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An unprecedent transition-metal-free protocol for the synthesis of B-ketoamides from B-ketoesters is
described. This method involves selective cleaving N—P bond of an unusual aminating reagent, [tris
(dimethylamino)phosphonio]difluoroacetate (ADFA), which is well known as the difluoromethylene ylide
precursor. The process is notable for its operational simplicity and good functional group tolerance.

© 2019 Elsevier Ltd. All rights reserved.

Introduction

The B-ketoamides and their derivatives represent important
class of units in modern organic synthesis and medicinal chemistry
[1]. They are also very important and useful building blocks for the
synthesis of various heterocycles including lactams [2], furans [3],
pyrans [4], isoquinolines [5], oxocyclohexenones [6], spiroindo-
lines [7], tetrahydropyridines [8], bridged heterocycles [9] and
spiroaminals [10]. Furthermore, they can be conveniently con-
verted into B-hydroxyamides [11] and y-ketoamides [12]. Conse-
quently, a variety of methods have been developed for the
synthesis of B-ketoamides. The traditional methods include
aminolysis of B-ketoesters [13], a-acylation of amides [14], addi-
tion of enolates to isocyanates [15], Wolff Rearrangement of cyclic
2-diazo-1,3-diketones [16] and oxidation B-hydroxy amide [17].
However, most of these approaches often suffer from narrow
substrate scope and/or harsh reaction conditions. Recently, the
transition-metal-catalyzed methods have been developed for the
preparation of B-ketoamides. In 2014, Skrydstrup and Lindhardt
reported a mild and effective synthetic route via Pd-catalyzed
carbonylative o-arylation of acetoacetamides and subsequent
deacetylation [18]. The ruthenium-catalyzed hydration of
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B-ketonitriles was developed by Crochet and Cadierno for the
preparation of B-ketoamides [19]. However, the use of precious
transition metals made these processes less applicable to large-
scale synthesis. From this point of view, it is deeply worthy to
explore broadly applicable methods for the synthesis of
B-ketoamides.

In 2013, Xiao and co-workers reported the preparation of [tris
(dimethylamino)phosphonio]difluoroacetate (ADFA) as a difluo-
romethylene phosphonium ylide precursor [20]. The general
application of ADFA is to react with ketones for the preparation of
gem-difluoroalkenes (Scheme 1, left) [21]. Herein, we demonstrate
an unusual application of ADFA as a novel aminating reagent in
the amination of B -ketoesters to g -ketoamides (Scheme 1, right).

Result and discussion

Recently, we reported an unprecedent reaction of indoline-2,3-
diones and (triphenylphosphonio)difluoroacetate (PDFA) [20,22] to
afford novel 3-fluoroalkenyl-3-trifluoromethyl-2-oxindoles in
moderate to excellent yields [23]. To extend the scope of this
unique reaction, we examined the reaction of pB-ketoester 1a with
PDFA (Table 1, entry 1). However, no reaction was detected. To our
surprise, treatment of 1a with more nucleophilic ADFA in NMP
gave tautomeric mixture of p-ketoamide 4a and enol forms 4a’ in
49% total yield (entry 2). No gem-difluoroalkene 3a was observed
in this reaction. In continuation of our research interest in the
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Scheme 1. Applications of ADFA.

Table 1
Reaction condition optimization.®

(0] (0]
/U\)J\ CFZCOZ solvent
+
Ph OMe temp.
1a
R=Ph R = N(Me),
PDFA ADFA Ph R Ph A R
4a 4a'

Entry 2 Solvent Temperature (°C) 4 Yield (%)°
1 PDFA NMP 120 ND
2 ADFA NMP 120 49
3 ADFA DMF 120 32
4 ADFA DMA 120 20
5 ADFA 1,4-dioxane 120 27
6 ADFA toluene 120 trace
7 ADFA NMP 140 34
8 ADFA NMP 130 47
9 ADFA NMP 110 41
10° ADFA NMP 120 21
114 ADFA NMP 120 68
12°¢ ADFA NMP 120 83
13f ADFA NMP 120 73

@ Reaction conditions: 1a (0.5 mmol), difluoromethylene phosphabetaine
(1.0 mmol), solvent (1.0 mL), temperature, under Ny, 12 h.

b Isolated yields.

