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WOVEL RING TRANSFORMATION OF A 4H-PYRIDO{1l,2-a)}PYRI{IIDINE IJTO
1

A 1,8-NAPHTHYRIDINE
Istvan Hermecz*, and Zoltan ilészdros

CHINOIN Pharmaceutical and Chemical Works, Research Centre,
H-1325 Budapest, Ujpest 1 P.0.Box 110, Hungary

aAbstract — Ethyl 4-oxo-6,7,3,9~tetrahydro-4ii-pyrido(l,2-a)py-
rimidine-3-carboxylates [fl/ can be converted into ethyl 4-oxo-
-1,4,5,6,7,8-hexahydro-1, 8-napithyridine-3-carboxylates 12/

under basic conditions.

Recently we have reported2 that 6-substituted 4H-pyrido{l,2-a)pyrimidin-4-ones
can be converted thermally into 7-substituted 1,4-diaydro-1,3-naphthyridin-4-
-ones. We now wish to report an other type of transformation of tetrahydro-4H-
-pyrido(l,2-a)pyrimidin-4-cnes f1l/ into hexahydro-l,8-naphtiyridin-4-cues [2/.

We found that the pyridopyrimidine /;p/l

fan oil} kept at ambient tewperature gradu-

py CO,Et
E— I ally - in a period of nalf a year - converts
COEt  ROSNSN . o .
H into 2b, a new napitiayridine derivative
fm.p. 189-190°C; EtOH/.
1 aj R = Me 2
B/ R = Et Similarly from the clear aqueous soliton

of the pyridopyrimidine Ilala, the white crystals of the naphthyraidine started to

precipitated after a few years f2a/ [m.p. 181-16200, EtCH, v __ /KBr/ beetwen

3140-3270 broad, 1710, 1640 cm %, Aax /EtOH/ 266 9200/, 327 [14300/, 337

f15200f and 357 nm [14100/; & lCDCl3:CF COOH 1:1/ 1,43 /&, 3H, 7-ilef, 1,49 [t, 3,

3
Mef, 1,77 [/m, 1lH, E—Haxl, 2,21 fm, 1H, G—Heq/, 2,92 [m, 21, 5-CH2/, 3,89 fn, LE,

7-d, J 4dz, 9,5 Hz, SHz{, 4,55 [y, 2H, O-CH,{ 7,60 fbr, W/,

6ea J6a7a J?a?—ue

7,89 (s, 1H, 2-H/]J.

The same transformation was accomplished in 2 hours in a yield of 60-%0 %, when
the pyridopyrimidine fla/ was heated in the presence of a sccondary amine [i.e.

pyrrolidine, piperidinef. This fact suggests, that the active 9-methylene group4
of the tetrahydro-4H-pyrido(l,2-a)pyrimidin-4-cnes {1/ plays an important role

in that type of ring transformation reaction. The naphtihyridine {2/ may be formed
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according to the ANRORC mechanism5 from pyridepyrimidine f1/ via the carbanion
form /3/. Bases with stronger nucleoPhilic‘cparacter fi.e. WHg, NHZOHI react?
with the 3-ester group of the pyridopyrimidines /1l/.

The ring transformation of the tetranydro-4l-pyridoe(l,2-a)pyrimidin-4-cnes may
provide a facile method for the preparation of the hexahydro-l,8-napitnyridin-4-
~ones,
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