperature was required for the reaction
of the alcohol compared with that of the phenols and 21% of the
product was obtained at 80 °C. Use of RhH(PPhs), in place of
Pd(OAc), gave a modest yield of the product, probably because of
catalyst deactivation. The ligand effect was again examined, and
only 6% yield of the product was obtained without dppBz. It was
confirmed that dppBz itself did not catalyze the reaction.

The method using Pd(OAc), and dppBz was applied to primary
alcohols giving phosphinothioates in high yield (entries 1, 3, 4, 5,
and 7). Tetraethyldiphosphine disulfide reacted at slower rates,
and required 16 h for completion (entries 2 and 6). Because the
palladium complex catalyzed the reaction of p-methoxyphenol in
refluxing chlorobenzene giving the phosphinothioate quantita-
tively (entry 8), phenol could be reacted using either catalyst.
The reactions of secondary and tertiary alcohols were slow, as indi-
cated by the reactions of 2- and 1-adamantanol (entries 9 and 11).
1,2-Propanediol gave a mono-phosphinothioated product in 79%
yield accompanied by a bis-product in 6% yield, when 1 equiv of
the diphosphine was employed (Scheme 1). The use of 2 equiv of
the reagent gave predominantly a bis-phosphinylated product.
The exceptional reactivity of cyclopentanol can probably be as-
cribed to less steric congestion of the substrate (Table 2, entry
10). A serine derivative was dimethylphosphinothioated with min-
imal racemization despite the relatively high reaction temperature
(entry 12). A protected sugar also reacted smoothly (Scheme 2).
Although some differences in the reactivity were observed in rho-
dium- and palladium-catalyzed reactions, both catalyzed the phos-
phinothioation reaction. Such metal effects appear to be general in
the reactions of organophosphorus compounds.®

In addition to tetraalkyldiphosphine disulfides, tetraphenyldi-
phosphine dioxide reacted with an alcohol and a phenol giving

Table 2
Palladium-catalyzed phosphinothioation reaction of alcohols
s s Pd(OAc), (1 mol%) s

non dppBz (2 mol%)
ROH + R';,P—PR’,

S
n "
» RO-PR,; * R,P-H

CgHsCl, refl., 3 h

Entry R R Yield (%)
1 Me PhCH, 99
2 Et PhCH, 912
3 Me p-MeOCgH,CH, 98
4 Me n-C4Hg 72
5 Me n-CgHq7 83
6 Et n-CgH,7 81°
7 Me 1-Adamantylmethyl 82
8 Et p-MeOCgH4 99
9 Me 2-Adamantyl 23
10 Me cyclo-CsHg 71
11 Me 1-Adamantyl 7
12 Me (S)-MeO,CCH(NHBoc)CH, 93, 95%ee

¢ Reaction time: 16 h.

S
S n
s S n N 0—PMe
N oH non Pdcat. . "~ 0—PMe, + 2
OH + Me,P—PMe; —— O‘PMez
1]
1eq 79% S 6%
2eq 10% 78%
Scheme 1.
S
n
o _OH 0 _O—PMe,
>( 9] 5 ﬁ Pd cat. >g O
0 + MeyP—PMe, ———
[¢] 0 0
3 Qo
Scheme 2.
RhH(PPhs), (2.5 mol%) o

,C,) dmpe (5 mol%)

"
p-MeOCzH,OH + (Ph2 p-MeOCgH,O—-PPh,

2 THF,refl., 3h 94%
Pd(OAC), (5 mol%) o
n dppBz (10 mol%) 1
PhCH,OH  + {ph,P ———————3 PhCH,0-PPh,
2 PhCI, refl., 3 h 80%
Scheme 3.

phosphinates in high yields (Scheme 3). Thus, the P=S and P=0
bonds in the diphosphine exert a small effect on the catalytic phos-
phinothioation reaction.

In summary, rhodium and palladium complexes catalyzed the
phosphinyl ester formation reaction of alcohols and phenols with
diphosphine disulfides and a dioxide in high yields. It should be
emphasized that the transition metal catalysis can be used for
the esterification reaction of O-H compounds, and such methodol-
ogy has an advantage of avoiding the use of a base. The catalysts
probably participated both in the generation of reactive metal
phosphorus intermediates and in the activation of the O-H group.
An oxidative addition reaction of a polyphosphine with a rho-
dium(l) complex has recently been reported.'® Depending on the
ligand, palladium and rhodium complexes can react with free alco-
hols and phenols either as acids or bases,!! and such an activated
species could also react with activated phosphorus intermediates.

Typical experimental procedures

In a two-necked flask equipped with a reflux condenser were
placed RhH(PPhs), (1.0 mol %, 11.5 mg), tetramethyldiphosphine
disulfide (1.0 mmol, 186.2 mg), and p-methoxyphenol (1.0 mmol,
124.1 mg) under an argon atmosphere. Dry THF (2 mL) and dmpe
(2.0 mol %, 3.4 puL) were added, and the solution was heated at re-
flux for 3 h. The solvent was removed under reduced pressure, and
the residue was purified by flash column chromatography on silica
gel giving O-(p-methoxyphenyl) dimethylphosphinothioate
(212.8 mg, 99%) as a colorless solid and dimethylphosphine sulfide
(67.3 mg, 72%) as a pale yellow oil.

Acknowledgments

This work was supported by a Grant-in-Aid for Scientific Re-
search (Nos. 21229001 and 22689001), the GCOE program, and



4842 M. Arisawa, M. Yamaguchi/ Tetrahedron Letters 51 (2010) 4840-4842

the WPI Initiative from JSPS. M.A. expresses her thanks to the Naito
Foundation.

