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Summary:2-{3-Aryl-2-pyrazoline-5-yI )-4H-benzoxazin-4-ones 1 react easily with
amines in ethanol or glacial acetic acid to furnish the corresponding anilide
or quinazolone derivatives. Acetylation, benzoylation and nitrosation of
led to the formation of N-acetyl, N-benzoyl and N-nitroso derivatives. Other
transformations of I were also investigated.

Some pyrazolines have many demons-
trated medicinal applications as anaes-
thetics [1], anthelmentics [2] and in-
flammation reducing agents [3].

We have investigated the reaction
of 2-(3-aryl-2-pyrazoline-5-yl)-4H-
benzoxazin-4-ones (la and b) with
primary amines in boiling ethanol to
furnish the corresponding anilide deri-
vatives Ila-1 via opening of the ben-
zoxazine ring.

Alternatively, when the reaction
takes place in boiling glacial acetic

acid [4], the corresponding acetyl
quinazolone derivatives Ic-1 were
generated. Compounds Ic,e.g and ]

were obtained via ring closure of 1la,
d,g and j, followed by acetylation of
the intermediates.

Acetylation and/or benzoylation of
la and b using acetyl and/or benzoyl
chloride,
and/or N-benzoyl derivatives Im-p.
Compounds IIm and n can also be
obtained via acetylation of la and b
using acetic acid/sodium acetate
mixture.

Nitrosation of Ia and b using sodium
nitrite and concentrated HC] led to
the formation of the N-nitroso deriva-
tives Iq and r.

gave rise to the N-acetyl

It is known that cyanoethylation of
pyrazolines is not unusual [5]. When
Ia and b were treated with secondary
amines such as morpholine or piperi-
dine in the presence of formaldehyde
under Mannich conditions, the corres-
ponding Manpich bases Is-u were
obtained.

Bromination of la and b using a
solution of bromine in chloroform gave
rise to the 4-bromo derivative Illa and
b [6], respectively.

Compounds la and b could also be
converted to the corresponding benzo-
thiazine thienes IVa and b by treat-
ment with PZS5 in dry xylene [7].

Experimental

The infrared absorption spectra were
determined with a Unicam SP 1200
Spectrophotometer using the KBr Wafer
technique and the values are listed
with other physical data in Table 1.
The NMR spectra were obtained by
using a Varian A - 90 Spectrophoto-
meter and are given in Table 2. All
melting points are not corrected.

Reaction of Ia and b with amines. For-
mation of Ila-1 and Ilc~1

Compound Ila or Ib (0.01 mole), a
primary amine {methylamine, ethyl-
amine, butylamine, p-toluidine, p-ani-
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Table-2: The N.M.R. Spectra of some new compounds

Compound Solvent 8 values Group
Ic (CD3)2CO 7.10 - 7.5 7 aromatic hydrogens.
6.90 1 H of - CH - in pyrazoline ring
2.90 3Hof - N-CH
2.60 3Hof - CO - Qﬁ
2.45 2 Hof - CH_ - ih pyrazoline ring.
2.30 3 H of - CH, in phenyl group.
In DMS O 7.00 - 7.70 8 aromatic Rydrogen
6.75 1 Hof - CH - in pyrazolin ring
2.65 3Hof - CO-CH
2.45 2 H of - CH, - in pyraoline ring
Is (CD3)ZCO 7.2% - 7,80 7 aromatic gydrogens
6.60 1 Hof - CH - in pyrazoline ring
3.20 , 2.70 8 Hof 4 - CH, - in morpholine
2.45 2 Hof -N- Eﬂ - .
2.40 3 Hof ~ CH, in"phenyl group.
Ild BMSO 7.25 - 7.70 8 aromatic %ydrogens
6.75 1 Hof - CH - in pyrazoline ring
3.45 1 Hof - NH -~ in pyrazoline ring
3.40 ¢ Hof 2 -C0-NH -
2,75 3Hof - NH - CH
2.50 1 Hof - NH - in"pyrazoline ring
Illa C0613 7.60-7.95 7 aromatic hydrogen
7.15 1Hof - CH - Br
6.90 L Hof - CH - in pyrazoline ring
2.35 3"H of - CH, in phenyl group
IVb DMSO 6.90 - 7.55 8 aromatic hydrogens
6.80 L Hof - CH - in pyrazoline ring
3.30 1 Hof - NH - in pyrazoline ring
2.55

2 Hof - Cﬂf - ¥n pyrazoline ring.

sidine or bénzylamine) (0.01 mole), .

and ethanol or acetic acid 20 ml, were
refluxed for 4 hours. The solid
product obtained after evaporation of
most of the solvent was recrystallized
to give the corresponding anilide deri-
vatives Ila-1 or the quinazolone deri-
vatives Ic-1 respectively.

Ring closure of IIa, d,g and j. Forma-
tion of Ie,e,f and j

A solution of 5 g of Ila, d,g or j,
in 10 ml of glacial acetic acid and 10
ml acetic anhydride was refluxed for

4 hours. The reaction mixture was
poured into water and left overnight.
The solid product formed was recrys-
tallized to give Ic,e,f and j respec-
tively.

Acetylation or benzoylation of Ia and
b. Formation of Im-p

A solution of Ia and b (0.01 mole)
in 20 ml acetyl or benzoyl chloride
was refluxed for 2 hours on a water
bath. The reaction mixture was poured
into ice, and the solid product obtained
was washed several times with boiling
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water and recrystallized to give the
N-acetyl or N-benzoyl derivative Im-p.

Alternative preparation of Im

A mixture of Ia (0.01 mole), sodiutm
acetate and 15 ml of glacial acetic acid
was refluxed for 4 hours: then the
reaction mixture was cooled and poured
into ice. The solid product separated
was filtered, washed with water seve-
ral times, dried and then recrystallized
from acetic acid to give Im.

Nitrosation of Ia and b. Formation of
Ig and r

A solution of [a and b (0.01 mole)
in hydrochloric acid 10 ml was heated
with a solution of sodium nitrite (0.03
mole) in water 3 ml. The reaction mix-
ture was heated on a water bath for
one hour, the solution was then poured
into ice and the solid separated was
recrystallized from ethanol to give the
corresponding N-nitroso derivative Iq
and r respectively.

Reaction of Ia and b with secondary
amines. Formation of Is-u

A mixture of Ia and b (0.01 mole),
formaldehyde (0.02 mole) and amine
namely, morpholine or piperidine
(0.012 mole) in 20% HC1 was dissolved
in 30 ml ethanol. The reaction mixture
was heated under reflux on a steam
bath for 6 hours and left to stand
overnight, diluted the solution with
water, dilute NaOH was added till the
solution become alkaline, extracted
with ether, then acidified with acetic
acid, diluted with water, and the
precipitated solid was filtered off,
dried and recrystallized to give the
corresponding Mannich base Is-u.

Bromination of Ia and b. Formation of
Illa and b

A solution of Ia and b (0.01 mole)
in CHC]3 (20 ml) was treated with a

E.A, SOLIMAN et al.,

solution of bromine

CHCl3 (20 ml).

obtained after evaportion of CHCI
I1la

(0.03 mole) in
The solid product
3 was
recrystallized and b

respectively.

to give

Reaction of Ia and b with P,S,. Forma-
tion of IVa and b

A mixture of Ia and b (0.01 mole),
PZSS (0.02 mole) and dry xylene (20

ml) was refluxed for 8 hours. The
solid product obtained after hot filte-
ration and cooling of the filtrerate was
recrystallized to give the thione deri-
vatives [Va and b respectively.
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