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Synthesis and Some Reactions df 6-4-Merhax ypheny))-4-43,4-dimethaxyphenyH-

 لى
Abbassia, CaLro, EgYp1

Summnary 0-4-٨ethoryphenyU)-4-3,4-dimetnoryphenyl­
methy-pyidazin-3(2H)-one 3 was prepared by base
catalysed reaction of 6-4-methorypheny)-4,5-diyro­
pyidazin-3(2H)-one with weratraldehye. The reactior of
3 with dimethyl sulphate, formaldehye and acrylo­
nttrle, nd ف the formation of Mamich bse pmceeded
easily at the 2-posttion to give compouds 4,5, 7 and
6, respectiwly. 6-t4-MethozyphenyU-3-chloro-4-3,4-di­
methoryhenylmethyl)-pyidazine 8 was prepared by the
actlon of" phosphorus orychloride on 3. The reactian
of 8 with hyrazie hyrate gave 4-hyrazto­
pyridazine deriwatiw 8. 6-(4-MethoryphenyU-4-(3,4-di­
methoryphenylmethyU-pyidazin-3-2H)-thione 11 was pre­
pred by the action of thiourea on 8.

ntroduTion and Resلu ts

In a study concerning the sTeric effect exhibited by bulky

graups present n د the pyridazine rinE, a compound namely: 6-4-

methoxypheny!)-4-(3,4-dimethxyphenylmethyl)-pyrIdazin-3(2H)-one 3 was

prepared ia base catalysed condensation of veratraldehyde with 6-(4-

methoxyphenyl)-t,5-dihydropyradazin-3(2H)-one 1. The 1ormation o1 3 might

inyolve the intermediate formatton of 6-(4-methoxyphenyh)-4,-diydro-4-

(3,4-dimethoxyphenylmethy!)-pyridazin-3(2i)-one 2 whch underwent pro1o-

tropic rearrangement to give 3.
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The strcture suggested ٤or 3 as و estaاط ished frbm

kali andلح i) stability af rhe crpound towardsم, dauل Analyvicaز 

acid (it dissolves easil agueous هز sتd uim hydroxide solution

and repreciplGates upon addition of mineral acids. THis act لا ex­

cudes the possibilty of strucrure 2 since compounds of. this

naTure are readily cleaved by acids or Hases'), and iii) indepen­

ent spthesis of by 3و the reaction ٥f ­ 4ه,3-3-(methayphenyl- ا)5

dimethyoxybenzal)-23H)-furanbne w ithي hydrazine' hydrate. The infrared

5pectrum is

3T)-ane3و?: 
smiar t٥ those of preyiousy prepared 6-arylpyridazin­

They shoر strong cabony] srretching frequenies
rear أ- l66 cm, in addition to broad absorption in ،the region

-73-



 بز

 ر

٠1

woens Coll. Ann. Rev­
Vol 17 (1992).

(3)

characterIstic of NH and OH groups.

Te reaction of 3 with dlmethyl sulphate afforded 2-methyl­

dimethoxyphenymethyl)-6-(4-methoxyphenyl)-pyridazin-32H)-one,4(-3 -ا
4 إ- whose inrared spectrum shoys [c-o at !65 cm" and lacks

any signlficanT absorption in the region characteristic of NH

and CH groups٠

-٢hen 3 was rreated with 1ormaldehyde, hydraxymethylaلا 

Uon took place .to give 6(4-methoxypheny!)-2-hydroxymethy]-4-{3,4-di­

methoxyphenylmethyl-pyridazin-3(2H)-one 5, Similarly, the reaction of

ith formaldehyde in the presence of a secondary amine, namely3 س

mompholine, yielded the Mannich base 6. Compounds 5 and 6 show

the carbonyl streTching freguencies of pyridazinones at 1640 - 1650

٨-", Moreover, the hydroxymethy! derivative shows absorption at

hie that ot Mannich baseبب ,characteristic o± 'OH-'3385 ح٨

lacks any significant absorption in the region oF NH and OH

roupsع٠ 

The reaction of an alcoholic solution. ith له3 acrylo-

nitrie in the presence of ٧ery small amount ol aqueous sodium

hydroxide involved a Michae] - type addition to supply 2-2'cycano­

ethy3,4-)4ا(- -dimethoxyphenylmethy])-6-(4-mthoxyphenyl)-pyridazin-

3{2H)-one 7.