¢ ADFA (1.5 mmol).

4 NMP (2.5 mL).

€ NMP (5.0 mL). 'NMP (7.5 mL).

development of new applications of fluoroalkylphosphoniums
[23,24], we decided to further explore the amination reaction with
ADFA. We continued to optimize the reaction conditions started
with the screening of other solvents including DMF, DMA, 1,4-
dioxane, and toluene (entries 3-6), but none of them gave better
results. Further screening of reaction temperature showed that
120 °C was optimal (entries 2, 7-9). Given the unsatisfactory reac-
tion yield, three equivalents of ADFA was also used in this reaction
system (entries 10). To our surprise, this reaction gave out p-ketoa-
mide 4a and enol forms 4a’ in lower yields than the one obtained
with two equivalent ADFA (entries 10 vs. 2). We therefore specu-
lated that the concentration of ADFA could play important roles
in determining the yield of the product. To our delight, the yield
of 4a and 4a’ was sharply improved when the reaction concentra-
tion was decreased (entries 11-13). Finally, the optimal reaction
conditions were defined as 1 equiv of 1a (0.1 mol/ L) and 2 equiv
of ADFA(0.2 mol/ L) in NMP (5 mL) at 120 °C (entry 12).

With the optimized reaction conditions in hand, the substrate
scope of this reaction was surveyed. As shown in Table 2, this reac-
tion is compatible with a wide range of electron-donating (Me,
OMe, and phenyl; 1b-1d) and electron-withdrawing (F, CI, Br, CN,
and NO,; 1f-1j) groups on benzene ring of B -ketoesters. In general,
the substitution of electron-donating groups is favored for this
reaction. Moreover, allyl functional group that is commonly
employed in cross coupling reactions was also tolerated giving
the corresponding 4e and 4e’ in moderate yields, thus providing
opportunities for additional transformations. The substituent on

Table 2
Amination of B -ketoesters with ADFA.*?

X
A SoMe 2\‘2"’0"20 r NMe2 =~ NMe,
T 4 T ow

R 4b + 4b' (R = Me), 84%, 2.9:1;

4a +4a', 83%, 1.8:1
4c + 4c' (R = OMe), 85%, 6.7:1

4a + 4a', 88%, 1:1.5°
Q)UJ\NMEZ

4a + 4a', 82%, 1.8:19
4e + 4e', 75%, 5.7:1

(@] O
/©)J\/U\NM92
Ph

4d + 4d", 77%, 1.8:1
4f + 4F (R = F), 55%, 2.1:1;
4g +4g' (R = Cl), 82%, 1.2:1;
4h + 4h* (R = Br), 67%, 1.1:1;
4i + 4i* (R = CN), 78%, 1:4.0;

o o
R 4j + 4f (R = NO,), 68%,1:4.8
o o
\©)J\/U\NM<92 @fJ\/U\NMGZ
k + 4k’ (R = OMe), 83%, 1.8:1; cl

4l + 4I' R Br), 4% 1:1.4 4m +4m', 87%, 1:2.6

0] ¢}
\
S

4n + 4n', 86%, 1.6:1 40 + 40", 74%, 9.0:1

(0]
NMe, NMe, NMe,
W

4p + 4p', 63%, 3.3:1 4q +4q', 55%, 1:1.3 4r + 4r', 54%, >99:1

“Reaction conditions: 1 (0.5 mmol), ADFA (1.0 mmol), NMP (5.0 mL), 120 °C, under
N,, 12 h, all reaction yields are isolated yields.

PKeto/enol ratios are determined by '"H NMR spectroscopy in CDCls.

Ethyl 3-oxo-3-phenylpropanoate (1s) as the substrate.

%1a (8.0 mmol), ADFA (16.0 mmol), NMP (80.0 mL).

the para, meta or ortho position of aromatic ring had no obvious
effect on the reaction yield (1c vs. 1k; 1Th vs. 11; 1g vs. 1m). Further-
more, this procedure was also applicable to polycyclic (1n), hetero-
cyclic aromatic-substituted (10-1q), and even a-alkyl substituted
(1r) B-ketoesters, albeit the yield was slightly reduced. Lastly, ethyl
3-0xo0-3-phenylpropanoate (1s) was also investigated under stan-
dard conditions. The corresponding tautomeric mixture 4a and
4a’ were obtained in 88% yields. It was noteworthy that this reac-
tion can also be used to gram scale synthesis p-ketoamides without
significant reduction in yield and the structure of product 4 was
confirmed by X-ray crystallographic analysis of compound 4a’
(see the Supporting information).

