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Abstract: Schiff base synthesis of 1,3,4oxadiazole derieatigontaining Indole moiety bearing thiazolidinone
ring were synthesised by thecondensation of 2-{8x@3-(p-tolyl)thiazolidin-2-yl)-1H-indol-1-yl)-N¢1,1,1-
trifluoropropan-2- ylidene)acetohydrazide withetic anhydride.To this reaction was subjected hifsbase
reaction. It forms 2-(1-((4-acetyl-5-methyl-5-(ttibromthyl)-4,5-dihyro-1,3,4-oxadiazol-2-yl)methdH-indol
-3yl)-3-(p-tolyl)thiazolidin-4-one.The structure tfiese newly synthesized compounds were charaaiebg

'H NMR,*CNMR ,Mass ,IR, and elemental analysis
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I ndroduction

Hetero cyclic compounds represents an importadscbf biological molecules.The hetero cyclic moles
which ,posses indole,1,3,4 oxadiazole and thiammite moieties exhibit wide range of biological
activities.Indoles are one of the most importatkaloids molecules found extensively in biol@isystems,
which play vital role in many of the biochemicalbpess. Indole ring constitutes an important bakaton
and development of the drug.The classical indolgyslr are indomethacin and indoxole. Indole derresti
found to posses high which includes,antibactenalgesic,antipyretic, antifungal,antiflamatory,aeithintic,
cardiovascular,anticonvalsant and selective COXkibitary activities.

Thiazolidinones moiety is associated with varietly ological activities including antifungal[l], &n
inflammatory [2], anticonvulsant[3], antitubercyfrantihistaminic[5].

Among the five member heterocyclic compounds, 1gX@dizoles has become an important synthon for the
development new therapeutic agents. Compoundsy8tld-oxadiazole core substantiate for broad specof
biological activities including antimicrobial[6], ndfungal[7], anti-inflammatory[8], anticonvulsa8i]
antioxidant, analgesic[10] and mutagenic activity{Compounds containing quinoline moiety are mustely
usedas antimalarials[12], antibacterials[13], amiifals[14], anticancer agents[15]and potential HIWtegrase
inhibitors[16-17].
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Materials and M ethods

Melting points were determined on open capillaus#®g a cintex melting point apparatus.T.L.C. asialywere
performed on precoatedsilicagel (E-Merck KiesekfelFs,) plates and visualisation was done by exposing to
iodine vapour .Solvent were purified by standar@cpdures before use .Column chromatography was
conducted by using Silica gel with different solvepstems as elutes .IR Spectra were recorded KRredkin
—elmer spectrum BX series FTIR spectrometeNMR spectrum were recorded on varian zemini 300MHd
200MHz spectrometers using TMS as internal starfdaethnical shifts in & ppm) ENMR spectra were
recorded on a brucker 75MHz spectrometer . masstrspeere scanned on a varian MATCH -7 and jeol
JMSD-300 mass spectrometer at 70 ev.elemental sigalyere carried out on carloerba 106 and perkin —
analyser. All the chemicals used in the presengstigation were perchased from Aldrich chemicalsS;A.
indole- 3-carbaldehyde was prepared by a reportttiad.

Results and Discussion

Indole 3-carbaldehyde compound[A] and chloro ettai¢ate were disloved in DMF solvent yield compound
[B]on treatment with substituted online forms compd[C] .compound[C] was treated with a mixture ohif
bases and mercepto auticaid to afford ethyle Z{BHsubstituted phenyl]-4-oxothiezolidine-2-yl]liHdole[1-
yllautate compound 1[a-flyield 58%.Compound[1]onaetion with hydrazine hydrate afford a2-(3-(3(4-
substituted phenyl)-4-oxothiazolidin-2-yl)-1H-in@el-41)acetohydrezide(2). Compound2(e-flyield 65%.
Compound (2) on condensed with substituted Iceton@btained 2-(3-(4-0x0-3-(p-tdyle)thiezolidine-B-yN-
(1,1,1-trifluoropropane-2-ylidene) auto hydrezige@ompound3(a-f) yield 84% compound 3(a-j)on tmesit
with aceticanhydride to afford 2-(1-((4-acetyl-54mg5—(trifluromethyle)-4,5-dihydro-1,3,4-oxadizal-
yl)methyl)-1H-indole(-3yl)-3-(p-tolyhthiezolidin-bne(4(a-j) yield 56%. The purity of the compounsas
monitored by TLC; mass spectrum of 4(a) was reableESI-MS technique showed the molecular ionaign
at 502. The structure of these compounds monitoyédt NMR,">*CNMR,Mass, IR, and elemental analysis.

