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General Remarks

i)

ii)

iii)

iv}

v}

wi}

vii)

Percentage yield, physical constants (MP/BP) elemental
analysis(found and calculated) and spectral characte-

ristics of the compounds have been reported.

MP/BP were determined by open capillary method and are

uncorrected.

WV spectra were recorded in 25% ethanol on a Hitachi

V-visible spectrophotometer..

IR spectra were recorded in KBr pellets/nujol on a

"Perkin—-Elmer 297" spectrophotometer.

NMR spectra were recorded on "Perkin—-Elmer R-32
Spectrometer using T.M.5. as an internal reference and
CC14/TFA as solvent. The chemical shifts (&-values) are

reported in ppm.
Mass spectra were recorded on "E1-MS5" computor system.

The purity of the compound was checked by TLC wusing

silica gel as adsorbent.
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Synthesis of some new thiazolidinone derivatives of

N1~Hydrazido —6—chloro—~4-methyl quinolin-2(1H) one.
Synthesis of some new thiazolidinone derivatives of
N1~Acetyhydrazido —-B8~chloro—4-methyl quinolin-2(1iH)

one .

Synthesis of some new thizzolidinone derivatives of

N1~Hydrazido~4,b~Dimethy1 quinelin-2(1H) one.
Synthesis of some new thiazolidinone derivatives of
N1~Acetylhydrazido—b—chloro—z—methyl quinolin—4(1H)

one .

Synthesis of some new thiazolidinone derivatives of

Ni—Hydrazidc—B—ch10ro—2~methyl quinolin—4(1iH) one.

Antimicrobial screening of the synthesised compounds.

B
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EXPERIMENTAL

PART-1 : Consists of synthesis of some new thiazolidinone
derivative of N1~Hydrazido~6~ch10r0—4—methy1 gquinolin-2

(1H)Y—one.

PREPARATION OF ACETOACETANILIDE (1) =

In a round bottom flask carrying a reflux condenser a
mixture of p—chloroaniline (25.4 ml, 0.1 mol}) and acetoacetic
ester (26.0 ml, 0.1 mol)} in benzene (350 ml) was heated for 3-4

hours on heating mentle cooled and neutralised with Na_,COD Heavy

<"
liquid separated out was extracted in chloroform and solvent was

removed. The heavy liquid obtained was distilled wunder reduced

pressure to give acetoacetanilide 35 gm. (72.61%) B.P. 142°Cc.  at

1S mm.
IR (KBR) : v, 3II50-3200 (NH), 1660-1670 (amido >C=0),
1600 ( >C=C< ), 760 (C — C1) ecm >.
PMR (CDCI) 16, 1.98 (IH, 5,-COCH;), 3.3 (2H, s,- " CH2~8~).

5.85 (iH,s, exchangable with 020, NH)Y, &.5 - 8 -~

(4H, m, aromaticprotons) ppm.

SYNTHESIS 0OF &6-CHLORO—-4-METHYL GQUINOLIN-2(IH)-ONE (2) :

o

In a round bottom flask & mixture of acetoacetanilide 1
(17.5 gm, 0.1 mol) and conc. H2804 (75 ml.) was heated on water
bath at 7O—BODC, cooled and poured in 500 ml. ice cold water with

stirring. The separated product was filtered, dried and recry-

stallised from ethanol to give (2), 14 gm, (72.53%) M.P. 273°C.

12361

A '-
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SCHEME-I
Ry ik
O, + 0 e
R, NH, CH, e flux
!
" COOC,Hs
R1=Cl
R2=R3 H
CH3
Ry Ethyl chloroformate ,
N K2C03 in Acetone
-
RZ ‘}j 0
R3 cooc,Hs
(3)
NHyNHy  Hp0
in Ethanol
CH3
R @ N RCHO -
" >
R2 f’;l 0 H ’EthQHOI
R3  CONHNH,
(4)
a , R = @
NO»
b, R = @NOZ

+
lH,A

CHy

R;
AN
Rz N“ ™0

Ry H
(2)

o,

R3 CONHN = CHR
(Sa-d)

SHCH>COOH »
Anh. znCly,
DMF

oy

R3 CONHN
O.—-
(6a-~d)
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( Found : C, 62.10; H, 4.165 N, 7.20; requires : C, 62.18;

H, 4.165 N, 7.23%) Calculated for C HBNOCI.

10
IR (Nujol) = v, 3I3I50-3200 (NH), 1640 (cyclic amido lactone

(>C=0Y, 1600 (>C=C<), 680 (>C - C1) em © .

Fig.-1
PMR (CDCL.) : &, 2.35 (3H, s, =My s5.85 (iH,s, exchangable
with DO NH), 6.6 (1H,s, = CH-), 7.4-8.1

{(3H,s, aromatic protons) ppm.

SYNTHESIS OF N'-CARBETHDXY—6-CHLORO-4-METHYL QUINOLIN-2(1H)-ONE

(3) =

In a round bottom flask carrying reflux condenser and a
guard tube, a mixture of &—chloro—-4-methylquinolin-2-(iH)-one (10
gm, 0.04 mol) and ethylchloroformate (4.3 gm, 0.04 mole) in dry
acetone containing anhydrous, Potassium carbonate (5 gm.) was
refluxed for 24 hours, cooled and the solvent was removed under

reduced pressure. The resulting white solid was washed with water

i

filtered and recrystafised from ethanol to give (3), 8 gm,

s8.2%), M.P. 24& °c. '

{ Found : C, 58.80%4, H, 4.20 N, 5.20 C13H12ND3C1,

requires : €, 58.77 H, 4.55 N, 5.28%).
IR (KBr) : v, 1770 (ester >C=0), 1670 (acyclic amido lactum

>C=0), 1635-1640 (cyclic amido >C=0), 1600 (>C=C<),

760 (C-Clycm 1

Fig.—-2

PMR (CDCl.) = &, 1.3(3H,t, J=7.5 Hz, CHS)’ 2.45 (3H,s, =/CH3),

4.18 (3H, q, J=7 Hz, OCHs), &.6 (1H,s,=CH),
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7.4-8.1) (3H,s, aromatic protons) ppm.

