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IMPORTANCE OF QUINOLINE DERIVATIVES

The quinoline ring system is important in medicine. The 

natural products like cinchc^p alkaloids including cinchonine and

quinine are useful tor the treatment of MaJ/elria . Ben zopy r l d 1 nes 

have stimulated the production of synthetic materia^ used as 

chemotherapeutic agents.

The subsequent importance of quinoline is linked to mal^ej-ia. 
Several successful synthetic antima^rial drugs such as 

chloroquine is used in the treatment of amoebic dysentary.

NH-CH -(CH2)3-NEt 2 
CH3

Chloroquine

Quinolines play no part in fundamental metabolism and occur 

relatively in the plants as secondary metabolites (alkaloids). An 

important role played by quinoline compounds was that of providing 

first photographic film sensitisers, such as the cyanine dye 

'ethyl red'. Most of quinoline derivatives have been reported as 

pharmaceuticals'" Most of them possess (2) wide therapeutic:

ac tivities .. . . 5viz. antiseptic analgesics 
10

t ryphocid a1^, 
118 *7germicidal , antitubercular , anthe 1mintict and antiserotonin

/3-Hydroxy quinoline derivatives and 4-substituted 7-chloro

quinolines have been extensively used as powerful antiamoebic
. 12-18 drugs

The quinoline and isoquinoline derivatives besides having
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antifilarial properties19’20 are effective against many wflrm 

21-23infections , 2-and 8-substituted quinolines containing 1.3.4
thiadiazole residue have been found to possess antimalerial and 

*24 25schlstomicida1" ’ activities.
26 27The 4-amino 7-chlora quinolines" ’ with phenyl diathiazole

are known to exhibit antibacterial and antiviral efficacy.
All the compounds of 4—amino-7-chloro quinolines were

evaluated for their antimalerial activity against plasmodium
berghel in mice and antifilarial activity against litomosoides
corni i in cotton rat and found to be inactive. Some of the
compounds were tested for their in vitro growth, inhibitory
activity against different strain of bacteria and fungi. Halo

28-29derivatives of quinoline are known as antimalerial drugs

II) QUINOLINE DERIVATIVES :
30Quinolone is 2-keto derivative of quinoline and is obtained 

initially by heating quinoline with KDH or NaOH with nearly 
quantitative yield.

KOH.
2 25V

a 1
practical purpose entirely in the carbonyl form,

e
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2 - Quinolone
Arylamine condenses with the ketonic carbonyl group at lower

temperature to form kinetically controlled product and at higher
temperature to form the stable amide as thermodynamically
controlled product. The second condensation product can be

31cyclised to an isomeric 2—quinolone
R - T-0 NH2 5 days'

140 C
CH3COCH2COOC2H5.

3 hrs

0
250°C

.

250 C
—r—t->

Most of the quinline derivatives have been prepared by ring
formation reaction. Knorr^"3 discovered that, the acetoacetani1ide
undergoes cyclisation, when it is treated with H^SO^ to give
methyl quinolone. The IR spectroscopy of the compound is useful to

32bdistinguishes between 2—quinolone and 4-quinolone systems"'



4

REFERENCES

1. P . A. Claret, in comprehensive Organic Chemistry' ed. H.R.D.

Barton and W.D. Ollis; Pargamon Oxford, Vol . 4, p. 155

(1979).

2. Acheson, J. Chem. Soc., 4731 (1956).

3. Gawnon and Sporri, J. Am. Chem. Soc., 67, 514 (1945).

4. Mizzank and Sporri, J. Am. Chem. Soc., 67, 1652 (1945).

5. C.H. Browning, J. Path. Bact., 27, 121 (1924).

6. E. Hesse Arch. Exptl. Path. Pharmacol., 249 (1930).

7. C.H. Browning, Proc. R. Soc. London, 372 (1932).

8. K. Matsamura, Bull. Agric. Chem. Soc. (Japan) 2, 159 (1926).

9. B.L. Freedlander, Proc. Soc. Exptl., Biol. Med., 81, 66

(1952).

10. H. Coline, S.African, Pat. 68, 03, 636 (1968)

11. Miroslav Czech. Pat., 110, 180 (1954).

12. G.P. Dutta, Ind. J. Microbial., 6, 83 (1956).

13. J.N.S. Yadava and G.P. Datta, Ind. J. Med. Res., 61, 971 

(1973).

