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ABSTRACT
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R2 = Me, Et, iPr, nBu, iBu, or sec-Bu

high regioselectivity

A novel Pd(ll)-catalyzed dehydrogenative cross-coupling reaction between coumarins and H-phosphonates has been developed to give the
corresponding 3-phosphonated products in moderate to good yields with high selectivity.

Coumarins, a common motif in a variety of natural
occurring compounds, have been extensively investigated
because of their pharmacological activity' and outstanding
optical properties.? In particular, several 3-phosphorated
coumarins have been shown to exhibit their cytotoxicity on

(1) (a) Kostova, I.; Nikolov, N.; Chipilska, L. J. Ethnopharmacol.
1993, 39, 205. (b) Hoult, J. R. S.; Paya, M. Gen. Pharmac. 1996, 27, 713.
(c) Eckardt, T.; Hagen, V.; Schade, B.; Schmidt, R.; Schweitzer, C.;
Bendig, J. J. Org. Chem.2002,67,703.(d) Wang, C.J.; Hsieh, Y. J.; Chu,
C.Y.; Lin, Y. Y.; Tseng, T. H. Cancer Lett. 2002, 183, 163. (e) Zhao, Y ;
Zheng, Q.; Dakin, K.; Xu, K.; Martinez, M. L.; Li, W. H. J. Am. Chem.
Soc. 2004, 126, 4653. (f) Komatsu, K.; Urano, Y.; Kojima, H.; Nagano,
T. J. Am. Chem. Soc. 2007, 129, 13447. (g) Signore, G.; Nifosi, R.;
Albertazzi, L.; Storti, B.; Bizzarri, R. J. Am. Chem. Soc.2010, 132, 1276.
(h) Wang, C.; Wu, C.; Zhu, J.; Miller, R. H.; Wang, Y. J. Med. Chem.
2011, 54, 2331. (i) Devji, T.; Reddy, C.; Woo, C.; Awale, S.; Kadota, S.;
Carrico-Moniz, D. Bioorg. Med. Chem. Lett. 2011, 21, 5770. (j) Matos,
M. J.; Vazquez-Rodriguez, S.; Santana, L.; Uriarte, E.; Fuentes-Edfuf,
C.; Santos, Y.; Munoz-Crego, A. Molecules 2013, 18, 1394.

(2) (a) Christie, R. M.; Lui, C. H. Dyes Pigm. 2000, 47, 79. (b)
Schiedel, M. S.; Briehn, C. A.; Bauerle, P. Angew. Chem., Int. Ed.
2001, 40, 4677. (c) Elangovan, A.; Lin, J. H.; Yang, S. W.; Hsu, H. Y ;
Ho, T.1.J. Org. Chem.2004, 69, 8086. (d) Turki, H.; Abid, S.; El Gharbi,
R.; Fery-Forgues, S. C. R. Chimie 2006, 9, 1252. (e) Uchiyama, S.;
Takehira, K.; Yoshihara, T.; Tobita, S.; Ohwada, T. Org. Lett. 2006, 8,
5869. (f) Hirano, T.; Hiromoto, K.; Kagechika, H. Org. Lett. 2007, 9,
1315. (g) Turki, H.; Abid, S.; Fery-Forgues, S.; El Gharbi, R. Dyes Pigm.
2007, 73, 311.

10.1021/014031167  © 2013 American Chemical Society
Published on Web 11/25/2013

some human leukemia cell lines as well as high alkylating
activity.® In the past, 3-phosphonation of coumarins has
typically involved the Knoevenagel reaction or Arbuzov
reaction.* These protocols rely on multistep reaction se-
quences, do not match atom economy, and are therefore of
low efficiency. To the best of our knowledge, only one
report has described the phosphonation of coumarins
through a radical process,” which required stoichiometric
Mn(OAc); (3 equiv) and aliphatic acid as solvent.
Recently, direct C—H functionalization has emerged as
an atom-economical and environmentally friendly syn-
thetic tool as it eliminates the need for prefunctionalization
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of coupling partners.® Significant progress has been made
in the development of C—P bond forming reactions via
direct C—H activation.” A pyridine-directed C—H phos-
phonation reaction with H-phosphonates via palladium
catalyst was successfully realized by Yu and co-workers.®
At the same time, Murakami et al.” described the analo-
gous phosphonation reaction of 2-arylpyridines, in which
an a-hydroxyalkylphosphonate served as the masked
phosphonating reagent to save the catalyst from deactiva-
tion. Although Pd-catalyzed direct arylation'® and olefin-
ation!! of coumarins have been reported by the Shafice,
Duan, and Hong groups, so far no report has developed
transition-metal-catalyzed direct phosphonation of cou-
marins. Thus, the discovery of a novel catalytic protocol
for selective synthesis of phosphonated coumarin deriva-
tives should be challenging and have great significance.
Herein, we depict an efficient palladium-catalyzed C-3
selective dehydrogenative phosphonation of coumarin
derivatives.

