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A base-promoted amidation of 1-aryl-2,2,2-trifluoroethanones with amines via Haller—Bauer reaction has
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been developed. In this reaction, the direct transformation of 1-aryl-2,2,2-trifluoroethanones into amides

via C(O)-C bond cleavage occurs without the use of any stoichiometric chemical oxidants or transition-
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The introduction of amide bonds is one of the most important
research topics in organic chemistry, as amides not only play
an irreplaceable role in life, but also exist in a large number of
drug molecules,® materials’” and organic catalysts.® In fact, ca.
25% of medicines are reported to contain amide bonds.® The
coupling of amines with pre-activated carboxylic acids or
carboxylic acid derivatives (esters, aldehydes, acyl halides and
acid anhydrides) is an effective method for constructing amide
bonds.’® In recent years, alcohols,”>" olefins,>?> and
alkynes®**® have also been used as carboxylic acid substitutes to
synthesize amides.

The carbon-carbon (C-C) bond is fundamental in organic
compounds and has excellent stability.>*” Developing new
methods for constructing C-N bonds via C-C bond cleavage is
attractive and challenging.’® Recently, several examples of con-
structing amides via copper catalyzed cleavage of C(O)-C bonds
of ketones have been reported.**** In 2017, Liu et al.** reported
for the first time that the chemoselectivity C(a)-C(B) bond
cleavage of saturated aryl ketones using copper catalyst led to a-
ketoamides (Scheme 1a). Subsequently, Yang et al* also
revealed the strategy of copper-catalyzed aerobic oxidation C-C-
bond cleavage of simple ketones for the synthesized amides
(Scheme 1b). However, the residue of transition-metal catalysts
cannot be tolerated in some fields (such as pharmaceuticals).
The method of constructing C-N bonds by activating C(0)-C
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metal catalysts. A series of primary and secondary amines are shown to be compatible with this
transformation, and several pharmaceutical molecules were synthesized.

bonds without metal catalysis has also been reported.** In
2018, Xu and co-workers® reported a TBHP/TBAl-mediated
method for the direct oxidative of ketones and 2-amino-
pyridine to synthesize N-(pyridine-2-yl)amides (Scheme 1c).
Subsequently, a method for selective synthesis of N-(pyridine-2-
yl)amides from a-bromoketones and 2-aminopyridine was also
developed (Scheme 1d).** Although these methods are effective
and well examined, there are also some limitations: amines are
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Scheme 1 The formation of amide bond via C-C bond cleavage. (a)
Using simple ketones and aliphatic amines. (b) Using simple ketones
and amines. (c) Using heterocyclic amines. (d) Using a.-bromoketones
and 2-aminopyridines. (e) Using 1-aryl-2,2,2-trifluoroethanones and
amines.
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limited to the heterocyclic amines; using oxidants and addi-
tional additives.

Trifluoromethyl ketone, as an organofluorine compound,
plays an important role in drug design and development.® In
2022, Huang et al.>* conducted research on the reactivity of aryl
perfluoroalkyl ketones, demonstrating that electron-deficient
perfluoroalkyl groups possess the capability to function as
formal leaving groups.

The base-induced cleavage of non-enolizable ketones
leading to a carboxylic acid derivative and a neutral fragment in
which the carbonyl group is replaced by a hydrogen is referred
to as the Haller-Bauer (HB) reaction.*® However, to the best of
our knowledge, there have been no reports on the preparation
of amides using 1-aryl-2,2,2-trifluoroethanones under mild
conditions. Based on our group's research on amide bonds,**>°
we report the activation of the C(O)-C bond of 1-aryl-2,2,2-
trifluoroethanones, using amine as the N source to construct
amides (Scheme 1e). This method does not require the use of
transition-metal catalysts and additional oxidants, providing
a convenient approach to C-N bond construction.

Initially, 2,2,2-trifluoro-1-phenylethanone (1a) and ethyl-
amine (2a) were selected as model substrates, and to our
delight, when they were treated in a reaction system containing
KOH in acetonitrile at 40 °C, N-ethylbenzamide (3a) was ob-
tained in 13% yield (Table 1, entry 1). Subsequently, several
solvents were screened and the results showed that DMSO was
the best solvent, with a yield of 90% for 3a (Table 1, entry 6). It is
worth noting that increasing the temperature does not improve

Table 1 Optimization of the reaction conditions®

o
H

o]

CF;
[::j/JL‘ °+ “NH,

Base

Solv., Temp.
1a 2a 3a
Entry Base Solvent Temp./°C Yield of 3a”
1 KOH CH;CN 40 13%
2 KOH DMF 40 82%
3 KOH THF 40 0%
4 KOH EtOH 40 0%
5 KOH H,O 40 0%
6 KOH DMSO 40 90%
7 KOH DMSO R.T 20%
8 KOH DMSO 60 85%
9 KOH DMSO 80 84%
10 KOH DMSO 100 85%
11 KOH DMSO 120 86%
12 K,CO3 DMSO 40 93%
13 KHCO,3 DMSO 40 41%
14 NaHCO; DMSO 40 39%
15 KOAc DMSO 40 34%
16 NaH,PO, DMSO 40 0%
17 NaH DMSO 40 60%
18 DMAP DMSO 40 0%
19 Et;N DMSO 40 0%
20 — DMSO 40 0%

“ Reaction conditions: 1a (0.2 mmol), 2a (70% in water, 0.24 mmol),
base (2.0 eq.), solvent (2.0 mL), air, 2 h. ® Isolated yield based on 1a.
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the reaction efficiency, but reducing the temperature from 40 °C
to room temperature only provides 20% of the product 3a (Table
1, entry 7-11). Subsequently, various bases including K,COs3,
KHCO3, NaHCOs, KOAc, NaH,PO,, NaH, DMAP, and Et;N, were
screened (Table 1, entries 12-19), and it was found that K,COj3
was the most suitable base with a maximum yield of 93% (Table
1, entry 12). Furthermore, products 3a could not be obtained
without the addition of base (Table 1, entry 20). Based on the
reaction parameters above, the optimal reaction conditions
were obtained: 1a (0.2 mmol), 2a (0.24 mmol), K,CO; (0.4
mmol) in DMSO (2 mL) at 40 °C for 2 h.

