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ABSTRACT

In this study, 6-methyl-2-ox0-4-phenyl-1,2-dihydmamidine-5-carbohydrazide (2) was synthesizeddojld and fast
procedure using ethyl 6-methyl-2-oxo-4-phenyl-litRropyrimidine-5-carboxylate (1) with hydrazinghich
further underwent condensation with various aromatidehydes to afford N'-benzylidene-6-methyl-24xahenyl-
1,2-dihydro pyrimidine-5-carbohydrazide (3a-h). Gmunds (3a-h) were used as precursor for the prajpam of
various 6-methyl-2-oxo-N-(4-0x0-2-phenylthiazoli8@hyl)-4-phenyl-1,2-dihydro pyrimidine-5-carboxamid4a-h).
All synthesized compounds were characterized bpuwsrspectroscopic techniques and screened for thaiitro
antimicrobial activity. Also MIC (Minimum inhibitgrconcentration) values of these compounds wererméated.
The investigation of antimicrobial screening datvealed that most of the compounds tested havendéated
congruent activity. In summary, preliminary resdutidicate that, the compounds 3g, 3f, 4g and 4hdoto possess
better antibacterial activity than Tetracycline fReence standard) in MIC also compounds 3g ,4edf4g found to
possess better antifungal activity against Tricliphylongifusus and Candida glabrata than Miconaz®eference
standard).

Keywords: Antimicrobial activity; Substituted acetohydrag#] Spectral studies.

INTRODUCTION

Small heterocyclic ring containing nitrogen, sulfand oxygen have been under investigation for & lbme
because of their important medicinal propertiegetent scenario heterocyclic compounds play amitapt role in
various drug synthesis. Pyrimidine moiety is an am@ant class of nitrogen containing heterocycled isnwidely
used as a key building block for pharmaceuticantg§l]. Literature survey reviewed that, 3,4-difgmyrimidin-
2(1H)-ones have attracted considerable interesedent years because of their therapeutic andztaiogical
properties. Several of them have been found tobédiwide spectrum of biological effects includiagtimicrobial
[2], antitumor activity [3] , antiviral, anti-HIV4,5], anti-inflammatory [6], antihypertensive agecdlcium channel
blocker [7.8] analgesic[9], anti-cancer activity0[1In addition, several marine natural productshwnteresting
biological activities containing pyrimidine corevarecently been isolated [11]. Most notably amtirase are the
batzelladine alkaloids A and B which inhibit thieading of HIV envelope protein gp-120 to human Cé®lls and,
therefore, are potential new leads for AIDS therafihyropyrimidine is a bioisoster of Dihydropyitié which
shows very good calcium channel blocking activitg antihypertensive activity.

4-thiazolidinones and its arylidene derivatives g88s good pharmacological properties [12,13]. Alsese
compounds are known to exhibit antitubercular [1dftibacterial [15] and antifungal [16] activitie$hese
heterocyclic systems find wide use in medicinejcadfure and industry. So in order to make effexthiological
drugs and having minimum of side effects it hamb@esigned to make new derivatives of dihydropydime-2-one
having amide linkage. The pharmacological propertie4-thiazolidinones encouraged our interestyinttgesizing
several new compounds featuring various heterocyirigs, attached to 4-thiazolidinone moieties haisattracted
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any attention. Hence, the work in this directiors leeen started. As a part of our aim to searchbimpgically
active heterocycles containing sulfur and nitroger, have synthesized a series of 4-methyl-2-ox@Hgx0-2-
phenylthiazolidin-3-yl)-6-phenylhexa hydropyrimi@irb-carboxamide and its derivatives (4a-h). Thetstic route
is scan in scheme 1.

MATERIALSAND METHODS

All the chemicals and solvents used were of ar@ytgrade and used directly, some of them are ipdriby
reported methods [17]. The purity of all the sysihed compounds was checked by thin layer chromapiyy
(TLC).

