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Condansation ofchalcones {1=3) with psu*hmyrpmnrmrdmzrnehrdrodﬂon'de in
Fresence of sodium acetale nﬁumdmewmspmm*wdramnesﬁs-iﬂ. Subzequent
Sailing of the hydrazenes (13-15) in ethangl containing few drops of hydrachiaric acid
Gave the correspanding Fyrazelines (7-9). Oxidatian of the pyrazalines {7-9) with ag
Bromine furnished 3,5.disubatituas Pyrazales (16-18). When pyrazelines {1012} were
troated with bremine in chicraform, they underwant xidative bramination Giing the
dibromopyrazoles [15-21),

There is a considerable interast in the Uneaiurated carbonyl growp a5 well 35 an alefinic
ﬂmmemmwmmwraz&dmm. This  band in the fegion 1604-1611, The electranic Specta

includes analgesies’, antibacteriglsss exhivited two absaritian Maxima in the regions 234
antifiammatonyt* ang hypoglycemic®™ activities. N and 294-320 nm.

Chalcones nmrebeeﬂexmnshnelyusedm srnﬂ'\uslz.e The 'HNMR spectsa shewed the clefinic protons H-p-
PYTAZales™™, In the prasent study, we uses thie and H-c a5 two doublats (4= 16Hz) in the regions at & €,5-
Strategy for the synthesis of new pyrazole derivalives 5.72and 7.42-768 ppm respectively, The aramatic protons
in [-'!l.ﬂ' hopa that they may POSSEss antimicrghial appeamdasmlﬁph!smﬂ.sz-ﬂ.ﬂﬁpmregionﬁw}e-lj.
Bcttly: on  the ather hand, reaction

The chaicones (1-6) were prepared from the summwphenarlmmummmmaimmﬁ-
reaction of heternayclic asldehydes with differant 3} in the presence of sodium acetate yielded the
substituled Ketones, in presance of dil sodium caresponding hydrazones (13-15) which were easity
hydraxide in the motar ratin (1) cyclized to the pyrazoline derivatives (78], when thair

The infrared specira of the pregared chalcangs sofution in ethanal was boiled with faw crops of cone, HOJ

(16} :‘.Maf-ﬂrbnnﬁahsmhﬂ'lemgim 855 (Scheme-1),

1865 em” which js characteristic of the &, f- ThelR oftya 7-9) %
= L]
HO /lL
RCHO + F{'P.‘:}ﬂ.'II'CI--I:3 —_— FI/% -
1
1-6
Compd R =1 Compd R - B
! 2-Thienwl CH, 4 E—Thlerr','l. C.H.
2 3-Thignyl CH, =] S-Thieny BT M,

3 2-Furyl CH. (] 3-Thienyl p-CHE CeH,
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NHMH,
ﬂ N . HC!
compd R R™ N 13
16 o.Thienyl SO,NH
17 3-Thienyl b e
8 2-Furyl _ |
SONH, B
16-18
Br 2%
b
! N
M
fﬁ—( Br/CHOY 1315
Br 'S
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19-21 SO Compd R R
i3 2-Thienyl CHa
Compd H' 14 3-Thienyl
19 CaHs 15 2.Furyl  CHs
20 p-BrCHa
& p-CHCel, SCHEME-1

ahsorptions at 1600-1610 and'iﬁzmsazfurc:c: and 573 and 2.62-4.08 ppm. The low fiald multipiet i
©sM respectively, as well 83 pwro pands at 13351380 assigned o H-5cfthe wmmmmmw
and 1 11@-1135duemﬁmsoiu group. The HE and MH, 1o H-4 (Table-2) The "H HMR Spaﬂlanfﬂ'l.ehydmm
functions zppeared in the regions 3150-3250 demawti}1ﬂemadmwangeﬂms H broad
and 33503372, singleta18.26-9.60, 25 well 35 the aromatic protons 2t

On the athet hand, ihe 1R spectra of the pyrazoiine §86-7.95 ppm{Tabie-1h

derivatives (7-12) displayed wo gosarplicn pands 21 Wil cadaton of the pyrazoine dernatives (7-9)with
4750-3264 and 3370-33680 indicativeof the NH, greup. proming Waler atforded the correspanding 3.5
a bend 2t 1615-1625 for the G=H A additcn 10 wo disubstituted pirazales [16-18] in low wighd (20-25%)
sznguan:‘-Ea'.'lam-ﬁﬁ&md 11701185 E:ru-eSlJ;N since the oodation was ehwavs accomeatiad oy the
gmupLThesm::umnfme pyrazoiines (7-1 2ywas hurther ferrmeaticn ©f @ GUIMITY rmateria! from which i wolid couid
confrened tarm their *H KR specta which gshibted T2 gaparated However, we tied 12 use athar oodizing

basides the aromatic protons, pores masltigiets at 5.50- reagen;s SuCh a3 H, O fAd

