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The C(sp®)-P bond is formed via the reaction between P-H compounds and non-activated alkyl

electrophiles, especially secondary alkyl halides and tosylates. This reaction proceeds via an Sy2
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Organic phosphorus compounds are a group of molecules
important to a broad range of fields including synthetic chem-
istry, biology, materials chemistry, catalytic chemistry, coordi-
nation chemistry, agriculture, and pharmaceutical chemistry,*
for which reason they have drawn considerable attention. In
recent years, reactions catalyzed by transition metals (Pd,>*
Ni,** Cu®) have been developed to construct C(sp®)-P and C(sp)-
P bonds. Nonetheless, longstanding methods of C(sp®)-P
synthesis include (1) substitution reactions of carbon electro-
philes with alkali metal phosphides or carbon nucleophiles
(organolithiums or Grignard reagents) with P-Cl derivatives,
which are hindered by air-unstable substrates and low func-
tional group tolerance;” (2) the Michaelis-Arbusov reaction® and
the base-promoted H-phosphinate alkylation,’ the former of
which is limited to the generation of products of primary P-alkyl
phosphine oxides and the latter of which is not only limited by
the poor compatibility of functional groups due to the
employment of strong basic condition (such as BuLi,* NaH,*
Na,” LDA,*? and KHMDS,*) but also not easily applied to
the production of secondary alkyl halides.* In this context,
developing a new method for C(sp®)-P synthesis, especially for
the secondary C(sp®)-P compounds, remains a serious chal-
lenge, particularly because of the problem of B-hydride
elimination."*?

The current work reports a new method of performing the
coupling reaction using non-activated primary and secondary
alkyl electrophiles with P-H compounds. In this method,
LiOMe served as a mild base and TMEDA served as the additive
to inhibit B-hydride elimination, and no transition metal cata-
lyst was used. The reaction can be applied to both pentavalent
P(O)-H compounds (secondary phosphine oxide, and H-
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mechanism with inversion of configuration, so it can be used to form C-P bonds with stereocontrol

phosphonate) and trivalent P-H compounds, and it provides
a one-step method of producing chelating bisphosphine
ligands. Moreover, because the reaction proceeds via the Sx2
mechanism, it can be considered a generic method for C-P
bond formation with stereocontrol.

This work is encouraged by the recent advances in copper-
catalyzed cross-coupling of alkyl electrophiles,*® especially for
activation of secondary alkyl electrophiles,'* the catalyst system
(Cul/TMEDA/LiOMe) developed by our group** was first used to
test the reaction of bromocyclopentane (1a) with diphenyl-
phosphine oxide (2a). The initial results showed a promising
yield of 48% (Table 1, entry 1) under room temperature with
THF as the solvent. Multiple reaction parameters were further
optimized during the development of the method. In a test of
various solvents (entries 2-6), polar reagents showed higher
yield. For example, a reaction yield of 74% was obtained (entry
6) using NMP as the solvent. An increase of reaction tempera-
ture to 40 °C further improved the yield to 89% (entry 7). The
reaction still generated a yield of 88% (entry 8), even when Cul
was not used as the catalyst, which indicated a reaction mech-
anism of base-promoted alkyl substitution. The reaction effi-
ciency was reduced by other bases (LiO‘Bu, NaO‘Bu, NaOMe,
Cs,CO;, K,CO;, KHMDS, LiHMDS) (entries 9-15). TMEDA
(N,N,N',N'-tetramethylethylenediamine) was proved to be crit-
ical to the reaction, which may suppress the undesirable side
reactions such as the formation of olefin through elimination of
hydrogen chloride, as reported previously.'*** Other additives,
including PBuj, PPh;, and DMEDA were also tested, but they
were not as efficient as TMEDA (entries 16-19). Results also
showed that secondary alkyl tosylate (R-OTs, entry 20) and alkyl
iodide (entry 21) were also suitable substrates for this reaction,
but inert alkyl chloride was notably less efficient (entry 22).