14. S.S. Chakravarti, Pranab, K.Sen Gupta, Subhank.ar, Chaudhuri, 

Michael Das, Ind. Jr. of Chem., 24B, 737-346 (1985).

15. E. Bueding, N.Y. Ann, Acad. Sci. 50, 115 (1948).

16. R. Robinson, Nature, 162, 524 (1948).

17. M. Barash and J.M. Osbond, Chem. Ind., 490 (1958).

18. A.E.R. Taylor and R.J. Terry, J. Phans. Pharmacol., 11, 94



5

(1959).
19. W.C. Austin, L.H.C. Lunts, M.D. Potter and E.P.J. Pharm. 

Phannacol., 11, 80 (1959).
20. F. Hawking and R.J.J. Terry. Pharm. Pharmacol, 11, 94 (1959).
21. W. Mohr, W. Berka, H. Knutgen and A. Ohr. Med. Mschr. N.V. 5,

o76 (1951).
22. K. Grate, Wscher, Kinderhelk, 103, 462 (1955).
23. S. Reese, V. Bornmeann and E. Mander, Klinwscher., 34, 1131

(1956).
24. R. Soliman and N.A. Hammouda, J. Pharm. Sci., 68, 1377

(1979).
25. B.R. Pathak, B.D. Pathak and C.J. Lahins, J. Ind. Chem. Soc.,

61, 151 (1984).
26. R.D. Sayed Abuzar and S. Bharma, Ind. J. of Chem. 24B,

408-413 (1985).
27. W. Peter, Exptl. Parasitology, 45, 231 (1955).
28. Lutz Ashburn Freek, Jordon Leak Martin, Rowlett and Willson 

J. Am. Chem. Soc., 6B, 1285 (1946).
29. Rowlett and Lutz, J. Am. Chem. Soc., 68, 1288 (1946).
30. I.A. Joule and G.F. Smith, "Heterocyclic Chemistry".

Ilnd Ed., Thetford Press Ltd., p. 93 (1986).
31. M. Conrad and L. Limpach Ber., 20, 944 (1987).
32 a L . Knorr, Be r., 16, 2593 (1883 ) .
32b H. Rapaport and K.G. Holden, J .Am.Chem. Soc., B2, 4345 (1960)



6

LITERATURE SURVEY

Efficient synthesis of 1-Aryloxy carbostyrils have been
reported by Paquette* by heating a mixture of 2-alkoxy quinoline
1—oxide with benzyl halide for 10 hours at 100-150° to give

1—benzyloxy carbostyril E13. These compounds exhibited CNS 

stimulatory activity in animals and antifungal activity against 

Candida-albicans, Microsporum canis and Trichophyton rubrum in 

animals and Fusarium oxysporum var. cubense in plants.

Photocyc1isation of a-methyl acrylic acid [23 to 

3,4-dihydro-3-methy 1 carbastyri1 C33 have been reported by 

Cleveland et.al .*■ 4-An i 1 ino-8—hydroxyquinol ines have been reported 
by Sen et.al.^ and were claimed as possible antiamoebic agents. 

5-Substituted phenanthridiones C43 useful as an antidepressant has 
been reported^,

1—(Piperaziny1 alkyl)-3,4—dihydro carbostyrils E53 prepared
by Havera and his coworker^. Halogenation of [53 over Pd/c and

treatment with oxalic acid gave the semioxalate.

Migration of ortho substituents in amide [63 which on

photocyc1isation gave [73 which has been reported by Ninomiya
et.al.^ Chlori nation of 4-hydroxy-5,6,7,8-tetrahydro-2-quinolones

7have been reported by Ziegler et.al. to yield [83. Formation and

reactions of N-alkyl-2,2 -dichlorobenzoy1 acetanilides have been
0reported by Statkun . The acid-catalysed cyclisation of certain

N-isopropylbenzoyl acetanilides gives the corresponding
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N-isopropylbenzoy1 acetanilides gives the corresponding 

1-isopropyl quinolinones C93 .