It was of interest to eRtend this study to investigate

some reactions involving the 3-posiTion ٥f 6-4-methoxyphenyl)-4-

methayphenylmethy)}-pyridazin-3(2H}-one. For this purpose,theلd)3بار- 

reactivity oi 6-4-methoxyphenyl)-3-chloro-4-(3,4-dimethoxyphenylmetby!)-

-٦4-
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pyridazine 8 towArds some nucleophflic reagens was investigaied.

Compound 8 was prepared by the action of phosphorus axychloride

an 3. The strucdure of & was establLshed from analytica] data

and the fact thar its infrared spectrum lacks tHe signiiicAnt

absorptions of NH, OH and C=o groups.

THe reaction of hydrazine hydrate with 8 gave 1he 3-hydrazino

derivative 9. This reacro dlearly 'invoIved the nucleophilic displace-

ment of the chlorine arom by the amino roup ع THe strucRure

of 9 as ب deduced from analytical data, and from 1he facl whaT

its infrared spectrum shows signiicent NH absorption and by the

similary with previously reported caseأ-"و 
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The reaction of 8 with alcoholic thiourea provided 6.(4-

methoxyphenyl)-4-(3,4-dimethoxyphenylmethyl-pyridazin-3(2H)-thione I]

via the intermediate formation of thloronium salT 10 whLch was

dنfficlt to be islared. The structre of the thione I1 was

confirmed by analyrical data and infrared spectrum, which shovs

Cs ar I750 cm- i٨ addition to a broad band at 3320 - 3500
5 SH

١٥f ا١ the grouping -C-NH - حدNب ذث- . Similar

results tor infrared spectra of pyridazin-3(TH)-rhiones were recently
$-10 ٠٠ . . .reported .'Therefore, it is evident that thIs compound eists

mainly in the tHione form 11.
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Experietلa 

1I'

6-{٩-٨ethoxypheryP-4-(3,4dimethoxyphenylmethyl)-pyridazin-3ZH)-oree {3)

A mixture of 4-(4-merhoxyphenyl)-4,5-dthydropyr:dazin32H}-5n4·

ml} in ethanol {[0 m)) wasإ mal) and vEratraldehyde }0.0 إ0.0)

1reated wh 4% ethanolic KOH solution {25 ml. The reaction

mixTure was Hted under refhu for 3 h, cooled, poured over

١ce - cold water and rendered jusT acidic with conc٠ HCl. The

formed solid as س crystallised from 'bEnzene to gIvc {3) as pale

yellaw cystals (cf. Taale ).

Ncuia ٥1 dimethy] sulphate o {3l; Formation of 6(4-metaxppheyl-

2-methy methxyhenylmethyl)-yridazin-32H)-orke --ا3,4 نم t4)

Dimethyl sulpha1e {1 ml) a6 س added 4o a slution of

NeUH {25 ml, 20 9). The reacrion mixture wasو. gm) in a)(5) ا

heated for 30 mInutes and left to .ol م The solid ،product 1ormed

-77-
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was crysallsed from benzene / light petroleum mture t٥ give { ا}

as colourless crysTals (cf. Tطa le L),

hction of formaldebyde on (3); Formation of 6(4methoxyphenyl)-2-

hydraymcrhyl-4(3,4-dنmethxyphenylmethyl)-pyidazin-32H)-one (5)

A mit١ of (3) (l gm), formaldehyde (I m) and iew drops

of warer in erhanol (20 ml) was heared under relu for 2h, and

left to cool. The sold formed was cystallised from benzene to

give (5) as colourless crystals (cf. Table I).

