This article was downloaded by:

On: 28 January 2011

Access details: Access Details: Free Access

Publisher Taylor & Francis

Informa Ltd Registered in England and Wales Registered Number: 1072954 Registered office: Mortimer House, 37-
41 Mortimer Street, London W1T 3JH, UK

=
| 4
K

s ey ) s g

VT e Y S

Phosphorus, Sulfur, and Silicon and the Related Elements

Publication details, including instructions for authors and subscription information:

Phosphorus,

S-:!-‘!f“rs and http://www.informaworld.com/smpp/title~content=t713618290

Silicon

and the Related Elements

| Asymmetric Synthesis of Aminophosphonic Acids and

== A Trifluoromethylated Derivatives Thereof

1 Chengye Yuan® Shusen Li?% Jingbo Xiao®* Shuhua Cui*; Guoqiang Wang®

 Shanghai Institute of Organic Chemistry, Chinese Academy of Sciences, Shanghai, China
Online publication date: 27 October 2010

To cite this Article Yuan, Chengye , Li, Shusen , Xiao, Jingbo , Cui, Shuhua and Wang, Guogiang(2002) 'Asymmetric
Synthesis of Aminophosphonic Acids and Trifluoromethylated Derivatives Thereof', Phosphorus, Sulfur, and Silicon and
the Related Elements, 177: 6, 1731 — 1734

To link to this Article: DOIL 10.1080/10426500212231
URL: http://dx.doi.org/10.1080/10426500212231

PLEASE SCROLL DOWN FOR ARTICLE

Full terms and conditions of use: http://ww.informaworld. confterns-and-conditions-of-access. pdf

This article nay be used for research, teaching and private study purposes. Any substantial or
systematic reproduction, re-distribution, re-selling, loan or sub-licensing, systematic supply or
distribution in any formto anyone is expressly forbidden.

The publisher does not give any warranty express or inplied or make any representation that the contents
wi ||l be conplete or accurate or up to date. The accuracy of any instructions, fornulae and drug doses
shoul d be independently verified with prinmary sources. The publisher shall not be Iiable for any | oss,
actions, clainms, proceedings, demand or costs or damages whatsoever or howsoever caused arising directly
or indirectly in connection with or arising out of the use of this material.



http://www.informaworld.com/smpp/title~content=t713618290
http://dx.doi.org/10.1080/10426500212231
http://www.informaworld.com/terms-and-conditions-of-access.pdf

11: 47 28 January 2011

Downl oaded At:

Phosphorus, Sulfur and Silicon, 2002, Vol. 177:1731-1734 & Fz?y
Copyright © 2002 Taylor & Francis S
1042-6507/02 $12.00 + .00 e ;
DOI: 10.1080/10426500290093568 e 1

AY,
Sow

ASYMMETRIC SYNTHESIS OF AMINOPHOSPHONIC
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Various approaches leading to chiral aminophosphonic acids were de-
scribed. Catalytic asymmetric-induced addition of dialkylphosphite
to chiral aldimine gives low ee. value. The diastereoselective alkyla-
tion of bicyclic phosphonamide derived from anilinomethylpyrrolidine
and followed by subsequent reactions provide much better results.
1,3-Proton Schiff reaction was applied successfully for chiral trifluo-
romethylated a- and/or B-aminophosphonic acids.

Keywords: Aminophosphonic acids; asymmetric synthesis; 1,3-PSR;
trifluoromethylated derivatives

INTRODUCTION

Aminophosphonic acids constitute an important group of biologi-
cally active organophosphorus compounds. Asymmetric synthesis of
these molecules aroused interests of organic chemists. Gilmore an-
nounced the first synthesis of optically active a-aminophosphonic acid
based on the addition of diethylphosphite to Schiffs base, which re-
sulted from condensation of benzaldehyde with either (R)(+) or (S)(—)
a-methylbenzylamine.! This method does not seem to be as good as
an asymmetric synthesis due to the harsh reaction conditions that re-
quired heating at 140°C for 1 hr.