Synthesisof 2-(3-formyl-1H-indol-1-yl)acetate(B)

An equimolar mixture of indole-3-carbaldehyde(A)andloro ethyl acetate were dissolved in dimethyl
formamide solvent and to this reaction mixture althys KCO; was added and the reaction mixture was
stirred at room temperature(89 for 8 hours and the progress of the reaction masitered by TLC using
cyclohexane and ethylacetate solvent mixture (@s3gluent the reaction mixture was kept over pAdter
completion of the reaction the solvent was evaporahn rota-evaporater. The gummy solid was septeatd

it was recrystalised from -2-propanol-petroliumezt(80Fc)solvent mixture. The crystaline solid was found t
be -2-(3-formyl-1H-indol-1-yl)acetateith a yield of 75% and mp 143-1%%The indole-3-carbaldehyde used
in the present studies was purchased from aldnafipany and was used without any forther purificatiield
75%,m.p.:143-14%.
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The IR(KBr) spectrum of 2-(3- formyl-1H-indol-1-y§cetate was recorded in the range 4000-667amd the
absorption signals where found at 3082¢-H), 2980 and 2960\( aliphatic CH andCH), 1760 ¢/ CO of

ester group), and 1182C-O-C of ester group).
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"MNMR Spectra (8ppm): The'HNMR spectra of 2-(3- formyl-1H-indol-1-yl) acetates recorded in DMSO-
d6 solvent. The NMR signal of 2-(3- formyl-1H-indblyl) acetate was found &ppn, 1.29 (t,3H, J=13.2Hz,
CH; of ethyl group), 4.13 (q, 2H, J=13.2Hz, £6f ethyl group), 4.78(s, 2H, N-GHyroup) and6.92 , 7.58 (m,
10H, GHsN indole nucleus).

Synthesis of Ethyl 2-(3-phenyl imino)methyl-1H-Indole-1-yl-acetate (C)

Equimolar quantity of aniline(3) and ethyl-2-(-34fayl-1H-indol-1-yl)acetate(B) were dissolved insahute
alcohol, to this three drops of aceticacid is adttezh heated on a steam bath for 5-6hrs afa.opfter
standing for 24hrs at room temperature, the prodist dried and recrystalised from warm absolutehal.
The separated solid was identified as ethyl 2{(3Hnitro phenyl)imino)me thyl)-1H-indol-1-yl)acate. Yield
75%,m.p.:154-15%

IR Spectra (&, cm™):

IR (KBr) spectrum of ethyl 2-(3-phenyl imino)metkiH-Indole-1-yl-acetate 1(a)was recorded in thegean
4000-667cnt and IR absorption signals were found at 3082\(-H), 2980 and 2960\( aliphatic CH and
CHs), 1760 (/ CO of ester group), 1610€C=N group) and 1188(C-O-C of ester group).

'H NMR spectra(300MHZ,(CD), SO,TMS):3;

'H NMRSpectra ethyl 2-(3-phenyl imino)metbyl-1H-Idd -yl-acetate 1(a)was recorded in DMSO-d6
solvent. The NMR signal of ethyl 2-(3-phenyl imin@gtbyl-1H-Indole-1-yl-acetate(A) was found &pm,
1.29(t,3H, J=13.2Hz, CHof ethyl group), 4.13 (q, 2H, J=13.2Hz, CBf ethyl group), 4.78(s, 2H, N-GH
group) and 6.92 , 7.58 (m, 10HgHzN indole nucleus and8s phenyl nucleus) and 8.44(s, 1H, N=CH group).

The compound (c) was converted into thiazolidin@r@ae on treatement with mercapto acetic acid ésgmce
of ETA/dioxane. The formation compound was confednby IR,NMR data.

