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Abstract - Optically active trivalent phosphorus acid esters
and thioesters have been obtained by three different methods:
(a) asymmetric condensation of racemic trivalent phosphorus
chlorides with achiral alcohols or thiols in the presence of
optically active tertiary amines, (b) asymmetric reaction of
racemic chlorophosphines with optically active alcohols
(menthol), (c) stereospecific synthesis from optically active
methylthio-alkoxy-phosphonium triflates. Chirality at phos -
phorus in and optical purity of the chiral trivalent phospho-
rus acid esters have been determined by chemical correlations.
It has been demonstrated that nucleophilic substitution at
chiral trivalent phosphorus occurs stereospecifically with
inversion of configuration at phosphorus. A new synthesis of
chiral tertiary phosphines of high optical purity has also
been devised.

INTRODUCTION

Trigonal- pyramldal tri-coordinate phosphorus compounds with three different
substituents, R!R?R3P:, are chiral at phosphorus and can in principle be re-
solved into enantlomers or prepared in an optically active form. For a long
time the only known optically active trivalent phosphorus compounds were
tertiary phosphines first prepared by Horner (Refs. 1 and 2) in 1961. Chiral
tertiary phosphines still occupy a central position in the study of dynamic
phosphorus stereochemistry. Recently chiral phosphines have found very impor-
tant applications as ligands for the catalysts employed in asymmetric, homo-
‘geneous hydrogenation (Ref.3). The efficiency of this process was found to

be strongly dependent upon the structure of chiral phosphorus ligand. In this
connection the synthesis of other classes of chiral trivalent phosphorus
compounds is of great interest.

P P,
RY r® ME[ \QSiMe3
R* Opr?!

R=alkyl, aryl
(L.Horner,1961) (H.Benschop,1971)

Especially interesting are optically active trivalent phosphorus acid esters
because the great majority of organophosphorus reactions are based on their
conversion into tetra-, penta- and hexa-coordinate pvhosphorus compounds.
Benschop et.al. (Ref.4) recently synthesized optically active O-trimethylsi-
1yl O-isopropyl methylphosphonite, the first example of an optically active
trivalent phosphorus compounds containing a nhosphorus-oxygen bond. However,
this compound. ,apart from the sensitivity to moisture, was unsuitable for
studies of organophosphorus reaction mechanisms since nucleophilic reagents
react preferentially at silicon rather than phosphorus.
For the past few years, work in this Laboratory -(Refs.5 to 9) has centered
on the preparation and reactions of optically active trivalent phosphorus
acid esters and thioesters, espec1a11y those with the phosphorus atom as the
sole centre of chirality. Progress in these studies is reported in the pre-
sent paper. The following toplcs will be discussed in detail:
(a) asymmetric synthesis of optlcally active trivalent phosphorus acid esters
and thiesters,

(b) stereochemistry of nucleophilic substltutlon at chiral, trivalent phosphorus,
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(c) synthesis and reactions of diastereoisomeric O-menthyl ethylphenylphos-
phinites,

(d) stereospecific synthesis of optically active phosphinites and reactivity
of alkylthio- and alkylseleno-phosphonium salts

ASYMMETRIC SYNTHESIS OF OPTICALLY ACTIVE TRIVALENT PHOSPHORUS ACID
. ESTERS AND THIOESTERS

Our f1rst approach to the synthe51s of optically active trlvalent phosphorus
acid esters (1) and thioesters (2) was based on the reaction between racemic,
chiral chlorophosphines and achiral alcohols or thiols in the presence of
optically active (-)- or (+)-N,N-dimethyl-(1- phenylethyl)amlne (see Note a).
The asymmetric condensations were carried out in ether at -70%-780 using
equimolar amounts of the reagents. The resulting optically active esters' (1)
and (2) were purified by distillation. Some representative examples are shown
in Scheme I, together with their optical rotation values.

Scheme I. Asymmetric Synthesis of Chiral Trivalent Phosphorus Acid Esters

1 and 2
| Me N
1 . € 1
2 R
SP-c1 + R2OH @ —— Sp-0R?
Ph -Me ,NR+HC1 Ph
(£ €9
a, R'=Et, R*=Me, [a]44+30. 5°
MeZNﬁ b, R'=Et, R2=Prn,[a]589+17.1°
EtSH 0
c, R'=Me, R?=Me, [a];gq+15.8
d R'=Me, R*=Pr”,[a] gq+27.2°
R).
N
SP-SEt
Ph
(2)

R!=Et, [a]ggq+9.7°

The optlcal stab111ty of chiral esters (1) is not very high. They undergo slow
racemisation at room temperature. It was also observed that racemisation of
esters (1) is accelerated by traces of amine hydrochlorides which are present
in the distilled esters. However , it is noteworthy that this racemisation
process is not due to pyramidal inversion at phosphorus but is a consequence
~of the intermolecular exchange of the alkoxy groups at phosphorus accompanled
by inversion of configuration. This view was confirmed by the fact that a mix
ture of four possible phosphinites (1 a-d) is formed from an equimolar mixtu-
re of O-methyl methylphenylghosphlnlte (Ic) and O-propyl ethylphenylphosphi-
nite (1b) as evidenced by *'P-NMR spectra.

v 24hr
MePhPOMe + EtPhPOPr® ==———=—=—== MePhPOPr" + EtPhPOMe
) C/H . ,r.t.
6627 T
(1c) (1b) , ' (1d) (1a)
§31p 122.4ppm 831 125.8ppm ‘ . 8a1p115.8 § 32130.0ppm

Note a. For our previous work on the use of optlcallv active N,N-dimethyl-
(1-phenylethyl)amine in the asymmetric synthesis of ch1ra1 sulphinic
acid esters see Ref. 10. :
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The equilibrium in this system is attained after 24hr in benzene solution at
room temperature.