Quinoline 1—nitroamides have been prepared by Katrizky 
9et.al. by treating 2-quinolone with NaH in CH^Cl^ followed by the

reaction of o-mesitylene sulfonylhydroxylamine to give 1-amino

derivative which was oxidised by EtQNO^ - NaQEt to give the nitro-

amide C103. Two step carbostyril C 11 3 preparation in the synthesis
1 0of dibenzoquinol mnes has been reported

Fungicidal carbostyrils for Oryzae sativa have been reported 
by Utematsu et.al.** The compound o-ClC^H^(NMe)COCH^■COM^ was 

added to concentrated H^SO^ at 70—75° and the mixture was stirred 

for lO min. at 100° and cooled at room temperature to yield C123. 

These compounds were tested, they inhibits the growth of 

Pericularia oryzae by 1007. at 100 ppm and He 1 iminthosporium 

sigmodeum by 95—967. when gives to Qryzae sativa at 4-5 leaf 

stages.

4—Hydroxy—3-sulphonyl quinolin —2(1H)— ones have been
12recorded by Hartmann et.al. Antiallergic hydroxy quinolinones

C133 and their salts were prepared by treating MeSO^CH^COOEt with

N-methy1isatoic anhydride to Furnish C133.

8—Chloro—5,6,7,8—tetrahydro—2—quinolinone C143 as useful dye
13intermediate have been reported by tieidert et.al. ^ Reaction of

3—quinoline carbonitrile and 6-quinoline carbonitrile with

Brignard reagent like CH^Hgl and PhMgBr gave 55.47. of the
141,4-additional product . ThiocarbostyriIs C153 were prepared by
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15Uchida et.al. acts as antiulcer, antiasthamic, antiinflammatory 

and thromboisis inhibiting agents.

Anti-inflammatory activity of 3,4-di-substituted 2-oxo—1,2- 

dihydro quinolines has been reported by Shridhar et.al.The 

compound C163 and C173 were tested for in vitro antibacterial, 

antifungal and analgesic activities. N'-substituted carbostyrils 
have been reported by Gyul et.al.^ Allylation of 4—methyl 

carbostyril CIS] with Cl^C = CHCH^Cl gave product with better 

yields.

Carbostyrils and their 3,4—didehydro analogs and their salts

C191 useful as /?-adrenergic blocking agents. The activity of 21

compounds was greater than that of proctolol and atenolol in

dogs. Oxidation of quinolinium salts gave 50—52'A of the
19corresponding quinolone C2o3.

Carbostyril derivatives and their uses in therapy have been
20reported by Banno et. al. The compounds C213 and C223 exhibited 

antihistaminic, anti-aggressive and adrenaline antagonist activity 

and showed their usefulness as CNS agents. 6-(4-chlorobutyri1)—3, 

4- dihydro carbostyril when treated with 1—phenyl piperazine 

in Me^CO containing Nal and Et^N gave 6—C4—(4—phenyl—1-pipera- 
zinyl) butyri13-3,4-dihydro carbostyril.

21Carbostyril derivative C233 were prepared by Otsuka and 

have exhibited antiflammatory, analgesic and muscle relaxing 

activities. Introduction of a functionalized carbon chain at the 

3—position and 4-methoxy-2-quinol ones via photochemical C2+23-
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cycloaddition to alkynes and the synthesis of (+) - edulinine have
22been reported by Naito et.al. Irradiation of 4-methoxy-2-quino-

lone or its derivatives in MeOH in presence of monosubst i tuted

ethylene gave head to tail adducts e.g. Dihydrocyclobutaquinolino-

linones C243. A new method for cleavage of the <C-1) - (C-8b>

bond in the adducts was developed. Thus the cycloproduct

obtained from 4-methoxy-l-methyl-2-quinolone and 2-me thy1-3—

butan -2-ol was transformed to eudulinine C243.

Heterocyclic amidooximes derivative C 25 3 useful as
23antidepressants were reported by Qbitz and his coworkers w'.

Carbostyril derivatives as cardiotonics have been reported by
24Otsuka et.al. The compound C263 was found to be effective

cardiotonics at 1-300 fjq in isolated dog heart.

