SYNTHESIS OF TrIAZOLQ (43-b) PYRIQAZINES .
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Chemisiry depanment, Scence College, Oammam Gids Colleges Dammam, Box 838

Eight new

trizznla (4,3-8) pyridazine danvatives wera synthasized
by fusing 3-chloro-6-/..4 6-substilvted pyridazines with isonicotinic
acid hydrazide or by reaction of 3-hydrarino-S5<{bramopheayl)/(p-
toly)/phenyl}/4 6+5.6-diphenyl pyrdazine with carhan disulfide.

The structure of all obtained compounds was confimmed hy

microanalyses and spectral data.

Heterooyclic  compounds, pamicularly
thase with six or five-membered rings such
as pyndanzine and 1,2, 4- lriazele, have
cccupied the first place among vanous

classes of urg'anic compoeunds due to their

dvese biglogica! .symm.s‘. -

Fuysian ol the pyndazine and trazgle
nucleus is of great irmponance in biological
activity particularty concerning usefuiness
&s hypotensive agenlsz.

This paper describes wo methods of
synthesis of tnazofo (4,3-b) pyrdcazine
cenvauves.

On fusign of 3-chloro- [{4,6-diphenyl / 6-
(g-bromophenyl) 7 &- (p-tolyl) / 5.6-dipheny!
€ng G-phenyl)] pyridazine 1, respectvely,

nich.werp pregared acceicing 10820 and
Sater 1979 with  isonicctine  acid
hydrazide the corresooncing tnazolo- (4,3.

°! Cyridazine denvatives 3 were obtained.

The structure of these preducts ‘was

ccalimed from their spectral data (see
lable 2}, ir spectra of them raveaied lhe
absence of ¥ (C=0) and ¥ (NH, NH2jandy
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(C=N} stretching frequency appears at
1600-1640 em-1. The 'Hnmr spectra of
the products showed only multiple signals
a1t 7.7-8.6 ppm which belong to Ihe
aromatic pratons {compund 3c showed
’rnura singla at 22pom belong ; CH3
protons), alsa 13C nmr spectra of Je
showed signals at C2165.88, Cb 151,161,
Cc 14864, Cdi4212, Ce 13325, CI
131.24, Cg 128.58 Ch 127,68, Ci 123. 70,

Cf 123.07.
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Gn tha cther hand when the compound 2
was allowsd to mact with carbon disulfide
and aleoholic potassium hydroxids, a cyclic
product, namely G-arykinazolo {4.3-D)
pyridazine-3-thiane 4 was obuzined, via the
cycuzaton of 1ihe intermediate 5 upan

nheating.

The ir and 1H nmr spectra of 4 are In
agreemant with the proposed  structure
(see tabie 2). The TH nmc of these
compounds showed only multiple signal at
§.7.5-8.7 ppm which belang the aromasic
protons (except 4¢ showad more single at
§ 2.2 ppm belong to CHy protons. The ¥
(NH) stretching ‘trequency Appears in the ir
Spearum at 3340cm™! and f {C=S) at
1240-1280cm. :

The microanalyses of_pmduus Jandd

were In satisfactory agreement (see table

1).

Teble 1 : Analytical end Physical Data of the Products:

Comp. R R A Mol. Fommula  Yield M.p. Solvent Microanalysis
No. Mal, Weight % of Cryst. G H N
2 H H Pn CzzHisNs &8 5310 Ethanol 7563 433 2008
349.4 7557 428 20.01
s ar H M CigHigSiNg cq 5310 DMF 5457 285 19.88
: ; 3522 5470 28 1993
2 CH3. H W CyzHyaNs. 28 203- ESmanek ©  TLOF 455 A
287.3 s 7082 450 2430
ad H Fh H CzzHisNg CE w5 DMF . 7563 433 2004
3404 7554 425 2000
e H H H CigH{1N5 5 g0 DMF 7032 438 2583
27 7032 404 2554
b Br H H CyiHyhaS2r 57 270 | Metano) 43,01 230 1824
072 ' . 4185 225 1821
= CHy H H CyzH1gMN4S £3 253 Memanol 53.43 496 2392
2422 Coe 5953 440 232
== H H H CyiHgN4S 73 255 Methanol 5788 353 244
' 2283 57.80 350 24.43
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Table 2 . Spectral Dara of Compounas 3 & &

Comp. IR (KB} HNMA  (DMSO/TMS)
No. viem) § (pom)
32 st.C-H(3100),C=N{1E00-1640) 8.am. 11H arom) -
3b  sm.C-H({3050).C=N({1€00} g28.2 (m, 15H arom.)
3¢ st.C-H(3050),C=N{1600) 22 (5.CHa), 7.5-8.0 (m, 10K zrom)
2d  str.C-H(3090),C=N{1500-1640) 808.6 (m, 15H arom}
3e sp.C-H{3030),C=N(1600) 7.78.0 (m, 10H arom)
4b  sw.C-H(3070) 8.08.6 (6H, arom)
sr.N-H  {3150)
C=N{1520-1610)
2¢  s.C-H(3050).N-H(3120) 2.25.CH,).8.0. {m, EH 2rom)
C=N{1600) ‘
22 sir.C-H(3090) NH(3150Y T334 (m, 7H zrem)
Ce=NI1600-1620) 2

r ]

Antimicrobial activity Experimental:

The purified compounds 3 and 4 were All meting points were recorded on an

electrothermat melting poin! apparatus and
are uncomected. 'H nmr specrra were
recorded on EM-33030 NM  NMR

screened for amtimicrotial aciviy 'usi'ng
cup-place method?. The compounds were
tesied against a varlé‘ry. of bacweria and
Tungi; Stapnyicecreus, Psevdomonas spectrometer, infrated specma  (KBr) cn
Eschenchia Cofl. Eaciius Eeckfnan IR 4240,

2-Pyridyl-6-/4,6-/5.6-subsntuted-1fazalo
/

2erogenes.
subtillis, Aspergilius niger, Penicilium =p
(4.3:b) pyridazines. (Ja-el.

end Micrcteeos §n.

Frarn the expenmentat caa. t was A: mixture of 3-chlcro-subshituted
cbserved thal all ecmpounds showed pood pyridazine (1a-g) (0.01 mel) isonicatinic
activity (inhibition Jone 12-25-mm), excect acd hydrazide (0.01 mof} was heated in an
b and 3¢ were less aclive =gainsm oil-bath for 3h, at 170-180%c. Afterwards,
Fseudomonas  gerogenes and Eacillus the produs 3a-e were recrysialized from
sutlli  sublilis. also 3a was 1285 acive proper solents,
egainst Psevdomonas aerogenes. 6-Substituted-trazolo (4,3-b} pyridazine-3-

« thiones,
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1) To a solution of 3-chioro-substituted-
pyrdazing -{w.c.e} (0.01 mol) in ghsolute
gthane! (30ml) hydrazine hydrale {0.0%
mol) was added. The reaction mixture was
refluxed tar 4h, The praducls (2b.c.8)
obiaired were necrystaliized from proper
salvents.

2} 3ml of CS7 was added dropwise to a
solution of powssium hydroxide {0.012
mpol) in absolyte ethanol (100 mi) and {0.C%
ef of (22w with Wi T mom
temperare.  After the addition was
complete, the mixiure was heated in an cil-
bath at 120°C lor 6h. with continuous
string. Precipitats filtered. dissolved in
waier and acidiied with HCi then liltered,
washed with water and recrysizliized fem

preaer solvent.
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