Since the optically active esters (1) and (2) have been obtained for the first
time, it was necessary to establish their absolute configurations as well. as
their ontical nurity. In the case of esters (1) this problem was easily sol-
ved by convertins them stereospecifically into known, chiral phosphine oxides.
For example, the chirality at phosvhorus in the ester (+)-(la) follows from
chemical correlation with the well known (-)-(S)-or (+)-(R)-methylethylphe-
nylphosphine oxide (3) (Ref.11) shown in Scheme II.

Scheme II. Determination of Chirality at Phosphbrus in (+j—O-Methy1 Ethyl-
phenylvhosphinite (la) '

OMe OMe

0
| Mel | Sg |
R —_— P —_— P
Ef/ “Me E€L > E€7 s
Ph Ph Ph’
(+}—(R)-(§()) H—(R)-(g) H'-(S)-(ig3
[ 57823 a]gqg+40 a]gyg*5.3
lMeI?A
0 0
. egs )
Me"/ \Et inversion Ef‘/ \SMe
Ph Ph
(-]-(S)-(ég(lo%e-e) H-(S)-(g)o
[a]g7g-2.3 a]gyg-1876

The first method, which links up the chirality at phosphorus in (+)-(la) with
(-)-(8)-(3), consists of three reactions: addition of sulphur to (+)-(la),
isomerisation of the phosvhinothionate (+)-(4) into the corresponding phosphi-
nothiolate (-)-(5) and reaction of (-)-(5) with methylmapgnesium iodide.

Since sulphur addition to trivalent phosphorus compounds proceeds with reten-
tion of configuration (Ref.12), and during the thiono-thiolo isomerisation
(+)-(4)+(-)-(5) there is no bond breaking at phosphorus (Ref.13) and since
reactions of Grignard reagents with phosphinothiolates occur with predominant
inversion of configuration (Ref.14), the chirality at phosphorus in (+)-(la)
is assigned as (R). It is interesting to note that independent support of
this conclusion comes from the Arbusov reaction of (+)-(la) with methyl iodi-
de affording directly the phosphine oxide (+)-(3) with the (R) configuration.
The configuration at phosphorus in (+)-(lc) and (+)-(1d) was similarly
assigned as (R) based on the results of the Arbusov reactions shown below.

?Me » S ﬁ
P Bl . » + Me,PhPO
- . S . 2
MeY > M/ “Et :
Ph Ph
E*‘}-(R)-(l_c) [-i-(S}-(}_)
o 578+15.80 o 578-3.00
. i
',P\ _P_rI_+ /—P\
Mé/ o Mel Pr
Ph Ph
+)-(R)-(14) (-)-(S)-(6) (Ref.15)
alg,g+27.20 ‘ - la]gqg-2.30

The absolute configuration of (+)-(2) hasibeen.estabiished chemically by its
stereospecific conversion into optically active (+)-(R)-methylethylphenylphos-

phine sulphide (7) (Ref.16) as shown in Scheme III.
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Scheme III. Determination of Chirality at Phosnhorus in (+)-S-Ethyl
Ethylphenylthiophosphinite (2)

lSEt ?Et ' i,
Mel + 17 A

P _Mel | P A, P

“7 “ph ME7 Nph EtD T g7 en
Et Et Et

+)-(R)-(2) (R) (3) +)-R)-(7)

o +9,70 1578"'0-8 ‘ o 578"'1.30(5.3% e.e.)
578%9+

The thioester (+)-(2) was treated with an excess of methyl iodide under

reflux to give the corresnondlng phosphonium salt (+)-(8), which was subse-
quently converted on heating into the phosvhine sulphide (+)- (7) having the
(R) chirality at phosphorus. Since methylatlon of (+‘ (2) occurs with reten-
tion of configuration at phosphorus and in the second step the bonds around
phosphorus are not broken, the chirality at phosphorus in (+)-(2) is assigned
as (R).

From the chemical correlations shown above it is also possible to estimate

the optical purity of the chiral esters (1) and (2). They are rather low
(ca.10%). However, much higher extent of asymmetric induction (ca.30%) was
observed during the condensation of (£)-S-ethyl ethylphosphonochloridite with
ethanol in the presence of (-)-N,N-dimethyl-(l-phenylethyl)amine. The optical-
ly active ester (+)-(9) formed in this reaction was converted without isola-
tion into well known esters (10) (Ref.17) and (11) (Ref.18) by treatment with
sulphur and m-chloroperbenzoic acid, respvectively. The synthesis and reactions
of (+)-(9) are shown in Scheme IV which depicts also configurational relation-
ships.

Scheme IV. Synthesis of and Determination of Chirality at Phosvhorus in
(+)-0-Ethyl-S-ethyl Ethylphosphonite (9)

S
5 b
* T ; Et{ SEt
EtS_ EtOH, Me,NR | __— 1>
P-C1 — P
- L. PG (+3-(8)-(103
Et -Me ,NR+HC1 Et"{ “SEt 2
2 8 ~_ o] gq+2450328 c.e.)
(£) (+)-(8)-(9) (o] (I)
P
Ef7 “SEt
OEt
(+}-(R)-(£)
[a]ggq+17.50(24% e.e.)