@eaction of (3) with formaldehyde and morptvolinجe Formation

af «annich b6)عغد )

٨ mixture of (3) (3 gm, 0.01 mol), formaldehyde solutLon

(5 ml) and morpholine (0.02 mol) in ethenol (25 m)) was heated

nder reflu for 3h. After oncenrration ث of ethanol, the solid

formed was crystalilsed from benzene T٥ give (6) as colourless

crystals.

AcLion af aqylonitrile on {3}; Formation o4 2-2cyanoerhyl)-6-(4-

methvoxyphsenyl-4{3,4dimethoxyphenylmethyl-yidazn-32)-ore ()

A mxture oi (3) (o.0إ ml) and acrylanitrile (0.012 mol) in

ethanol {20 ml) and few ،drops ٥f 1٥% a4. Na; solution was

heated under rflux for 4h. The soLid formed was CrystalliseD

froM benzene to gve {7) as colourless' crystals (dt. Tabele 1).

Action of phosphrs rychorieه on (3); Formation of 6-umethoxy-

pheny))-3-horo3,4)-4م -dimethoryptenylmethyl)-yridazin-3{2F)-one (8)

A miture of (3) ( (gm ا and phospharus Gxychloride (4ml)

was heated on a boiling water bath for 3 h, cooled, treated

-٦8-
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.ueous sodium hydroxideد th crushed ice and made alkalIne wnh aن 

The solid prodUc1 was filtered and cystallised from benzene.

€(4tethexyphenyl-3hydrarin4-(3,#مimethxyplnymethyl)-pyidazine (9)

A mixture ٥f (8) {1 gm) and hydrazLne hydrate (2 ml) in

eThanol {25 m)) was heated under reflux Ior 3h. The solid producr

formed after cooling was filtered, and crystallsed from benzene

t٥ give (9),

Action of thourea on {8} Formation of 644-methxyphenyl}-(3,4-

d metharyphnylmethyl}-pyridazin-3ZH)-thoneن (]1)

Tiourea (0.012 mol) was added to a solution of (8) (0.01

mol) in ethanol (30 m)) and the reaction mixture was heated

under reflu for 5h. The solid formed was crystallised from benzene

٢٥ gnve (II) (d. Table .( ا

 د٧٠8٦٠،

l] melting poins are untorrected. Analyses were carriedم 

out at Chemiswy DepartmenY, Faculty of Science, Ain Shams

niversity. 1.R. spectra were measured on a Uncam SP. I200,

Spectrophorometet.
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 العربى الملغى

 مثيل(، فينيل بشوكى ثنائى٤٠٢-)٤ فينيل(- -سيتوكى٤-)٩ تحفير أمكن

 ثتاكى-٥،4(- لينيل ميشوكى-٤-)٦ بتفاعل وذلك}٢) أون( يد٢)٣ أزين- بيريد-

 مفاعلة تمت ثم• قاعدى وسط فى القيرارالدهيد مع أون(- يد٢)٣- وبيريدأزين هيدر

 مالدهيد والفور ، اكريلوئيتريل ، فومالدهيد ، ميثيل ثنائى كبريتات من كل (مع٢{ المركب

 ت وكاد التوالى على}٦)٠}٢)٠(٥)٠(٤) المركبات فمل وامكن فولين مور أ

٢) المركب مفاعلة وغئد،(.٣٢) البيريدازينون فى ؟ الوضع فى السابقة التفاعلات جميع

 -ا- كلورو-٢ فبنيل(- سثوكى٤)٠-٦ على الحصول امكن الفوسلور· كلوريد أركى مع

 من كل مع نإعلته أمكن الذى (،٨) ازين بيريد( ميثيل فينيل موكى ثتائى٤،٢)

٤-)٦ (،١{ بيريدازين هيدرازينو ء4 معتق ليمطى واليريوريا الهيدرازين هيدرات

 يد٢)٢- ازين ببريد(- ميثيل فينيل ميثوكى ثنائى٤،٢-)٤ أ- فينيل ميثوكى

- العوالى ملى(11) أون-
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