NMR spectra ;1.32(t,3H,CHbf OGHs ),2.33(s,1H ,-CH of thiazolidinone attached toaledring)3.70 (s,2H N-
CH,-C =0), 4.25 (q,2H,-O-CHOf OGH5),3.90(d,1H,Ha of -CHof thiazolidinone),3.99(d,1H,Hb of —Gléf
thiazolidinone),7.2-7.30(m,10H,due to 5H of ind¢dél of phenyl ring).

R spedtra ; The compound (1) shows signals di6 16=N),1170 (-C-O-C-),1723 (-C=0),(C-S-C),695

Synthesis of ethyl 2-(3-(3-(4- phenyl)-4-oxothiazolidin-2-yl)-1H-indol-1-yl)acetatel(a).

A mixture of schiffs base (0.01mol) and mercapttiaczcid (0.01mol) dissolved in dioxane (20ml), paifous
zinc chloride (0.5mg) was added and refluxed fasuBh.The reaction was cooled and the resultingl se#s
washed with sodium bicorbonate solution and reatigstd from absolute alcohol. The formation commbun
was conformed by IR,NMR spectral data .

NMR spectra ;1.32(t,3H,CHbf OGHs ),2.33(s,1H ,-CH of thiazolidinone attached todledring)3.70 (s,2H N-
CH,-C =0), 4.25 (q,2H,-O-CHOf OGH5),3.90(d,1H,Ha of -CHof thiazolidinone),3.99(d,1H,Hb of —Gléf
thiazolidinone),7.2-7.30(m,10H,due to 5H of ind¢dél of phenyl ring).

IR spedtra ; The compound 1(a) shows signafstds (C=N),1170 (-C-O-C-),1723 (-C=0),(C-S-C),695

Synthesis of ethyl 2-(3-(3-(4methyl phenyl)-4-oxothiazolidin-2-yl)-1H-indol-1-yl)acetatel(b).

'H NMR spectra(300MHZ,(CD), SO,TMS):

1.35 (t,3H,CH of GHs), 2.25(s,3H,CHattached to phenyl ring), 2.35(s,1H,-CH of thiadivle attached to
indole ring),3.72 (s,2H N-CHC =0), 3.92 (d,1H,Ha of —-C}bf thiazolidine), 4.02(d,1H,Hb of —GhHbf
thiazolidine),4.28,(q,2H, O-CHOf OGHs), 7.22-7.32(m,9H,due to 5H of indole,5H of phengb).

IR spedtra; The compound 1(b) shows signals a2 {6%¥N),1165 (-C-O-C-),1720 (-C=0),(C-S-C),693
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Synthesis of ethyl 2-(3-(3-(4methoxy phenyl)-4-oxothiazolidin-2-yl)-1H-indol-1-yl)acetatel(c).

'H NMR spectra(300MHZ,(CD), SO,TMS): 1.37 (t,3H,CH of CHs), 2.27(s,3H,CH attached to phenyl
ring), 2.37(s,1H,-CH of thiazolidine attached tdaie ring),3.72 (s,2H N-CHC =0), 3.93 (d,1H,Ha of —CH
of thiazolidine), 4.05(d,1H,Hb of —Gldf thiazolidine),4.29(q,2H, O-CHOf OGHs), 7.25-7.35(m,9H,due to
5H of indole,5H of phenyl ring).

IR spedtra ; The compound 1(c) shows signals@t){C=N),1160 (-C-O-C-),1715 (-C=0),(C-S-C),691

Synthesisof ethyl 2-(3-(3-(4-chloro phenyl)-4-oxothiazolidin-2-yl)-1H-indol-1-yl)acetatel(d).

'H NMR spectra(300MHZ,(CD), SO,TMS): 1.39 (t,3H,CH of C,Hs), 2.35(s,1H,-CH of thiazolidine attached
to indole ring),3.73 (s,2H N-CHC =0), 3.95 (d,1H,Ha of —C}tbf thiazolidine),4.10(d,1H,Hb of —CG}bf
thiazolidine), 4.29 (q,2H,-O-Cidf OGHs),7.28-7. 35 (m,9H,due to 5H of indole,5H of phengb)

IR spedtra ; The compound 1(d) shows signals6it5(C=N),1155 (-C-O-C-),1710 (-C=0),(C-S-C),690

Synthesis of ethyl 2-(3-(3-(4-nitro phenyl)-4-oxothiazolidin-2-yl)-1H-indol-1-yl)acetatel(e).

