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ABSTRACT

Some of N-(5-methyl-4-oxo-2-substituted phenyl-3H- thiazolidine-3-yl 2-(3’-
substituted phenyl spiro [3H-indole-3,2’-thiazolidine]-2,4’-(1H)-dione-1-yl)-
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)acetamide have been synthesized by the cyclocondensation of N’-substi-
tuted benzylidene-2-(3’-substituted phenyl-spiro[3H-indole-3,2’-
thiazolidine]-2,4-(1H)-dione-1-yl)acetohydrazide with thiolactic acid.
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INTRODUCTION

Spiroindoles*¥ and thiazolidimones*® havebeen
found to remarkable pharmaceutica sproperties. These
encourage usto synthesized, some of N-(5-methyl-4-
oxo-2-substituted phenyl-3H-thiazolidine-3-yl)-2-(3’-
subgtituted phenyl spiro [3H-indole-3,2’-thiazolidine]-
2,4-(1H)-dione-1-yl)-)acetamide (7a-i). Thetitlecom-
pounds(7a-i) andit’s analogs were prepared by method
outlinedinthe Scheme 1 and summarizedin TABLE 1.
Following the literature procedure® 2-(3’-
substitutedphenyl spiro[ 3H-indole-3,2’-thiazolidine]
2,4’ (1H)dione-1-yl)aceto hydrazides (5a-C) was pre-
pared which undergoes shift basereaction with different
aromdicadehydegave N’-substituted benzylidene-2(3’-
subgtituted phenyl-spiro[ 3H-indole-3,2’-thiazolidine]-
2,4 (1H)-dione-1-yl)acetohydrazide (6a-€). Thesefur-
ther react with thiolactic acid yielded desired products
(7a-i). Thepurity & structureof the products(7a-i) were
established onthebassof ther spectrd (IR& 1HNMR)
dataand TLC. Physical dataaregivenin TABLE 1.

EXPERIMENTAL

Melting points were determined on Buchi B-545
melting point apparatus and are uncorrected. IR spec-
trum was recorded in KBr on a Perkin Elmer spec-
trometer, 'H NMR wasrecorded in DM SO-d6 using
300MHz brucker spectrometer (Chemical shiftind
ppm).with TMS asinternal standard. The TLC was
performed on precoated Silica-gd sheetsobtained from
Merck & Co., Germany, which werevisuaizingusing
UV light. Theanaytical Research Department of Ipca
Labs Ltd. (Kandivai, Mumbai) carried out all analyti-
ca work.

NZ-4-chlorobenzylidene-2-(3’-(4-bromophenyl)-
piro[3H-indole-3,2-thiazolidine)-2,4’-(1H)-dione-
1-yl)-acetohydrazide (6h)

A Mixtureof 2-[3’-(4-bromophenyl)-spiro-[ 3H-
indole-3,2’-thiazolidine]2,4(1H)dione-1-
yl)acetohydrazide (3.0gm, 0.0067 mole), 4-
chlorobenzal dehyde (0.94gm, 0.0067mole), and few
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Scheme 1
TABLE 1: Characterization data of compound (5a-c), (6a-1) & (7a-i)

Compound R R! ,\églr?dlg I\/IO(I:D ' Y(IV? d Compound R R! I\/IFglremClljllzr '\{,ICP Y(')/? d
5a F  --  CigHisFN4OsS 260°C  91% 6i Br C;3HgO C3HxBrN,OsS,  235°C  81%
5b Cl  --  CygHisCINLOSS 192°C  90% 7a F CeHiBr CyHBrFN,O,S, 166°C  75%
5¢c Br --  CygHisCINLOSS 181°C 89% 7b F CeH4Cl CygH,CIFNJO,S, 147°C  71%
6a F CeHiBr CysHigBrFN,OsS, 244°C  77% 7c F CiHgO Cg3Hz7FN4OsS, 151°C  68%
6b F CeH4Cl CxsHigCIFN,O3S, 225°C  79% 7d Cl CgH,Br CyH»,BrCIN,O,S, 135°C 65%
6c F CuHgO CzH2FN4O4S, 208°C 80% Te Cl CsH4Cl CyeHxCIoNJOLS, 158°C  67%
6d Cl CgH4Br CxHigBrCIN,OsS, 254°C  82% f Cl C;yHgO CgxHxCIN4OsS,  161°C  69%
6e Cl CsH4Cl CxsHigCINJOsS,  205°C  81% 79 Br CeH.Br CysH»,BrN,O,S,  171°C 73%
6f Cl C;yHoO C3HxCINLOLS,  250°C  84% 7h Br CsH4Cl CysHxBrCIN,O,S, 174°C  72%
69 Br CeHBr CxsHigBroN,OsS, 221°C  78% 7i Br C;HoO CgxH/BrN,OsS,  156°C  70%
6h Br CsH4Cl CxsHigBrCINJO,S, 208°C  75%

dropsof glacia acetic acid in ethanol (30ml) wasre-
fluxed for 8 hrs. Reaction wasmonitoring by TLC. Af-
ter compiletion of reaction mixturewascooled at room
temperatureand pouredin to cold water. Thelight yel-
low solid precipitate wasisolated by filtration & dried.
Further purification of product by crystalization from

mixtureof solventschloroform/ methanal afford (6h) in
pureformin77%yield, M.P. 208°C

IR (cm1):3300 (N-H), 3054 (C-H, aromatic),
2972,2930 (C-H, akyl), 1733, 1691 (C=0), 1581,
1471 (C=C, aromatic), *H NMR : & 4.00-4.18
(dd,2H,-SCH.,), 4.85-4.92 (dd,2H,-NCH,), 7.00-
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8.11(m,12H,Ar-H), 11.75 (S, 1H,NH).
Similar procedurewasfollowed to synthesize other
derivative(6a-i).

N-(5-methyl-4-o0x0-2-(4-chlorophenyl)-3H-
thiazolidine-3-yl)-2-(3’-(4-bromophenyl-spiro[3H-
indole-3,2’-thiazolidine]-2,4’-(1H)-dione-1-yl)-ac-
etamide(7h)

A mixture of N'-4-chlorobenzylidene-2-(3’-(4-
bromophenyl)-spiro[ 3H-indole-3,2’-thiazolidine)-2,4°-
(1H)-dione-1-yl)-acetohydrazide (2.0gm, 0.0037mole)
andthiolactic acid (0.60gm, 0.0056mole€) indry tolu-
ene (30ml) wasreflux for 12 hrs. Collect the water
azeotropicaly with dean-stark assembly and monitor-
ing thereaction by TLC. After completion of reaction
distilled out half of thetoluene. Keep thereaction mass
indeep-freez for 8 hrs. filter the pure crystallized prod-
uct and washwith cold toluenegave (7h) in 72%yidld
M.P. 174°C.

IR (cm?): 3238 (N-H), 3049 (C-H, Aromatic),
2978, 2928 (C-H, alkyl), 1731, 1698 (C=0). *HNMR
: 8 1.47-1.48(d, 3H, CH-CH,), 4.02-4.21 (dd, 2H, -
SCH,), 4.37-4.39 (m, 3H, N-CH, + S-CH), 5.76-
5.76 (d, 1H, CH), 7.02-7.82 (m, 12H, Ar-H)

Similar procedurewasfollowed to synthesize other
derivative(7a-i).
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