SYNTHESIS OF TIIAZOLQ (43h) PYRIQAZINES .
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Eight new  triarnla (4,3-h) pyndatne danvaives wers synthosized

by tusing 3-chloro-6-/..4,6-substitied pyridazines with iscnicatinic m
acid hydrzide or by racton of 3-hydrazino-S-{bromopheayli}/(p- P
toly)/phenyl}/4 6-S.6-diphenyl pyndazine with carbon disulfide. f
The structure aof all obtalned compounds was corfimed by D
microanalyses and spectra data

{C=N) stretching frequency appears at
1600-1640 cm-l. The 'Hnmr specwa of

Heterooyclic  compounds,  pamicularly

those with cix or five-membered rings such

as pyndanzine and 1.2, 4- trarole, have
cecupied the ficst place among vanous

classes of organic compounds due to their

Svemse biglegica) systams’. -

the products showed only multiple signzls
al 7.7-8.6 ppm which be'ong to (he
aromatic protons {compund 3¢ showed

L]
more singla at 22 pom belong . CH3

protons), alsa 13C nmr speara of Je

showed signals at Ca165.88, Cb 151,161,

Fusion aof the pyrndasine and trazgle

nucleus is of great irnponance in biological

2ctvity particularly concering usefuiness Cc 14864, Cdi4219, Ce 13325, C!
as hypotensive agenlsz. 131.24, Cg 128.58 Ch 127,68, Ci 123. 70,
This paper descrnbes wo melhods af Ci 123.07.
R |

synthesis of tnazofo (4,3-b) gyrcazne

cenvauves.
On fusion of 3-chioro- [{4.6-diphenyl / &- q ) =
{g-bromophenyl) / 6- (p-lolyl) / 5.6-digheny! L= | 7
R =N RE
€ng G-phenyi)] pyridazine 1, respectvely, a LLTYTR
snich.were precared Scoorcing 10 820 and 1 L2 )
Sater 19797 with isonicstinc  acid
hvdrazide the corresponcing tnazelo- (9,3 5
o oyrdazine dacivatives 3 were ottained. .
The structure of these preeicts was’ 7
ccatimmed from their spectral daa {see \Nl
lable 2}, ir spectra of them revealed lhe ° l HER
gosence of ¥ (C=0) and ¥ (NH. NH2) and y o

Univ. Coll. Ann. Rev.

Vol 17 (1992}

T

~u

"



Gn tha.cthar hand when the compound Z
was allowed to react with carbon disulfide
and aleohotic patassium hydroxids, a cyclic
proguct, namely g-aryk-tnazolo  {4.3-b)
pyridazine-3-thiane 4 was obtained, via the
cycuzaton of the intermediate 5 upon

heatng.

N
NHRHE 58K

5

Tha ir and 1H nmr spectra of & ae In
agreemant with the proposed structure
(see tabla 2). The TH nmr of these
compounds showed only multiple signal at
§.7.5-8.7 ppm which belang the aromasic
protons {except 4¢ showed more single at
§ 2.2 ppm belong to CHy protons. Tha Y
{#K) stretching ‘trequency Appears in the ir
Spearum at 3340em™! and Y (C=S) &t
1240-1280cm. '

The micmanalyses af.pmduus Jana?d

were In satislactory agreement (see table

1).

Tebl2 1 ; Analytcal end Physical Data of the Products:

M.p. Solvent Microanalysis
of Cryst, C H N
»310  Ethanol 7363 433 20.04
7557 428 20.01
=310 OMF 5457 285 19.80