SYNTHESIS OF N}-HYDRAZIDO—b-CHLDRD~4~METHYL—QUINDLINE*Z(1H)—0NE

(4) =

To a solution of compound 3 in a round bottom flask (4.0 gm,
.02 mol}) in ethanol (25 ml.) hydrazine hydrate (1.0 gm, 0.02
mol} was added and the same reaction mixture was refluxed on
water bath using reflux condenser for 2 hr., cooled. The
resulting solid was filtered and recrystallised from ethanol to
furnish (4), M.pP. 257°C.

(Found : C, 52.50 H, 3.90 N, 16.70, C,_H,  _0_N_C1

111072 3
requires C, 52.4%9 H, 4.00 N, 16.69 %) -
IR (KBr) : v, 3ITBO-3I250 (NH), 1470 (acyclic amido >C=0),
1660 (cyclic amido *>C=0y, 1600 (>E=C«y,
760(C-Clicm *
PMR(CDClz) : &, 2.45 (3H, s, =/CH9), 2.75-2.8 (BH,s, - NHz);
6.6 (iHys, = 0CH-), 7.4-8.1 (3H,s, aromatic

protons) ,B.2((1H,s, — CONH) ppm.

SYNTHESIS OF N'-(4-NITROBENZYLIDENE HYDRAZIDO ,—6—~-CHLORD—-4-METHYL

QUINOLIN-2(1H) — ONE_: _(5b)

A solution of compound 4 (0.251 gm, 0.001 mol}), in ethanol
(20 ml) containing few drops of Saicial acetic acid was taken in
a réund bottom flask. To this solution p—nitrobenzaldehyde (0.151
gm, 0.001 mol) was added and the reaction mixture was refluxed on

steam bath for 3 hr. The solvent was distilled off under vacuum

and the semisolid separated was treated with water. The solid



obtained was filtered and further crystallised from ethanol

yield Sb, yield 0.7 gm, (61.13%), M.P. 224°C.

ANALYSIS : Found : C, 56.20; H, 3.405; N, 14.50;

Calculated for C18H13N4D4 : C, 56.185 H, 3.413 N, 14.56 %

IR (KBr) @ v, 3350-3200 (NH), 1670 (acyclic amido >C=0)},

1640-1645 (cyclic amido >C=0), 1620 (—-C=N-),

1600 (>C=C<}, 760 (C-C1) cm—l

Fig—3
- CH
PMR (CDClz) : &, 2.45 (3H,s, =/ 8}, 6.6 {(iH,s, — CH =3,
7.8 (7H,s, aromatic protons and = CH-),

8.2 (1H,s, — CONH) ppm.

47

to

The physical constant (M.P.) percentage yield elemental

analysis (found and calculated) of the compounds (5a,5c¢,S5d)

been reported in table-1.

have
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TABLE-1

PHYSICAL AND ANALYTICAL DATA OF THE SCHIFF 'S BASE (V)

Sr. M.P. Yield Molecular formula Elemental Analysis
No. “c % Found/Calculated
C H N
2 2 3.3 -
Sa 205 64.34 618H13N404Cl 56.20 S.20 14.50
56.18 3.41 14.56
S¢ 197 65.00 C18H13N302C‘,12 57.80 3.60 11.720
57.77 3.56 11.24
2.90 2 A
5d 247 57.37 018H12N302C13 52.90 2.90 10.3%0
52.90 2.95 10.28

All the above compounds gave satisfactory IR and PMR spectral

analysis.
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SYNTHESIS OF 3—(6~CHLORD*4—METHYL—2*DXAQUINDLINO~1—AMIDY9—2—

(4-NITROPHENYL)-1,3~-THIAZOLIDIN-4-0ONE : (6b)

To a solution of compound 5 b (0.4 gm.0.001 mol}) i1in DMF (13
ml) in a round bottom flask, a pinch of anhydrous =zinc chloride
and mercapto acetic acid (1 gm, 0.001 mol) were added. The same
reaction mixture was further refluxed on stem bath for 8 hr. then
cooled and poured in ice cold water. The .separated solid was
filtered and recrystallised from DMF to furnish &b, vyield, 0.31
gm, (&5.95%), M.P. » 300°C.
Analysis : Found : €, 52.30, H, 3.30, N, 12.20

Calculated for C,_H, N _O. Sol, C, 52.34, H, 3.29, N, 12.20%.