Novel carbostyril anchord heterocycles have been prepared by
25Zoorob et.al. Carbostyril C273 and C283 were prepared from

3-acety1-1,2,3,4-tetrahydro-1—pheny1-3,4-quino1ine dione by

heating with HCHO, Et^NH and HC1 in EtOH to give C273 . A mixture

of [273 . Ph-NHNH^ and NaOH in NaOAc was heated further to give

pyrazolinyl carbostyril derivative C283. Synthesis and spectral

studies of 3-substituted 2H-pyrano-C2,3-b3 quinolin-2-ones. C293
26have been reported by Tilakraj and his coworkers . 3-Phenyl-2H- 

pyrano E2,3—b3 quinoline—2—ones and 3—acetamido—2H—pyrano C2,3—b 3 

quinolin-2-ones have been prepared by Perkin type condensation of 

3—farmy1—2—quinalones with sodium salt of phenylacetic acid and 

acetyl-glycine respectively. Mass spectral fragmentation pattern

of these compounds have been given.



Bergman synthesised 4-amino-2-quinolinones C303. Addition27

of Grignard reagent to N—(os—haloacy 1 > —N—al ky 1 substituted
anthranilo nitriles involved the initially the halogen metal 
exchange reaction e.g. N-C?-bromopropiony1>— N-methyl- 2- cyano- 
aniline, induced anion formation followed by cyclisation of 
4-amina-2-quinolinones e.g. 4-amina-1,3-dimethy1-2-quinolinone 
C303.

Studies on positive inotropic agents and synthesis of
[(4-substi- tuted, 1-piperaziny1) carbonyl! -2(1H)-quinolinane

ogderivatives have been made by Tominaga et.al. and examined for
positive inotropic activity on the canine heart. Among them C311
had potent activity. Benzo (F) quinolino compounds and their

29medicinal compositions have been reported by Nakao et.al. 
Compound [323 was used as anti-inflammatory agents. Preparation 
and reactions of 3,4—dihydro-1- ethyl, 4-methylene -3,3,6,8- 
tetrachloro—2(1H)—quinolinones and their derivatives have been 
reported by Statkun and his coworkers^. Chloro— quinolinones C331 

were prepared from difluoro-oxyboranes their reactions and 
intercanversions were studied. This cyclic borane was treated with 
S0C1,-, and concentrated H^SO^ to give C331 .

1—Methyl isatinone flask synthesis of 2—oxo—3—benzoyl amino 
-1,2- dihydroquinolin-4-carboxani1 ides have been reported by Jain 
et.al.^ The synthetic methodology involved the condensation of 
PhCONHCH^COOH and PhCNS with isatin to produce C343 which is also 
prepared by condensation of isathinimine with 2-pheny1-2-oxa-
zolin-5-one. Synthesis and antibacterial activity of some new
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fatty acid hydrazones have been reported by Kulkarni et.al. 

Cg-C fatty acid hydrazides were prepared with 4-t(O-formyl

-phenoxymethy1>3 carbostyril C35 3 to give corresponding hydrazone 

C363 . The hydrazone C363 exhibited good activity against E. coli 

bacteria.

Synthesis of some bicyclic and tricyclic quinoline
33derivatives have been reported by Hogale et.al.^ 

2-Chloroquinoline derivative C383 (R'=C15 reacted with

Ph-CH -CQNHNH to give C373. Chloro compound when heated with
4L

NH^SCN in acetone fallowed by the reaction with CH^CN furnished 

targetted compound C383. The molysis of C393 (R= ~CH7 = CH-CH^O,
R =F> in tetralin at 212°C for 48 hours gave 697. of the 

C1 alsen-rearrangement product C403 in which 'N' is the migration 
terminus^4.

Preparation of heterocyclic carbostyri1 derivatives as 

inhibitors of thrombocyte adhension have been reported by Nishi 

et.al. . The compound C413 and their salts were prepared as blood 

platelet aggregation inhibators. Direct synthesis of 

pyridinyl-2(lH)-quinolinones via palladium catalysed

Inter-coupling reaction have been reported by Bell et.al.^ 

Pyridinyl zinc chloride was treated with 6-haloquinolinones in 
presence of catalytic amount of tetrakis (triphenyl phosphine) 

palladium to give the corresponding 6-pyridinyl quinolinones C423.

Synthesis of some new 3-substituted 4-hydroxy—1—methyl 

quinolin-2-one derivatives C433 as potential antibacterial and

Girger et.al.antifungal agents have been reported by
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3-Acetyl-4~ hydroxy-l-methy1 quinoline-2-one and its bromoderi- 
vatives were treated with different reagents to prepare new 

quinoline derivatives that have different heterocycles at 

position -3 and their anti-bacterial and antifungal activities 

were evaluated. 3-A1ky1-4-methy1 carbostyrils and their sulphur
30analogs have been reported by Gyulbudagyan and his coworkers 

Qulno 1inothlone C443 was prepared in 79’/. yield and MeCOCH^ CONHPh 

in four steps by alkylation with EtBr, cyclisation with poly- 

phosphoric acid and H^SO and chlorination by P0C1_ to obtain 

chloroquinone C453.