'H NMR spectra(300MHZ,(CD), SO,TMS): 1.40 (t,3H,CH of CHs), 2.37 (s,1H,-CH of thiazolidine
attached to indole ring),3.75 (s,2H N-&8 =0), 3.97 (d,1H,Ha of —C4+of thiazolidine),4.12 (d,1H,Hb of —
CH, of thiazolidine), 4.30 (q,2H,-O-Ctdf OGHs),7.29-7. 36 (m,9H,due to 5H of indole,5H of phengb).

IR spedtra ; The compound 1(e) shows signals6@Q(C=N),1140 (-C-O-C-),1705 (-C=0),(C-S-C),698.

Synthesis of ethyl 2-(3-(3-(4-trifluoro methyl phenyl)-4-oxothiazolidin-2-yl)-1H-indol-1-yl)acetatel(f).

'H NMR spectra(300MHZ,(CD), SO,TMS): 1.42 (t,3H,CH of C;Hs), 2.39 (s,1H,-CH of thiazolidine attached
to indole ring),3.77 (s,2H N-CHC =0), 3.99 (d,1H,Ha of —C}bf thiazolidine),4.15 (d,1H,Hb of —GHbf
thiazolidine), 4.32 (q,2H,-O-C{df OGHs),7.31-7. 37 (m,9H,due to 5H of indole,5H of phengb).

IR spedtra ; The compound 1(f) shows signals&25(C=N),1175 (-C-O-C-),1730 (-C=0),(C-S-C),700.

Synthesisof 2-(3-(3-(4-substituted phenyl)-4-oxothiazolidin-2-yl)-1H-indol-1-yl)acetohydr azide(2):

A solution of 1(a) (0.01mol) and hydrazine hydré@e015) in ethanol (20ml) was refluxed for 5 hotire
reaction mixture was cooled and poured in to ickaghter with stirring. The seperated solid wasefét,
washed with water and recrystalised from ethanol.

NMR spectra; 2.?5(d,1H,-CH of thiazolidine attached to inddley). 4.36 (s,2H N-CHC =0), 4.98 (s,1 H,-
N-NH), 4.05(d,1H,Ha of -CHlof thiazolidine ), 4.10(d,1H,Hb of —GHDf thiazolidine),4.28(s,2H,-N§)

6.9-8.3(m,10H due to 5H of indole,5H of phenyl jing
IR spedtra; The compound 6a shows signals at,1620(C=N),LJ-»C),1730(C=0),698(C-S-C).

Synthesis of 2-(3-(4-oxo-3-(p-tolyl)thiazolidin-2-yl)-1H-indol-1-yl)-N-(1,1,1-trifluor opr opan-2-ylidene)
acetohydrazide(3)

To the solution of 2(a) (0.01mole) in hot metha¢&dml), acetophenone(0.01) and a drop of glacitilaeeid
were added. The solid that seperated on refluxorg3f hours was filtered wash with cold methanol and
recrystalised from methanol to give 7(a).M.P Z3§ield 84%.
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NMR spectra ; 2.37 (d,1H,-CH of thiazolidine attached to irglaing),2.54(s,1H,N=C-C}§), 3.75 (s,2H N-
CH,-C =0), 4.90 (s,1 H,-N-NH), 4.10 (d,1H,Ha of -gldf thiazolidine ), 4.15 (d,1H,Hb of —GHOf
thiazolidine), 7.1-8.3(m,10H due to 5H of indole,6Hphenyl ring).

IR spedtra; The compound 3(a) shows signals at,1680(C=0,i1i620(C=N), 3185(-NH),2950(-CH of
aliphatic),3200(Ar-H), 700 (C-S-C).

Synthesis of 2-(1-((4-acetyl-5-methyl-5-(trifluor omthyl)-4,5-dihyr 0-1,3,4-oxadiazol-2-yl)methyl)-1H-indol -
3-y1)-3-(p-tolyNthiazolidin-4-one(4)

A mixture of3(a) (0.01mole) and excessive acetitydnide (10ml) was refluxed for two hours.