o and p-chisranil but nd
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Table-1
'H NMR spectral data {Slppm)* of chalcones and hydrazones
Compd R R Clerfinic H ArH or ArH Others
and MH, {m)
Hex HE
{d; J=t6Hzy  (d, J=16Hz)
2-Thienyl CH, 7.68 65 TOOTSO(3H) 23805 3H, CH,)
3-Thiendl CH, b 672 TS0-8.05(5H)  230(s 3H,CH,)
2Fur  CH, 742 b 6.526.8 (AH) 234 (s 3H, CH,),
755 (d, TH. H-5 Furyl)
4 3-Thienyl G, b B 6.95-7.92 [10H)
5 3-Thienyl pBrCH, b b 7.05-7.85 {GH)
& 3-Thiemyl pCHCH, b b 7.20-8,00(8H) 242173 3H, CH,)
13 -Thienyl CH, 7.85 4] 6.88-7.85(8H) 21815, IH,CH,), 6,65
(5. 2H, NH_}, 9.3 (5, 1H, NM)
14 I-Thiemd CH, b b 6.66-7.90 (9H) 2,135, 34,CH,), 6,70
5, 2H, NH,), .28-(s_ 1H, NH;)
13 . ZFuyl CH, b b 650-T55(10H) 290 (s, 3H,CH,), 7.78(d, 1H,

& Solutions in moture of COCL and DMS0-d,,
b Overlapped by the armatic mulliplets.

H-5} furly, 3.60 (s, 1H, NH)

satisfaciony results were chiamned.

On the other hand, mild exidation ofthe pyrazoline
denvatives (10-12) with brominefwater or hydrogen
peroxide in acetic acid always gave starting materials
unchanged,

Brominatian of pyrazolings {10-12) with brosming in
chicraform afforded the comespanding ditvemopyrazoies
{19211

" The first step in this reaction may be the axidation
of the pyrazoline derivatives to the cormesponding
Pyrazole followed by bremination of the pyrazoline fing
a5 well as the active haterocyelic mokety in pasition-5.

Hewever, bromenation of pyrazoline dervatives (7-
9) gave only a gummy matenal. This may be due 1o the
oxidation of the CH, group in position-3 partialy or
completely with bromine, accompanied by multi
bromination of the compounds. Tha 'H NMR spectral

data of ihe pyrazole derivatives (16-21), (Takle-2), in
agresmaent with the suggested structures, exhibited the
aromatic and the NH, protons in the region 6.85-8.26
and lacked thie two signals chasacteristic of H-4 snd H-
5 of the comespanding pyrazclines. It is worlhy to
rnention that in the 'H NMR spectra of the pyrazols
dervatives {16-18}, generally no separate signals could
be assigned for H4 protons of the pyrazole ring, These
protons usually resanate in the same region @5 the
complex multiphet of the side chain aromatic protons,

Experimental

'H NMR spectra were recorded on a Bruker DPX-
400 TT-NMR or on a 390-80 MHz speclremeter. IR
spectrawere recarded on a Nicolet FT-IR Spectrometer
htagna 520 and Microanalyses were performed on a
2400 Perkin Elmer Series 2 CHNS Analyser.
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"H NMR spectral data [&/ppm)* :::;:fmllm and pyrazole derivatives

Compd R R Pyrazehine.  H's ArHand NH(m)  Others

H-a H{h

{2H, m) {q. 1H.J=6Hz})
7 2-Thienyl CH, 265 568 6.85-7. 70 (3H) 202(s, 3IH, CH,}
8 3Thiemyl CH, 372 534 690-T85(8H)  2.12(s, 3H, CH,)
8 2-Furyl  CH, 262 55 6.4 (5, H-3Furan) 2.10(s, 3H, CH,)

am 6 8E-7.80 (8H)
10 3-Thienyl CH, 280 563 £.90-7.96 | 14H)
1 3-Thienyl pBrCH, 379 573 6.95-785(11H)  and&.70 (5. 2H, NH,)
12 3Thiseyl pGH,GH, - 555 6.90-774(13H)  1.10{s, 3H,CH,)
16 2-Thienyl CH, 0. 6.85-815(10H) 2.32(s,3H CH,)
17 3 Thienyl CH, 4.02 GBE-820(10H)  RZ30(s, 3H.CH,)
18 2-Trienyl CH, 325 6.60-785(10H)  225(s, 3H, CH,)
18 3 Thianyl G, 408 7.00-8.24{13H)
2 Thieny| p-BelH, 305 T.05-8.26(12H)
2 HTrieny pCHCH, 401 TO0-B22(12H)  Z43(s,3H,CH,)

4 Salubonsg in mixture of COC, and DMS0-d,.

General method for preparation of chalcones (1
B}

& soluton of NaDH (0.08 mal) in watss (25 mi} and
einanol (15 mi} was stirred and cooled, To this selutian
hetarocyels aldehyde (0,05 mal) was added followed
by thé appropriate ketene (0.05 mol). The temp of the
mixture was Rept at 25-307 and stirring was continued
for 3 hr, After keeping the reaction mixtura in the
refrigerator avernight, the chalcones that separated oyt
were coliected (88-04%) and identified, | Table-1),

