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isocyanate intermediate 4-Hydroxyquinolin-2(1H)-one

up to 59% yield

Although 4-hydroxyquinolin-2(1H)-one derivatives have attracted much attention due to their biological benefits, conventional reactions under harsh
heat conditions must be employed to provide these key compounds. In the presence of a catalytic amount of silver salt, various o-alkynylanilines
were treated with carbon dioxide and a base under mild reaction conditions to afford the corresponding 4-hydroxyquinolin-2(1H)-one derivatives in

high yield.

Interest in 4-hydroxyquinolin-2(1H)-one derivatives
has been growing due to their potential biological benefits.
Studies on their medicinal properties have been promising,
for example, in treatment of central nervous system dis-
orders,' sex hormone-related conditions,? and suppression
of allergy-associated inflammations,® and some of their
derivatives have been reported as HIV-1 inhibitors.* Their
preparations have been based on conventional heterocyclic
chemistry including nucleophilic addition—elimination
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reactions under harsh heat conditions, such as the reaction
of 4-halocarbostyril with potassium hydroxide,” or an
aniline derivative and a carbonyl compound with high
leaving-group ability.®

The rearrangement reaction is one of the most effective
strategies for the preparation of heterocycles in industrial
and academic laboratories. Various complex natural pro-
ducts and pharmaceutical agents have been synthesized by
drastic transformation of the molecular framework induced
by a rearrangement reaction.” Among these rearrangement
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reactions, isocyanates have been employed as effective inter-
mediates because of their high reactivity,® e.g., in Schmidt
rearrangement,” Hofmann rearrangement,'®  Curtius
rearrangement,'' Lossen rearrangement,'? and Bucherer—
Bergs reaction. '
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We recently reported the silver-catalyzed preparation
of benzoxazin-2-one derivatives from o-alkynylaniline de-
rivatives and carbon dioxide.'* It was considered that the
amino group and carbon dioxide would form the corre-
sponding carbamate followed by 6-exo-dig cyclization on
the alkyne activated by a silver catalyst. Upon optimiza-
tion, it was found that DBU was the most effective base for
the reaction of secondary o-alkynylanilines to afford the
corresponding benzoxazin-2-one derivatives in high yield
(eq 1). However, for primary o-alkynylanilines, DABCO
was the most suitable base (eq 2). When DBU was
employed for the reaction of primary o-alkynylanilines,
the corresponding products were not obtained at all (eq 3);
nevertheless, the starting material was completely con-
sumed. After carefully investigating the reaction mixture,
4-hydroxyquinolin-2-one was surprisingly generated as the

(7) (a) Aucejo, A.; Burguet, M. C.; Corma, A.; Fornes, V. Appl.
Catal. 1986, 22, 187-200. (b) Curtin, T.; McMonagle, J. B.; Hodnett,
B. K. Appl. Catal., A 1992, 93, 75-89. (c) Kob, N.; Drago, R. S. Catal.
Lett. 1997, 49, 229-234. (d) Holton, R. A.; Somoza, C.; Kim, H.-B.;
Liang, F.; Biediger, R. J.; Boatman, P. D.; Shindo, M.; Smith, C. C;
Kim, S.; Nadizadeh, H.; Suzuki, Y.; Tao, C.; Vu, P.; Tang, S.; Zhang, P.;
Murthi, K. K.; Gentile, L. N.; Liu, J. H. J. Am. Chem. Soc. 1994, 116,
1597-1598. (e) Shimizu, Y.; Shi, S.-L.; Usuda, H.; Kanai, M.; Shibasaki,
M. Angew. Chem., Int. Ed. 2010, 49, 1103-1106.

(8) Delebecq, E.; Pascault, J.-P.; Boutevin, B.; Ganachaud, F. Chem.
Rev. 2013, 113, 80-118.