M easur ements

Elemental analysis was carried out on a Thermofirfgesh 1101EA (ltaly). Infrared (IR) spectra of #le samples
were scanned on a Nicolet-760 FTIR spectrophotametimg KBr pellets’H NMR and™*C NMR spectra were
recorded on a Bruker 400 MHz Spectrometer (intestehdard TMS) using DMSQOs@s the solvent. Antibacterial
activity was studied against gram- negative andhgiaositive bacteria e.g., Staphylococcus auredsC@-25923),
Bacillus subtilis (recultured), Escherichia coliTBC-25922), Pseudomonas picketti (recultured) amctddoccus
luteus (recultured). Plant pathogenic organismsduseere Trichphyton longifusus, Candida albicans,
Aspergillusflavus, Microsporum Canis, Fusarium &gl&€andida glabrata by using agar plate technique.
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where R=(a)- C;Hs, (b) 2-(-OCH;-CHy (C)34-(0CH)--CoHz) (d) 4-0H-CHy,  (e) 4-0H-3-0CH, C.H-
(1) 34400 Ho-CHy (2) 3.4 CHL05-CHy (b)) 2-0H-CgH,

Preparation of compound-(1): ethyl-6-methyl-2-oxo-4-phenyl-1,2,3,4-tetrahydr o pyrimidine-5-carboxylate

The (1) was prepared by method reported [18]. Adiogr to this methodA mixture of ethyl acetoacetate (0.15
mole, 19.7 gm, 99%), benzaldehyde ( 0.1 mole ,30%, Urea (0.1 mole, 6.0 gm) and in 250 ml ethamas
refluxed for 3 to 4 hours in presence of few dragfscon.HCI. The mixture was frozen and the prodwets
separated, filtered and dried. It was purified blumn chromatography technique and recrystallizechfethanol.
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Preparation of Compound-(2): 6-methyl-2-oxo-4-phenyl-1,2,3,4-tetr ahydr opyrimidine-5-car bohydr azide

An egimolar mixture of ethyl 6-methyl-2-oxo0-4-phéily2,3,4-tetrahydropyrimidine-5-carboxylate (1)q0 mol)
and hydrazine hydrate (0.01mol) was refluxed imilH-butanol for six hours. The solid separated e@lkected by
filtration, dried, purified by column chromatograpand recrystallized from ethanol, Color : YelleWiwhite;
Yield : 83.32%; m.p. 187-188C; M Wt.: 248.28; Anal. calcd. for: @H:gN4O,: C, 58.05; H, 6.50; N, 22.57%;
found :C 58.00,H 6.47, N22.55%; IRngax, KBr, cn) : 3064(C-H str, aromatic), 2874 (C-H str,aliphnti594
(C=C, asymmetric str), 1488, 1468 (C=C str.ring28@&-N str), 748.6(C-H def, aromatic). 3378 (-NHNHL669
(>C=0 of amide);'"H-NMR(400 MHz, DMSO-¢, 5 / ppm): (m, 5H,Ar-H = 7.22-7.41ppm) , (s, 3-H, €H2.3-
2.73ppm), (4.18 s, 2H, -NH2), (7.67s,1H, -CONHZC-NMR(400 MHz, DMSO-d65 / ppm): 14.1-CH)(158.2
c=0, urea), (126.9-128, benzene ring ). (165.8 —MHC

General procedurefor Preparation of 3a-h

An equimolar mixture of 4-methyl-2-oxo0-6-phenylhéydropyrimidine-5-carbohydrazide compound (2)
(0.01mole/2.48gm) and the aromatic aldehydes (a-B}hanol (5 ml) were refluxed on a water bathZdirs. The
solid separated was collected by filtration, drtedn it was purified by column chromatography téegha and
recrystallized from ethanol or chloroform.