19147475
IR (KBr) : vy I3I50-3250 (MH), 1690-1700 (five membered cyclic

amido >C=0}, 1670 (acyclic amido >C=0), 1640-1645
1

»

(six membered cyclic amido >C=0), 760 (C-Cl) cm

PMR (CDC1.) : &, 2.45 (3H, s, =/"ay, 3.2 (1H,s,-CH), 3.5 (2H,s,

-CH=3), 7-5.2 (7H, m, aromatic protons), 8.2 (iH,s,
~ CONH)Y ppam.
The physical constant (M.P.} percentage yield, elemental

analysis {(found and calculated) of the compounds &a, éc, &d have

been reported in Table-2,
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TABLE-2

PHYSICAL AND ANALYTICAL DATA OF THE THIAZOLIDINONES (4)

Sr. g.P. Yield Molecular formula Elemental Analysis
No. C % Found/Calculated
C H N
2 2.3 z >
b&a above 62.5 C20H15N4DSSCI 52.30 Z.30 12.20
300

be above 54.71 C20H15N3038C12 53.60 3.480 F.40

All the above compounds gave satisfactory IR and PMR spectral analysis.
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PART-11 : Congsists of synthesis of some new thiazolidinone
derivatives of N1~Acety1hydrazido—8~ch1oro—4—methyl

quinolin-2(iH)~one,

SYNTHESIS OF ACETODACETANILIDE (1)

In a3 round bottom flask carrying a reflux condenser a
mixture of o~-chloroaniline (25.4, 0.1 mol.) and acetoacetic ester
(26 ml. O.1 mol) in benzene (50 ml.) was heated for Z-4 hours on
heating mentle cooled and neutrilised with NaQCDE. Heavy liquid
separated out was extracted in chloroform and solvent was
removed. The heavy liguid obtained was distilled wunder reduced
pressure to give acetoacetanilide 35 gm. B.P. 139°C at 15 mm.

IR (KBr) : », 3300-3250 (NH), 1660-1700 (>C\O), 760 (C-Cl) t::m—1
PMR (CDCL3) &, 1.98 (ZH,s, -~ CDCHS), 3.2 (2H,s,- C—CH2~C*),
4.6 (1H,s,-NH, exchangable with DED)‘

6.4-7.4 (3H, m, aromatic protons ppm.

SYNTHESIS_OF _8-CHLORO-4-METHYLQUINOLIN-Z (H)-ONE

In a2 round bottom flask a mixture of acetoacetanilide (1)
(17 gm, 0.1 mol) and conc. H2804 (75 ml) was heated on water bkath
at 70-80°C for 0.5 hr initially and for 1.0 hr at 100°C, cooled
and poured in 500 ml ice cold water weith stirring. The
separated product was filtered, dried and recrystallised from
ethanaol to give (2}, 13 gm (&7.37 %), M.P. = 229°C.
Analysis : Found : C, 62.005 H, 4.10; N, 7.30, calculated for

C,oHgNOCL = €, 62.025 H, 4.235 N, 7.23 %



o4

SCHEME-II
CH
R‘@ + 'COB Benzene
! Reflux
R3 COOCHs
Rg:CI
CHy

Methy! chloro acetate ,
K2C03 in Acetone
-«

Ry i

R, NS0
R3 CHaC00CH,
(3)

in Ethanol
CH3
R RCHO
AN
R, N"So H* Ethanol

Ry CHZCONHNHZ
(4)

Yo,

R3 CHCONHNCHR
(5a-d )

SHCH,COOH
(Anhydrous)
ZnCQ)DMF

o,

R3 CHZCONHN
-
o7y

><

{6a-d )
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IR(KBr) = v, 3350-3200 (NH), 1640-1645 (cyclic amido >C=0,

1600 (>C=C<), 760 (C-C1) em 1.

Fig.—4
PNR(CDCIS) : 6, 2.45 (ZH,s, = /CHs), 5.85 (1H,s, exchangable with
DQD, NH)Y, 6.6 (1H, s, = CH-), 7.4-B.1 (3H,s, aromatic

protons)ppm.

SYNTHESIS OF NIMETHOXYCARBONYL METHYL-8-CHLORO-4-METHYL-
QUINQLIN-2-(IH)=ONE__¢3) ___

In a round bottom flask carrying a reflux condenser and 3
guard tube, a mixture of B-chloro-4-methylguinolin-2(1H)—ane (&
gm. G.03 mol) and methyl chloroacetate (4.1 gm. 0.03 mol) in dry
acetone containing anhydrous Potassium carbonate (5 gm) was
refluxed for 24 hours, cooled and the solvent was removed under
reduced pressure. The resulting white solid was washed with
water, filtered and recrystallised from ethanol to give (3). 8.4

O

gm. (61.17%4) M.P. 241 "C.

Analysis : Found : C, 58.80; H, 4.50; N, 5.20

Calculated for C__H _NO,C1.

1312

Requires : C, 38.74; H, 4.555 N, 5.27%

IR (KBr) = v, 1770 (ester >C=0), 1650 (cyclic amido »>C=0),

1600 (»C=C<), 760 (~C-C1) cm 1.

PMR (CDCl.) : &, 2.45 (3H,s, =/"s), 3.8 (3H,s, —OCH,),
4.2 (2H, s, - NCH,), &.6 (1H,s, = CH-),

7.4-8.1 (3H,s, aromatic protons) ppm.
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SYNTHESIS OF N*-ACETYLHYDRAZIDO-8-CHLORO-4-METHYL QUINOL IN-
2 (1H)— ONE : (4) :

To a solution of compound 3 in a3 round bottom flask (8 gm.,
0.03 mole) in ethanol (25 ml.}) hydrazine hydrate (1.5 gm,. ©0.03
mole) was added and the same reaction mixture was refluxed on
water bath using reflux condenser for 2 hr. cooled. The resulting
solid was filtered and recrystallised from ethanocl to furnish
(4), 56 gm. 80%). M.P. 178 °C.
Analysis ¢ Found @ £, 54.203 H, 4.50, N, 15.80
Calculated for C12 H12N30281.
Requires : C, 54.23; H, 4.52; N, 15.817v ,
IR (KBr) : v, 3I300-3100 (NHNHE), 1663-1645 (broad cyclic and
acyclic amido >C=0), 1605 (3C=0), 750 (C~C1)cmm1.
Fig,.—-5
PMR (DMSQ) : &, 2.65 (3H,s, =/CMs), 4.a5 (2H,5,-NH_) ,
4.8(2H,s,—NCH2), 7 (7JHys, = CH-}, 7.4-8.1(3H,s,

aromatic protons), 8.2 (1H,s,-CONH}) ppm.