Initially, the optimization for the reaction between
coumarin (2H-chromen-2-one, 1a) and diethyl H-phos-
phonates (2a) started with 10 mol % of Pd(OAc), and
K5»S,05 in CH3CN at 100 °C for 24 h, and the phos-
phonation occurred at the C-3 position of the coumarin
core with high regioselectivity giving relatively low but
promising isolated yield of 21% (Table 1, entry 1). When
2,2'-bipyridine (L.1) was introduced into the reaction sys-
tem as a ligand, the yield was improved up to 46% (Table 1,
entry 2). Then, some commercially available transition-
metal sources (Pd(OAc),, CuBr, and Cul) were screened
with 2,2'-bipyridine and did not display better catalytic
activity except PdCl, showing the same activity as that of
Pd(OAc), (Table 1, entries 2 and 3; Table S1, entries 2—06,
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Table 1. Reaction Conditions Optimization®

8okt
©\/1 . (I? cat. (10 mol %) ©\/\I ~OEt
oS0 MOR T land oo
1a 2a 3a
entry catalyst ligand oxidant yield? (%)
1 Pd(OAC)z KzSQOg 21
2 Pd(OAc), L1 K3S,05 46
3 PdCl, L1 K5S:05 46
4¢ PdCl, L1 K5S50g 38
57 PdCl, L1 K5S,0g 48
6 PdCl, L1 BQ NR
7 PdCl, L1 TBHP NR
8 PdCl, L2 K5S:05 27
9 PdCl, L3 K5S,05 26
10 PdCl, L4 K5S:05 28
11 PdCl, L5 K5S,05 38
12 PdCl, L6 K5S,05 46
13° PdCl, L1 K5S:05 46
14/ PdCl, L1 K5S:05 45
15% PdCl, L1 K5S:05 33
16" PdCl, L1 K5S:05 38

“ Reaction conditions: coumarin (0.5 mmol), HPO(OEt), (1.0 mmol),
cat. (10mol %), ligand (30 mol %), oxidant (1.5 mmo}l), CH;CN(3.0mL),
24 h. Isolated yield. ¢ K>S,05 (2.0 equiv) was used. “K,S,05 (4.0 equiv)
was used. ©20% PdCl,.”60% L1. €12 h. " 1.5 mmol HPO(OE),.

iPr
|
— — ~ N o
=N N N N H COOH

I R iPr PCy,
L1 L2,R=H; L4 L5 L6
L3,R=Me.

Supporting Information). Among the organic and inor-
ganic oxidants examined, K,S,0g was the best choice
(Table 1, entries 4—7; Table S2, Supporting Information).
However, the reaction yield was reduced by decreasing the
amount of K,S,0g (Table 1, entry 4). Organic oxidants
such as BQ (p-benzoquinone) and TBHP (tert-butyl hy-
droperoxide) could impede this catalytic process (Table 1,
entries 6 and 7). Some other amino acid L5 and biden-
tate nitrogen ligands L2, L3, and L4 were also evaluated,
and no improvement was observed (Table 1, entries 8—12).
Although X-phos (L6) gave a similar yield with 2,2'-
bipyridine, considering environmentally friendly and
cost-effective factors, 2,2’-bipyridine was chosen as the
optimal ligand for this reaction (Table 1, entries 2 and 12).
A solvent screen (DMF, THF, dioxane, and toluene) re-
vealed a significant solvent dependence, where CH;CN
turned out to be optimal (Table S4, Supporting Information).
No further increase in the yield of 3a was observed upon
increasing the loading of PdCl, up to 20 mol % (Table 1,
entry 15). However, on adding a larger amount of diethyl
H-phosphonate to this system, the dehydrogenative reac-
tion afforded the desired product in a lower yield (Table 1,
entry 16), presumably owing to the strong coordinating
character of phosphorus reagents.’
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Table 2. Palladium Cata ,yzed C—H Phosphonation