Besides B-ketoesters, other compounds could also be aminated
by ADFA. For example, the Morita-Baylis—Hillman adduct 5
reacted with ADFA in NMP to give an allylic amine 6 in 53% yield
and a moderate stereoselectivity (Scheme 2) [25].

To gain insight into the reaction mechanism, the following
experiments were performed. Firstly, methyl benzoate 7 and
methyl 3-phenyl propanoate 8 were examined to react with ADFA,
and the amination reaction did not happen (Scheme 3a and 3b).
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Scheme 2. Amination of Morita-Baylis-Hillman adduct 5.
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Scheme 3. Mechanism experiments.

This result demonstrated that the carbonyl of p-ketoester played
an important role in this reaction. In contrast, treatment of methyl
2-hydroxybenzoate 9 with ADFA gave the corresponding amide 10,
albeit in low yield (Scheme 3c). Furthermore, when a-dialkyl sub-
stituted B-ketoester 11 was subjected to the standard conditions,
the corresponding amide was not obtained (Scheme 3d). These
results confirmed that enolization of p-ketoester was the key step
for this reaction. Lastly, we also used GC-MS to identify the reac-
tion solution and no dimethyl amine can be observed from the
spectra. Base on this, we believe dimethyl amine generated from
decomposition of ADFA should be not involving in this reaction
system.

CFoH
N
X ) Ii\NMez
- e /_NMez
* /= o o
CF,CO, CF, )\)Q
b - . n A N0R

Me,N”~ \NNMez MeoN~" - NMe; N

Me, 2 NMe, -0 13
ADFA 12
CF,H
MeZN\p/\ 2 Me,N._ /CFQH MezN\P/CFZH
- S~
HO \ORNMGZ Fi\NMeQ \NMEZ
OR ((\ +
o o 16 NMe,

O o}

)o\y
PP

NS NS

Ar > NMe, Ar ) -

Fig. 1. Proposed reaction mechanism.

On the basis of the above results, we proposed a plausible
mechanism (Fig. 1). The ADFA underwent decarboxylation process
under the mild heating to generate transient difluoromethylene
phosphonium ylide 12 [20]. Then, ylide 12 was trapped by enol
1’ to form a five-coordinate phosphorus intermediate 13. Subse-
quently, an intramolecular nucleophilic substitution [26] hap-
pened via a selective cleavage of the N—P bond of ADFA to give
intermediate 15. Finally, protonation of 15 furnished the desired
product B-ketoamide 4.

Conclusion

In summary, we have developed an efficient method for the
preparation B-ketoamides from B-ketoesters via a selective cleav-
age of the N—P bond of difluoromethylene phosphabetaines. Com-
pared with other methods, this current one has some advantages,
such as wide substrate scope, operational simplicity, transition-
metal-free, and no need to add base. Thus, the difluoromethylene
phosphabetaines might be expected to become a unique and effi-
cient aminating reagent for the formation of C—N bond. Further
exploration of this protocol and development of other reagents will
be carried on in our group.

Acknowledgments

We thank Sichuan University of Science & Engineering
(No. 2014RC07), Science and Technology Department of Sichuan
Province (No. 2016]JY0246), Education Department of Sichuan
Province (No. 16ZB0247), Key Laboratory of Green Chemistry of
Sichuan Institutes of Higher Education (No. LZJ1505), Opening
Project of Sichuan Province Key Laboratory of Natural Products
and Small Molecule Synthesis (No. TRCWYXFZCH2016005) and
Shanghai Pujiang Program (No. 15PJ1410300) for financial support.

Appendix A. Supplementary data

Supplementary data to this article can be found online at
https://doi.org/10.1016/j.tetlet.2019.06.036.