Fin.—-6

Mass gpectrum : g (M+)5 265, 267 (2B8.5)3; 234, 236 (2.8B6%)y; 204,
208 (17.80%); 193, 195 (100%); 164, 1&6
(12.3%); 124,126 (4.46%).

Fig.—-7
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FRAGMENTATION

PATTERN OF COMPQOUND

N=ACETYLHYDRAZIDO-8-CHLORO-4-ME THYLQUINOLIN -2(1H)-ONE.

CHjy +
oy,
N-S0

Cl CH,CONHNH,
Mle 265,267 (28.5 )

CHj +
N

NS0
cl 4

193,195 (100 %)

164,166 (12:3 %)

CHy
—r— N
—NHNH;
Vo
Cl ch,c=0

234,236 (2-86%)

|-cc

CHjy

< v N
CH2 N-S0

C e,

206, 208 (17-85 %)

+
P—— . N
Cl

124,126 (4-65 %)

Fig. 8
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SYNTHESIS OF N'-BENZYLIDENEACETYLHYDRAZIDO-8-CHLORO-4-
METHYLQUINOL IN-2-ONE__ (Sa)

A solution of compound 4 (0,26 gm, 0.001 mol) in sthanol (20 ml)
containing few drops of glacial acetic acid was taken in a round
bottom flask. To this soclution benzaldehyde (0.106 gm, 0.001 mol)
was added and the reaction mixture refluxed on steam bath for 3
hr. The solvent was distilled off under vacuum and the semi-salid
separated was treated with water. The solid obtained was filtered
and further crystallised from ethanol to yield 5a.
Yield 0.8 gm. (&0.15%), M.P. 212 °C.
Analysis s

Found : [C, 64.5035 N, 4.303 N, 12.00

Calculated for C19H10N30C1 : £, &1.49; H, 4.53; N, 11.88%.

IR {KBr) T v,

0

ID0—-3250 (NH), 1660-168B0 (acyclic amido »C=0»,

1640-1645 (six membered cyclic amido »C=0),

1600 (>C=C<), 760 (-C-C1) cm 1.

PMR (CDCL.) : &, 2.45 (3H, s, =/%Hsy, a2 (zH,s, - NCH_) ,
6.6 (1H,s, = CH), 7.4-8.1 (9H,s, aromatic protons
and -CH=), 8.2 (iH,s,-CONH) cm I.
The physical constant (M.P.}, percentage vyield elemental

analysis (found and calculated) of the compounds (5b, 5c, 5d)

have been reported in table-—1.



TABLE-1
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PHYSICAL AND ANALYTICAL DATA OF THE SCHIFF 'S BASES (5)
Sr. Q.P. Yield Molecular formula Elemental Analysis
No. Cc A Found/Calculated
C H N
2 2 Z. . 0OC
Sb 203 &0.12 819H15N4D4C1 57 .20 80 14.00
57.22 3I.79 14.05
Sc 208 59.58 C19H15N307C12 58.920 3.80 10.BO
58.77 32.87 10.82
2 2 - -
S5d 217 63.29 219H14N302C13 54.10 3.30 .90
53.98 3.33 ?.94
All above compounds gave satisfactorily IR and PMR spectral analysis.
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SYNTHESI§BFN' -3~ (8-CHLORD-4-METHYL-2-0XOQUINDL INO-1-

ACETAMIDYL-2—- (PHENYL)—-1,3-THIAZOLIDIN-4—-0ONE (63}

To a solution of compound 5a, (0.354 gm,0.001 mol) in DMF
(15 ml.? in a round bottom flask, a pinch of anhydrous zinc
chloride and mercapto acetic acid (igm.0.001 mol) were added. The
same reaction mixture was further refluxed on steam bath for B
hr. then cooled and poured into ice—-cold water. The separated
solid was filtered and recrystallised from DMF to furnish &a,

yield .43 gm. (59.72%), M.P. above 300°C.

Analysis ¢ Found : £, 3592.00; H, 4.20;3 N, .80

Calculated far C21H18N303861 H c, 58.94; H, 4.24; N,

7.81%.

IR (KBr) : vy I300-3I250 (NH}, 1700-16%0 (five membered cyclic

amido »>C=0}), 1670 (acyclic amido >C=0)}, 1640

(six membered cyclic amido >C=0), 7&0 (C-C1) t:m"1

/CMey, .2 (1H,s, -CHY, 3.5 (1H,s,

H

PMR (CDCl.) : &, 2.45 (3H,s,

—SCH2), 4.25 (2H,s,- NCHz), 6.25 (1H,s, = CH),
7-7.2 (BH, m, aromatic protons) ppm.
The physical constant (M.P.} percentage yield, elemental
analysis (found and calculated) of the compounds &b, &c, 6d have

been reported in table-2.



TABLE-2
PHYSICAL AND ANALYTICAL DATA OF THE THIAZOLIDINONES (&)
Sr. M.P. Yield Molecular formula ‘Elemental Analysis
No. °c % Found/Calculated
C H N
.30 3. .
éb above 59.15 821H17N405561 52.30 50 11.80
300 53.33 3.62 11.84
T T A ™
bc above 65.38 021H17N30 SCI S54.460 3.60 7.10
300 54.55 3I.70 ?.08
6d above 58.57 quHle DSSCI 50.80 3.20 8.40
300

S50.76 3.23 B.45

All above compounds gave satisfactory IR and PMR spectral analysis.
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PART-I1I Consists of synthesis of some new thiazolidinone

derivatives of N‘—Hydrazido—4,6—dimethy1quin01in—2(1H)

—one.