Compound-3a: N'-benzylidene-6-methyl-2-oxo-4-phenyl-1,2,3,4adydropyrimidine-5-carbohydrazide; Color:
Light green; Yield: 86.02%; m.p.: 222-226°C; M.W334.37; Anal. calcd. for gHgN,O,: C 68.25, H 5.43, N
16.76% Found: C 67.89, H 5.41, N 16.73%; IR (K&m"): 3340(-NH st.), 3064(C-H aromatic st.), 2874(C-H
aliphatic st.), 1668(>C=0, amide), 1626 (-N=CHH88(C=C, asymmetric st.), 1468-1482(C=C ring), X38b6-);
'H-NMR(400MHz, DMS0-d65 ppm): 5.38(s,1H, -N=CH-), 8.07 (s, 1H,-CONH-), B.68 (m, 5H, Ar-H), 2.2-
2.70 (s, 3H, CH3 =)}*C-NMR(400 MHz, DMSO-d6§ ppm): 168.8(RCOO0-), 146.8(-N=CH-), 126 -128.5 (tmme
ring). 166.8 (-NHCO).

Compound-3b: N'-(2-methoxy benzylidene)-6-methyl-2-oxo-4-phkhy?,3,4-tetrahydro pyrimidine-5-carbo -
hydrazide; Color : Green; Yield : 88.08 %; m.p. Z45°C; M.Wt.: 364.40; Anal. calcd. forLl,0N4Os: C 65.92,

H 5.53; N 15.38% found: C 65.88,H 5.50, N 15.34%Br, cni’): 3350(-NH st.), 1345 (-NH-), 3068(C-H str.
aromatic), 2830 (Ar-OCH3), 2874 (C-H str. aliph@tidd672 (>C=0 amide), 1632 (-N=CH-), 1594 (C=C
asymmetric str.), 1488, 1473 (C=C str. rint);NMR(400 MHz, DMSO-d, & / ppm): 5.36(s,1H, -N=CH-), 8.12 (s,
1H,-CONH-), 6.86-7.72 (m, 5H, Ar-H), 2.26(s,3H, -8¢; (s, 3-H, CH =2.4-2.7ppm);**C-NMR(400 MHz,
DMSO-d;, & / ppm): 146.3(-N=CH-), 64.8(-OG){ 168.8(RCOO0O-),126 -128.5 (benzene ring ).

Compound-3c: N'-(3,4-dimethoxy benzylidene)-6-methyl-2-oxo-Aemyl-1,2,3,4-tetrahydro pyrimidine-5-carbo -
hydrazide; Color : Light brown; Yield : 89.54%; m.p22-256°C; M Wt.: 394.42; Anal. Calcd.fop8,,N40, : C
63.95, H 5.62, N 14.20 %,; found :C 63.92,H 5.58 N17%; IR(KBr, cm-1): 3380,1337 (-NH-), 3062(C-H.st
aromatic), 2880 (Ar-OC}kj, 2878 (C-H str. aliphatic), 1480, 1473 (C=C s&tg), 1684 (>C=0O amide), 1639 (-
N=CH-), 1625 (C=C asymmetric strBl-NMR(400 MHz, DMSO-d65 / ppm), 5.36(s,1H, -N=CH-), 8.34 (s, 1H,-
CONH-),7.20-7.72 (m, 5H, Ar-H), 2.46(s,3H, -(O9); (s, 3-H, CH =2.4-2.7ppm)**C-NMR(400 MHz, DMSO-
ds, 8 / ppm): 146.3(-N=CH-), 64.8(-OG}H 168.8(RCOO-), (126 -128.5, benzene ring ).

Compound-3d: N'-(4-hydroxy benzylidene)-6-methyl-2-oxo0-4-phédy2,3,4-tetrahydro pyrimidine-5-carbo -
hydrazide; Color : Green; Yield : 75.01%; m.p. Z84°C; M Wt.: 350.37; Anal. Calcd.for §1,gN,Oz: C 65.13, H,
5.18, N 15.99 %; found :C 65.10,H 5.16,N 15.97%KRr, cm-1): 3372, 1337(-NH-),3580 (ArOH), 1672 (=0,
amide), 1634 (-N=CH-)*H-NMR(400 MHz, DMSO-g, 5 / ppm): 5.30(s,1H, -N=CH-), 8.10 (s, 1H,-CONH-)86-
7.72 (m, 4H, Ar-H),4.20(s,H, -OH)*C-NMR(400 MHz, DMSO-¢,  / ppm): 166.8(RCO0-),148.3 (-N=CH-),
(126.9 -130.5, benzene ring ).