Preparation of 2—oxoquinolipe derivatives C463 as
39antiarrhythemic agents have been reported by Tafusa et.al.

Preparation of N-halo-o- alkyl hydroxamic acids have been reported 
40by Kikukawa . N-alkoxy N-heterocyclic compounds were prepared by

intramolecular cyclisation of Br(CH„) -C0NX0R in neutral solvents2 n
in the presence of Zn salts. Ph(CH9)CONC1, OMe , MeN09 under reflux

for 5-minute formed 93.8V. carbostyril derivative 1473. Synthesis

of p—methy1-2-oxo-1,2-dehydro, 3-quinolino carbonitri1es have been
41reported by Tilak and his coworkers . The compound C483 were

prepared from quinoline carboxaldehyde by methylation followed by

oximation with NH^OH and dehydration by treating with P^Q,. -

Preparation of (heterocyclyImethoxypheny1> tetrahydropyrans

C493 and related compounds as lipoxygenase inhibitor have been
42reported by Crawley et.al. Preparation of 2,4-dihydroxy

quinolines as an agro- chemical and pharmaceutical intermediates
43have been reported by Franaki et.al. The compounds E503 was



prepared and claimed to have antiasthmatic activity. Carbostyn Is

as antiarrhythmics, their preparation and formulations have been
44done by Tafusa et.al. The reaction of 3-(1-ch1oro-1-pheny1- 

methyl) -8—methyl carbostyri 1 and Me^ CNH^ in MeCN under 

refluxing condition for 1 hr. gave C513 on 

acidification with HC1.

Synthesis of 5H—quinolin-5(3,4-b) Cl,43 -benzothiazin-6-ones
45have been reported by Jayshree et al. The reaction of 4-hydroxy

quinoline—2—ones and 7-aminothiophenol in dioxane in the presence

of p-toluene sulphonic acid furnished compound involving

dehydration and oxidative cyclisation. The synthesis of

benzofuroquinolines and some halobenzofuro C2,3-c3 quinoline

derivatives E523 CR=F,Br3 by photo- cyclisation of N-benzyl—N-

(p-halopheny1)-2-benzofurocarboxamides has been reported by
46Yamaguchi et.al. An efficient synthesis of 8-methoxy and

8-hydroxy-l-methy1 carbostyriIs has been reported by Gesto
. 47et.al.

Studies on Vilsmeir-Haack reaction, a new route to 2-chloro

qunio line -3-carboxya ldehydes C533 has been reported by Pawar 
48et.al. to yield 3-carboxyaldehyde-6-methy1 quinoline - 2(lH)-one

C543. Some new sulphides E563 and C573 from 4-Bromoethyl carbo-
49styrxl C553 have been reported by Kulkarni et al . Regio

selectivity of radical cyclisation of 6-exo 7-endo and 7-exo

8-endo of N-(o-alkenyl phenyl) -2,2-dich1oroacetamides have been
50reported by Tatsunori et al. The regiochemistry of the radical

cyclisation of the title compound was shown. Thus



14

~< CH~0H ) . r; M NHCM when trtated uiith Bu Suit anil A1 BN to qivr2 6 4 3 3
49% dihydrodimethyl quinalinone C583.

The synthesis of 1,2-dialkyl-3~pheny1-4-quinolinones has been

readily accomplished by low temperature reaction in N-alky 1 isatoic:

anhy dride with the thermodynamic potassium enolate of phenyl

acetone. The reaction is extended to pass the synthesis of more

complex 2-(2-hydroxypropy1)—3—(4—Fluoropheny1)-l-methy1— (1,4)- 
51quinolinone
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4 Thiazolidinone

A] INTRODUCTION AND LITERATURE SURVEY

of physiological properties and biological activities
......O . ,4 .,.-5,6amaebicidal , acticonvulsant , anaesthetic

9 1 o JTsciatic nerve block ,spiral anasthesi ast imul at ing ", analgesic ,

ow a wide varieties
act i 1,2v111es . Th e
and 8antithyroid ,
10 c , ,., .6-11 anti fungal

sedativ e 11 . 15chloeretic antiphogestic and tuberculostatic. 16-20

activities have been reported in the chemical literature.
Thiozolidinones are of significant therapeutic

3 4 6importance ’ ’ The introduction of bromine atom arguments the 
21 22bactericidal and fungicidal activities of th1azolidinones.