(9) (a) Schmidt, K. F. Z. Angew. Chem. 1923, 36, 511. (b) Schultz,
A. G.; Wang, A.; Alva, C.; Sebastian, A.; Glick, S. D.; Deecher, D. C.;
Bidlack, J. M. J. Med. Chem. 1996, 39, 1956-1966.

(10) Hofmann, A. W. Ber. Dtsch. Chem. Ges. 1881, 14, 2725-2736. (b)
Evans, D. A.; Scheidt, K. A.; Downey, C. W. Org. Lett. 2001, 3, 3009-3012.

(11) (a) Buchner, E.; Curtius, T. Chem. Ber. 1885, 18,2371-2377. (b)
Carda, M.; Gonzalez, F.; Sanchez, R.; Marco, J. A. Tetrahedron:
Asymmetry 2002, 13, 1005-1010.

(12) (a) Lossen, W. Liebigs Ann. Chem. 1869, 150, 313-325.
(b) Ohmoto, K.; Yamamoto, T.; Horiuchi, T.; Kojima, T.; Hachiya,
K.; Hashimoto, S.; Kawamura, M.; Nakai, H.; Toda, M. Synlett 2001,
299-301.

(13) (a) Bucherer, H. T.; Fischbeck, H. T. J. Prakt. Chem. 1934, 140,
69. (b) Sarges, R.; Goldstein, S. W.; Welch, W. M.; Swindell, A. C,;
Siegel, W. S.; Beyer, T. A. J. Med. Chem. 1990, 33, 1859-1865.

(14) Ishida, T.; Kikuchi, S.; Tsubo, T.; Yamada, T. Org. Lett. 2013,
15, 848-851.

(15) Crystallographic data reported in this paper have been deposited
with Cambridge Crystallographic Data Centre as supplementary pub-
lication no. CCDC-904718. Copies of the data can be obtained free of
charge via www.ccdc.cam.ac.uk/conts/retrieving.html (or from the
Cambridge Crystallographic Data Centre, 12, Union Road, Cambridge,
CB2 1EZ, U.K.; Fax +44 1223 336033; or deposit@ccdc.cam.ac.uk).

Org. Lett,, Vol. 15, No. 14, 2013

sole product. Single-crystal X-ray diffraction analysis
revealed the structure of this product (Figure 1).'°> A
few quinoline syntheses from o-alkynylaniline deriva-
tives have been reported, for example, using Masamune—
Bergman type cyclization of enyne-isocyanates synthesized
from o-alkynylanilines,'® carbocyclization of N-(o-alkynyl)-
malonamides with base'” or an electrochemical method,'”®
and Michael Addition of NH group of carbamate to con-
jugated enones from alkyne-carbonyl metathesis of o-alky-
nylanilines and aldehydes.'® These reactions are considered
to be conceptually different from the present reaction with
carbon dioxide incorporation and rearrangement. Herein,
we would like to report an efficient preparation of 4-hydro-
xyquinolin-2(1H)-one derivatives from o-alkynylanilines and
carbon dioxide.

Figure 1. Single-crystal X-ray diffraction analysis for 2a’. Thermal
ellipsoids are shown at the 50% probability level. The single
crystal was obtained after methylation of 2a with trimethyl-
silyldiazomethane.

Scheme 1 shows the hypothetical reaction mechanism
to explain these observations. First, the corresponding
benzoxazin-2-one would form from the o-alkynylaniline
and carbon dioxide catalyzed by the silver catalyst. In
the second step, the benzoxazine would immediately be
deprotonated with DBU base to generate the isocyanate
and the enolate from C—O bond cleavage of the carbamate
functionality. The enolate would then attack the carbon
atom of the isocyanate to afford the 1,3-diketone inter-
mediate, which would produce the corresponding 4-hydro-
xyquinolin-2(1H)-one after enolization. Thus, in this pro-
posed mechanism, a new C—C bond is formed with carbon
dioxide. It is expected that the corresponding quinoline
derivative should contain carbon dioxide.