Compound-3e:  N'-(4-hydroxy-3-methoxybenzylidene)-6-methyl-2esg-phenyl-1,2,3,4-tetrahydropyrimidine-5-
carbohydrazide; Color : Brown; Yield : 69.17%; ni241-246°C; M Wt.: 380.40; Anal. Calcd.fopd,0N404: C
63.15, H 5.30, N 14.73 %; found:C 63.12,H 5.26,N69%0; IR(KBr, cm-1): 3380,1337 (-NH-), 3565 (ArQH)
1684 (>C=0 amide), 1637 (-N=CH®H-NMR(400 MHz, DMSO-¢, & / ppm) 5.62(s,1H, -N=CH-), 8.12 (s, 1H,-
CONH-), 6.85-7.75(m, 3H, Ar-H), 3.75(s,3H, -O@H 5.80(s, H,-OH),*C-NMR(400 MHz, DMSO-¢, & /
ppm):170.4(RCOO0O-), 160.3(-N=CH-),66.8(-OgH

Compound-3f: N'-(3,4-diethoxy benzylidene)-6-methyl-2-oxo-4emiyl-1,2,3,4-tetrahydro pyrimidine-5-carbo -

hydrazide; Color : Light brown; Yield : 89.54%; m:p253-257°C; MW1.: 422.48; Anal. Calcd.for,38,6N404; C
65.39, H 6.20, N 13.26%:; Found:C 65.37,H 6.17,\21%; IR(KBr, cnt): 3380,1337 (-NH-), 1678 (>C=0 amide),
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1639 (-N=CH-)'H-NMR(400 MHz, DMSO-g, 5 / ppm): 5.66(s,1H, -N=CH-), 8.12 (s, 1H,-CONH-)85-7.75(m,
3H, Ar-H), 4.32( g,2H,-OCH2CH, 1.80( t,3H,-OCH2CH3)**C-NMR(400 MHz, DMSOg3 / ppm) : 173.8
(RCOO-), 164.6 (-N=CH-).

Compound-3g: N'-(benzo[d][1,3]dioxol-5-yImethylene)-6-methyt&xo-4-phenyl-1,2,3,4-tetrahydropyrimidine-5-
carbohydrazide; Color : Brown; Yield : 87.12%; m380-234°C, MWt.: 378.38; Anal. Calcd.for ,g8:gN4O0,4,C
63.48, H 4.79 N 14.81%;found:C 63.44,H 4.77,N 1278R(KBr, cm): 3370, 1340 (-NH-), 1672 (>C=0 amide),
1632 (-N=CH-);"H-NMR(400 MHz, DMSO-¢, & / ppm): 5.60(s,1H, -N=CH-), 8.15 (s, 1H,-CONH-)12-7.75 (m,
3H, Ar-H), 6.25(s,2H, O-CHO); *C-NMR(400 MHz, DMSO-¢, & / ppm): 172.8(RCOO-),168.3(-N=CH-
),116.5(0O-CH-0).

Compound-3h:  N'-(2-hydroxy benzylidene)-6-methyl-2-oxo-4-plyéd,2,3,4-tetrahydro pyrimidine-5-carbo -
hydrazide; Color : Light green; Yield : 80.18%; m384-236°C; M Wt.: 350.37 ; Anal. Calcd.for;g8:gN4O5;C,
65.13; H, 5.18; N, 15.99%;found: C 65.09,H 5.1415195%;IR(KBr, crif): 3584 (Ar-OH), 3380,1337 (-NH-),
1682 (>C=0 amide), 1638 (-N=CH-34-NMR(400 MHz, DMSO-g, & / ppm): 5.38(s,1H, -N=CH-), 8.10 (s, 1H,-
CONH-),6.95-7.72 (m, 4H, Ar-H), 4.38(s,H, -OHY)C-NMR(400 MHz, DMSO-¢, & / ppm): 166.8(RCOO-),
160.3(-N=CH-).