References

[1] (a) P. Moya, A. Cantin, M.-A. Castillo, J. Primo, M.A. Miranda, E. Primo-Yfera, J.
Org. Chem. 63 (1998) 8530-8535;
(b) J. Pohlmann, T. Lampe, M. Shimada, P.G. Nell, J. Pernerstorfer, N. Svenstrup,
N.A. Brunner, G. Schiffer, C. Freiberg, Bioorg. Med. Chem. Lett. 15 (2005) 1189-
1192;
(c) DJ. Hogenkamp, T.B.C. Johnstone, J.-C. Huang, W.-Y. Li, M. Tran, E.R.
Whittemore, R.E. Bagnera, KW. Gee, ]. Med. Chem. 50 (2007) 3369-3379;
(d) A. Kamal, M.S. Malik, S. Bajee, S. Azeeza, S. Faazil, S. Ramakrishna, V.G.M.
Naidu, M.V.P.S. Vishnuwardhan, Eur. J. Med. Chem. 46 (2011) 3274-3281;
(e) G.P.]Jadhav, S.R. Chhabra, G. Telford, D.S.W. Hooi, K. Righetti, P. Williams, B.
Kellam, D.I. Pritchard, P.M. Fischer, ]J. Med. Chem. 54 (2011) 3348-3359.

[2] (a) C.-Y. Zhou, C.-M. Che, ]J. Am. Chem. Soc. 129 (2007) 5828-5829;
(b) M. Li, A. Hawkins, D.M. Barber, P. Bultinck, W. Herrebout, D.J. Dixon, Chem.
Commun. 49 (2013) 5265-5267;
(c) Z.-X. Xu, Y.-X. Tan, H.-R. Fu, ]. Liu, ]. Zhang, Inorg. Chem. 53 (2014) 12199-
12204;
(d) W. Fang, M. Presset, A. Guérinot, C. Bour, S. Bezzenine-Lafollée, V. Gandon,
Org. Chem. Front. 1 (2014) 608-613;
(e) L.E.R. Gomes, L.F. Veiros, N. Maulide, C.A.M. Afonso, Chem. Eur. . 21 (2015)
1449-1453.

[3] (a) I. Savych, T. Gldsel, A. Villinger, V.Y. Sosnovskikh, V.O. laroshenko, P.
Langer, Org. Biomol. Chem. 13 (2015) 729-750;
(b) ZJ. Song, L. Tan, G. Liu, H. Ye, J. Dong, Org. Process Res. Dev. 20 (2016)
1088-1092.

[4] R.R. Amaresh, P.T. Perumal, Tetrahedron 55 (1999) 8083-8094.

[5] X. Feng, J.-J. Wang, Z. Xun, ].-]. Zhang, Z.-B. Huang, D.-Q. Shi, Chem. Commun.
51 (2015) 1528-1531.

[6] Y.-M. Huang, C.-W. Zheng, G. Zhao, ]. Org. Chem. 80 (2015) 3798-13085.

[7] F. Fan, W. Xie, D. Ma, Org. Lett. 14 (2012) 1405-1407.

[8] Y. Dudognon, H. Du, J. Rodriguez, X. Bugaut, T. Constantieux, Chem. Commun.
51 (2015) 1980-1982.


https://doi.org/10.1016/j.tetlet.2019.06.036
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0005
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0005
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0005
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0010
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0010
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0010
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0010
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0015
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0015
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0015
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0020
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0020
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0020
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0025
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0025
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0025
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0030
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0030
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0035
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0035
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0035
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0040
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0040
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0040
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0045
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0045
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0045
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0050
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0050
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0050
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0055
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0055
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0055
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0060
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0060
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0060
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0065
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0070
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0070
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0075
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0080
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0085
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0085

Y. Liu et al./ Tetrahedron Letters 60 (2019) 1934-1937 1937

[9] M.M. Sanchez Duque, O. Baslé, Y. Génisson, J.-C. Plaquevent, X. Bugaut, T.

Constantieux, ]. Rodriguez. Angew. Chem,, Int. Ed. 52 (2013) 14143-14146.

[10] M.M. Sanchez Duque, O. Baslé, N. Isambert, A. Gaudel-Siri, Y. Génisson, J.-C.
Plaquevent, ]. Rodriguez, T. Constantieux, Org. Lett. 13 (2011) 3296-3299.