On the basis of our previous report, if a benzoxazin-2-
one is formed as an intermediate, a silver-catalyzed process
should be required. Various metal salts expected to activate
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Scheme 1. Hypothetical Reaction Mechanism
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Table 1. Examination of Metal Salts and Condition Optimization

Ph OH

10 mol % metal salt
<{ 1.0 equiv DBY @iph
+ COZ _ =
NH, (X MPa) solvent, 60 °C, 24 h N0
1a 2aH
entry metal salt solvent X/MPa yield” (%)

1 none DMSO 1.0 0
2 Cul DMSO 1.0 0
3 RhCl3-3H,0 DMSO 1.0 0
4 PdCl, DMSO 1.0 0
5 PtCl, DMSO 1.0 0
6 AuCl DMSO 1.0 0
7 AgNO; DMSO 1.0 94
8 AgNO; tolune 1.0 82
9 AgNO; EtOH 1.0 9
10 AgNO; DCE 1.0 3
11 AgNO; THF 1.0 70
12 AgNO; MeCN 1.0 93
13° AgNO; MeCN 0.1 93
14 AgNO3 DMSO 0.1 97
15 AgBF, DMSO 0.1 91
16 AgOC(O)CF3 DMSO 0.1 95
17 AgOAc DMSO 0.1 92

“Isolated yield. ® The reaction was carried out for 48 h.

the C—C triple bond were examined (Table 1). In the
absence of any metal salts, the corresponding hydroxy-
quinoline was not obtained (entry 1). Although copper(l),
rhodium(IIl), palladium(II), platinum(II), and gold(I)
salts were expected to activate the C—C triple bond, the
corresponding products were not afforded at all (entries
2—06). Silver(I) nitrate effectively promoted the reaction in
DMSO or MeCN (entries 7 and 12). The hydroxyquinoline
was generated in good yield in toluene or THF; however,
the reaction proceeded inadequately in EtOH or DCE
(entries 8—11). Under atmospheric pressure of carbon
dioxide, the product was afforded in MeCN or DMSO;
however, a longer reaction time was required in MeCN
compared to DMSO (entries 13 and 14). It was found that
other silver salts also promoted the reaction to produce the
corresponding 4-hydroxyquinolin-2(1H)-one derivative in
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high yield (entries 15—17). These results would suggest that
a silver salt effectively activates the C—C triple bond to
generate a benzoxazin-2-one from the o-alkynylaniline and
carbon dioxide in the earlier stage of the reaction.
Isotopic labeling experiments with C'®0, were con-
ducted to reveal whether the quinoline contained carbon
dioxide (Scheme 2). As a result, the '*0-labeled quinoline
(MW 242) was detected by mass spectral analysis, and
the nonlabeled quinoline (MW 238) was not detected at all,
which strongly suggested that the quinoline was derived
from the o-alkynylaniline and carbon dioxide. In addition,
in situ IR measurement of the reaction of the benzoxazin-2-
one and DBU was carried out. After DBU was added to the
THEF solution of the benzoxazine, absorption at 2150 cm ™
assigned as isocyanate group was observed.' This result
would also support the proposed reaction mechanism.

Scheme 2. Isotopic Labeling Experiments with C'®0,
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Under the optimized reaction conditions, various o-alky-
nylaniline derivatives were applied to the C—C bond-form-
ing carbon dioxide incorporation reaction (Table 2).
In the presence of 10 mol % of AgNO; and 1.0 equiv of
DBU under atmospheric pressure of carbon dioxide in
DMSO, aniline derivative 1a was transformed into 4-hydro-
xyquinoilne-2-one derivative 2a in excellent yield (entry 1).
Anilines with substituents (R") at the para-position rela-
tive to the amino group were next subjected to the reaction.
When o-alkynylaniline 1b substituted with an electron-
donating group on the phenyl group was employed, the cor-
responding product 2b was obtained in high yield (entry 2).
The 4-hydroxyquinoline derivatives with electron-with-
drawing groups at the 6-position, 2¢, 2d, and 2e, derived
from 1c, 1d, and 1e, respectively, were also generated
in high to excellent yields (entries 3—5). The meta- and
ortho-substituted substrates 1f and 1g were converted
into the corresponding products 2f and 2g in high yields