General procedurefor Preparation of 4a-h

A mixture of of N'-benzylidene N'-benzylidene-6-imgt2-oxo-4-phenyl-1,2,3,4-tetrahydropyrimidine-5-
carbohydrazide (3a-h) (0.01 mole) in THF (30ml) andrcapto acetic acid (thioglycolic acid) [0.01 ejoWith
apinch of anhydrous ZnClI2 [0.05gm] was refluxed ¥@rhrs. The solvent was then removed to get duesiwhich
was dissolved in pet-ether and passed throughuarrobf silica gel using pet-ether: chloroform (6vdy) mixture
as eluent. The eluate was concentrated and theigrodystallized from alcohol to give 4-thiazolidimes (4a-h).

Compound-4a:6-methyl-2-0x0-N-(4-oxo0-2-phenyl  thiazolidin-3-¥)}-phenyl-1,2,3,4-tetrahydro  pyrimidine-5-
carboxamide, Color : White crystals; Yield : 86.12%.p. 204-208°C; M Wt.: 408.47; Anal. Calcd.for
CoiHooN4OsS ;C, 61.75; H, 4.94; N, 13.72; S, 7.85%;found: £78,H 4.98,N 13.69,57.84%;IR(KBr, &
3378,1339 (-NH-),1720 (>C=0 thiazolidinone), 167Q&0O amide)H-NMR(400 MHz, DMSO-¢, § / ppm): 8.33
(s, 1H, -CONH-), 6.95-7.75 (m,5H, Ar-H, 4.52 (s, 2#CH,-thiazolidinone); (s, 3-H, CH=2.28-2.70)ppn’C-
NMR(400 MHz,DMSO-4g, 8 / ppm): 162.5 (>C=0, thiazolidinone), 172(>C=0,id@), 45.8 (-CH2-thiazolidinone
)

Compound-4b:N-(2-(2-methoxy phenyl)-4-oxo thiazolidin-3-yl)4#@ethyl-2-oxo-4-phenyl-1,2,3,4-tetrahydro -
pyrimidine-5-carboxamide;Color : White crystalse¥ : 75.22%; m.p. 210-214°C ; M Wt.: 438.50; Ar@alcd.for
CooH2N4O,S; C 60.26, H 5.06, N 12.78,S 7.31%; found: C 6828.06,N 12.75, S7.28%; IR(KBr, cm-1):
3290,1338 (-NH-), 2818 (Ar-OCHi 1726 (>C=O thiazolidinone),1668 (>C=0 amidé}j-NMR(400 MHz,
DMSO-d;, & / ppm): 8.53 (s, 1H, -CONH-), 6.65-7.77 (m, 4H-HAY, 4.26 (s, 2H, -CH2-thiazolidinone), 3.59 (s,
3H, -OCH3);**C-NMR(400 MHz, DMSO-¢, 5 / ppm): 64.65(-OCk), 164.5 (>C=0, thiazolidinone), 168(>C=0,
amide), 48.2 (-CH,thiazolidinone), 61.45(-OCHl

Compound-4c: N-(2-(3,4-dimethoxy phenyl)-4-oxothiazolidin-3yy6-methyl-2-oxo-4-phenyl -1,2,3,4-tetrahy -
dropyrimidine-5-carboxamide; Color : White crystal§eld : 78.45%; m.p. 196-198°C; M Wt.: 468.53 nd.
Calcd.for  GaH»4N4OsS : C 58.96, H 5.16, N 11.96, S 6.84%; found :(®884 5.13,N 11.63,S 6.81%; IR(KBr,
cm?): 3290, 1338 (-NH-), 2830 (Ar-OGH 1728 (>C=0 thiazolidinone), 1670(>C=0 amid#):NMR(400 MHz,
DMSO-d;, 5 / ppm):8.44 (s, 1H, -CONH-),7.15-7.88 (m, 3H, A);4.57 (s, 2H, S-CH), 3.49 (s, 3H, -OCH); *C-
NMR(400 MHz, DMSO-¢, 6 / ppm): 33.8 (-S-CH2-),169 (>C=0 thiazolidinond$6.2(>C=0 amide), 63.45(-
OCH3, 16.56(-CH).