STEREOCHEMISTRY OF NUCLEOPHILIC SUBSTITUTION AT AN OPTICALLY
ACTIVE TRIVALENT PHOSPHORUS ATOM

In contrast to the widely investigated stereochemistry of nucleophilic substi-
tution at optically active tetracoordinate phosphorus (Ref.19), similar
studies with optically active trivalent phosphorus systems are only in the
initial stage. One of the most important questions_is whether nucleophilic
displacement reactions at_the optically active P centre occur synchrono-
usly according to a Sy2-PIII mechanism or by an addition-elimination (A-E)
mechanism involving tetracoordinate phosphorane intermediate. The second
closely related problem concerns the relationship between the structure of a
transition state or intermediate and the steric course of nucleophilic
substitution at trivalent phosphorus.

Studies on the stereochemistry of nucleophilic substitution at the chiral pIII
centre have been initiated by Kyba (Ref.20) who found that replacement of the
benzyl group by n-butyl and t-butyl in (+)-(R)-methylbenzylvhenylphosphine
occurs with complete inversion of configuration at phosphorus.
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Ph v Ph

l . RLi 3
"‘:{e\CHZPh inversion : ..xl{ “Me
(*)-(R) (+)-(8)
R=Bu®, Bul
(E.P.Kyba, 1975)

Ph Ph Me

) P S
v7 “ph-put  inversion v Me ] Ph-Bu’

Me : But Bu®
(+)-(s) (8) (R)

(E.P.Kyba, 1976)

In further work (Ref.21) Kyba demonstrated that the treatment of (+)-(S)-met-
hylphenyl-4-t-butylphenylphosphine with t-butyllithium resulted in displa -
cement of phenyl and 4-t-butylphenyl anions in comparable amounts with comple-
te inversion of configiration at phosphorus with both leaving groups. This
result was considered as an evidence against pseudorotation in the potential
valence-expanded anionic intermediate and led Kyba to the conclusion that nu-
cleophilic substitution at phosphorus in chiral tertiary vnhosphines is a
classical Sy2 process which can not proceed through an intermediate.

Our successful asymmetric synthesis of the optically active trivalent phos-
phorus acid esters (1) and thioester (2) and their relative optical stability
enabled us to extend the studies on nucleophilic substitution at the triva-
lent phosphorus atom to other leaving groups and nucleophiles. Thus, the
ester (+)-(R)-(la) was treated with methyllithium to give the optically acti-
ve methylethylphenylphosphine (12). Its optical purity was estimated and its
absolute configuration established by the conversion into the optically acti-
ve phosphine oxide (+)-(R)-(3). Similarly, the thioester (-)-(S)-(2) gave on
treatment with methyllithium the optically active phosphine (12) which was
transformed into the optically active phosphine sulphide (-)-TS)-(7). In both
cases the replacement of the methoxy or ethylthio group by methyllithium oc-
curs with inversion of configuration at the chiral trivalent phosphorus atom
and with high stereospecificity. We have also demonstrated that the transes-
terification of (-)-(S)-(2) with sodium methoxide in methanol under very mild
conditions (-659C, 3 min) resulted in the formation of optically active ester
(1a) with predominant inversion of configuration. All nucleophilic displace-
ment reactions discussed above are summarized in Scheme V.

Scheme V. Nucleophilic Displacement Reactions at Trivalent Phosphorus
in Esters (1) and (2)

OMe . 0
ﬁ MeLi g £91+ !

E/ “ph inversion™ | sy pp ME7 “ph
(+)-ER)-(_1_a) (+§E (8)-(12) (+])33(R)-(§)
[0]g7g*35.20(11.5% e.e.) [0]c,g+2-4°

(10.4% e.e.)
SEt . S
IL vs | | s, ]
7 Et inversion | yg7 gt Mé7 TEt
Ph Ph Ph
(-)-(8)- (D) | (-)-(R)-(12) (-)-(8)-(D)
[0] ;57900 (4.9% e.e.) [@]gsg-1.10

(4.5% e.e.)
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SEt
. _eo- .
v 7 Ee inyersion MeO'd “Et MeO'/ “Et
Ph Ph
(-)-(8)-(2) (+)-(R)-(1a) (+3-(8)-(4)
l0]g;g-7:20(3.9% e.e.) [o]c,g%0.6°

In continuation of our studies nucleophilic substitution at phosphorus in the
optically active O-ethyl S-ethyl ethylvhosphonite (9) was investigated. In
this substrate two potential leaving groups are present which show different
leaving group ability; the ethylthio group is expected to be a better leaving
group than the ethoxy group.

However, before discussing our experiments it is interesting to describe
briefly the results obtained by DeBruin and Johnson (Ref.22) concerning the
stereochemistry of nucleophilic substitution at the chiral tetracoordinate
phosphorus atom in the optically active O-alkyl -S-methyl phenylphosphono -
thiolates. They found that methylmagnesium iodode reacted with O-alkyl
S-methyl phenylphosvhonothiolates to displace either the methylthio group
with retention of configuration at phosphorus or the alkoxy group with inver-
sion and the competition was devendent on the nature of the alkoxy group.
According to DeBruin this result can be rationalized by formation of a
phosphorane intermediate in which the alkoxy groun and the thioalkoxy group
occupy apical and equatorial nositions, respectively. Decomposition of this
intermediate results in the formation of phosphinothiolate with inversion of
configuration at phosphorus. This process is competitive with isomerisation
to a new phosphorane intermediate, which decomposes to form phosnhlnate with
retention of configuration.

