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The quinazolinones and their derivatives are a family of privi-
leged heterocyclic structures commonly found in a wide variety
of natural products, biologically active molecules, and func-
tional organic materials." Due to quinazolinone's important
value, various conventional methods have been developed for
the synthesis of these molecules in both academic and indus-
trial settings.” The most common approaches utilize 2-amino-
benzoic acid and its derivatives as the starting materials along
with aldehydes,? acyl chlorides or their analogues* to obtain the
corresponding structural motifs. These methods usually have
the disadvantages of multistep reactions,® low yields,® long
reaction times,” and the use of stoichiometric amounts of
strong or toxic oxidants.®

In the past decade, direct coupling methods of C-N bonds®
through which o-aminobenzamides react with benzylic alcohols
by metal-catalyzed cascade reactions have been recognized as
an attractive methods for the synthesis of 2-substituted quina-
zolinone derivatives. For example, Yokoyama and coworkers
reported the synthesis of quinazolin-4(3H)-ones via a palla-
dium-catalyzed domino reaction of o-aminobenzamides with
benzylic alcohols.” Wang et al. also reported the one-pot
oxidative cyclization of o-aminobenzamide with alcohols to
quinazolin-4(3H)-ones catalyzed by MnO, under hydrogen
transfer conditions.'* The groups of Watson,'* Paul,** and some
others also independently reported the Ru-, Ni-, and Cu-
catalyzed synthesis of quinazolin-4(3H)-ones via the accept-
orless dehydrogenative coupling of o-aminobenzamides with
alcohols. Considering that aniline is prepared from the corre-
sponding nitroarenes,"” and that nitroarenes are cheaper and
commercially available, the direct use of nitroarenes as amino
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obtained in good to high yields. The cascade reaction including alcohol oxidation, nitro reduction,
condensation, and dehydrogenation occurs without any added reducing or oxidizing agent.

sources for quinazolinone synthesis features their atom-
economic advantage over anilines. However, methodologies
for the synthesis quinazolinone derivatives via the acceptorless

Table 1 Optimization of the reaction conditions®

o OH
NH, catalyst
+ solvent
NO,

(e}
NH
P
N
3a

1a 2a
t

Entry Catalyst Solvent (h) Yield (%)
1 CuCl Toluene 8 0
2 CuCl, Toluene 8 0
3 dppf Toluene 8 28
4 FeCl; Toluene 8 22
5 Cu(OAc), Toluene 8 0
6 CuBr, Toluene 8 Trace
7 CuBr Toluene 8 Trace
8 PdCl, Toluene 8 14
9 Pd(OAc), Toluene 8 42
10 Pd(dppf)Cl, Toluene 8 59
11 Pd(dppf)Cl, DMF 8 77
12 Pd(dppf)ClL, DMSO 8 56
13 Pd(dppf)Cl, PhCl 8 80
14 Pd(dppf)Cl,” PhCl 8 87
15 Pd(dppf)CL,° PhCl 8 80
16 pd(dppf)CL,? PhCl 5 79
17 Pd(dppf)CL,* PhCl 8 78
18 Pd(dppf)Cly PhCl 8 87
19 Pd(dppf)Cl,¢ Phcl 8 80

¢ Reaction conditions: 1 mmol of 1a, 2.5 equiv. of 2a, catalyst and 1 mL
of solvent in a 10 mL sealed tube at 150 °C under Ar for 8 h. Yield of the
isolated product based on 1a. ? At 140 °C under Ar for 8 h. © At 130 °C
under Ar for 8 h. ¢ At 140 °C under Ar for 5 h. ° Pd (dppf) Cl,, 5%.
/' Pd (dppf) Cl,, 15%. € At 140 °C under air for 8 h.
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Table 2 Reaction of 1a with various alcohols®?
catalyst
+ R{-CH,OH ————
solvent
2
o o} o]
NH NH NH
— — —
N N N
3a, 87% 3b, 69% 3c, 80%
o o 0o
NH NH NH
7 — —
N N N
F
F
7 0, 0
3d, 78% 3e, 46% 3f, 82%
o o o
NH NH NH
- 7 7
N N N
F (o}
|
_0
0
3g, 82% 3h, 76% 3i, 75%
o} o]
NH NH NH
~ ~ —
N N N
cl Cl CF;
3j, 60%
3k, 73%
31, 76%
o} o
NH NH dLNH
— — —
N S N | N N N
/ N~ —
N
3m, 66% 3n, 83% 30, 54%
o] o)
\ CLy CLx
— — =
e *[ '
Vi
N N
3p, 48% 39, 78% 3r, 64%
[¢] 0 (0]
NH NH ©jU\NH
7 P> bz HO
N N N
3s,31% 3t, 42%