PREPARATION OF ACETOACETANILIDE (13

In a2 round bottom flask carrying a reflux condenser, 3
mixture of p-toluidine (21.4 ml, 0.1 mol.) and acetoacetic ester
(26 ml, O.1 m0ol.) in benzene (50 ml.) was heated for 3I-4 hours on
heating mentle cooled and neutrilised with NaQCDE. heavy liquid
separated out was extracted in chloroform and solvent was
removed. The heavy liquid obtained was distilled under reduced

pressure to give acetoacetanilide 33 gm. (74.646%4) B.P. 14198, at

15 mm.
IR (KBr) v, I3I50-3I200 (NH), 1660-1670 (amido »C=0),
1600 (>C=C<) cm L.
PMR (CDC1.) &, 1.98 (3H,s, — COCH;), 3.3 (2H,s, - C - CH,-C—),

3.85 (1H,s, exchangable with D0 NH),

6.5-8 (4H,m, aromatic protons)ppm,

SYNTHESIS OF 4,6-DIMETHYLGQUINOLIN-Z (1H)-ONE (2)

a

In 38 round bottom flask a mixture of acetoacetanilide 1(17.2
gm, 0.1 mol) and conc. H,:,SD4 (75 ml.) was heated on water bath at
70-80°C for 0.5 hr. initially and for 1.0 hour at 100°C cooled

and poured in 500 ml. ice—cold water with stirring. The separated
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product was filtered, dried and recrystallised from ethanol to
give (2), 13 gm. (73.358%) M.P, 251°C.
Analysis : Found : €, 76.3035 H, &6.305 N, B.10,

Claculated for C11H10NO

Requires : C, 76.275 H, 6.39; N, B.0BY

IR (KBr) : vy 3300-3200 (NH), 16460 (cyclice amido >C=0),

1600 (>C=C<) cm 1.

PMR (CDCl.) &, 3.35 (3H,s, Ar-CHy), 2.5 (3H,s, =/Hgy |

3.85(1H,s, exchangable with D,O,NH}, 6.5 (1H,s, =

CHY)y 7.1 ta 7.7 (ZH,m, aromatic protons) ppa.

SYNTHESIﬁbﬁNi—CARBETHOXY~4,b—DIMETHYLQUINULIN—Z(1H)—DNE(3)

In a round bottom flask carrying a3 reflux condenser and =&
guard tube, a mixture of &,6~Dimethylquinolin-2(iH}) one (10 gm,
0.04 mol}) and ethyl chloroformate (4.1 gm, ©.04 mol) in dry
acetone containing anhydrous potassium carbonate (5§ gm.) was
refluxed for 24 hrs. cooled and the solvent was remaoved under
reduced pressure. The resulting white solid was washed with water
filtered and recrystalised from ethanol to give (3. 8.5 gm,
(60.12%), M.P. 263°C.

Analysis : Found : €, 68.50; H, 6£.205 N, 5.70

Calculated for C14H15N93. C, 6B.595; H, 6.163 N, D.71%

IR (KBr)

vy, 1760-1740 (ester >C=0), 1640 (six membered

cyclic amido >C=0), 1600 (>C=C<) cm *.

Fig.-9
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PMR (CDC1.) &, 1.3 (ZH,t, J=8B.5 H CH., ester), 2.35 (3H,s,

3 3

Ar-CH.), 2.45 (3H,s, =/""a), 4.15 (2H,s, - OCH,),

6.4 (iH,s, = CH-}, 7.15-7.5 (3H,m, aromatic

protons)ppm.

SYNTHESIS OF u}—HYDRQZIDU—4.6~DIHETHYLQUINDLIN—2(1H)—DNE (4)

To a solution of compound 3 1n 2 round bottom flask (7 gm,
0.0Z mole} in ethanol (25 ml.}) hydrazine hydrate (1.5 gm, 0.03
mol) was added and the same reaction mixture was refluxed on
water bath using reflux condenser for 2 hr. cooléd. The resulting
solid was filtered and recrystallised from ethanol to furnish ((4)

4.7 gm. (71.21%) M.P. 2&8°C.

Analysis : Found : €, 462.303 H, 5.60; N, 18B.Z20

Calculated faor C_,_H, _N_,O C, 62.33; H, 5.466; N, 18.18 %

127133727 -

IR (KBr) H v, 050, 3140, 3250 (NH), 1685 {acyclic amido
*>C=0), 14640 (six membered cyclic amido >C=0),
1600 (>C=C<), 1595 (>C=N) cm 1.
Fig.—10

PMR (CDC1.) &, 2.3 (3H,s =/Ma), 2.55-2.8 (3H,s,-NH,)

6.1 (1H,s, = CH), 7-7.4 (3H,m, aromatic protons),

8.7 (1H, broad s, —-CONH) ppm.
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SYNTHESIS0FN'~ (2-NITROBENZYL IDENEHYDRAZ IDO)-4 , 6~DIMETHYL
L4

A solution of compound 4 (0.23 gm, 0.001 mol) in ethanol (20
ml.? containing few drops of glacial acetic acid was taken in a
round bottom flask. To this solution o-nitrobenzaldehyde (.151
gm., 0.001 mol) was added and the reaction mixture was refluxed
on steam bath for 3 hr. The solvent was distilled off under
vacuum and the semisolid separated was treated with water. The
solid obtained was filtered and further crystallised from ethanol
to yield Sa, yield 0.9 gm. (57.32%) M.P. 217%c.
ANALYSIS : Found : €, &62.60;5 H, 4.403 N, 11.40