Some 2-(substituted benzothiazo1e-2'-y1-imino)-4 -thiazoli-
dones, their arylidene and brominated products have been

23 24synthesised and tested by Dhal et al . ’ for their
antifungal and antibacterial activities.

Several methods for the synthesis of 4~thiazolidinones have 
25-28been reported . The 3-ary1-2-ary1imino-4—thiazolidinones (1)

29have been synthesised by condensing N'-diaryl thioureas with 
monochloroacetic acid in presence of sodium acetate in absolute 
ethanol. The fungicidal activity of these compounds have been 
reported.
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The Schiff s base's of substituted aromatic amines are 
prepared by the use of zinc chloride as a catalyst and then
condensed with thioglycolic acid to get desired thiazolidi-

30,31 , T ^ = ^ t , „ , „ , . .nones (II). Some new 5-methy1-3-ary1-2-ary1imino-4-
32thiazolidinones (III) have been synthesised by condensing 

various symmetrical diaryl thioureas with ct-chloropropionic 
acid in presence of sodium acetate. 5—Arylidene, 5-arylazo, 
3-(3‘-acetoxymercur1 ary1) and 1,1'-dioxide derivatives have also 
been prepared by Singh et al.^

Several 2-ary 1-3—/?—ary loxy ethyl —4—th i azol id inones (IV) have 
been prepared by condensing Schiff's base from
/?-ary loxyethy 1 amines and aryl aldehydes^4.

34Patel and Trivedi have shown that increase in number of
chlorine atoms decreases the activity and replacement of chlorine

35by methyl group increases the activity. Jadhav et.al. have
synthesised number of 4—thiazolidinones and screened for their
antifungal and anticonvalsant activities.

36Youssef have synthesised some new thienyl/thiazolidinones 
containing pyrazole moiety by cyclocondensation of chloroacetyl 
chloride with pyrazolines. Bhargava et.al.^ have synthesised 

thiazoli dinones of the type (V) and screened for their antifungal 
activity against Alternaria tenuis at different concentrations but 
one of them showed remarkable antifungal activity.

A series of new fluorine containing 4-thiazolidinone 
derivatives of indol-2-ones have been synthesised and screened for

tqtheir antibacterial and antifungal activities"7 . Mohapatra and



39 40others ’ have synthesised some thiazolidinones derivatives
either by cycloaddition of thioglycolic acid or by direct 
condensation of aryl thiazole-amine, aldehyde and thioglycolic 
acid.

41,42Mohmond et.al. have prepared some 4-thiazolidinones and
screened against same bacteria and fungi. A number of
4-th i azo 1 id inones were obtained by the reaction of thioglycolic:
acid with arylmethyl ketone and various amines, and tested for

43antifungal activity
44 45Patel and his coworkers ’ carried out the preparation of

4-thiazo1 idinones (VI) containing sulpha drug residue at
position—3 and screened for their antimicrobial activity.

Some 1-Phthalimidoacety1-4-ary1 thiosemicarbazides and their
corresponding 4—thiazolidinones were synthesised and tested for

46antifungal activity . Several th i azolidinones, their arylidene 
derivatives, dibromide, dimethy1aminomethy 1 thiazo1 idinones and 
sulphonamidophenylazo compounds have been synthesised from the
respe- ctive thioureas and tested for antibacterial and antifungal

. . .^. 47,48activities
3,3 -Bisthiazo11dinones have been synthesised by the

eyeloadditive dehydration of thioglycolic acid to the azomethine 
49derivatives 2-Arylidene derivatives of thiazolidinones gave

thiazolid in-2,4-dione hydrochloride after hydrolysis with HCl^.

Some thiazolidinones possessing alicyclic and heterocyclic
5 1substituents have been reported
52-54Thakar and his coworkers have synthesised several
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2,3-disubstituted 4- thiazolidinones by cycloaddition of
thlog 1ycolic acid to substituted azomethines in benzene. The
corresponding product were tested for 52 54antitubercular 1 and
antibacterial5^ activities.