[11] (a) H.-L. Huang, L.T. Liu, S.-F. Chen, H. Ku, Tetrahedron: Asymmetry 9 (1998)
1637-1640;
(b) R. Touati, T. Gmiza, S. Jeulin, C. Deport, V. Ratovelomanana-Vidal, B.B.
Hassine, J.-P. Genet, Synlett 16 (2005) 2478-2482;
(c) R. Kramer, R. Briickner, Chem.-Eur. J. 13 (2007) 9076-9086;
(d) J. Limanto, S.W. Krska, B.T. Dorner, E. Vazquez, N. Yoshikawa, L. Tan, Org.
Lett. 12 (2010) 512-515;
(e) J.-H. Xie, X.-Y. Liu, X.-H. Yang, ].-B. Xie, L.-X. Wang, Q.-L. Zhou, Angew.
Chem., Int. Ed. 51 (2012) 201-203.

[12] W. Lin, C.R. Theberge, T.J. Henderson, C.K. Zercher, ]. Jasinski, RJ. Butcher, J.
Org. Chem. 74 (2009) 645-651.

[13] (a) W.-D. Malmberg, J. Vo B, S. Weinschneider, Liebigs Ann. Chem. 1983 (1983)
1694-1711;
(b) L-S. Ge, Z.-L. Wang, X.-L. An, X. Luo, W.-P. Deng, Org. Biomol. Chem. 12
(2014) 8473-8479;
(c) J. Cossy, A. Thellend, Synthesis 10 (1989) 753-755;
(d) K. Sirisha, D. Bikshapathi, G. Achaiah, V.M. Reddy, Eur. ]. Med. Chem. 46
(2011) 1564-1571;
(e) R.V. Hoffman, DJ. Huizenga, ]. Org. Chem. 56 (1991) 6435-6439.

[14] (a) C. Kashima, I. Fukushi, K. Takahashi, A. Hosomi, Tetrahedron 52 (1996)
10335-10346;
(b) K-T. Yip, J.-H. Li, O.-Y. Lee, D. Yang, Org. Lett. 7 (2005) 5717-5719;
(c) P. Angelov, Synlett (2010) 1273-1275;
(d) S.L. McDonald, Q. Wang, Chem. Commun. 50 (2014) 2535-2538.

[15] (a) S.B. Hendi, M.S. Hendi, J.F. Wolfe, Synth. Commun. 17 (1987) 13-18;
(b) A.G. GroB, H. Deppe, A. Schober, Tetrahedron Lett. 44 (2003)
3939-3942.

[16] M. Presset, Y. Coquerel, ]. Rodriguez, J. Org. Chem. 74 (2008) 415-418.

[17] LK. Ransborg, L. Albrecht, C.F. Weise, J.R. Bak, K.A. Jorgensen, Org. Lett. 14
(2012) 724-727.

[18] D.U. Nielsen, S. Korsager, A.T. Lindhardt, T. Skrydstrup, Adv. Synth. Catal. 356
(2014) 3519-3524.

[19] R. Gonzélez-Fernandez, P.J. Gonzélez-Liste, ]. Borge, P. Crochet, V. Cadierno,
Catal. Sci. Technol. 6 (2016) 4398-4409.

[20] J. Zheng, ]. Cai, J.-H. Lin, Y. Guo, J.-C. Xiao, Chem. Commun. 49 (2013) 7513-
7515

[21] (a) D.J. Burton, Z.-Y. Yang, W. Qiu, Chem. Rev. 96 (1996) 1641-1716;
(b) C. Zhang, Adv. Synth. Catal. 359 (2017) 372-383.