The results of the current study indicated that the reaction of
LiOMe/TMEDA/NMP can be used to generate C(sp’)-P bonds
efficiently using the secondary alkyl bromides (or tosylates) and
that there was no need for the Cu-catalyst. The reaction was
tested further with various substrates (Scheme 1), including

This journal is © The Royal Society of Chemistry 2017
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Table 1 Reaction between 1a and 2a under various conditions

E>-x *+  HP(O)Ph, Sonditions O—p(g)phz

1a 2a

1 equiv 2 equiv o
Entry X Catalyst (10 mol%) Additive (20 mol%) Base (2 equiv.) Solvent (0.5 mL) Temp. (°C) Yield® (%)
1 Br Cul TMEDA LiOMe THF 25 48
2 Br Cul TMEDA LiOMe Toluene 25 12
3 Br Cul TMEDA LiOMe Dioxane 25 21
4 Br Cul TMEDA LiOMe DMF 25 68
5 Br Cul TMEDA LiOMe DMSO 25 65
6 Br Cul TMEDA LiOMe NMP 25 74
7 Br Cul TMEDA LiOMe NMP 40 89
8 Br — TMEDA LiOMe NMP 40 88(85)
9 Br — TMEDA LiO'Bu NMP 40 78
10 Br — TMEDA NaO'Bu NMP 40 69
11 Br — TMEDA NaOMe NMP 40 71
12 Br — TMEDA Cs,CO;3 NMP 40 58
13 Br — TMEDA K,CO; NMP 40 16
14 Br — TMEDA LiHMDS NMP 40 42
15 Br — TMEDA KHMDS NMP 40 54
16 Br — P"Bu, LiOMe NMP 40 73
17 Br — PPh; LiOMe NMP 40 63
18 Br — DMEDA LiOMe NMP 40 72
19 Br — — LiOMe NMP 40 55
20 OTs — TMEDA LiOMe NMP 40 85(81%)
21 I — TMEDA LiOMe NMP 40 76
22 Cl — TMEDA LiOMe NMP 40 21

¢ Reaction conditions: R-X (0.25 mmol), HP(O)Ph, (0.5 mmol), Cul (10 mol%), additive (20 mol%), base (0.5 mmol), GC yields after 24 hours

(average of two runs). ” Isolated yields.

RX + HPOPh LiOMe, TMEDA R-P(OJPh
5 2 = 2
1,R1°,2°AKy  2a NMP, 40°C 3
X: Bror OTs
Q*P(O)th QP(O)PhZ OP(O)PhZ <}P(O)Ph2
3a, 85% 3b, 83%° 3c, 76%7 3d, 79%°
0
P(O)Ph Ts—NC>—P O)Ph
% H(0)Ph, (0)Ph, (0)Ph,
3e, 69%° 3f, 81%P 39,55%
P(O)Ph fO)Ph,
SO T 2
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3h, 86%" 3i,72%7 3j,48%°
P(O)Ph, o P(O)Ph,
@/\/ 7/\/ Nc/\/\/P(O)PhZ
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3 4
0
3n, 79%? 30, 84%7 3p, 68%°

Scheme 1 Electrophiles scope of the coupling reaction. “Reactions
were carried out at 40 °C for 24 h on a 0.25 mmol scale using R—Br.
For details about each substrate please see ESI.{ Yields were deter-
mined through the isolation of the desired products. b1 equiv. of R-OTs
was used. “4 equiv. of 2a and LiOMe were used.

This journal is © The Royal Society of Chemistry 2017

cyclic and acyclic secondary alkyl bromides (3a-3d, 3g, 3j) and
tosylates (3e, 3f). All of those substrates showed positive reac-
tions regardless of different chain lengths and branching.
Primary alkyl electrophiles also gave good to excellent yields
under the same reaction conditions (3h-3m), but tertiary alkyl
electrophilic reagents did not succeed. Some functional groups
were also compatible with the reaction, including dioxolane (3e,
31), N-Ts (3g), cyano group (3m), amide (3n), ester (30, 3p) and
heterocyclic groups (3k).

Regarding chemoselectivity, results showed the alkyl-OTs
site to be more active than the aryl-Br site when both were
present in the same substrate. In the reaction of 1b and 2a, the
compound with C(sp®)-P bond was the only product, but aryl-
bromide remained intact and capable of undergoing further
functionalization (Scheme 2) via a coupling reaction. The high
selectivity to the groups of sp>-C and sp>-C in the reaction will
be useful for the synthesis of complicated compounds.

Results also showed that other nucleophiles can also be used
in this reaction (Scheme 3). The pentavalent P(O)-H compound
(H-phosphonate) can generate a medium yield under standard
reaction conditions, but it produces an excellent yield if Cs,CO;
serves as the base instead of LiOMe (5a). More importantly,
trivalent P-H compounds can react easily with both primary
and secondary alkyl electrophiles (5b-5e), which provided
a one-step method for chelating bisphosphine ligands such as
dppm (5¢), dppp (5d), and dppb (5€).%*

RSC Adv., 2017, 7, 24652-24656 | 24653
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Scheme 2 Selectivity between alkyl and aryl sites.
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Scheme 3 Nucleophiles scope of the coupling reaction. ?Reactions
were carried out at 40 °C for 24 h on a 0.25 mmol scale using diethyl
phosphite and LiOMe. For details about each substrate please see ESI.}
Yields were determined through the isolation of the desired products.
b2 equiv. of Cs,COz was used. 2 equiv. of diphenylphosphine was
used. %4 equiv. of diphenylphosphine and LiOMe were used.