The hydrazones of aromatic or heterocyclic aldehyde/ketone
react with a-mercapto acids in benzene to give a variety of

S=j —58 ■=:«?— A4.substituted 4-thiazolidinones (VII). Parikh et.al. have
synthesised several 4-thiazoI idinone derivatives of the Schiff's
base of aryl 4-acetothymoI, ot-methy l-2-hydroxy-3-bromo- 5-methyl-
chioroacetophenones, 2,5-dihydro 3—bromo-benzo-phenone, 2,4-
diarylamino—6-amino-s-triazine, sulphani1 amide and sulphapyridine
by condensing with thiog1yco1ic/thio1actic/thioma1etic acid. The
products were screened for different biological activities.

2-Pheny1imlno—3—pheny1—4-thiazo1 idinone derivative have been
65prepared by K.guyen et.al. which showed antimiototic,

antimycotic and bactericidal activities. 4-Thiazolidinones of the 
type (VII) have been reported

4-Thiazol idinones (IX) (R'=H, OMe; R"~=H, alkoxy, Cl) were
prepared and they exhibited fungicidal act i v i ty^. Garnik and 

<S8Behera have synthesised 4—thiazo1 idinones (x) from
thiocarbohydrazide and screened for fungitoxicities.

A number of 2-ary1imino—3—aryloxacetamido-4-thiazolidinones 
have been synthesised . Some of these compounds inhibited rat

— 3brain monoamine oxidase (MAO) in vitro at a final cone, of 1x10 
mol/lit, but are found to be inactive against pentylene tetrazole
induced seizures in mice at a dose of 80 mg/kg.



Hansa Parekh and her coworkers70-73 have synthesised some

more active 4-thiazolidinone drugs by the action of thioglycolic, 

thiolactic acid, thiomalic acids on the Schiff's bases obtained 

from 2-isopropyl-5-methyl-phenoxyacetylhydrazide, 2,4-dibutyl 

amino-6- amino -s-triazine, 9—hydrazinoacridine.

Some new dapsone derivatives (XI) bearing a 4-thiazolidinone 

ring system have been prepared and their structures have been

established by ir and pmr data. All the compounds showed moderate
74antimicrobial activity
75Hiremath et al. have been shown that thioureas when 

treated with chloroacetic acid and sodium acetate in the presence 

of acetic acid to give 3-(substituted—indolo-2'(carboxamido) 

-2—pheny1imino-4-thiazo1idi— nones. The cyclocondensation of 

thioglycolic acid with 2-aminonicotine aldehyde hydrazones leads 

to the formation of 2-(2'-amino-3'-pyridy1> -3-substituted 

benzoyl amino-4-thiazolidinones, in DMF containing anhydrous
7 m 76ZnC1^.

Some new 4-thiazolidinone derivatives bearing p,p'-dihydr
77oxydi phenyl sulphone moiety have been prepared . These

compounds showed moderate antimicrobial activity. Condensation of

ethy 1enedlamine with 2-ary1-3-(4'-acetamido phenyl)-5-carboxy-

me thy 1—4—th i azol id inones gave 2—C3' —<4‘‘ —acetyl aminophenyl )—2 '
78-ary1-4'-thiazolidinone-5'-y1-methy13-4,5- dihydroimidazoles 

2-Ary 1imino—3-phthalimidoacety1—4 -thiazolidinones and their

5-arylidene derivatives have synthesised and screened for
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Several 3-aryl thiazolidin-4-ones and 3-aryl-5-ary1idene 

thiazolidin-4-ones have been synthesised and the behaviour of 

these towards amine, hydroxylamine, hydrazino compounds and
QO

monochloro acetic acid have been reported Substituted thiouryl
111 i ii D 1 l d i n unes were synthesized and studied far their

81antiparkinsonian activity

1-Pheny1-3-(substituted indole-2'-carboxamido) thioureas

converted into 3—substituted indole—2'—carboxamido—2

-pheny1imino-4-thiazolidi- nonesby treatment with chloroacetic
82acid in the presence of sodium acetate in acetic acid . A series

of 4-(5-substituted-ary1idene-4- thiazolidinone-2- thione)-6,

8-substituted quinazolines have been synthesised and found to
83exhibit anthelmintic activity against Hymenolepis nana in rats. ^
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