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A new route for the synthesis of 5,6-dihydropyridin-2(1H)-ones, 2-pyridones and
(4-hydroxy-2-oxopiperid-3-yl)pyridinium chlorides by intramolecular cyclization of

N-3-oxoalkylchloroacetamide derivatives
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The intramolecular cyclization of triphenylphosphonium and pyridinium derivatives of N-3-oxoalkylchloroacetamides leads to
5,6-dihydropyridin-2(1H)-ones, 2-pyridones and (4-hydroxy-2-oxopiperid-3-yl)pyridinium chlorides.

We have recently reported® on the intramolecular cyclization
of N-3-oxoalkylphenylacetamides into 5,6-dihydropyridin-2-ones
under the influence of bases. The presence of active hydrogen
at the -carbamoyl position is a necessary condition for the
reaction to proceed. The N-3-oxoalkylamides are very promising
precursors for the synthesis of pyridine derivatives, due to both
the wide range of preparative synthetic methods® ® available
and the convenience of these methods. Increasing -carbamoyl
position acidity can be achieved either by transformation of
the -carbamoyl group into a -thiocarbamoyl group,” or by
placing an electron-attracting group in that position, e.g.
pyridinium or triphenylphosphonium cations.

In order to investigate the synthesis of 5,6-dihydropyridin-
2(1H)-ones and 2-pyridones based on N-3-oxoalkylchloroacet-
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amides we have prepared the appropriate 1-(3-oxoalkylcarba-
moylmethyl)pyridinium and -(triphenyl)phosphonium chlorides.
Reactions of pyridinium ylides leading to formation of a
variety of heterocyclic compounds are well known.8*? Most of
the pyridinium ylide heterocyclizations investigated proceed via
an intermolecular Michael addition followed by cyclization of
the intermediate into a heterocycle. The intramolecular
cyclization of pyridinium ylides is also known,** but its
application for the synthesis of heterocycles is not widespread.
We have obtained 1-(3-oxoalkylcarbamoylmethyl)pyridinium
chlorides 2a-d' by interaction of N-3-oxoalkylchloroacet-
amides la-d with pyridine. Compounds 2a-c¢ with triethyl-
amine in DMF at room temperature give 1-(4-hydroxy-
2-oxopiperid-3-yl)pyridinium chlorides 4a-c' in high yields.
Heating of both N-3-oxoalkylchloroacetamides 1c,d in a
mixture of pyridine with DMF and compounds 2c,d with
triethylamine in methanol leads to 2-pyridones 8c,d.% By contrast,
1-(1-methyl-3-oxobutylcarbamoylmethyl)pyridinium chloride 2b
under the same conditions does not form the corresponding
4,6-dimethyl-2-pyridone, but (4-hydroxy-4,6-dimethyl-2-oxo-
piperid-3-yl)pyridinium chloride 4b does (Scheme 1).
Apparently, the mechanism of transformation of 2a- ¢ into
4a- ¢ involves the formation of the corresponding pyridinium
ylides 3a-c (Scheme 1). The degree of conversion of 2a-d
depends on both electronic and structural factors. Transformation
of 2 into 8 will be promoted by increasing both the effective

! 1-(3-Oxoalkylcarbamoylmethyl)pyridinium chlorides 2a- d: a solution
of 2 mmol of N-3-oxoalkylchloroacetamide 1 in 3 ml of pyridine was
allowed to stand at room temperature for 24 h and then the reaction
mixture was diluted with 10 ml of diethyl ether. The resulting precipitate
was filtered off and washed with an additional 5 ml of dry diethyl ether
to give 88-9 6% of 2a- d.

'H NMR data for compounds 2a- ¢ (200 MHz, CD,0D, TMS, 6):

2a: 9.64 (s, 1H, NH), 8.12-8.92 (m, 5H, Py), 5.40 (s, 2H, CH,P y),
3.01 (s, 2H, OC- CH,), 2.10 (s, 3H, CH4C 0), 1.40 (s, 6H, CH4-C - CH,).