To understand the reaction mechanism, 6-bromohex-1-ene
(6a) first served as the substrate in the reaction, which only
generated product 7, with no cyclization product produced
(Scheme 4). The results indicated a base-promoting Sy2
substitution mechanism rather than radical mechanism.

Secondary alkyl tosylates can be used in this reaction, which
allows the use of chiral substrates to examine the stereochem-
istry of the reaction. As shown in Scheme 5, chiral tosylate (8a)
can be produced through the reaction of chiral alcohols in only
one step. 8a and 2a can react to generate product 9a with a good
yield. The X-ray crystal analysis of 9a indicated an inversion of
configuration, which confirmed the hypothetical Sy2 mecha-
nism of the reaction.”*

20 mol% TMEDA
_—

No~~UBr 4+ HP(O)Ph, %1
6a (2 equiv.) ziguiéf;iﬂe
e~_~_PO)Ph, + O/\P(O)th
! Not found

74%

Scheme 4 Radical trapping experiment.

TSOu. - 20 mol% TMEDA
SOu T N-BoC  ipo)ph, 22 Mol% TMEDA
2a 2 equiv LiOMe

8a 40°C, 24 h

2 equiv.

th(O)P\C/N -Boc

9a, 67%

Scheme 5 Inversion of configuration.
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Table 2 Construction of C—P bonds with stereocontrol from chiral
secondary alcohols®

OH  1scl Pyr OTs  HP(O)Ph, PQIPh;
: _ASULEYE __chERe s
R/ R, quantitative R{” "R, LiOMe, TMEDAR: R,
8 NMP,40°C 9
Yield ee
Entry  Alkyl-OTs Product (%) (%)
TsOu, C:N,Boc th(O)P\GN’B“
1 67 99
8a 9a
TsO\C/N/Ts Ph,(O)Pu. CiN/Ts
2 70 95
TsOw. 0 Ph,(O)P o
3 71 98
8c 9c
OTs P(O)Ph,
4 /k/ P 80 96
8d 9d
oTs
8e 9e
OTs B
: O
6 PN Phy(O)P” > 75 98
8f of

“ Reactions were carried out at 40 °C for 24 h on a 0.5 mmol scale using
20 mol% TMEDA, 2 equiv. LiOMe, R-OTs (0.5 mmol), NMP(0.5 mL), and
HP(O)Ph, (1.0 mmol). For details about each substrate please see ESL{
Yields were determined through the isolation of the desired products.
The ee% values were determined by chiral HPLC analysis.

It is highly important that the reaction can be used to
generate C-P bonds with stereocontrol when chiral secondary
alcohols are the starting material. As shown in Table 2, cyclic
and acyclic chiral alcohols were converted to the corresponding
tosylates quantitatively. Through this reaction, diphenylphos-
phine oxide (2a) reacted with chiral tosylates with good yields,
which, after two-step conversions, still remained as high as 95-
99% ee%. Because many methods can be used for chiral alcohol
synthesis,"” this new method expanded the C-P bond synthesis
with stereocontrol.

Conclusions

The current study developed a new method of synthesizing
C(sp*)-P compounds through non-activated alkyl halides (or
tosylates) with P-H compounds. The reaction is a rare example
of phosphorylation with secondary alkyl electrophiles. Both
TMEDA and LiOMe have been proven to be important to the
efficiency of the reaction. In addition to pentavalent P(O)-H
compounds and trivalent P-H compounds have also been found
to participate in this process, which provides a convenient, one-

This journal is © The Royal Society of Chemistry 2017
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step means of synthesizing chelating bisphosphine ligands. The
reaction is actually highly selective for alkyl halides, and aryl
halides are inert. The X-ray crystal analysis of the reaction
products indicated a Sy2 reaction mechanism with configura-
tion inversion. In this way, the reaction provides a generic
method for using chiral secondary alcohols to produce C-P
bond with stereocontrol. Further investigation will be carried
out on using tertiary alkyl electrophiles as the reaction
substrates with more P-H compounds.
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