SMe Me Me
| MeMg I Ph_| |
P dellgl _ >P-SMe _— P
PHY{ COR 07| -OR PH7 “SMe
0 OR 0
SMe Me
e“1[> OR _ 1|>
- \
"0 -SMe PH7 “OR
Ph 0

(K.E.DeBruin, 1975)

It is interesting to note that in O-alkyl S-methyl phenylphosphonothiolates,
which are similar in some respects to (9), displacement of the alkoxy group
occurs more readily than that of the methylthio group and that the methyl-
thio group is displaced with retention of configuration at phosphorus.

We found that the reaction of the optically active thioester (-)-(R)-(9) with
phenyllithium in ether at -50° followed by treatment of the reaction mixture
with elemental sulphur gave (+)-O-ethyl ethylphenylphosphinothionate (13).
According to ®!P NMR spectra no S-ethyl ethylnhenylvhosnhlnod1thloate was
observed demonstrating that in the reaction of (9) with nhenylllthlum the
ethylthio group is selectlvely disnlaced. Furthermore, since the absolute
configuration of (+) (13) can be easily assigned as (S) based on the chemical
correlation shown in Scheme VIII (Ref.23) and since the sulplur addition to
trivalent phosphorus compounds occurs with retention of configuration at
phosphorus, the absolute configuration of O-ethyl ethylohenylnhosvh1n1te

(1c) formed in the reaction between (-)-(®R)-(9) and phenyllithium should be
(R). Thus, the replacement of the ethylthiogroun in (9) by vhenyl occurs

with almost comolete inversion of configuration at phosphorus as shown in
Scheme VI.
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Scheme VI. Steric Course of the Reaction of O0-Ethyl S-Ethyl Ethylphosphonite
(9) with Phenyllithium . .
ROH . «
EtS (-)Me ,N-CH(Me)Ph . :
Et Et{ TOEt : Et’/ “Ph
SEt OEt
(=)= (R)-(9) (+)- (R)- (Le)
(24.4% e.e.) :
Sg 188
S S
! }
Et/ “OEt Et/ “Ph
SEt OEt
(-)-(R)-(10) (+)-(8)-(13)
o 0
[a)ggq-18.4 [0]cgg*2:1
(24.5% e.e.) (22.3% e.e.)

Scheme VII. Determination of Chirality at Phosphorus in O-Ethyl
Ethylphenylphosphinothionate (13)

1.NaH S

S "3
% 2. (Et0),P(0)C1 R !’ _Eto” ,1'3
Et7 >ph E€/ “Ph ' inversion Et7 DOEt
OH " 0P(0) (0Et), Ph
(-)-(8)-(11) ‘ -)-®-@3
(@] 5g9-10.8° [0] 6gg6+3°
(82.9% e.e.)
(see Note b) -
inversion %‘SH
S
!
Et7 “Ph
OH
=)--14

o
(o] 5g9-8:7
(66.8% e.e.)

Our results, which are in sharp contrast with those obtained by DeBruin, can
be best explained by assuming that nucleophilic substitution at phosphorus in

(9) proceeds synchronously according to a classical Sy2 mechanism involving
transition state (15) shown below

Note b. Optical purity of the optically active thioacid (14) was determined
by NMR method via the diastereomeric salts with optically active
a-naphtylethylamine (ref.24)
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_ Li+ _ ' OFEt SEt
$ Q 8 + _-| ..SEt . | _OEt
Ph---'-P-'---SEt Li~ &P: Li &P
~N ~
Et DEt | “Et LBt
Ph Ph
(15) (16) (7

Formation of the valency-expanded anionic intermediates (16} and (17) in the
reaction under consideration seems less likely. If (16) were the intermedia-
te, the displacement of the ethylthio group by phenyl would be expected to
take place with retention of configuration at phosphorus after one pseudoro-
tation of (16) and decomposition. Moreover, displacement of the ethoxy group
should also be observed. Although formation of intermediate (17) and its fast
decomp051t10n to the substitution product (le) with inversion” at phosphorus
is an alternative explanation of the stereochemistry, all the data (Ref.25)
on nucleophilic substitution at the tetracoordinate phosphorus atom bearing
an alkoxy and thioalkoxy groups indicate the strong preference of the latter
for an equatorial position in the transient vhosphorane species. Therefore,
it is reasonable to expect that formation of (17) will be less favourable
than that of (16).

SYNTHESIS, CHIRALITY AT PHOSPHORUS AND REACTIONS OF O-MENTHYL
ETHYLPHENYLPHOSPHINITES (18)

In the next part of this study our attention was directed toward the possible
generation of optical activity at trivalent phosphorus by formation of dias-
tereoisomeric esters with optically active alcohols. Since diastereoisomeric
menthyl esters of methylphenylphosphinic acid (Ref.26) and p-toluenesulphinic
acid (Ref.27) are important precursors to many optically active phosphorus
and sulphur compounds we decided to investigate O-menthyl ethylphenylphosphi-
nite (18) which should exist in two diastereoisomeric forms due to chiral
centres at phosphorus and in the menthyl moiety.