2b: 9.44 (s, 1H, NH), 9.03-9.21 (m, 5H, Py), 5.59 (s, 2H, CH,-Py),
4.12-4 .31 (m, 1H, CH;-C H,-N H), 3.46 (A of ABX, 1H, CH,H-CO,
2),s 16.8Hz, 3Jgy 6.8Hz), 3.25 (B of ABX, 1H, CH,Hg-CO,
2J,5 16.8Hz, %J,, 6.8Hz), 2.10 (s, 3H, CH,-CO), 1.16 (d, 3H,
CH4C H,-NH, 3] 6.6 Hz).

2c: 9.97 (s, 1H, NH), 7.96-8.90 (m, 5H, Py), 7.24-7.61 (m, 10H,
2Ph), 5.56 (X of ABX, 1H, Ph- CH,- NH), 5.49 (s, 2H, CH,-P y), 3.74
(A of ABX, 1H, CHAHg-C O, 2,5 17.4 Hz, )5y 8.1 Hz), 3.56 (B of
ABX, 1H, CHAHg-C O, %J,5 17.4 Hz, 31,4 5.8 H2).
' 1-(4-Hydroxy-2-oxopiperid-3-yl)pyridinium chlorides 4a-c: 4 mmol
of 1-(3-oxoalkylcarbamoylmethyl)pyridinium chloride 2 was dissolved
in the minimum amount of DMF (3-4 ml) and treated with 0.05 ml of
triethylamine at 0- 5 °C. The resulting mixture was allowed to stand at
room temperature for 48 h. The resulting precipitate was separated and
washed with dry diethyl ether (5 ml) to give 88-9 0% of 4a- c.

'H NMR data for compounds 4a,b (200 MHz, CD,0D, TMS, 8):

4a: 8.139.00 (m, 5H, Py), 5.89 (s, 1H, 3-CH), 1.29 [s, 3H, 6-(CH,),],
1.54 (s, 3H, 4-CH3), 2.18 (s, 2H, 5-CH,), 1.13 [s, 3H, 6-(CH,),].

4b: 9.18-10.00 (m, 5H, Py), 5.90 (s, 1H, CH-P y), 3.92-4 .03 (m, 1H,
CH4-C H,-NH) , 2.21 (A of ABX, 1H, CHoHg-C H,-C Hy, 25 14.3 Hz,
3Jax 4.5 Hz), 1.99 (B of ABX, 1H, CHAHg-C H,-C H,, 2J,5 14.3 Hz,
3Jax 11.2 Hz), 1.33 (d, 3H, CHyC H,-NH, J 7.3 Hz), 1.20 (s, 3H,
CH,- C-OH).



Mendeleev Commun., 1998, 8(1), 12-13

Me Me
A
1a 2PN % EtONa

Me )J\/Eph cl Me—7 N~ o

NV 3 Me N

€ H
% 10a
Scheme 2

volume of the R! substituent, which decreases 4-hydroxy-
2-piperidone stability, and the acidity of the Cq position which
eases isomerisation of dihydropyridin-2(1H)-ones 5,6 into
intermediate 7. The elimination of pyridinium hydrochloride
from pyridinium salts such as intermediate 7 has already been
described 1?14

5,6-Dihydropyridin-2(1H)-ones are widely employed in the
synthesis of alkaloids and aza sugars and possess significant
biological activity.>* 8 However, there are some restrictions on
their synthesis such as inaccessibility of the starting reagents,
low applicability of the preparation methods and difficult
reaction conditions.>*61%20 Therefore, it may be interesting to
develop new, flexible methods which allow 5,6-dihydro-
pyridin-2(1H)-ones to be obtained under mild conditions. We
have studied the possibility of synthesising 5,6-dihydropyridin-
2(1H)-ones by means of an intramolecular Wittig reaction
based on N-3-oxoalkylchloroacetamides.