5470 285 19.93

on9.  Shanek ¢+ ThOE 4S5 AW
G 7092 450 2430

0§ OMF . 7563 433 2004
7554 425 2000

a0 DME | 7032 406 2553
7032 404 2564

Comp. R R A Mol Fomnula Yield

No. Mal, Weigitt

2 M H Ph CazHisNg
3454

pe 8r H H CigHipBrNg

- ’ 3522

= CHg. B B CyzHigNs.
287.3

ad H Fh H CaokysNg
340.4

ki H H H CigH{iN5
ma

Ib Br H H CyiHrRaS2r
wra2

<2 Ch ® d CyaHyoM4S
2423

- H H H CyiHpNsS

) 283

277 Methana) 4301 230 1824
) 4185 225 1821

283 Methanol 5349 436 23.12
. 5953 440 2342

255 Memanpl §7.88 353 2454
§7.80 350 24.4%
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Table 2 . Specrral Dama of Compounas 3 & ¢
Comp. IR (KBr) HNMA  (DMSO/TMS)
No. viem) § lppm)
Ja  sr.C-H(3100),C=N{1ED0-1840) 83m. 114 émm}
3b  sir.C-M{3050).C=N{1€00} B.28.4 (m, 15H arom.)
3¢ st.C-H(3050).C=N(1600) 22 (5.CH3), 7.5-8.0 (m, 104 zrom)
ad  str.C-H(3080),C=N{1800-1640) 8.08.6 (m, 15H arom)
de syr.C-H({3030),C~N({1600) 7780 (m, 104 arom)
4b  sur.G-H(3070) 8.08.6 (6H, arom)
sT.N-H  {3150)
C=N[1520-1610)
2¢  s7.G-H(3050).N-H(3120) €.2!5.CHy) 8.0, (m. €H erom)
C=N{1600) .
2z  sir.C-H(3090), NH{3150 T334 (m, 7H zrem)
CeNI1600-1620) ’ .
Antimicrabial activity Experimental:

2erogenes.

The purified compounds 3 and 4 were
screened for amimicretial acivy using
cup-place method?, The compounds were
tesied apainst a varié‘xy' of baceriz and
fungis; Sraphylacccc:.:s. Pseydomonas
Escherichkia Coll. Eaoifus
sutlillis, Aspergillus niger, Penicilium =p
end'Micrcrernis ¢n

Frarn the expanmemal €a1a. It was
chserved thal ail compounds shcwed good
aclivity {inhibition <ane 12-25-mm}, excect
3h and 3e were legst aclive Zgains

Pseudomonas  gerogenes and Eacillus
sublli  sublilis. also 38 was less acuve

zgainst Psevdomonas aerogenes.
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All meting points were recorded on an
electrothermal melling paint apparatus and
are uncomecied. 'H nmr spectra were
EM-33030 NM NMR
{KBr) cn

recorded  on
spectrometer, inirared specua
Eeckfnan IR 4240.
3-Pyridyl-6-/4,6-/5.6-substiuted-riazolo
14.3:1:)] pyndazines. {Ja-e).

A: mixture of 3-chicro-substituted
pyridazine (ia-e) (0.04 mol} isonicatinic
add hydrazide (0.01 mol) was heated in an
cil-bath for 3h. at 170-180%. Afterwards,
the producis 3a-e were reorysialized from
proper solents,
6-Substituted-triarals (4.3-b) pyridazing-3-

thiones,

——————— e



1] Ta a solution ¢f I-chioro-substituted-
pyrndazine .(w.c.e) {0.01 mol) in ghsolute
ethanel (30ml) hydrazine hydrate {0.01
mol) was added. The reaction mixture was
refluxed tor 4h, The praduels (2b.c.e)
obl=ined were recrystaliized from proper
salvents.

2} 3ml ef CS7 was added dropwicse 1o a
soluticn of powssium hydroxide {0.012
mel) in absolyte ethanel (100 miy and {0.C3
el o (mroy with oyt T oo
temperare,  After lhe addition was
compleie, the mixiure was heated in 20 cil-
bath al 120°C for 6h. with continuous
string.  Precipitate filtered, dissolvea in
water and zcidiied with HCI then litered,
wzsned with water and recrysizflized hem

proger salvent.

Univ. Coll. Ann. Rev.
Vol 17 {19592)

Acknowledgement:
Authar thank Dr. O. Abd El-Jalil Assistam

prel. in batany depanment, Dammam Gids

Science Callege, for biolegieal scredning.

HReferences:

1.Masson, J. W. and Aldeus, D.L. {1973)
The Chemistry of Heterocyclic
Compounds. ed. R. N. Castle, Wiley,
New Yark, 26, Pyridazines. .

2 Allen, G.R., Hanifir, JW., Moran, D.V. an2
Afbright, J.D.1978 6&-phenyl-1.2 4-tfazolo
{(4.3-b) pyndazine Hypetansive agent
American, Cynamide Company, US
patent, 4, 112095,

-

B~

3.Aao, KA. and Sanur, P.B. (1973)
Synthesis of 20diaryl-s-triazoto (4,3-b)
pyndazines, Indian Journal of
Chemistry, 168 : 163-1650.

4.Camnach, F. (1978) Analytical
Microbinlogy. Academic, New York. p
125,



Sleilnys (e T, )y hitts gli

JESTTPS [PUPS Y I TN

s Serb o5ty ol (D0 VB pbblpaline e okt gt
el gl abn o B f 0 el gl 18 A PP I |
B V0 S N L e ) 7 Sekean ) - Y — gigea T

- LT L I SR IV S

Oniv. Coll. Ann. Rev.
Vol 17 (1992)

D i .

N