Freparation of Heterocyelic hydrazones (13-15)

A solution of the apprepriate chalcone (1, 0,01 )
in ethangl (30 mi} was refluxed with a miure of p-
sulfamyiphenyiydmazine hydrochlonds (2,011 mal) and
sodivm acelate (0,071 mol) in water {3 ml) for one hr
and poured intg ica-cold water. The precipilated product

was filtered and recrystallized fram ethaniol in neadies
{75-B5% yield), (Tables 1 and 3),

Preparation of pyrazoline derivatives (7-12)

Asotution of the appropniate chaloone (1, 0.01 mal)
in ethanol (30 ml} was refluxed with p-
sutfamylphenyltydrazine hydrochionide (0,01 mal) for 2
hr concemdrated and cooled. The precipitated crude
product was collected and recrystallized from ethanol
{B5-8B% yie'd} (Tables 2and 3).

The pyrazolines 6,8 and 9 were also prapared by
reflunang the appropriate hydrazone (0,01 mol) n ethana!
(20 mi) with 35% HCL{0.5 ml) for 1 hr. The reaction
maxiure was then concentrated and the pracipitated
products were crystaliized from ethanol to give the
corresponding pyrazolines 7-9 as pale yeilow crystals
{B0-B5% yield).
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Table-3
Characterization data of hydrazones, pyrazolines and py razale derivatives
Compd R R’ MP. Mol Fourd (Caled)
() fommula c H N 5

7 2-Thiemyl CH, 130 CH MNOS 52.28(52.34) 4.T4(4.57) 12.93(13.08) 19.82(19.93)
8 3-Thienyl GH, 150 CH MOS8, 5242(52.34) 451(457) 13.04(13.08) 20.10(13.93)
g 2-Furyl CH, B G HMNOS 55.30(55.08) 4T8(4.82) 13.48{13.77) 10.52010.48)
10 3-Thieryl CH, »0  CHNOS  50.40(50.53) 480(4.43) 10.71(10.96) 18.4106.7)
1 3Thienyl BT H, 198 CHBMNOS, 49,60(40,35) 3.63(345) BTOE09)  13.70(13.85)
12 3-Thienyl pCHGH, 216 C.HMNDOS, 60.51(60.45) 5.00{4.78) 10511057} 16.20(16.12)
Tic 2-Thienyl CH, 177 CHNOS,  5250(52.34) 5.00{467) 13.20(13.08) 19.80(19.93)
4 3-Thieryl CH, 150 C,H MO8,  SLINS2.34) 4BS4E7) 1313(13.08) 20.20{19.93)
15 2-Furyl  CH, 05 CHMOS 54815508 500(452) 13.56(13.77) 10.62(10.45)
15 2-Thienyl CH, 152 CHMNO.S,  5232(5286) 3.92(407) 13.38(13.16) 19.50(20.08)
17 3-Thienyl CH, 183 CHNOS,  5225(5266) 380(407) 12.82(13.16) 19.81(20.06)
18 2Funyl  €H, 172 G HMNOS 55.62(55.44) 3.584.28) 13.78(13.85) 10.30{10.55)
18 FTrienyl GH; 184 CHBrNOS, 4210(42.30) 260(240) BAXT.78) 11.70(11.87)
20 Thenyl pEGH, 178 CHBRNOS, 36.60(3689) 220(134) 7.00(5.79) 10.50(10,35)
21 3Thienyl pCHCH, 22 C,H,BLNOS, 4310(43.38) 25027T1) THO(T.E8)  TLE0{11.57)

1.5-Disubstituted 1-{p-sulfamylphenyl} pyrazoles
(16-18)

A suspension of the epprognate pyrazeling (7-9,
0,01 miol) inwater (10 mi) was treated with 10% bromine
water with stirring until faint yeliow colour ceveloped,
The stiming was continued overmaght, and the crude
product filtered and recrystallized from melnans| as
neadies (20-25%) (Tables 2 and 3). The mather liquar
on conceniration atforded a gummy matenal from which
0 salid could be sotated. The pyrazobnes (10-12) were
recovared unchanged, when treated with brominedwater
under the above condition

Braminatisn of pyrazoline derivatives

A sosuticn ofihe approprate pyrazoling derivative
{10-12, 0,01 mol] in chiografarm {15 md) was stired with

a solution of bromine (0,02 mol} in chicecform (3 mi) for
1 hr, The solvent was then remowved under reduced
pressure and the solid residus which remaingd was
recrystallized from methanal to give the
dibromopyrazoles (19-21. 85-72%) as needles. (Tables
2 and 3). Bromination of the pyrazcline derivatives (7-3)
under the same condition gave only a gummy material
frasm which no solid could be obtzined.
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