Cyclization of 1,1-dimethyl-3-oxobutylcarbamoylmethyl(tri-
phenyl)phosphonium chloride 9a' by treatment with sodium
ethylate at room temperature leads to 5,6-dihydro-4,6,6-tri-
methylpyridin-2(1H)-one 10a" in 90% yield (Scheme 2).

Thus, we have shown that 5,6-dihydropyridin-2(1H)-ones,
2-pyridones and (4-hydroxy-2-oxopiperid-3-yl)pyridinium chlorides
can be obtained by cyclization of the pyridinium and triphenyl-
phosphonium derivatives of available N-3-oxoalkylchloroacet-
amides.

This work was performed with financial support from the
Russian Foundation for Basic Research (grant no. 97-03-33119a).

§ 4,6-Diphenylpyridin-2(1H)-one 8c and 4,5,6,7-tetrahydro-8-phenyl-
2-isoquinolone 8d:

Method A. 4 mmol of N-3-oxoalkylchloroacetamide 1 was dissolved
in a mixture of 0.5 ml pyridine with 0.5 ml DMF and refluxed for 3 h.
After the reaction time had elapsed, the resulting mixture was poured
into 30 ml of water. The resulting precipitate was filtered off, washed
with an additional portion of water and dried in vacuo to give 42% of 8c
and 24% of 8d.

Method B. To a solution of 4 mmol of 1-(3-oxoalkylcarbamoyl-
methyl)pyridinium chloride 2 in 3 ml of methanol was added 0.15 ml of
triethylamine. The resulting mixture was refluxed for 1 h. Methanol was
removed under reduced pressure and the residue was washed with water,
filtered off and dried in vacuo to give 79% of 8c and 58% of 8d.

1H NMR data for compounds 8c,d (200 MHz, [2H]DMSO, TMS, 6):

8c: 7.28-7.80 (m, 10H, 2Ph), 6.84 (d, 1H, 3-CH, “J,; 1.6 Hz), 6.50
(d, 1H, 5-CH, “J,; 1.6 Hz).

8d: 7.41-7.45 (m, 5H, Ph), 6.13 (s, 1H, 3-CH), 2.65 (m, 2H, 7-CH,),
1.57-1. 65 (m, 4H, 5-CH, and 6-CH,), 2.31 (m, 2H, 4-CH,).

Mp 8c 211- 212 °C, in agreement with the literature.?*

1 1,1-Dimethyl-3-oxobutylcarbamoyl methyl (triphenyl) phosphonium
chloride 9a: N-(1,1-dimethyl-3-oxobutyl)chloroacetamide la (3.21 g,
16.7 mmol) and triphenylphosphine (4.84 g, 18.4 mmol) in dry dioxane
(20 ml) were refluxed for 16 h. The resulting mixture was cooled and the
resulting precipitate was filtered off, dried in vacuo and recrystallized
from benzene- ethanol (5:1) to give 7.60 g (65%) of 9a.

'H NMR (200 MHz, CDCl,, TMS,) 6: 9.68 (s, 1H, NH), 7.67-7.91
(m, 15H, 3Ph), 1.28 (s, 6H, CH;-C- CHj), 5.07 (d, 2H, CH,- *PPh,,
2)p 14.4 Hz), 2.79 (s, 2H, OC-CH ,), 2.04 (s, 3H, CH,-C O).

—-13-

References

1 A.S.Fyssiuk, M.A.Vorontsova and R.S. Sagitullin, Mendeleev
Commun., 1993, 249.

2 |. D. Gridnev, A. V. Shastin and E. B. Balenkova, Tetrahedron, 1991,
47, 5577.