Et~ EtZNPh Et
P Cl + ( )Menthol W /P—OMen
n’ ’ Ph
(+) (18a), 8:1p 116.6 ppm (683)

(18b), 8s1p 115.0 ppm (32%)

As expected, the low temperature condensation of racemic ethylphenylchloro-
phosphine with menthol in the presence of N,N-diethylaniline resulted in the
formation of a mixture of the diastereoisomeric phosphinites (18a) and (18b)
in a ratio 68:32. The ratio of diastereoisomers was found to be controlled
by kinetic factors and strongly dependent on the nature of the tertiary amine
used for condensation. It affects not only the diastereoisomeric purity of
the ester (18) but also the chirality at phosphorus of the major diastereo-
isomer formed. For instance, the reaction in the presence of triethylamine
produced a mixture of (18a) and (18b) in a ratio 29:71.

Since the ester (18) is a liquid, its separation into pure diastereoisomers
was rather difficult. However, we were able to assign the absolute configu-
rations to both diastereoisomers and to connect them with the®'P NMR chemi-
cal shifts by chemical correlation as shown in Scheme VIII.

In the first step, a mixture of (18a) and (18b) was treated with sulphur to
give with retention of configuration at phosphorus a mixture of the corres-
pondlno O-mentkyl ethylphenylphosphinothionates (19). The pure diastereo -
isomer (19a) obtained by fractional crystalllsatlon was oxidised with dimet-
hylsulphox1de in the presence of iodine to O-menthyl ethylphenylphosphinate
(20a) with inversion of configuration at phosphorus (Ref.7 and 28).
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Scheme VIII. Chemical Assignment of Chirality at Phosphorus in O-Menthyl
Ethylphenylphosphinites (18)

Et_ ,OMen s
P

13

(18a) (60%)
(I8b) (40%)

8

OMen
DMSO/I2
.P. —
Et'7 \S inversion
Ph

(-)-(s)-(19a)
[a]589—45.9°

Et OMen
:H; cryst. (19a)
Ph” S
(19a),631P 90.5 ppm (60%)
(19b),6351p 92.0 ppm (40%)
0 0
Il MeMgI |
P —— P
Ef{ “OMen TVErsion Med Et
Ph Ph
(-)-(S)-(20a) (-)-(s)-(3)

(0]
[@) ggg-54-3
(98% d.p.)

o
[a]ggg-18.1
(79% e.e.)

Finally, the ester (20a) was reacted with methylmagnesium iodide to give the
phosphine oxide (-)-(S)-(3). Since the last reaction is also accompanied by

inversion at phosphorus it

follows that the (S)- configpuration should be

assigned to (-)-(19a). Therefore, the ester (18a) and (18b) have the confi-
gurations (R) and (S), respectively (see Note c).

?Men
P

ECd D+
Ph

(R)-(18a)
§ 3 1P116.6 pom

OMen

P
i AN
Et

(8)-(18b)
(33 1P115 .0 ppm

In extension of our studies on the stereochemistry of nucleophilic substitu-
tion at chiral, trivalent phosphorus we examined the reaction of the diaste-
reoisomeric menthyl esters (18) with methyllithium and dimethylaminolithium.
Reaction of a 60:40 mixture of the esters (18a) and (18b) with methyllithium
gave optically active methylethylphenylnhosphine (12) which was converted
into the corresponding phosphine oxide (+)-(R)-(3), vhosphine sulphide
(+)-(R)-(7) and benzylphosphonium bromide (+)-(R)-(21). Since the optical
properties and absolute configurations of (3), (7) and (21) (Ref.29) are
known and since the oxidation, sulphurisation and quaternisation of the
phosphine (3) occur with retention of configuration, it was demonstrated that
the replacement of the menthoxy group by methyl occurs with inversion of
configuration and with almost complete stereospecificity. All the reactions
discussed above are shown_in Scheme IX. Similarly, the reaction of a mixture
of (18a) and (18b) [56:44] with dimethylaminolithium was also found to take
place with inversion of configuration. It afforded the optically active
(+)-N,N-dimethyl ethylnhenylphosphinoamidite (22) configuration of which

was established chemically as shown in Scheme X. In this context it is inte-
resting to note that the acid-catalysed hydrolysis of the optically active
N,N-dimethyl ethylphenylphosphinoamidothionate (23) occurs with inversion

of configuration at the thiophosvhoryl centre.

The same conclusion can be drawn from the analysis of the 'H-NMR
spectra of (19a) and (19b} (Ref.7).

Note c.
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Scheme IX. Steric Course of the Reaction of O-Menthyl Ethylphenylphos-
phinites (18) with Methyllithium

0
|1|)
Ef7\Me
Ph
[o] (+)- (R)- (3)
/ [a}589+3.§0(14.5% e.e.)
OMen . . S
4 o MeLi ) S ]
Et/ \., inversion Et/]\Me Et/’l\Me
Ph Ph
- - - (H)-R)-(7)
(®R)- (182)- (60%) ($)-12) w [@]ggq*4-359(17.6% e.e.)
CH,Ph
. -
P. Br
Et7 “Me
Ph

+)-(8)-(21)
Ea}589+2.50(14.5% e.e.)

Scheme X. Steric Course of the Reaction of O- Menthyl Ethylphenylphosphini-
tes (18) with Dimethylaminolithium

OMen . s
I|) Me ,NLi | Sg {l)
- i 1 - /

Et’l \.. inversion Et/ NMeZ Et,'l \NMeZ
Ph Ph Ph

(®)- (182)- (56%) (+)-(8)-(22) ()-®)-23)

[0] ggq*15.1° [0) 5gg-1-3°

1.HO0H, H'

inversion 2 DCHA

S
ll
Etl Ph
0-DCHAH"
-)-(8)-149
(@] gggm1-35° (9% e.e.)