The excessive aceticanhydride was distilled off #redresidue was poured in to crushed ice. Thel gblis
obtained was filtered, washed with water and reahged from aqueous methanol to furnished obtained
compound. M.P.18&, yield 56 %.

NMR spectra; 2.40 (d,1H,-CH of tpiazolidine attached to indaieg),2.42(s,3H,CHl ),2.46(s,3H,-CO-
CH,),3.77(s,2H,-N-CH), 4.12 (d,1H,Ha of -CHof thiazolidine ), 4.16 (d,1H,Hb of —GHDf thiazolidine), 7.2
-8.5 (m,10H due to 5H of indole,5H of phenyl ring).

IR spedtra; The compound 4(a) shows signals at,1680(C=B221C=N), 3130 (-NHof oxadizole),C-F(750)
,3200(N-H), 750(C-O -C) .

Synthesis of 2-(1-((4-acetyl-5-methyl-5-(trifluor omthyl)-4,5-dihyr 0-1,3,4-oxadiazol-2-yl)methyl)-1H-indol -
3-y1)-3-(p-tolythiazolidin-4-one(4a)
'H NMR spectra(300MHZ,(CD), §O,TMS):; 2.40 (d,1H,-CH of thiazolidine attached to indole

ring),2.42(s,3H,CHl),2.46(s,3H,-CO-CH},3.77(s,2H,-N-CH), 4.12 (d,1H,Ha of -CHof thiazolidine), 4.16
(d,2H,Hb of —CH Of thiazolidine), 7.2 -8.5 (m,10H due to 5H of ate,5H of phenyl ring).

IR spedtra; The compound 4(a) shows signals at,1680(C=G221C=N), 3130 (-NHof oxadizole),C-F(750 )
,3200(N-H), 750(C-O -C) .

Synthesis of 2-(1-((4-acetyl -5-(trifluoromthyl)-4,5-dihyro-1,3,4-oxadiazol-2-yl)methyl)-1H-indol-3-ylI)-3-
(p-tolyhthiazolidin-4-one(4b).

'"H NMR spectra(300MHZ,(CD), SO,TMS): 2.23(s,3H,attached to phenyl ring), 2.41 (s,1H,-CH of thiazolidine
attached to indole ring),2.43(s,3H,-CH; ),2.48(s,3H,-CO-CH; ),3.78(s,2H,-N-CH,) , 4.14 (d,1H,Ha of —CH, of
thiazolidine),4.17 (d,1H,Hb of —CH, of thiazolidine), 7.3 -8.6 (m,9H,due to 5H of indole,5H of phenyl ring).

IR spedtra; The compound 4(b) shows signals at,1680(C=48£Q (C=N), 3100 (-NHof oxadizole),745(C-F)
,3195(N-H), 743(C-0 -C) .

Synthesis of 2-(1-((4-acetyl -5-(trifluoromthyl)-4,5-dihyro-1,3,4-oxadiazol-2-yl)methyl)-1H-indol-3-yl)-
3(4-methoxy phenyl)thiazolidin-4-one(4c)

' H NMR spectra(300MHZ,(CD), SO,TMS): 2.25(s,3H,attached to phenyl ring), 2.43 (s,1H,-GH
thiazolidine attached to indole ring),2.44(s,3H,:312.50(s,3H,-CO-CHl),3.79(s,2H,-N-CH) , 4.16 (d,1H,Ha
of —CH, of thiazolidine),4.19 (d,1H,Hb of —GHbf thiazolidine), 7.45 -8.65 (m,9H,due to 5H of akel5H of
phenyl ring) .

IR spedtra; The compound 4(c) shows signals at,1680(C=8LQ (C=N), 3098 (-NHof oxadizole),740(C-F)
,3190(N-H), 741(C-O0 -C) .
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Synthesis of 2-(1-((4-acetyl -5-(trifluoromthyl)-4,5-dihyro-1,3,4-oxadiazol-2-yl)methyl)-1H-indol-3-yl)-
3(4-Cholor o phenyl)thiazolidin-4-one(4d)

'H NMR spectra(300MHZ,(CD), SO,TMS): 2.39 (s,1H,-CH of thiazolidine attached to indole
ring),2.45(s,3H,-CH),2.49(s,3H,-C0O-Ck),3.80(s,2H,-N-CH), 4.17 (d,1H,Ha of-CH of thiazolidine),4.20
(d,1H,Hb of —CH of thiazolidine), 7.46 -8.68 (m,9H,due to 5H of ahel5H of phenyl ring).