[22] (@) ]J. Zheng, ].-H. Lin, ]. Cai, J.-C. Xiao, Chem. Eur. J. 19 (2013) 15261-15266;
(b) Y. Qiao, T. Si, M.-H. Yang, R.A. Altman, J. Org. Chem. 79 (2014) 7122-7131;
(c) V.V. Levin, A.L. Trifonov, A.A. Zemtsov, M.I. Struchkova, D.E. Arkhipov, A.D.
Dilman, Org. Lett. 16 (2014) 6256-6259;
(d) J. Zheng, L. Wang, J.-H. Lin, J.-C. Xiao, S.H. Liang, Angew. Chem., Int. Ed. 54
(2015) 13236-13240;
(e) X.-Y. Deng, J.-H. Lin, ]. Zheng, J.-C. Xiao, Chem. Commun. 51 (2015) 8805-
8808;
(f) J. Zheng, J.-H. Lin, X.-Y. Deng, J.-C. Xiao, Org. Lett. 17 (2015) 532-535;
(g) J. Zheng, J.-H. Lin, L.-Y. Yu, Y. Wei, X. Zheng, J.-C. Xiao, Org. Lett. 17 (2015)
6150-6153;
(h) P.-P. Tian, H.-Q. Xiao, L. Wang, Y. Yu, Y. Huang, Tetrahedron Lett. 60 (2019)
1015-1018.

[23] Y. Liu, K. Zhang, Y. Huang, S. Pan, X.-Q. Liu, Y. Yang, Y. Jiang, X.-H. Xu, Chem.
Commun. 52 (2016) 5969-5972.

[24] (a) Q.-Y. Lin, X.-H. Xu, K. Zhang, F.-L. Qing, Angew. Chem., Int. Ed. 55 (2016)
1479-1483;
(b) Y. Ran, Q.-Y. Lin, X.-H. Xu, F.-L. Qing, J. Org. Chem. 81 (2016) 7001-7007;
(c) Q.-Y. Lin, Y. Ran, X.-H. Xu, F.-L. Qing, Org. Lett. 18 (2016) 2419-2422.

[25] (a) M.M. Lorion, D. Gasperini, J. Oble, G. Poli, Org. Lett. 15 (2013) 3050-3053;
(b) M.T. Rodrigues Jr., M.S. Santos, H. Santos, F. Coelho, Tetrahedron Lett. 55
(2014) 180-183;
(c) W.-X. Wang, Q.-Z. Zhang, T.-Q. Zhang, Z.-S. Li, W. Zhang, W. Yu, Adv. Synth.
Catal. 357 (2015) 221-226.

[26] (a) Z. Deng, J.-H. Lin, ].-C. Xiao, Nat. Commun. 7 (2016) 10337-10344;
(b) Z. Deng, C. Liu, X.-L. Zeng, J.-H. Lin, J.-C. Xiao, ]J. Org. Chem. 81 (2016)
12084-12090;
(c) Z. Deng, J.-H. Lin, ]. Cai, J.-C. Xiao, Org. Lett. 18 (2016) 3206-3209;
(d) X.-L. Zeng, Z.-Y. Deng, C. Liu, G. Zhao, J.-H. Lin, X. Zheng, ].-C. Xiao, ].
Fluorine Chem. 193 (2017) 17-23.


http://refhub.elsevier.com/S0040-4039(19)30585-4/h0090
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0090
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0095
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0095
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0100
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0100
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0100
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0105
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0105
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0105
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0110
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0110
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0115
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0115
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0115
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0120
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0120
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0120
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0125
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0125
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0130
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0130
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0130
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0135
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0135
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0135
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0140
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0140
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0145
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0145
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0145
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0150
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0150
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0155
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0155
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0155
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0160
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0160
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0165
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0165
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0170
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0170
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0175
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0175
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0180
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0180
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0180
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0185
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0190
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0190
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0190
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0195
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0195
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0200
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0200
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0205
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0205
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0210
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0210
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0215
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0215
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0220
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0220
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0225
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0225
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0230
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0230
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0230
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0235
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0235
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0235
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0240
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0240
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0240
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0245
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0245
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0250
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0250
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0250
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0255
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0255
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0255
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0260
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0260
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0265
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0265
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0265
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0270
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0270
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0275
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0275
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0280
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0280
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0285
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0285
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0285
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0290
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0290
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0290
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0295
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0295
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0300
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0300
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0300
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0305
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0305
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0310
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0310
http://refhub.elsevier.com/S0040-4039(19)30585-4/h0310

	Selective cleaving the NP bond of difluoromethylene phosphabetaines for effective synthesis of β-ketoamides
	Introduction
	Result and discussion
	Conclusion
	Acknowledgments
	Appendix A Supplementary data
	References