The results presented above clearly show that the ontical nurity of the
phosphlne (3) and amide (22) is only dependent on the diastereoisomeric
purity of the menthyl esters (18). Recently, Chodkiewicz, Jore and Wodzki
(Ref.30) applying the same approach obtained optically active tertiary
phosphines with the optical purity values from 18 to 80% via diastereoisome-
ric cinchonine phosnhinites (24)

Ph ,0Cinch
R” N
(24)

R=Me, Ph, o-MePh, a-Np
Cinch=Cinchonine
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STEREOSPECIFIC SYNTHESIS OF OPTICALLY ACTIVE PHOSPHINITES

Athough optically active trivalent phosphorus acid esters and thioesters may
be easily obtained by the asymmetric syntheses described above a major limi-
tation of this approach consists in the low optical purity at phosphorus of
these esters. Therefore, we decided to look for a stereospecific method for
their preparation. Our attention was directed toward alkylthio- and alkyl-
seleno-phosphonium salts as a possible precursors of trivalent phosphorus
compounds.

Generally, phosphonium salts bearing the alkylthio group might react with a
nucleophile via the three pathways shown schematically below.

+ +
attack at P -
3p-s-c% S > N-PS  + 3C-S
I N attack at C N ;P=S + ;C_N
+ ’, ttack at S
Sp=5-c% attack at 5 , .+ s

In contrast to the well-known nucleonhilic attack at nhosphorus (Ref.32)
attack at sulphur leading to trivalent nhosphorus compounds has not been, to
our knowledge, clearly demonstrated (Ref.33) and has received no attention.
Preliminary exveriments with simple neth]lthlotriphenylphosphonium triflate
and ethylmercaptide anion as a highly "thiophilic" nucleophile revealed that
trinhenylphosphine is formed in this reaction as the sole phosphorus conta-
ining product together with a mixture of disulphides (eq.l). Formation of
three possible disulphides strongly suggests that the initial reaction stage
involves a fast exchange of the alkylthio groups at phosphorus leading to dy-
namic equilibrium (eq.2) and then nucleophilic attack of ethylmercaptide and
methylmercaptide anions on sulphur in both phosphonium cations results in the
formation of triphenylphosphine and a mixture of disulphides.

+ EtSNa

PhSPSMe CF3803 Ei—ﬁ—ﬁﬁzﬁi——* PhSP + (MeS)z + (EtS)Z + MeSZEt (eq.l)
+ _ + -
PhSPSMe + EtS =——= Ph3PSEt + MeS (eq.2)

Such a mechanistic picture is supported by the fact that treatment of (-)-(S)-
-methylthio-methyl-n-propylphenylphosphonium triflate (25) with sodium ethyl-
mercaptide at-759 in ether-methylene chloride solution gave almost racemic
phosphine (26) (see Scheme XI). Racemisation must be a consequence of a fast
alkylthlo alkylthio exchange at chiral phosphorus in (25) occuring with

" inversion of configuration.

However, if our mechanistic proposals concerning the reaction of alkylthio-
-phosphonium salts with alkylmercapto anions are correct, one would expect
that a stereospecific synthesis of phosphines or other trivalent phosphorus
compounds would be possible provided that nucleophilic attack at phosphorus
could be avoided. In order to accomplish this we conducted the reaction of
(-)-(S)-(25) with t-butylmercaoto anion and found that it gave the optlcally
active phosphine (26) with 59% of the initial optical activity. This experi-
ment clearly demostrated that nucleophilic attack at the tetrahedral
phosphorus atom in (25) by t-butylmercaptide anion is sterically hindered and
that the more easily accessible sulphur atom is preferentially attacked. As

a consequence chiral phosphine (26), becomes the leaving group and is formed
from (25) with retention of conflquratlon at phosphorus. The experiments
dlscussed above are summarised in Scheme XI.

Scheme XI. Synthesis and Reaction of Optically Active Methylthio-methyl-n-
—propylphenylphosphonlum Triflate (25) with Alkylmercaptide Anions
.S

I 3.oh 550 ;Me e _Ets | { } (R)-(26)
P - N N »Y CF,S0 589=0-08°
<7\, n <7 3
ME{ Pr Mé{ Pr
Ph Ph }- -)-(R)-(26)
(-)-(R)-(26) -)-(8)-(25) u a]cgq1.8°
o] (gg-3.20 ‘ o] sgg-11-60
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Scheme XII. Synthesis and Reaction of Optically Active Methylthioethyl-t-
-butylphenylphosnhonium Triflate (27) with Sodium Ethylmercapti-
de

1.84

i lSMe
2.CF S0 ;Me -
N —3 2 e, ES . -m-@8)
Etd Bu= Et{ Bu= [a] o
Ph Ph * gg*106.7
(+)-(R)-(28) (+)-(8)-(27)
[0] ggg*109.4° [a] cgg+6.-3°

Since the t-butyl group directly attached to phosphorus strongly decreases
the rate of nucleophilic substitution at pnhosphorus (Ref.34), we prevared
(+)-(S)-methylthio-ethyl-t-butylvhenylvhosphonium triflate (27) from the
corresponding phosphine (28). As exnected, the reaction of the triflate (27)
with sodium ethylmercaptide resulted in the formation of phosphine (28) with
almost full optical activity and retained configuration (see Scheme XII).
After establishing the relationship between the structure of alkylthio-phos-
phonium salts and optical purity of the resulting chiral phosphines we could
procede to the stereospecific synthesis of optically active phosphinites.
Thus, O-methyl-Se-methyl-t-butylphenylphosphonium triflate (29) was chosen as
a starting meterial for optically active O-methyl t-butylphenylphosphinite
(30).

