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The Reaction of Epibromohydrin with Hydroxyquinazolin-2-(1 H)one
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Epibromohydrin was found to react with 7-hydroxy-2-methylpyrrolo[1,2-¢ Jquinazolin-5(6H)-
one (4) in the presence of sodium hydroxide to form the novel oxazine 6. The structure of

compound 5 was proven by cmr and pmr analysis.

J. Heterocyclic Chem., 16, 623 (1979).
Sir:

In conjunction with other studies in our laboratories,
we wished to prepare the 7-epoxypropyl derivative of
7-hydroxy-2-methylpyrrolo[ 1,2 ]quinazoline-5(6H)one
(4) using the method frequently employed for the con-
densation of a phenol with epibromohydrin (1). The
synthesis of 4 from 2-amino-3-hydroxyacetophenone (1)
(2) is outlined below.
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When 4 was reacted with epibromohydrin in the
presence of sodium hydroxide, we did not obtain
the anticipated epoxypropyl derivative, but isolated
instead, a single unknown product (m.p. 198-200°) with
an M* of 270, indicating the addition of a C3 H4 O moiety
(3). In the pmr spectrum (DMSO<d¢) the proton on the
lactam nitrogen in 4 had disappeared, and was replaced in
the product by a mobile proton at § 5.2 (t, ] = 6 Hz),
coupled to an apparent methylene group at 6 3.4. The
coupling between the mobile proton and these two
protons could be eliminated by treatment with deuterium
oxide supporting the presence of a primary alcohol. The
spectrum of the new product also contained three
additional protons not found in 4. These data led us to
propose that an oxazine ring had been formed in the
reaction and either 5 or 6 appeared to be possible
structures for the reaction product.

We assigned the structure of the new product by
analysis of the pmr and cmr spectra of the oxazine ring
and by use of heteronuclear decoupling experiments (see
Table). Two off-resonance decoupled cmr spectra were
obtained with the proton decoupler positioned at different
off-set values. Since the observed residual !'H.'3C
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coupling constants vary with respect to the posilion
of the single-frequency proton decoupler, we were able
to unequivocally assign the appropriate resonances to
both carbons and protons (4).

Assignment of protons and corbons on the oxazine ring in

Compound 5

Pmr {0) Apparent Cmr
Chemical Coupling Chemicol
Proton(s) Shift in Ppm  Constants in Hz Carbon Shift in Ppm Multiplicity
Hg H 3.4 U gom =10.8 I 57.43 t
Jab . =5
vie
' -
Ja'b . =10
Hb ~4,7 width ot half- 2 51.20 d
height ~i5
He 4.1 Jgem=12.5
Jbe =25
vie
3 63.05 t
Hy [%4 Jgom =12.5
Jbd =1

i

(0) Spectra obtoined on o Varian T60A and a Bruker HX-270,

The carbon resonating at 57.43 was coupled to H, and
H,'. In the pmr spectrum, H, and H," were coupled to
the only mobile proton. This evidence conclusively

identified this carbon as that of the primary alcohol on
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624 Communication
the oxazine ring (carbon 1). Of the remaining two carbons
on the new ring, it is apparent from the chemical shift
of the (51.20), that this carbon
is bound to nitrogen. The methylene carbon 3 resonating

methine carbon 2
at 63.05 is clearly bound to oxygen. The chemical shifts
of these two carbons support the assignment of structure
5 rather than the isomeric structure 6.

We were also able to react compound 3 with epibromo-
hydrin in the presence of sodium hydroxide to form the
oxazine 7 (Crallip Ny Oz, mop. 220-222°) (5).  We
believe that the mechanism for formation of these products
involves intramolecular attack of the lactam nitrogen
on the oxirane ring of an initially formed epoxypropoxy-
quinazolone intermediate.
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