3u, 48%

“ Reaction conditions: 1 mmol of 1a, 2.5 equiv. of 2a, catalyst and 1 mL of solvent in a 10 mL sealed tube at 140 °C under Ar for 8 h. ? Isolated yield.
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Table 3 Reaction of 2a with substituted amides®?
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o
7N NH, Pd(dppf)Cl, TN NH
L T s L
NO, g N~ “Ph
1 2a 3
(o} (¢] (¢]
F. cl
NH NH NH
/ —
F N N N
3bb, 87% 3be, 85% 3bd, 84%
Cl o (0} o
NH NH NH
—
— —
N N FsC N
3be, 85% 3bf, 86% 3bg, 87%
“ Reaction conditions: 1 mmol of 1, 2.5 equiv. of 2a, catalyst and 1 mL of solvent in a 10 mL sealed tube at 140 °C under Ar for 8 h. ? Isolated yield.

Table 4 Reaction of 2t with substituted amides®?

TN NH, PA(ApPACL, i N NH
R P + n-Hexanol —— | _ _
O
NO, Ar, 140°C N
1 2t 3
o Cl o (0]
Cl
NH NH NH
7 I~ 7
/O
3bh, 46% 3bi, 53%
3bj, 42%
o
NH
7
N
3bk, 54%

“ Reaction conditions: 1 mmol of 1, 2.5 equiv. of 2t, catalgrst and 1 mL of
solvent in a 10 mL sealed tube at 140 °C under Ar for 8 h. ” Isolated yield.

dehydrogenative coupling of nitroarenes with alcohols are
relatively scarce.'

Herein, we report a new approach for directly synthesizing 2-
substituted quinazolin-4(3H)-ones from o-nitrobenzamides
with alcohols via a hydrogen transfer methodology."”

© 2021 The Author(s). Published by the Royal Society of Chemistry

Initially, a model reaction of o-nitrobenzamide (1a) and
benzyl alcohol (2a) was chosen to optimize the reaction condi-
tions (Table 1). We carried out the reaction of o-nitrobenzamide
with 2.5 equivalents alcohol in toluene at 150 °C and an argon
atmosphere for 8 h. As shown in Table 1, various catalysts were
screened for the reaction. No or poor yield was observed in the
presence of either a copper or an iron catalyst (Table 1, entries
1-7). With regard to the palladium catalyst (Table 1, entries 8-
10), Pd(dppf)Cl, showed the best activity, and 3a was obtained
in 59% yield (Table 1, entry 10). Several solvents such as DMF,
DMSO, and chlorobenzene were screened, and chlorobenzene

©/\ ©/\o
Pd(dppf)Cl,
\/ A
0 —
Hydrogen-transfer
NH,
NH,
B
(o}
Pd(dppf)Cl,
Dehydrogenation

@ :

Scheme 1 Postulated reaction pathway.
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was found to be the optimal solvent (Table 1, compared entries
11-13), the yield of 3a increased to 80% (Table 1, entry 13). The
impact of reaction temperatures was also investigated. The
reaction conducted at 140 °C resulted in a higher yield (87%)
than that conducted at 150 °C (Table 1, entry 14). But the
reaction performed at 130 °C resulted in a lower 3a yield of to
80% (Table 1, entry 15). When the reaction time was reduced to
5 h, the yield of 3a was slightly reduced to 79% (Table 1, entry
17), but the yield did not increase with increasing of reaction
time to 10 h. When the amount of catalyst was decreased from
0.1 to 0.05 equiv., the yield of 3a decreased to 78% (Table 1,
entry 17). However, 0.15 equiv. of catalyst did not change the
yield of the product (Table 1, entry 18). A slightly lower yield was
obtained when the reaction was carried out in air (80%) (Table
1, entry 19).