3 M. Lora-Tamayo, R.Madrofien, G.G. Mufioz and H. Leipprand,
Chem. Ber., 1964, 97, 2234.

4 K. Ikeda, Y. Terao and M. Sekiya, Chem. Pharm. Bull., 1981, 29, 1156.

R. Schmidt, Angew. Chem., 1965, 77, 218.

A. D. Synitsa, B. S. Drach and A. A. Kyslenko, Zh. Org. Khim., 1973,

9, 685 [J. Org. Chem. USSR (Engl. Transl.), 1973, 9, 706].

7 A.S.Fissyuk, M. A.Vorontsova and D. V. Temnikov, Tetrahedron
Lett., 1996, 37, 5203.

8 F. Krohnke, Synthesis, 1976, 1, 3.

9 V.P. Litvinov, Zh. Org. Khim., 1995, 31, 1441 (Russ. J. Org. Chem.,
1995, 31, 1301).

10 L.A. Summers, Advances in Heterocyclic Chemistry, ed. A. R. Katritzky,
Academic Press, New York, 1984, vol. 35, p. 281.

11 R. K. Bausal and J. K. Jain, Synthesis, 1986, 10, 840.

12 A. M. Shestopalov, Yu. A. Sharanin and V. P. Litvinov, Khim. Geterotsikl.
Soedin., 1990, 363 [Chem. Heterocycl. Compd. (Engl. Transl.), 1990,
26, 311].

13 K. Gewald, H. Muller, D. Lohman, G. Laban and P. Bellmann, German
Patent 287030 (Chem. Abstr., 1991, 115, 29136).

14 J. Thesing and A. Muller, Chem. Ber., 1957, 90, 711.

15 P. M. Boll, J. Hansen and O. Simonsen, Tetrahedron, 1984, 40, 171.

16 T. Fujii, H.Kogen, Sh. Yoshifuji and K.lga, Chem. Pharm. Bull.,
1979, 27, 1847.

17 L. Micouin, A. Diez, D. Lipez and M. Rubiralta, Tetrahedron Lett.,
1995, 36, 1693.

18 H.-J. Altenbach and K. Himmeldirk, Tetrahedron: Asymmetry, 1995, 6,
1077.

19 M. Ch. Marson, U. Grabowska, A. Fallah, T.Walsgrove, D.S.
Eggleston and P. W. Baures, J. Org. Chem., 1994, 59, 291.

20 M. Schamma and R. D. Rosenstock, J. Org. Chem., 1961, 26, 718.

21 T. Akiyama, N. Urasato, T.Imagava and M. Kawanisi, Bull. Chem.
Soc. Jpn., 1976, 49, 1105.

22 H. K. Hall, Jr., J. Am. Chem. Soc., 1957, 79, 5444.

Received: Moscow, 23rd September 1997
Cambridge, 15th December 1997; Com. 7/07577D

" 5,6-Dihydro-4,6,6-trimethylpyridin-2(1H)-one 10a: Compound 9a
(1.400 g, 3.2 mmol) was dissolved in absolute ethanol (20 ml). To this
solution was added, dropwise and with stirring over 5min at room
temperature, a solution of sodium ethylate which was first prepared by
dissolving 0.074 g of sodium in absolute ethanol (5 ml). The reaction
mixture was stirred for 1 h and filtered from the precipitated NaCl. The
filtrate was evaporated and the residue was treated with 10 ml of
pentane- ether (1:1) and filtered again. The pentane- ether filtrate was
evaporated and from the resulting residue after column chromotography
(SiO,, CHCI3-A cOEt 3:1) 0.125 g (90% yield) of 5,6-dihydro-4,6,6-tri-
methylpyridin-2(1H)-one 10a was obtained.

'H'NMR (200 MHz, CDCl,, TMS) 6: 6.33 (s, 1H, NH), 5.72 (m, 1H,
3-CH), 2.23 (s, 2H, 5-CH,), 1.91 (s, 3H, 4-CH3), 1.28 [s, 6H, 2(6-CHj)].

Mp 10a 117- 118 °C, in agreement with the literature.?