Calculated for C19H16N4D4; C, 62.63; H, 4.425 N, 15.37%

IR (KBr) v, IIZO-I200 (NH), 1670 (acyclic amido >C=0),
1660 (cyclic amido >C=0), 1600 (»C=C<) cm I.
PMR (CDCl.) : &, 2.3 (SH,s, Ar-CHy), 6.1 (1H,s, = CH),

7-7.4 (ZHym, aromatic protons), B.2(1H,s,-CONH)ppm

The physical constant ((M.P.) percentage vield, elemental
analysis (found and calculated) of the compounds (5b,5c,5d} have

been reported in the table-1.
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TABLE—-1 : PHYSICAL AND ANALYTICAL DATA OF THE SCHIFF 'S BASES (5)

Sr. g.P. Yield Molecular formula Elemental Analysis
No. C % Found/Calculated
Cc H N
o 223 3.0 2. « 40 . A0
b 3 63,05 C19H16N4D4 62.60 4.40 11.40
62.6T 4.42 15.37
5c 209 63.81 819H16N707C1 64.50 4.50 11.80
64.49 4.56 11.87
S5d 207 65.48 C19H15N302C12 58.80 3.90 10.80

58.77 3.89 10.82

All the above compounds gave satisfactory IR and PMR spectral analysis,
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stTHssxgby%—(4,b—DIMETHYL—z—oxoaurnoL1ND>—1—AMIDYL—2—

(2-NITROPHENYL )~ 1 ,3-THIAZOLIDIN~-4-DNE (ba)

To the solution of compound 5a (0.438 gm, 0.001 mol.) in DMF
(19 ml.) in a round bottom flask, a pinch of anhydrous zinc
chloride and mercaptoacetic acid (1 gm,0.001 mol.) were added.
The same reaction mixture was further refluxed on steam bath for
8 hr., then cooled and poured in ice cold water. The separated
solid was filtered and recrystallised from DMF +to furnish é&a,

vield 0.4 gm, (55.55%), above 300°C.

ANALYSIS : Found : C, 57.50; H, 4.103 N, 12.70C

Calculated for C21H18N4055 C, 57.53; H, 4.135 N, 12.78 %

IR (KBr) : v, 3250-3350 (NH), 1700 (five membered cyclic
amido »C=0), 1670 (acyclic amido »C=03, 1640-1645
{six membered cyclic amido >C=0), 1600 (>C=Cx)
-1
cm .
PMR (CDC1.) 5, 2.45 (3H,s, =/“Ma), 3.2 (1H,s, -CH), 3.5
(2H,s,- SCH,), 6.9(1H,s, = CH), 7-8 (7H,m,

aromatic protons}), 8.25 (1H, broad s, — CONH) ppm.

Physical constant (M.P.), percentage vield, elemental

analysis {(found and calculated?) of the compounds 6b,bkc,bd have

been reported in table-2.
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PHYSICAL AND ANALYTICAL DATA OF THE THIOZOLIDINONES (&)

Sr. g.P. Yield Molecular formula Elemental Analysis
No. c % Found/Calculated
c H N
2
&b above 65.27 821H18N4DSS 57.50 4.10 12.70
300 57.5% 4.13 12.78
&c above 57.53 C21H18N D sC1 592.00 4.20 ?.83
300 58.24 4.24 .81
X
&d above 61.97 621H17N303SC1 54.60 3.68 2.11
300 54.55 3.70 ?.10

All the above compounds gave satisfactory IR

and PMR spectral analysis.
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PART—~IV Consists of synthesis of some new thiazolidinone
derivatives of Ni—Acetylhydrazido—b—ch10ro~2—methyl

quinolin-4 (1H) — one

PREPARATION OF ACETOACETANILIDE (1)

In 23 round bottom flask carrying a3 reflux condenser a
mixture of p-chlorocaniline (25.4 ml, 0.1 mol) and acetoacetic
ester (26 ml, O.1 mol) in benzene (50 ml.) was kept for 36
hours . cooled and neutralised with NaECDS' Heavy
liquid separated out was extracted in chloroform and solvent was
removed. The heavy liquid obtained was distilled under reduced
pressure to give acetoacetanilide 35 gm. B.P. 136 0C, at 15 mm.
IR (KBr) = v, IIZ0-3200 (NH), 1660-1670 (amido >C=0),

1600 (>C=C<), 760 (3C-Cl) cm L.

8] 0
PMR (EDE1.): &, 1.98 (3H,s, - COCH,), 3.3 (2H,s, - C - CH,-C-),
5.85 (1H,s, exchangable with DO, NH),

6.5 ~ B (4H,m, aromatic protons) ppm.

SYNTHESIS OF 6~CHLDRD—Z;&§THYL QUINOLIN-4(i1H)~0One (2)

In a round bottom flask a mixture of acetoacetanilide 1
(07.7 gm, 0.1 mol) and conc. H2804 (75 ml.) was heated on water
bath at 70-80 °C for 0.5 hr. initially and for 1.0 hour at 100°C,

cooled and poured 1in 3500 ml. ice cold water with constant

stirring. The separated product was filtered, dried and
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recrystallised from ethanol to give (3), 15 gm. (77.72%). M.P.
241 °cC.
ANALYSIS Found : C, 62.10; H, 4.103 N, 7.20.

Calculated for C NOC1 requires : C, 62.02; H, 4.16;

10"e
N, 7.23.

IR (KBr) T v, JI2BO-3II50 (NH), 16B0-1720 (six membered
ketone >C=0), 1600 (>C=C<K), 760 (C-C1l) cm*l.