IR spedtra; The compound 4(d) shows signals at,1680(C=0%L8X€&=N), 3105 (-NHof oxadizole),750(C-F)
,3188(N-H), 755(C-O -C).

Synthesis of 2-(1-((4-acetyl -5-(trifluoromthyl)-4,5-dihyro-1,3,4-oxadiazol-2-yl)methyl)-1H-indol-3-yl)-
3(4-nitr o phenyl)thiazolidin-4-one(4€)
'H NMR spectra(300MHZ,(CD), SO,TMS):2.44 (s,1H,-CH of thiazolidine attached to indole

ring),2.45(s,3H,-CH),2.48(s,3H,-CO-Ck),3.77(s,2H,-N-CH), 4.19(d,1H,Ha of —CHof thiazolidine),4.21
(d,1H,Hb of —CH of thiazolidine), 7.44 -8.68 (m,9H,due to 5H of ahel5H of phenyl ring).

IR spedtra; The compound 4(e) shows signals at,1680(C=0)1516=N), 3110 (-NHof oxadizole),755(C-F)
,3185(N-H), 748(C-O -C).

Synthesis of 2-(1-((4-acetyl-4,5-dihyr 0-5-methyl-1,3,4-oxadiazol-2-yl)methyl)-1H-indol-3-yI)-3-(4-trifluoro
methyl) phenythiazolidin-4-one(4f)

'H NMR spectra(300MHZ,(CD), SO,TMS): 2.46 (s,1H,-CH of thiazolidine attached to indole
ring),2.45(s,3H,-CH),2.49(s,3H,-CO-Ck),3.77(s,2H,-N-CH), 4.20(d,1H,Ha of —CH of thiazolidine),4.23
(d,1H,Hb of —CH of thiazolidine), 7.47 -8.69 (m,9H,due to 5H of ahel5H of phenyl ring).

IR spedtra ; The compound 4(f) shows signals at,1680(C=0821 (C=N), 3125 (-NHof oxadizole),765(C-F)
,3198(N-H), 760(C-O -C).

Phatr macological Studies:

All the newly synthesized compoundé-f),2(a-f),4(a-f) were tested in vivo in order to evaluate their -anti
inflammatory and analgesic activities by using stit t test. These compounds were screened forahe-
inflammatoryand analgesic activities at a doseirig)/kg p.o.exhibited substantive anti-inflammatacjivity

of varying degree from 9.5-35.3%,31.8% and anafgasiivity evolution varying degree 6.4-32.4%,30.686
given in (Table -1).

The characteristic feature of this seiigethe substituents by the substituted phenyketpait second
position of indole nucleus. It was obsereved tlahmound4(c)showed maximum anti-inflammatory35.3%
inhibition of oedema and analgesic 32.4% activitidss compound showed better anti-inflammatoryvegt
and equipotent analgesic activity than standard ghenyl butazone at the dose of 25, 50 and 10Rgmb.

Conclusion:

1. Further more the substitution with phenyl grouphgva chloro group at p-position showed betteravi
than other group.

2. The thiazolidinone showed better anti-inflammatoyanalgesic activities.
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Phar macological Evaluation:

The experiments were performed with albino ratthefCharles-Foster strain of either sex, exclugirggnant
females, of 70 to 95 days weighing 120 to175 g.tAd¢axicity was tested in albino mice (15-25q). &¢ochaw
pallet) and water was given to the animals adumit The compounds were dissolved in propylene ¢lyco
Phenylbutazone drug was used as reference drug.

Anti-inflammatory activity

This study was done by following the procedure dhtf et al[18]. The rats were divided into threeups
(control, drugs treated and standard drugs) ofagsirnals each. A freshly prepared suspension ofgaerzan
(1% in 0.9% saline), 0.05 mL was injected underplamter aponeurosis of the right hind paw ofeathThe
compound and standard drug were administered altize animals of drug treated groups and thedstan
drug group, respectively, 1hr before the carrageémjaction. The paw volume ofeach rat was measheddre
1 hr and after 3 hr of carrageenan treatment \aghhielp of a Plethysmometer. The percent antiamitatory
activity was calculated according to the formulzegi below.