After optimized reaction conditions (Pd(dppf)Cl,, chloro-
benzene, 140 °C, argon) were established, the reaction scope
and generality of various primary alcohols were tested, as shown
in Table 2. The position and electronic effect of substituents on
the phenyl ring of benzyl alcohols was examined. A series of
benzyl alcohols with electron-donating groups (Me and MeO)
could be converted to the desired products in good yields.
Benzyl alcohols with methyl substituents at ortho-, meta-, or
para-positions (Table 2, 3b-d) produced the corresponding
quinazolin-4(3H)-ones in 69%, 80% and 78% isolated yields.
The lower yield of the o-methylbenzyl alcohol may be due to the
steric effect of ortho groups on the substrate. Benzyl alcohols
having methoxyl substituents at meta- or para-positions also
produced the corresponding quinazolin-4(3H)-ones in 76% and
75% isolated yields. Halogen substituents on the benzylic
alcohols were also well tolerated in the reaction. Fluorine and
chlorine substituted at the meta- and para-positions of
substrates were applied to the synthesis of the corresponding
quinazolin-4(3H)-ones in good yields (Table 2, 3f, 3g and 3k).
Similarly, lower yields were observed using o-fluorobenzyl
alcohol and o-chlorobenzyl alcohol as coupling partners (46%
and 60%) (Table 2, 3e and 3j). A strong electron-withdrawing
group such as CF; was also found to be compatible affording
quinazolin-4(3H)-ones in good yield (76%) (Table 2, 31). Starting
from 6-methyl-2-pyridinemethanol, 2-thiophenemethanol and
thiazole-5-methanol, the corresponding quinazolin-4(3H)-ones
were obtained in 83%, 66% and 78% isolated yields. However,
lower yields (54% and 48%) (Table 2, 30 and 3p) were observed
using 3-pyridinemethanol and 4-pyridinemethanol as coupling
partners. Aliphatic alcohols were also tested, providing the
corresponding products in moderate to good yields. The reac-
tion of cyclohexyl methanol with 2-nitrobenzamide afforded the
corresponding quinazolin-4(3H)-ones in 64% isolated yield
(Table 2, 3r). 1-Butanol and 1-hexanol afforded the corre-
sponding quinazolin-4(3H)-ones (3s and 3t) in moderate yields
of 31% and 42%. Notably, 1,6-hexanediol was also smoothly
coupled with o-nitrobenzamide 1a and afforded 3u in 48% yield.

Next, substituent effects on the o-nitrobenzamide were also
evaluated. Not surprisingly, o-nitrobenzamide with either
electron-donating or electron-withdrawing groups could be
successfully coupled with benzyl alcohol 2a to provide the cor-
responding products in high yields (84-87%) (Table 3, 3bb-
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3bg). The yield of the product was not affected by the o-nitro-
benzamide with substituents at the 3 or 6 positions (Table 3,
3be-3bf). In addition to benzylic alcohols, long-chain aliphatic
alcohols such as 1-hexanol also yielded the corresponding
quinazolin-4(3H)-one in moderate to good yields (42-54%)
(Table 4, 3bh-3bk).

Based on the above experimental results along with the
literature,"” we proposed possible mechanisms of the reaction
(Scheme 1). The reaction involved the oxidation of the alcohol to
aldehyde (A) and the generation of hydrogen in the presence of
Pd(dppf)Cl,, and the hydrogen will reduce 2-nitrobenzamide to
2-aminobenzamide (B) via a hydrogen-transfer process. One
equivalent of 2-aminobenzamide (B) condenses with the alde-
hyde (A) and an intermediate that easily dehydrates to yield the
imine (C). Then, the nitrogen atom of the amine attacked the
imine to generate dehydrogenated quinazolinone (D). Finally,
dehydrogenation of D can achieve the desired product 3a via
a hydrogen-transfer process.

Conclusions

We have developed a strategy for Pd(dppf)Cl,-catalyzed quina-
zolin-4(3H)-one formation from o-nitrobenzamides and alco-
hols via the hydrogen-transfer. Functional groups such as
halogen, methoxy, methyl and hydroxyl groups were all well
tolerated under the optimized reaction conditions. A wide
variety of desired quinazolin-4(3H)-ones were obtained in
moderate to high yields starting from inexpensive and easily
available nitrobenzamides and alcohols. Further studies on the
synthetic applications of this reaction are under investigation in
our laboratory.
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