of Coumarin Derivates®,

R' R!
W . PdCl (10 mol %), bipy SN # gs:
P + HPORY), ———————= R
O K2S,0g, CH3CN O o)
100 °C, air
1 3
{, OEt g OMe g oiPr {,,Onsu
[ :[ 1 “OEt [ I I “OMe [ I I ~oiPr [ I I ~OnBu
3a, 48% b, 4% 3¢, 56% d, 7%
N E\,OJ\; {,,o:au Me ~ ﬁ\,oa
@(I ot m G m okt
O [« O o]
3e, 59% 3f, 51% 3g, 46%
Me. L/OIPI’ 'l_-,,OEt ﬂ;/OlPr
OiPr = OFt OiPr
mo Meﬂmo Meo/©foj\[o
3h, 52% 3i, 64% 3j, 74%°
o]
L-oiBu ,L, Ot IL.,o:Pr
Xy ~0iBu = OEt A oiPr
Meo/©\/0t\[0 Emmo Emmo
3k, 64% 31, 62% 3m, 67%"
Meo\dﬁiﬁ\’gg Meo\dﬂi[l:—g:: Meom#’gg
o) o] O [¢] MeO' [¢] *]
3n, 57% 30, 63%° 3p, 60%
MeO. L,OlPr L/OEt };.,OlPr
OiPr OEt OiPr
Meomo Bnomo Bnomo
3q, 67%° 3r,59% 3s, 63%
[s]
ﬂ, oipr OHE L_omr . F OiPr
Xy oiPr Xy oiPr : oipr
Homo \@(OIO Me ©
3t, 34% 3u,27% 3v,47%

“@Reaction conditions: coumarins 1 (0.5 mmol), HPO(OR®), 2
(1.0 mmol), PdCl, (10 mol %), bipyridine (30 mol %), K,S,04
(1.5 mmol), CH5CN (3.0 mL), in 100 °C for 24 h under air. ®Isolated
yields. €4 equiv of K»S,05. 95 h.

Having established the optimal conditions, we next ex-
amined the substrate scope of H-phosphonates and cou-
marins (Table 2). A range of coumarin derivatives were
found to undergo dehydrogenative phosphonation in
moderate to good yields with high regioselectivity. The
reactions of tested dialkyl H-phosphonates and coumarins
could proceed smoothly under the optimized conditions in
moderate yields (3a—f). The diisopropyl and di-sec-butyl
H-phosphonates were found to be better partners for phos-
phonation of coumarins. Generally, coumarins with elec-
tron-donating groups could give better yields than ana-
logues with electron-withdrawing groups. A coumarin
derivative with methyl group at the C-6 position gave
lower yields of 3g and 3h (46% and 52%) in comparison
with nonsubstituted coumarin 3a and 3¢ (48% and 56%).
Gratifyingly, moderate to good reaction yields (57—74%)
were obtained when courmarins were substituted by elec-
tron-donating groups such as —OMe, —OEt, —OBn at the
C-7 position even in a shorter time (3i—s). In addition,
—OH and —CHO groups were tolerated in the new system
of phosphonation albeit in low yields (3t and 3u). It was
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Figure 1. Proposed reaction mechanism.

worth to note that the new protocol was effectively applied
to 1-methyl-2-quinolinone, affording product 3v in 47%
yield, which was reported as an inhibitor of human im-
munodeficiency virus (HIV-1) and a novel antibacterial
agent.12

In order to investigate the mechanism of this reaction,
1 equiv of tetramethylpiperidinyloxy (TEMPO), a radical
scavenger, was added into the reaction system of coumarin
and diethyl H-phosphonate. A 37% yield of 3a was ob-
tained which is similar to that of the model reaction
without TEMPO. The result suggests that the reaction
may not undergo a radical mechanism. Subsequently, the
technology ESI-MS was used to monitor the reaction
between coumarin and diisopropyl H-phosphonates. Ex-
pectedly, it was shown in the ESI-MS(+) spectrum that a
cationic palladium complexes B (m/z = 593) was detected
in the reaction mixture (Figure 1 Figures S1 and S2,
Supporting Information). On the basis of the previous
analysis and other related reports, 1% a plausible me-
chanism of the dehydrogenative cross-coupling reaction
was proposed shown in Figure 1. The reaction starts with
the nucleophilic coordination of the phosphate and Pd" to
afford the monocationic palladium intermediate B. Due to
the more nucleophilic character of the C-3 position of
coumarin, electrophilic palladation of coumarin results in
another palladium complex C. Subsequently, the process
of oxidation/dehydrogenation takes place in the presence
of K»8,0s, thus generating Pd" species D. The following
reductive elimination affords 3-phosphonated coumarin
and Pd" species which goes back into the catalytic cycle.
However, alternative mechanistic pathways are equally
likely and the further study of mechanism is ongoing in
our laboratory.
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In conclusion, we have successfully achieved the Pd-
(IT)-catalyzed C—H phosphonation of coumarins with
dialkyl phosphites. A variety of C-3 phosphorated cou-
marins were afforded in moderate to good yields with
a high regioselectivity. The methodology not only pro-
vides a new protocol for the efficient preparation
of 3-phosphonated coumarins but also is a complement
to the direct C—H phosphonation of heterocyclic com-
pounds.
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