Percentage of inhibition of oedema = (1-Vt/Vc) x100
Where Vt and Vc are the volume of oedema in dregtad and control group, respectively.
Analgesic activity

Acetic acid writhing test was performed on miceftjowing the method of Davis at el [19]. Test cavopds
were given to the animals at the dose of 50mg/Rgnd later the animals were injected interperitdiyewith
0.25 mL /mouse of 0.5% acetic acid.The mean nuraberithes for each experimental groups and pesgent
decrease compared with the control group was cakdilafter 60 min.

Ulcer ogenic activity

Ulcerogenic liabilities of newly synthesized compds were checked by the method of Verma at el[20].
Albino rats were fasted for 24 hr prior to drug @odistration. All animals were sacrificed 8hr aftérug
treatment and then their stomachs and small inesstivere microscopically examined to assess tlideince of
hyperaemia, shedding of epithelium, petechial aadkf haemorrhages and erosion ordiscrete ulcenafitbnor
without perforation. Thepresence of any one ofdha#eria was considered to be an evidence ofradgmic
activity.

Acute toxicity

Acute Lethal dose (ALD50) of all the compounds wierestigated by the method of Smith,Q.E. [21].

Results and Discussion

All the newly synthesized compoundé-f),2(a-f),4(a-f) were tested in vivo in order to evaluate their -anti
inflammatory andanalgesic activities. These compsumvere screened for their anti-inflammatory and
analgesic activities at a dose of 50 mg/kg p.o.il@tdd substantive anti-inflammatory activity of ryang
degree from 9.5-35.3%,31.8%and analgesic activityanying degree 6.4-32.4%,30.6% are givenTible
1.The characteristic feature of this series is sust phenyl moiety at second position of indolelrus. It
was obsereved that compoud(t) showed maximum anti-inflammatory 35.3% inhibitioh @edema and
inhibition of 32.4% of writhes. This compound shanegetter anti-inflammatory and analgesic activitiean
standard drug phenyl butazone at the three graosesdf 25, 50 and 100 mg/kg p.o. but showed lessiity
than reference drug indomethacin. Further moresthestitution with chloro group at 2nd position dfepyl
ring showed better activities than other groupsDAQ of all compounds is > 1000 mg/kg p.o.
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Table- I: Anti inflammatory, analgesic, ulcorogenic and toxicity data of compounds 1(a-f),2(a-f),4(a-f)

Anti Analgesic activity
inflammatory % decrease of
Comp. Dose activity % writhesin 60 min UD50 | ALD50
No. (mg/kg oedema after treatment
p.o.) inhibition relative to control
relative to control.
1(a) 50 9.5 6.4 - >1000
1(b) 50 9.9 6.8 - >1000
1(c) 50 10.3 7.2 - >1000
1(d) 50 10.8 7.5 - >1000
1(e) 50 11.5 8.7 - >1000
1(f) 50 11.8 9.8 - >1000
2(a) 50 11.0 8.9 - >1000
2(b) 50 11.4 95 - >1000
2(c) 50 11.7 9.8 - >1000
2(d) 50 12.2 10.2 - >1000
2(e) 50 12.5 10.4 - >1000
2(f) 50 13.8 10.8 - >1000
4(a) 50 25.6 25.8 - >1000
4(b) 50 29.9 29.5 - >1000
4(c) 50 35.3 32.4 - >1000
4(d) 50 29.5 28.3 - >1000
4(e) 50 31.8 30.6 - >1000
4(f) 50 29.5 28.3 - >1000
Phenylbut 25 17.6** 18.4* 65.46
azone 50 36.3%** 34. 1%+
100 65.6%** 68.8 ***
Indomethacin | 5 52.2
7.5 63.1
10 93.2
*P < 0.05, *P < 0.01, **P < 0.001.
Charactrization of above compounds Table-1.1
o % of Analysis
Compound Molecular vidd | M-P-O C H N
Formulae C
Calcd| Found | Caled| Found | Caled| Found
la GiH2oN,0,S 58% 245 68.85 68.82 6.0b 6.01 7.65 7.64
1b GooH24N,0,S 55% 240 | 69.41 6944 63p 6.31 7h 7.36
1c GooH24N,05S 52% 220 | 66.66 66.64 6.1 6.06 75 7.07
1d G1H»1CIN,O,S 59% 235 63 62.91 5.28 5.25 7.00 6.99
le GiH2N30,S 60% 250 | 61.31 61.3] 5.1k 5.1 1022 10.p1
1f CyoH21FNO,S 65% 255 60.85 60.82 4.8 4.83 6.46 6.45
4a GaH21FaN,0sS | 56% 185 | 57.37 57.3 421 418 11]16 11.45
4b GosH23FaN4OsS 54% 190 58.14 58.13 4.4D 4.4% 10,86 10.85
4c GHoaFaN,O,S | 52% 180 | 56.39 56.3§ 435 432 1053 1052
4d G4H0FN,0O5S 50% 182 53.73 53.68 3.7b 3.73 10/44 1043
de GH,0RN:OS | 55% 185 | 52.68 52.659 3.6B  3.65 1218 12.779
Af CoqH21F3N4OsS 50% 180 57.37 57.34 4.21 418 11/16 1115