RESULTS AND DISCUSSION

As reported by us with the aid of Lewis acids even proton acids as
catalysis in appropriate solvent, this asymmetric-induced nucleophilic

Address correspondence to C. Yuan. E-mail: yuancy@public.sioc.ac.cn

1731



11: 47 28 January 2011

Downl oaded At:

1732 C. Yuan et al.

addition of dialkylphosphite to aldimine with sp?C atom can be achieved
at room temperature.? Our experimental result demonstrated that both
electronic and steric effects, either from nuclear substituents or from
ester alkyl groups, have no significant influence on the chemical yield
and ee. value of this reaction.

H
Me—E—N=IC_l:—CGH5X + (RO),PHO s_cfl::;Tt’ Me—?—”—?—P(O)(OR)z
Ph ' Ph  CeHX

X=H, Me, MeOQ, C|, Br, F; R=Me, Et, iPr, n-Buy, i-Bu, Ph
Cat.=AlICl;, BF;OEt,, ZnCl,, TsOH; Solvent.=CH,Cl,

The absolute configuration of the resulting product is controlled by
the catalyst used. This phenomenon could be rationalized by the fact
that the empty d orbital of the central atom of AlCl3 or BF3 coordi-
nates with the benzene ring of the Schiff base to form complex with

P
H, CH, Ph, H
M H,' Loy
Ve =N 3
Ph T \M_, Ph \
M
P
Conformation A (S) Conformation B (R)

conformer A that give product with S configuration since dialkylphos-
phite is favorable to be added from the bottom of the conformer. While
ZnCly or proton acid TsOH can only form conformer B, that allows
top attack of phosphorus reagent to sp?C of the conformer; conse-
quently, only R configuration could be provided. This prediction was
fully supported by molecular mechanics calculation based on energy
differences.?

A more convenient and efficient synthesis of chiral aminophos-
phonic acid with high optical activity is based on the use of (S)-
2-anilinomethylpyrrolidine as chiral auxiliary*® that is obtained by
reduction of (S) 5-oxopyrrolidine-2-carboxanilide.® The latter was pre-
pared conveniently by heating L-glutamic acid with aniline in 46%.
As demonstrated by us, the yield of this reaction can be markedly
increased to 94% by refluxing mixture around 190°C using Dean-
Stack trap. Reaction of 1 with choromethanephosphonyl dichloride
gave a mixture of bicyclic chloromethylphosphonamide 2a and 2b
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namdy (2S,5S) and (2R,5R)-2-chloromethyl-2-ox0-3-phenyl-1,3-diaza-2-
phospha-bicyclo-[3,3,0]-octane.

CLP(O)CH,CI )C' o
[ l NHPh ————— = H H ]
N EGN, CoHo > :;p'

N
N7l e
I O L
Ph Ph
1 2a 2b
H NaN R PhypP
LDA, THF N XCI TRV X
Ri N/ﬁ R DMF N/II:I’ N; CgHg
)
pn° Ph
3 4

Diastereoselective alkylation is the key step in this synthetic route.
The isolated 2a was alkylated with appropriate alkyl iodide at —78°C
in THF using LDA as base 3 was obtained in high yield (74—82%) and ex-
cellent optical purity (>95%). Nucleophilic displacement with azide ion
gave the azido compounds. The latter gave corresponding amino deriva-
tive by Staudinger reaction. Upon acid hydrolysis, free aminophos-
phonic acid were obtained. The chiral auxiliary was recovered in 85%
yield.

Starting from trifluoromethylated (N—)(—)a-methylbenzylacetimi-
doyl chloride as building block, an asymmetric synthesis of trisflu-
oromethylated «- or B-aminoalkane phosphonic acid was developed
based on [1,3]-proton shift reaction—a reducing agent-free biomimetic
reductive amination using triethylamine as a base and solvent.

The resulting a-amino-8,8,8-trifluoroethanephosphonic acids give
positive Cotton effect in the CD curve for the compound; however, we
described a practical and effective asymmetric synthesis of B-amino-
y,y,y-trifluoromethylpropanephosphonic acid with high chemical pu-
rity by a [1,3] proton shift reaction.
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Ky N S L I
)l\/"'OR1 - <" OR! . CF)\P’OR = cFy NpOH
CF; Iy or 5 E\OR‘ I~o I~on

R=PhCMeCH, R'=Me, Et, n-Pr, i-Pr, n-Bu
1) Arbuzov g% 2) MegN or DBU  3) 2N HCI

4) Conc, HC! then WO 5) (o] CHZP(O)(OR)2 6)Me3N
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