PMR (CDC13) &, 2.45 (3H,s, =/CH9), 5.85 (exchangable with
020 NH), 6.6 (1H,s, = CH), 7.4-B.1 (3H,s, aromatic

protons) ppm.

SYNTHESIS OF N'-ACETYLCARBMETHOXY~6&-CHLORO-2-METHYLQUINOLIN

4(1H) ONE (3)

In a2 round bottom flask carrying a reflux condenser and a
guard tube, a mixture of 6—chloro-2-methylquinolin—-4(iH)-one (11
gm, 0.04 mol.) and methyl chloroacetate 4.1 gm. 0.04 mol) in dry
acetone containing anhydrous potassium carbonate (5 gm.) was
refluxed for 24 hours, cooled and the solvent was removed under
reduced pressure. The resulting white solid was washed with water
filtered and recrystallised from ethanol to give (3. 9 gm.
(59.60%) M.P. 231 °C.

ANALYSIS : Found : C, 58.80; H, 4.&603 N, 5.30.
Calculated for CISHIENDECI; C, 58.74; H, 4.55; N, 5.27 %
IR _(KBr} 1 v, 3I250-3350 (NH), 1770 (ester >C=0),
1680-1720 (six membered cyclic ketone), 760 (C-Cl)

-1
cm .
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PMR_(CDC1.) &, 2.45 (3H,s, =/"Mey, 3.8 (3H,s,- OCH,) ,
4.2 (2H,s, NCH,), 6.6 (1H,s = CH),

7.4 — B.1 (3H,s, aromatic protons) ppm.

To a solution of compound 3 in a round bottom flask (8 gm,
0.03 mol) in ethanol (25 ml.) hydrazine hydrate (1.6 ml, .03 mol)
was added and the same reaction mixture was refluxed on water
bath using reflux condenser for 2 hr.,cooled. The resulting solid
was filtered and recrystallised from ethanol to furnish (4); 6.2
gm. (77.21%), M.P.189°C
ANALYSIS Found : C, 54.30; H, 4.50; N, 15.80
Calculated for C12H12N30281 : C, 54.24; H, 4.55; N, 15.82 %
IR _(KBr): v, 3I300-F100 (NH), 1664-1645 (broad cyclic and
acyclic amido}), 14605 (>C=0), 750 (C-Cl) cmml.
PMR_(CDC.) : &, 2.45 (3H,s, =/Mg), 4.45 (2H,s,-NH,),
4.8 (2H,s,—NCH2), &.6 (1Hys, = CH), 7.4-8.1

(3H,s, aromatic protons}), B.2(1iH,s,-CONH}ppm.

SYNTHESIS OF N*-(BENZYLIDENEACETYL HYDRAZIDO)-&6—CHLORO
—2-METHYL QUINOLIN-4(1H)— ONE (Sal:

A solution of compound 4 ( 0.2&65 gm, 0.001 mol) in ethanol
(20 ml.) containing few drops of glacial acetic acid was taken in
a round bottom flask. To this solution benzaldehyde (0.106 -gm,
0.001 mol) was added and the reaction mixture was refluxed on

steam bath for 3 hr. The solvent was distilled off under vacuum
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and semisolid separated was treated with water. The solid
obtained was filtered and further crystallised from ethanol to

yield Sa, yield 0.91 gm. (61.21%) M.P. 103°C.

ANALYSIS ¢ Found : C, 64.50; H, 4.503 N, 11.90
Calculated for C19H16N30201 : £, 64.58; H, 4.53; N, 11.89 %,
IR (KBr): v, FZ250-3400 (NH), 1670 (acyclic amido >C=0},
1640 (cyclic ketone >C=0), 1600 (2C=C<), 730

(c-Cliem

/M3y, a4.25 (2H,s, ~NCH,), 6.6

H

PMR (CDCls): &, 2.45 (3H,s,
(iH,s, = CH-), 7.4-8.1 (BH,s, aromatic protons),
8.2 (iH, broad s, — CONH}) ppm.
The physical constant (M.P.), percentage vyield elemental
analysis (found and calculated) or the compounds (5b, 5S¢, 5d)

have been reported in Table-1.
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TABLE-1

PHYSICAL AND ANALYTICAL DATA OF THE SCHIFF'S BASES (5)

Sr. Q.P. Yield Molecular formula Elemental Analysis
No. c % Found/Calculated
c H N
- -
Sb 139 61.07 C19H15N4D4C1 57.20 3.40 14.%90

57.22 3.39 14.89

> A
S5c 147 65.10 C19H15N4D4C1 57.20 3.8B0 14.80

S5d 131 &67.72 Cqu14N302213 53.90 3.30 .90

All the above compoundsd gave satisfactory IR and PMR spectral

analysis.
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—2=(PHENYL)~1~3,~THIAZOLIDIN-4 (1H) — ONE

To a solution of compound 5a (0.354 gm,0.001 mol.}) in DMF
(15 ml.) in a round bottom flask, a pinch of anhydrous
zincehloride and mercaptoacetic acid (1 gm, 0.001 mol.) were
added. The same reaction mixture was further refluxed on steam
bath for 8 hr. then cooled and poured in ice cold water. The
separated solid was filtered and recrystallised from DMF to

furnish 6a, yield 0.49 gm. (&67.12%), M.P. >300°C.

ANALYSIS : Found : C, 59.00; H, 4.20; N, 9.80.

Calculated for C21H18N303SCI). C, 58.94; H, 4.24; N, 9.81.