Compound-4d: N-(2-(4-hydroxy phenyl)-4-oxothiazolidin-3-yl)-Gethyl-2-oxo-4-phenyl-1,2,3,4-tetrahydro -
pyrimidine-5-carboxamide; Color : White crystaldgM : 70.33%; m.p. 174-178°C; M Wt.: 424.47; Araalcd.for
CoiHaoN4O,S @ C 59.42, H 4.75, N 13.20,S 7.55%; found:C 5$438.71,N 13.17,S 7.51%; IR(KBr, ¢t 3390,
1337 (-NH-), 3586 (Ar-OH), 1726(>C=0 thiazolidinohe1672 (>C=0 amide)H-NMR(400 MHz, DMSO-g, & /
ppm): 8.46 (s, 1H, -CONH-),7.28-7.90 (m, 4H, Ar-H)60 (s, 2H,-Cktthiazolidinone), 8.26 (s, 1H,-OH}’C-
NMR(400 MHz, DMSO-d, 6 / ppm): 30.5 (-S-CH), 172 (>C=0 thiazolidinone),167.2 (>C=0 amide).

Compound-4e:  N-(2-(4-hydroxy-3-methoxy phenyl)-4-oxo thiazadhe3-yl)-6-methyl-2-oxo-4-phenyl-1,2,3,4-
tetrahydropyrimidine-5-carboxamide; Color : Whitgstals; Yield : 69.22%; m.p. 164-166°C; MWt.: 452 Anal.
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Calcd.for G;H»N,OsS: C 58.14, H 4.88, N 12.33, S7.06%; found:C 58114.85,N 12.29,S 7.06%;IR(KBr, cht
3285, 1340 (-NH-), 3582 (Ar-OH), 1722 (>C=0 thiadoone ),1668(>C=0 amidejH-NMR(400 MHz, DMSO-
ds, & / ppm): 8.42 (s,1H, -CONH-), 7.20-7.90 (m, 3H, A); 4.63 (s, 2H, S-CH), 3.82 (s,3H, -OCHJ, 6.82(s,H,-
OH); C-NMR(400 MHz, DMSO-¢, & / ppm): 66.8(-OCH),33.8 (-SCH-),174(>C=0thiazolidinone),
168.4(>C=0, amide),62.45(-OGH

Compound-4f:  N-(2-(3,4-diethoxyphenyl)-4-oxothiazolidin-3-y&-methyl-2-oxo-4-phenyl-1,2,3,4-tetrahydro -
pyrimidine-5-carboxamide; Color : White crystaldgM : 72.23%; m.p. 190-194°C; M Wt.: 496.58; Araalcd.for
CosHagN4OsS :C 60.47, H 5.68, N 11.28, S 6.46%; found: C 80H 5.64, N 11.85, S 645%;IR(KBr, ¢ 3280,
1336 (-NH-), 3590 (Ar-OH), 1726 (>C=0 thiazolidire)p 1670(>C=0, amidefH-NMR(400 MHz, DMSO-g, & /
ppm): 8.49 (s, 1H, -CONH-),7.30-7.90 (m, 3H, Ar-H$)32 (s, 1H, -N=CH-), 4.57 (s, 2H, S-gH 4.80 (q, 4H, -
OCH2CH3),1.82(t,3H,-OCKCH,); *C-NMR(400 MHz, DMSO-g¢, &/ppm): 32.6 (-S-Ch), 172 (>C=0
thiazolidinone), 167.2(>C=0,amide), 16.24(-CH=),86CH,-).

Compound-4g: N-(2-(benzo[d][1,3]dioxol-5-yl)-4-ox0 thiazolidiB-yl)-6-methyl-4-phenyl-1,2,3,4-tetrahydro -
pyrimidine-5-carboxamide; Color : White crystalsje : 82.23%; m.p. 178-180°C ; M Wt.: 438.50; Anal
Calcd.for G,H,:N,O,S : C 60.26, H 5.06, N 12.78,S 7.31%; found: C BOE25.06, N 12.74,57.28%; IR(KBr, ¢m
1): 3288, 1335 (-NH-), 2364(-CHO-CH,-), 1724(>C=0 thiazolidinone), 1670(>C=0 amid4):NMR(400 MHz,
DMSO-d;, 3 / ppm): 8.40 (s,1H, -CONH-), 7.18-7.90 (m, 3H, A)4.61 (s, 2H, S-CH), 6.28 (s, 2H,0-CHO);
13C-NMR(400 MHz, DMSO-¢, 5 / ppm): 102.2(0-CHO0), 31.6 (-S-CH), 173(>C=0thiazolidinone), 168 ( >C=0
amide).