Supplementary data

Supplementary data associated with this article can be found, in
the online version, at doi:10.1016/j.tetlet.2010.07.040.

References and notes

1. For examples: Carninade, A.-M.; Majoral, J. P. Chem. Rev. 1994, 94, 1183; Freier,
S. M.; Altmann, K.-H. Nucleic Acids Res. 1997, 25, 4429; Also see the following
and references cited therein: Caldwell, C. G.; Sahoo, S. P.; Polo, S. A.; Eversole, R.
R.; Lanza, T. J.; Mills, S. G.; Niedzwiecki, L. M.; Izquierdo-Martin, M.; Chang, B.
C.; Harrison, R. K.; Kuo, D. W.; Lin, T.-Y.; Stein, R. L.; Durette, P. L.; Hagmann, K.
W. Bioorg. Med. Chem. Lett. 1996, 6, 323; Givelet, C.; Tinant, B.; Meervelt, L. V.;
Buffeteau, T.; Marchand-Geneste, N.; Bibal, B. J. Org. Chem. 2009, 74, 652.

2. Organische Phosphor-verbindungen II; Regitz, M., Ed.Methoden der Organischen
Chemie; Band E2, Georg Thieme: Stuttgart, 1982; Hayakawa, Y. Inorganic Acid
Derivatives. In Comprehensive Organic Synthesis; Trost, B. M., Ed.; Pergamon
Press: Oxford, 1991; Vol. 6, p 601; Arene-X (X=N,P); Bellus, D., Ed.Science of
Synthesis; Georg Thieme KG: Stuttgart, 2007; Vol. 31b,.

3. For examples of phosphinates, Berlin, K. D.; Austin, T. H.; Nagabhushanam, M. J.
Org. Chem. 1965, 30, 1267; Maier, L. Helv. Chim. Acta 1969, 52, 827; Jacob, K.;
Vogt, W.; Knedel, M. Liebigs Ann. Chem. 1979, 878.

4,

For examples of phosphinothioates, Mikolajczyk, M.; Para, M.; Omelanczuk, J.;
Kajtar, M.; Snatzke, G. Tetrahedron 1972, 28, 4357; Onyido, I.; Swierczek, K.;
Purcell, J.; Hengge, A. C. J. Am. Chem. Soc. 2005, 127, 7703; Yamanoi, T.; Oda, Y.;
Matsuda, S.; Yamazaki, I.; Matsumura, K.; Katsuraya, K.; Watanabe, M.; Inazu,
T. Tetrahedron 2006, 62, 10383; Um, L.-H.; Akhtar, K.; Shin, Y.-H.; Han, J.-Y. J.
Org. Chem. 2007, 72, 3823.

. Arisawa, M.; Yamaguchi, M. J. Synth. Org. Chem. Jpn. 2007, 65, 1213; Arisawa,

M.; Yamaguchi, M. Pure Appl. Chem. 2008, 80, 993; Arisawa, M.; Yamaguchi, M.
Tetrahedron Lett. 2009, 50, 45; Arisawa, M.; Yamaguchi, M. Tetrahedron Lett.
2009, 50, 3639. Also see references cited.

. Baccolini, G.; Boga, C.; Buscaroli, R. A. Synthesis 2001, 1938; Deschamps, B.;

Ricard, L.; Mathey, F. Organometallics 2003, 22, 1356; Fei, Z.; Scopelliti, R.;
Dyson, P. ]. Eur. J. Inorg. Chem. 2004, 530; Burck, S.; Gudat, D.; Nieger, M. Angew.
Chem., Int. Ed. 2004, 43, 4801; Kilian, P.; Slawin, A. M. Z.; Woolins, ]. D. Dalton
Trans. 2003, 3876.

. Emoto, T.; Okazaki, R.; Inamoto, N. Bull. Chem. Soc. Jpn. 1973, 46, 898; Meriem,

A.; Majoral, ].-P.; Revel, M.; Navech, ]. Tetrahedron Lett. 1983, 24, 1975.

. Pollart, K. A.; Harwood, H. ]. J. Org. Chem. 1962, 27, 4444.

. Arisawa, M.; Yamaguchi, M. J. Am. Chem. Soc. 2000, 122, 2387.

. Geier, S. ].; Stephan, D. W. Chem. Commun. 2008, 2779.

. For example: Kegley, S. E.; Schaverien, C. J.; Freudenberger, J. H.; Bergman, R.

G.; Nolan, S. P.; Hoff, C. D. J. Am. Chem. Soc. 1987, 109, 6563; Kim, Y.-J.; Osakada,
K.; Takenaka, A.; Yamamoto, A. J. Am. Chem. Soc. 1990, 112, 1096; Clegg, W.;
Eastham, G. R.; Elsegood, M. R. J.; Heaton, B. T.; Iggo, ]J. A.; Tooze, R. P,;
Whyman, R.; Zacchini, S. J. Chem. Soc., Dalton Trans. 2002, 3300; Mann, G.;
Shelby, Q.; Roy, A. H.; Hartwig, J. F. Organometallics 2003, 22, 2775; Pechmann,
T.; Brandt, C. D.; Werner, H. Chem. Eur. J. 2004, 10, 728.


http://dx.doi.org/10.1016/j.tetlet.2010.07.040

	Metal-catalyzed phosphinyl ester forming reaction of alcohols and phenols  with diphosphine disulfides and a dioxide
	Typical experimental procedures
	Acknowledgments
	Supplementary data
	References and notes