With the optimized conditions in hand, we investigated the
substrate scope of this transformation using a series of tri-
fluoroacetophenones and amines (Table 2). We first explored
various aryl trifluoroacetophenones with different substituents.
Excitingly, regardless of whether the aryl ring of the aryl tri-
fluoroacetophenone contained electron-donating substituents
(-Me, -OMe) or electron-withdrawing substituents (-F, -Br), it
could be converted into the desired products with satisfactory
yields  (3b-3f). Additionally, disubstituted aryl tri-
fluoroacetophenone was also tolerated in this reaction (product
3g). Subsequently, various amines were utilized to further
explore the scope of reactions. Ethylamine containing halogen
substituents was compatible with this reaction (product 3h). To
our delight, ethylenediamine can produce the desired product
3i in moderate yield. Anilines were also tolerated in this reac-
tion. Aniline derivatives with strong electron-withdrawing
substituent (such as -NO,) or electron-donating substituent
(such as -OMe) were capable of producing both the desired
products (3k and 3lI) in moderate yields. Benzylamine deriva-
tives with either electron-donating or electron-withdrawing
substituents could also give the desired product with high
yields (3m-3q). Secondary amines were also compatible with
this scheme (product 3r). As privileged scaffolds in drugs, the
derivatization of nitrogen heterocycles has received widespread
research attention. Interestingly, tetrahydropyrrole, piperidine,
and morpholine were also tolerated in this scheme, obtaining
the required amides with yields of 81-90% (3s-3u). More
encouragingly, amino acid derivatives could also survive the
process after the reaction temperature was raised to 70 °C and
deliver the desired products with yields 51% (3v) and 81% (3x),
respectively. These results indicate that this strategy of C-N
bond construction has potential for late-stage functionalization
of bioactive molecules. Nevertheless, both amide and tri-
fluoromethyl alkyl ketone were not suitable for this reaction.

To demonstrate the utility of this strategy, we attempted to
apply it to the synthesis of two pharmaceutical molecules
(Scheme 2). Procainamide and moclobemide were obtained in
yields of 72% and 89%, respectively.

To shed light on the mechanism of the reaction, we con-
ducted several control experiments. When aniline was used as
the substrate, benzoic acid was detected (Scheme 3a). However,
under standard conditions, benzoic acid could not produce N-
phenylbenzamide (Scheme 3b), indicating that it is a byproduct
of amide formation. This result also suggests that this reaction
may have undergone the HB reaction process. We then
attempted to use benzaldehyde and acetophenone instead of

RSC Adv, 2023, 13, 18160-18164 | 18161
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Table 2 Reaction scope®
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3u, 86%

39, 92%

3rd, 51%

Saasairanadivanss

3ve, 71%

3s, 90% 3t, 81%

3we, 51% 3x%, 81%

¢ Reaction conditions: 1 (0.2 mmol), 2 (0.24 mmol), K,CO3 (2.0 eq.)
DMSO (2.0 mL), air, 40 °C, 2 h. ? Ethylamine (70% in water).
¢ Reaction conditions: 1 (0.2 mmol) (0.24 mmol), K,CO; (2.0 eq.)
DMSO (2.0 mL), air, 40 °C, 4 h. ¢ Dimethylamine (40% in water).
¢ Reaction conditions: 1 (0.2 mmol), 2 (0.24 mmol), K,CO; (3.0 eq.)
DMSO (2.0 mL), air, 70 °C, 4 h.
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Scheme 2 Synthetic of pharmaceutical molecules.
aniline as substrates to react under standard conditions, but

did not obtain the desired product 3j (Scheme 3¢ and d). These
results indicate that neither benzaldehyde nor acetophenone
are potential intermediates in this transformation.
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Scheme 3 Control experiments.. (a) Identification of byproducts. (b)
Using 6a instead of 1a. (c) Using 7a instead of 1a. (d) Using 8 instead of
la.
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Based on the experimental results described above and
previous literature,* a possible reaction mechanism for this
transformation has been proposed in Scheme 4. Initially, the 1-
aryl-2,2,2-trifluoroethanones (1) was attacked by the amine (2)
under the promotion of base, leading to the formation of the
intermediate A. Then the amide 3 was obtained via the electron
transfer and C-C bond cleavage of intermediate A.

In summary, we have developed a mild and efficient meth-
odology for the cleavage of C(O)-C bonds for the synthesis of
amides. This recation can tolerate multiple primary and
secondary amines, with yields ranging from moderate to good.
This strategy enriches the substrate scope for constructing
amides through C-C bond cleavage. The mild reaction condi-
tions and simple operation process do not require the use of
transition-metal catalysts or additional oxidants, making this
protocol highly suitable for broad synthetic applications.
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