Compound-4h: N-(2-(2-hydroxyphenyl)-4-oxothiazolidin-3-yl)-6-@thyl-4-phenyl-1,2,3,4-tetrahydropyrimidine-5-
carboxamide; Color : White crystals; Yield : 78.77%.p. 143-146°C; M Wt.: 410.49; Anal. Calcd.for
CoiH,N,O5S: C 61.44, H 5.40, N 13.65, S 7.81%; found: C 614 5.37, N 13.62, S7.78%;IR(KBr, ¢hn
3278,1338 (-NH-), 3587 (Ar-OH), 1722 (>C=0thiazitione),1668(>C=0 amide}4-NMR(400 MHz, DMSO-g,

3 / ppm): 8.48 (s, 1H, -CONH-), 7.20-7.90 (m, 4HHY, 4.58 (s, 2H, S-CH), 4.78 (s, 1H, -OH)"*CNMR(400
MHz, DMSO-g;, 6 / ppm): 32.2 (-S-CH), 175 ( >C=0, thiazolidinone), 167.6(amide, >C=0)

RESULTSAND DISCUSSION

Elemental analysis
The elemental analyses of all synthesized compoarals good agreement with the proposed structures

Spectral analysis

It was observed that, the IR spectra for compojdliows a strong an absorption band at 1722 f@ €m-1 ester
and 1HNMR spectra shows triplet-quartet pair ablBd 4.28 ppm, it is indicate formation of compdh); when
ethyl 6-methyl-2-0xo0-4-phenyl-1,2,3,4 tetrahydrdpydine-5-carboxylate compound(1) on condensatigth
hydrazine hydrate gave 6-methyl-2-oxo-4-phenyl3,£tetrahydropyrimidine-5-carbohydrazide (2) irodoyield,
and compound (2) was confirmed by elemental aralysd IR spectra showing an absorption band d@=( of
ester was disappeared and a new strong band afd6620 amide , it is indicated that respectivadarformation
take place, and also shows triplet-quartet pait.35 and 4.28 ppm for ethoxy group was disappead two
singlet peaks at 4.22 s, for 2H, -NH2, and 7.64sfar -CONH, shows the formation of amide withdngzine take
place .IR spectra for all (3a-h) compounds shofes,strong absorption band at 1626-1638 cm-1 KexGH- and
disappearance of peak at 4.22 for free NH2 in 1HNMpectra of compound (2) indicate to formatidischiff's
base. IR spectra for compounds (4a-h) shows titet band at 1626-1638 cm-1 for -N=CH- was disaygzeand
new strong absorption band was appear at 1728-&m-1, which indicate the formation of cycli¢aolidinone
ring (4a-h), also the formation of all(4a-h) wesnfirmed by 1HNMR spectra ~4.55 s for , 2H, -CH2-
thiazolidinone, and in 13CNMR ,~163 for C=0 of amblidinone.

Biological analysis

Antibacterial Activities.

All the newly synthesized compounds have been donéro for their antibacterial activity againstagn- negative
and gram- positive bacteria Staphylococcus aurAi€C-25923), Bacillus subtilis (recultured), Esabbia coli
(ATCC-25922), Pseudomonas picketti (recultured) &hidrococcus luteus (recultured) at a concentratidn
50ug/ml by agar well diffusion method [19]. DMSO wased as a control solvent. Under similar conditions
Tetracycline was used as a standard drug for casguarAfter 24 hr of incubation at 37°C, the zorieénhibition
was measured in mm. The investigation on strucicte4ty relationship (SAR), showed that in generdie
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presence of dioxale ring, 3,4-diethoxy group aneme3hoxy -4-hydroxy groups on benzene ring enharibed
antibacterial action ,showed in Table-1. The rasstiowed that almost all sixteen compounds areeaetainst
bacteria some of them are highly active are shawrable -1.