(19) The details about the experiment were described in the Support-
ing Information.
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Table 2. CO, Incorporation with C—C Bond Formation
through Intramolecular Rearrangement with Various
o-Alkynylaniline Derivatives

P R2 10 mol % AGNO; OH ,
» Z | co 1.0 equiv DB - ir\IR
= + y ——————> RIL
A NH, (0.1 MPa) DMSO, 60 °C A N0
24 h H
1 2
entry product yield® (%)
1 OH R'=H (2a) 97
2 Rl Ph R'=CH, (2b) 82
3 R'=F (2¢c) 98
4 H O R'=Cl (2d) 99
5 R'=CF,4 (2e) 90
OH
Ph 1
6 R1—/ | A R1=7-CH; (2f) 84
7 S N0 R'=8-CH; (29) 85
H
OH

AN
8 (2h) 99
NS0
(o

9 R2=H (2i) 75
Re=nBu  (2)) 69

OH
1 - RZ=2Py (k) 9
12 RZ=1Np  (2) 98
NSO

(0]
13 R2 = (2m) 91
Ph
OH & |
14 N R3=p-OMe (2n) 98
X X
15 R3 R®=p-NO, (20) 97
16 H 0 R3=m-CF; (2p) 92

“Tsolated yield.

despite the steric hindrance of the substituents (entries 6—7).
The highly conjugated aniline derivative 1h was also an
excellent substrate for this reaction, and the corresponding
three-ring fused compound 2h was produced quantitatively
(entry 8).

Substituents R? on the alkynyl terminal were examined
next. The substrate with terminal alkyne 1i was transformed
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into quinoline derivative 2i containing the trisubstituted
olefin in 75% yield (entry 9). An alkyl group on alkyne 1j
was subjected to the conditions to afford the correspond-
ing 3-alkyl-4-hydroxyquinoline 2j in 69% yield (entry 10).
Substrates with a 2-pyridyl group 1k and a 1-naphthyl
group 11 successfully afforded the corresponding products
2k and 2I, respectively, in excellent yields (entries 11 and 12).
The product having an enone structure 2m derived from the
corresponding ynone-substituted aniline 1m was formed in
satisfactory yield.

Substituent R effects were examined on the phenyl ring
attached to the alkyne terminus. An electron-donating
group at the para-position 1n afforded the corresponding
product 2n quantitatively. Substrates with electron-with-
drawing groups, e.g., nitro 1o or trifluoromethyl 1p, were
subjected to the reaction conditions to produce the quino-
line derivatives 20 and 2p, respectively.

In conclusion, we developed a conceptually new syn-
thetic method of 4-hydroxyquinolin-2-one derivatives,
which have been reported as biologically active com-
pounds for treatment of several diseases, from o-alkyny-
lanilines, DBU, silver catalyst, and atmospheric pressure
of carbon dioxide under mild reaction conditions. The key
step in the reaction mechanism is proposed as the generation
of the isocyanate and the enolate through C—O bond
cleavage and new C—C bond formation induced by depro-
tonation of the amide after formation of the benzoxazin-2-
one. The obtained quinoline derivatives were composed of
the starting o-alkynylaniline and carbon dioxide as revealed
by isotopic labeling experiments. Various substrates could
be subjected to the optimized reaction conditions and
smoothly transformed into the corresponding quinoline
derivatives in high yields. Further applications are currently
being investigated in our laboratory.

Note Added after ASAP Publication. Scheme 2 contained
an error in the version published ASAP on July 2, 2013;
the correct version reposted on July 9, 2013.

Supporting Information Available. Experimental proce-
dure and analytical data for new compounds. This mate-
rial is available free of charge via the Internet at http://
pubs.acs.org.
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