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- ABSTRACT



It is well-documented that phthalazines and more precisely
triazolophthalazines possess broad spectrum of biological interest
especially  antihypertensive, antidancer, antimicrobial ~ and anti-
inflammatory activities.

Based on the above-mentioned information, different series of
compounds were synthesized in this thesis containing various heterocyclic
moieties joined or fused to phthalazine or triazolophthalazine ring systems
to be screened for their antihypertensive, anticancer, anti;inﬂammatory and
for antimicrobial activities. The present thesis comprises the following
chapters.

Introduction:

It constitutes a concised survey on the recent researches on
biologically active phthalazines as antihyperténsive, anticancer,
antimicrobial, antiviral, anti-inflammatory, analgesic, antidiabetic,
antihistaminic, anticonvulsant agents and many others.

Research objectives: |

It deals with the rationale upon which the synthesized compounds

have been designed.

Results and Discussion:

This chapter includes a discussion of the theoretical basic concepts
for the already reported acceptable methods for the. synthesis of the
designed compounds, referring to the available knowledge in the literature.
This necessitated a survey of the reported methods utilized for the
preparation of compounds of comparable structures.. This chapter is
subdivided into five parts:

Part I: It describes preparation of the key intermediate 3-methyl-
1;2,4—triazo10[3,4-a]phtha1azin-6(5H)-one and its reaction with 1,3-diaryl-
pyrazble-4-carbaldehy'des, 4-substituted benzaldehydes and arylglyoxal




2.

yielding the corresponding 3-[2-(1,3-diaryl-1H-pyrazol-4-yl)ethenyl]-, 3-
(4-substituted styryl)- and 3-(3-aryl-3-oxopropenyl)-1,2,4-triazolo[3,4-a]-
phthalazin-6(5H)-ones, respectively. The latter compounds were subjected
to cyclization using hydrazine hydrate, substituted hydrazines,
malononitrile/ammonium acetate, hydroxylamine and substituted thiosemi-
carbazides into the corresponding pyrazolinyl-, pyrazolyl-, cyanopyridyl-,
oxazolyltriazolophthalazinones and substituted pyrazoloimidazotriazolo-
phthalazinones, respectively. However, the 'prepared chalcones were
allowed to react with thioglycolic acid to give 2-(4-substituted aroyl)-1-(6-
0x0-3,6-dihydro-1,2,4-triazolo[3,4-a]phthalazin-3-yl)ethylthioacetic acids.

Part II: It discusses reaction of 4-hydrazino-1(2H)-phthalazinone
with N-benzoyl o- and f-amino acids to yield the corresponding N-[1-(6-
0x0-3,6-dihydro-1,2,4-triazolo[3,4-a]phthalazin-3-yl)alkyl or aralkyl]benz-
amides or N-[l-aryl-2-(6-0x0-5,6-dihydro-1,2,4-triazolo[3,4-a]phthalazin-
3-yhethyl]lbenzamides, respectively. The former compounds were
deprotected with concentrated hydrochloric acid to yield the corresponding
3-aminoalkyl-1,2,4-triazolophthalazinones. These were reacted again with
- N-benzoyl a- and B-amino acids affording N-{1-[1-(6-0x0-5,6-dihydro-
1,2,4-triazolo[3,4-a]phthalazin-3-yl)alkylcarbamoyl]alkyl or aralkyl}benz-
amides and N-{2-[1-(6-0x0-5,6-dihydro-1,2,4-triazolo[3,4-a]phthalazin-3-
yDalkylcarbamoy!]-1-phenethyl }benzamides.

Part III: It describes synthesis of 2-(6-oxo-5,6-dihydro-1,2,4-
triazolo[3,4-a]phthalazin-3-yl)acetonitrile and its reaction with aromatic
aldehydes, aryl diazonium acetates, ethyl acetoacetate and thioglycolic acid
affording 2-arylidene-, 2-(afylhydrazono)-Z-(6-0xo-5,6-dihydr0triazolo-
phthalazin-3-yl)acetonitriles, 4,11-dioxo-2-methyl-11,12-dihydropyrido-
triazolophthalazine-1-carbonitrile and 3-(4-oxothiazolidin-2-ylidene)meth-

yltriazolophthalazinone, respectively. The latter was reacted with aromatic