Scheme XIII. Stereospecific Synthesis of Optically Active O-Methyl t-Butyl-
phenylphosphinite (30)

Ph 1.Et N Ph Ph

} 2.Mel | | CFgSoghe I epson
t-Bdd Yo t-Bi7 Y0 t-Bu7 “oMe S 3

SeH . SeMe SeMe
(-)-(8)-(31) (-)-(8)-(32) (=)-(s8)-(29)

(o] o] [o]
[a]ggq-19.8 [0]5g9-148.9 [a]ggg-36-5
Ph
)
t-Bud “OMe
E*i' (RY-(30)
(o]
o] (gg*+337.1
MeT [o]
Sg

Il>h II’h 1|>h

P P P
t-Bi7 YO t-Bu'l “OMe t-Bu/ “OMe

Me S 0
(#)-(R)-(35) (#)-(8)-(34) (+)-(R)-(33)

(o] (o] (o]

[a]589+17.8 [a]589+34.5 [a]589+42.3

In this case the undesired nucleophilic attack at phosphorus by mercaptide
anion should be prevented by the bulky t-butyl group directly attached to it.
The triflate (29) was prepared from the known (-)-(S)-t-butylphenylphosphi-
noselenoic acid (31) (Ref.35) as outlined in Scheme XIII and on treatment
with sodium ethylmercaptide it gave the optically active phosphinite (30).
The latter was in turn coverted into the corresponding chiral derivatives
(33), (34) and (35) in order to estimate its optical purity. If one assumes
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that the Arbusov reaction of (30) with methyl iodide is fully stereospecific
it follows that the optical purity of the product should be 85%. The synthe-
sis of opticaly active phosphinite (30) represents the first stereospecific
synthesis of chiral trivalent phosphorus ester and opens new possibilities
for a stereochemical studies (see Note d).

Our approach to stereospecific synthesis of chiral trivalent phosphorus acid
esters is further illustrated by the stereospecific synthesis of the diaste-
reoisomerically pure O-menthyl methylphenylvhosphinite (36) and O-menthyl
ethylphenylphosphinite (18).

The ester (-)-(R)-(36) was prepared in the following way. Diastereoisomerical-
ly pure (-)-(S)-O-menthyl methylphenylphosphinothionate (37) (Ref.37) was
treated with methyl triflate to give the corresponding phosphonium salts (38)
which on treatment with lithium t-butylmercaptide gave the diastereoisomeri-
cally pure (-)-(S)-(36). SimilarIy, the diastereoisomerically pure (-)-(R)-
-(18) was prepared from (-)-(S)-O-menthyl ethylphenylphosphinothionate (19)
via (-)-(S)-0- menthyl -S-methyl ethylvhenylphosphonium triflate (39). In

this context, it is interesting to note that the sterically bulky menthoxy
group functions effectively to retard nucleophilic attack at phosphorus and
directing it toward sulphur.

Both O- menthyl phosphinites (36) and (18) were used as starting materials
for synthesis of chiral phosphines of high optical purity (see Scheme XIV).

Scheme XIV. Stereospecific Synthesis of Diastereoisomerically Pure O-Menthyl
Methylphenylphosphinite (18) and Chiral Tertiary Phosphines

TMen OMen ?Men
CF,S0;Me -
P Nt NN P CE480; RS P
R{ s K'd “sMe Rl >
Ph Ph Ph

A) (5)-(8)-(37)
(0] gg9-52.5°
B) (-)-(8)-(19)
[a]589-45.90

A=Me
B=Et

A) (-)-(8)-(38)
(0] 5g9-65-0°
B) (-)-(5)-(39)
[a]589-41.5°

A) (-)-®)-(30)

B) (-)-(R)-(18)

\
\

inversion|R'Li

|
K7 R
Ph
R=Me,R'=Pr=, [u] g-18.4°
R=Me,R'=Bu", [a] cg9-20. 6°
R=Et,R'=Me, [a]gq+3-4°
R=Et,R'= BuB (0] g9-10.8°
R=Et.R'=Bul, [0] 5gq+109.4°

Further studies on stereosvecific synthesis of other classes of chiral tri-
valent phosphorus acid derivatives are underway in our laboratory.
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Note d. Very recently Horner and Jordan (Ref.36) prepared optically active
O0-p-cresyl ethylphenylphosphinite by the reaction of p-cresyl tri-
fluoroacetate with optically active N,N- -diethyl ethylphenylphos-

phinoamidite.



972

11.

13.
14.
15.

16.
17.

18.
19.
20.
21.
22.
23.

24.
25.
26.
27.
28.
29.
30.
31.
32.

33.
34.

35.

36.
37.

MARIAN MIKOLAJCZYK

REFERENCES
L.Horner, H.Winkler, A.Rapp, A.Mentrup, H.Hoffmann and P.Beck,
Tetrahedron Letters, 161 (1961).

. L.Horner, Pure and Avnl.Chem., 9, 225 (1964).

L.Horner, H.Siegel and H.Buthe, Angew.Chem.Int.Ed.Engl., 7,942 (1968);
7.S.Knowles and M.J.Sabacky, Chem.Commun.,1445 (1968);\W.§.Know1es,
M.J.Sabacky and B.D.Vineyard, Chem.Commun.,10 (1972); for rewiev see:
J.D.Morrison, W.F.Masler and M.K.Neuberg, Adv.Catalysis,25, 81 (1976).
G.R.Van den Berg, D.H.J.M.Platenburg and H.P.Benschop, Chem.Commun.,
606 (1971).