191
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3C NMR spectra:

192

%C NMR spectra: Th&C NMR spectra of 2-(1-((4-acetyl-5-methyl-5-(tiadromethyl)-4,5-dihydro -1,3,4-
oxadiazole-2-yl)-1H-indol-3-yl)-3-phenylthiazolidione 8(a-f) was record in CD{3howed the following

signals at dppm:

23.7,37.5,127.6,33.5,158.2,60.0,168.2,71.1,1278/8]119.8121.7,109.6,137.5,126.5,112.4,71.1,127.5,
128.9,128.0,141.7,171.2,96.4 and these signalduer¢o at

Cl!Ql031C4l051C61C7lCB!Q)!C101C111C121C1310.L4lc.|.51 C161C.|.7lc.|.81C.|.91C20102110221Q3,CZ41Q5 .

Table-1.2
Compd 4(a) 4(b) 4(c) 4(d) 4(e) 4(f)

C 23.7 23.7 23.7 22.9 23.7 23.4
C, 375 168.2| 168.2] 168.5 168.2 1685
GCs 127.6 375 375 30.0 37.5 21.2
C, 33.5 127.6| 127.6) 104.9 1276 75.4
Cs 158.2 96.4 96.4 158.2 96.4 1582
Cs 60.0 158.2| 158.2 59.2 158.2 59.7
C; 168.2 60.0 60.0 127.7 60.C 1277
Cs 711 127.7| 127.7] 118.§ 1188 1188
Co 127.7 | 118.8| 118.8 1198 1198 1198
Cuo 118.8 | 119.8| 119.8 121.y 1217 1217
Cu 119.8 | 121.7| 121.7 109.6 1096 1096
Ci2 121.7 | 109.6| 109.6 137.% 1375 1375
Cis 109.6 | 137.5| 137.5 126.% 1277 1265
Cus 1375 | 112.4| 112.4 1124 1265 1124
Cis 126.5 | 126.5 71.1 71.1 112.4 71.0
Cis 112.4 711 33.5 33.5 71.1 33.5
Ci7 71.1 33.5 122.6] 145.( 33.5 133|8
Cis 1275 | 133.5| 1145 133.8 1478 1450
Cio 128.9 | 138.2| 158.9 1253 1311 1253
Cyo 128.0 | 129.2 55.8 1321 1241 1321
Ca 141.7 | 136.8| 134.0 1241 14355 1241
Cy, 171.2 | 133.4
Cys 96.4 21.3
Cus 171.2
C25
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Conclusions;

1.

2.
3.

Further more the substitution with phenyl groupihgva chloro group at p-position showed better
activities.

The thiazolidinone showed better antibactirial antfungal activities.

1,3,4 oxadiazoles and its derivatives were foun@léy an important role in medicinal chemistry as
herbicidal, fungicidal, bacterial, antiffammatory.
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