Table 1. Antibacterial activities and minimum inhibitory conc. (M1C)

Comp No. EC PP SA MC
(MIC) wicy | BSMIO T i (MIC)

3a 08.09 (0.8)] 10.75 (0.8
3 11.05 (0.7)| 9.30 (0.8)
3 12.30 (0.7)] 11.60 (0.8 1540 (0.8) 12.60 J0.8
3d 13.45 (0.7) 12.05 (0.7
3e 17.35(0.7)] 19.65(0.8] 2140 (0.1) 19,50
3f 16.68 (0.7)] 15.05 (0.8 1755 (0.8) 13.30 J0.8
39 16.40 (0.7)] 18.55(0.8) 22.90 (0.]) _ 19.00 (08) 257(.08)
3h 12.30 (0.7)] 10.75 (0.8 09.45 (0.8)
4a 08.25 (0.8) 05.65 (0.9) 07.35 (0.8)
4b 10.60 (0.8)] 11.85 (1.0} _09.50 (0.9) 11.30 (1)0)
4c 13.75 (0.8)] 1165 (0.8 1585 (0.8) 13.40 (0l8)
4d 10.30 (0.8)] 13.70 (L0 12.05 (0.8)
4e 18.50 (0.8)] 16.30 (10) 1555 (0.9) 17.80 (0]8) 0B&L.0)
4 15.65 (0.8)] 18.25(0.8) 15.45(0.9) 17.60 (0]8) 753L.0)
49 17.78 (0.8)] 20.40 (10) 2260 (0.9) 19.25 (0]8) 2071.0)
4h 11.60 (0.8)] 10.60 (10} 13.80 (0.9) 11.05 (0}8) - --

Tetracydine | 14.00 18.46 23.50 17.85 15.00

EC: Escherichia ColiPP: Pseudomonas picketBS: Bacillus SubtilisSA: Staphylococcus aureus|C: Micro coccluteusMIC: Minimum
Inhibitory Concentrations (mg/ml), ---: Not Actiee Very minor active

Antifungal Activities:

The fungicidal activity of all the compounds wasdiéd at 1000 ppm concentration in vitro. Planthpgenic
organisms used were Trichphyton longifusus, Candibacans, Aspergillusflavus, Microsporum Caniss&tium
Solani, Candida glabrata by using agar plate tegtni{20], The percentage inhibition for fungi waacalated
using the formula given below:

Percentage of inhibition = 100(X-Y) / X

Where, X = Area of colony in control plate
Y = Area of colony in test plate

Table 2. Antifungal activity of the newly synthesized compounds

— 5
Name of Fungi ggmpglé No.3fand |32]h' b'gé’n Zz(r;es 14200 p4pgm (ﬁ’g Standard drug (%)
Trichphyton longifusug -- | 35| 30| 83| --| 68 83 94 3 Miconazole (90
Candida albicans -- | 45| --| 62| 35| 60| 68 67 - Miconazole (90),
Aspergillus flavus 34| --| 42| 45| --| 54 79 45 4 Amphotericin (90)
Microsporum canis -- | 34| 58| 58| 42| 74 44 5 - Miconazole (90
Fusarium solani 28 | -- - | 78| 25| 80| 78 74 -- Miconazole (90),
Candida glabrata - | 52| - | 86| --| 88| 93 8§ 24 Miconazole (90),

CONCLUSION

We have successfully synthesized N'-benzylidenestighk2-0x0-4-phenyl-1,2-di  hydropyrimidine-5-
carbohydrazide (3a-h) and various 6-methyl-2-oxMxo-2-phenyl thiazolidin-3-yl)-4-phenyl-1,2-ditiso
pyrimidine-5-carboxamide (4a-h). Compourdds 3f, 4g and 4f found to possess better antibacterial activitytig
reference standard Tetracycline and in MIC also pmumds3g, 4e, 4f and 4g found to possess better antifungal
activity against Trichphyton longifusus and Candigigbrata than its reference standard Miconazole.
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