M.Mikolajczyk, J.Drabowicz, J.Omelanczuk and E.Fluck, Chem.Commun.,
382 (1975). ‘

J.Omelanczuk and M.Mikolajczyk, Chem.Commun., 1025 (1976).

. M.Mikolajczyk, J.Omelanczuk and W.Perlikowska, Tetrahedron, 35, 1531

(1979).

J.Omelanczuk and M.Mikolajczyk, J.Amer.Chem.Soc., 101, Nov. (1979).
J.Omelanczuk, W.Perlikowska and M.Mikolajczyk, Chem.Commun., in press.
M.Mikolajczyk and J.Drabowicz, Chem.Commun., 547 (1974).
J.Meisenheimer and L.Lichtenstadt, Ber., 44, 356 (1911); O.Korpium,

R.A.Lewis, J.Chickos and K.Mislow, J.Amer.Chem.Soc., 71, 7009 (1969).

. W.E.McEven, Topics Phosphorus Chem., 2, 1(1965); M.J.Gallagher and

J.D.Jenkins, Topics Stereochem., 3, 1(1969).

J.Michalski, M.Mikolajczyk and J.Omelanczuk, Tetrahedron Letters,

3565 (1968).

H.P.Benschop, G.R.Van den Berg and H.L.Boter, Rec.trav.Chim.,

87, 387 (1968); G.R.Van den Berg, D.H.J.M.Platenburg and H.P. Benschop,

Rec.trav.Chim.,91, 929 (1972).

J.P.Casey, R.A.Lewis and K.Mislow, J.Amer.Chem.Soc., 91, 2789 (1969).

B.E.Maryanoff, R.Tang and K.Mislow, Chem.Commun., 273 (1973).

M.Mikolajczyk, J.Omelanczuk and J.Michalski, Bull.Acad.Polon.Sci.,

%g, 615 (1968); J.Omelanczuk and M.Mikolajczyk, Tetrahedron, 27, 5587
1971).

J.Michalski and A.Ratajczak, Roczniki Chem.,37, 1153 (1963).

M.Christol and H.J.Cristau, Ann.Chim., 6, 179 (1971).

E.P.Kyba, J.Amer.Chem.Soc., 97, 2554 (1975).

E.P.Kyba, J.Amer.Chem.Soc., 98, 4805 (1976).

K.E.DeBruin and D.H.Johnson, Chem.Commun., 753 (1975).

M.Mikolajczyk, M.Para, J.Omelanczuk, M.Kajtar and G.Snatzke, Tetrahedron,

28, 4357 (1972). :

M.Mikolajczyk, J.Omelanczuk, M.Leitloff, J.Drabowicz, A.Ejchart and

J.Jurczak, J.Amer.Chem.Soc.,100, 7003 (1978).

J.Donohue, N.Mandel, W.B.Farnham. R.K.Murray, Jr., K.Mislow and H.P.

Benschop, J.Amer.Chem.Soc., 93, 3792 (1971).

0.Korpiun, R.A.Lewis, J.Chickos and K.Mislow, J.Amer.Chem.Soc., 90, 4842
(1968).

H.P.Phillips, J.Chem.Soc., 127, 2552 (1925); K.K.Andersen, Tetrahedron

Letters, 93 (1962); K.Mislow, M.Green, P.Laur, J.T.Melillo, T.Simmons
and A.L.Ternay, J.Amer.Chem.Soc., 87,1958 (1965).

M.Mikolajczyk and J.Luczak, Chem.and Ind.,76 (1972); Synthesis, 115 (1975).
K.Neumann, G.Zon and K.Mislow, J.Amer.Chem.Soc., 91, 2789 (1969).

W.Chodkiewicz, D.Jore and W.Wodzki, Tetrahedron Letters, 1069 (1979).

A.Hantsch and H.Hibbert, Ber., 40, 1508 (1907);L.Horner and H.Winkler,

Tetrahedron Letters, 275 (1964)"

A E.Arbusov, J.Russ.Phys.Chem.Soc., 42, 549 (1910); CA.6, 85 (1912);

N.J.Rispolschenski and V.D.Akamsin, Izv.Akad.Nauk SSSR, 370 (1969).

D.N. Harpp and J.G.Gleason, J.Amer.Chem.Soc.,93, 2437 (1971).

P.C.Crofts and G.M.Kossolapoff, J.Amer.Chem.Soc., 75, 3379 (1953);

A.P.Steward and S.Trippett, J.Chem.Soc.(C), 1264 (1960);

P.Haake and P.S.0ssip, Tetrahedron Letters, 4841 (1970);

J.Amer.Chem.Soc., 93, 6919 (1971); N.J.De'Ath and S.Trippett,

Chem.Commun., 172 ~(1969); J.R.Corfield, N.J.De'Ath and S.Trippett,

J.Chem.Soc.(C), 1930 (1971). W.Hawes and S.Trippett, Chem.Commun.,
547(1968); R.Luclenbach, Phosphorus, 1, 293 (1972).

B.Krawiecka, Z.Skrzypczynski and J.Michalski, Phosphorus, 3 , 177 (1972);

J.Michalski and Z.Skrzypczynski, J.Organometal.Chem., 97, C-31 (1975).

L.Horner and M.Jordan, Phosphorus, 6 , 491 (1979).

N.J.De'Ath, K.Ellis, D.J.H.Smith and K.Tripnett, Chem.Commun.,714 (1974).