IR (KBr): v, 3I3IB0-3400 (NH), 168B0-1720 (six membered ketone
»C=03), 16%0-1700 (five membered cyclic amido

>C=0}), 1670 (acyclic amido), 1600 (>C=CL), MO

(c-C1) em L.

PMR (CDC1.): &, 2.45 (3H,s, =/"s), 3.2 (iH,s, -CH), 3.5(1H,s,

-SCH.,), 4.25 (2H,s,-NCH,), &.2 (iH,s,=CH),7-5.2(8H,

2 2
m, aromatic protons). B8.3(1lH,broad s, —-CONH) ppm.
Physical constant (M.P.), percentage yield, elemental

analysis (found and calculated) of the compounds &b, 6c, éd, have

been reported in table-2.
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PHYSICAL AND ANALYTICAL DATA OF THE THIOZOLIDINONES

TABLE-2

(&

30

Sr. g.P. Yield Molecular formula Elemental Analysis
No. C %4 Found/Calculated
Cc H N
K4 T
&b above 59.08 C21H17N4DSSCI 53.30 3.50 11.80O
300 53.33 3.62 11.84
< T
(=Y above 71.83 821H17N4055813 53.30 3Z.50 11.80
300 53.33 3.62 11.84
&d abaove 66 .20 C21H16N303501 50.00 3.20 8.40
3I00 50.76 3.24 B8.45

All the above compounds gave satisfactory IR and PMR spectral

analysis.
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gégz_! : Consists of synthesis of some new thiazolidinone

derivatives of NiHydrazidu—8~chloro-2~methy1

quinolin—-4(1H) - one

PREPARATION OF ACETOACETANILIDE (1)

In a2 round bottome %lask carrying a reflux condenser a
mixture of o-chloroaniline (25.4 ml. 0.1 mol.} and acetoacetic
ester (26 ml., 00.1 mol) in benzene (50 ml.) was Kkept far 36
hours o ' cooled and neutrilised with NaZCD3. Heavy
liquid separated out was extracted in chloroform and solvent was
removed. The liquid obtained was distilled under reduced
pressure to give acetoacetanilide 35 gm. B.P. 137 DC, at 15 mm.
IR (KBr): v, 3350-3200 (NH), 1660-1670 (>C=0), 1600 (§C=C<),

760 (C-C1) cm 1.
PMR (CDC13): $, 1.98 (3H,s, - EDCHS), 3.3 (2Hys, - C ~ CH2— c-»
5.85 (1lH,s, exchangable with DED NH} 6.5-8 (4H,m,

aromatic protons) ppm.

SYNTHESIS OF 8-CHLORO-Z2-METHYLQUINOLIN-4(iH)}-ONE (1) =

In a round bottom flask a mixture Df“acetoacetanilide (7.5
gm, 0.1 mol}) and conc. H2504 (75 ml.) was heated on water bath at
70-80°C for 0.5 hr. initially and for 1.0 hr. at 100°C, cooled
and poured in 500 ml. ice cold water with stirring. The separated

products was filtered, dried and recrystallised from ethanol to

give (2), 14.8 gm, (76.68%) M.P. 232°C.
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ANALYSIS @ Found : C, 62.103 H, 4.105 N, 7.20
Calculated for CIOHBNDCI
Requires : C, 62.02; H, 4.163 N, 7.23 4 .
IR (KBr): v, 3350-3400 (NH), 16B0-1700 (six membered cyclic
ketone »>C=0), 1600 (>C=C<), 760 (C-CL) cm-l.
PMR (CD013)= &, 2.45 (3H,s, =/CH3), 5.85 (1iH,s, exchangable
with D,O NH), 6.6 (iH,s, = CH), 7.4-8.1 (3H,s,

aromatic protons) ppm.

SYNTHESIS _OF N'-CARBETHOXY-8-CHLORO-2-METHYLQUINGOL IN-4 (1H)

ONE _ (3)

In a3 round bottom flask carrying a reflux condenser and a
guard tube, a mixture of 8-chloro-2-methylquinolin—-4(1H}) one (11
gm, .04 mol) and ethylchloroformate (4.1 gm., .04 mol.) in dry
acetone containing anhydrous potassium carbonate (5 gm.) was
refluxed for 24 hours, cooled and the soplvent was removed under
reduced pregsure. The resulting white solid was washed with water
filtered and recrystallised from ethanol to give (3).

ANALYSIS : Found : C, 58.80; H, 4.50; N, 5.30

Calculated for 813H12N0381 : €, 5B.765 H, 4.55;

N, 5.27%4.

IR (KBr}: : vy, 1670 (ester >»>C=0), 16B0—~1720 (six membered
ketone >C=0}, 1670 (acyclic amido >C=0}, 1600 (>C=C<),
760 (C-C1) cm l.

PMR_(CDC1_): : &, 2.45 (3H,s, =/Ma)y, &.6 (1H,s, = CH-),

7.4-B.1 (3H,s, aromatic protons) ppm.
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SYNTHESIS E}—HYDRAZIDD—B—CHLORO—Z-METHYL GUINOL IN-4 (1H)—~ ONE

To 3 solution of compound 3 in a round bottom flask (8 gm,
0.03 mol.} in ethanol (25 ml), hydrazine hydrate (1.6 gm., 0.03
mal.) was added and the same reaction mixture was refluxed on
water bath using reflux condenser for 2 hr cooled. The resulting
snlid was filtered and recrystallised from ethanol to furnish
(4), 5 gm (66.05%) M.P. 198%C.

ANALYSIS: Found ¢ €, 52.503 H, 3.70 5 N, 16.70

?

Calculated far (C11H10N302C1) c, 52.493 H, 4.00;

N, 1&.69%

IR (KBr): v, 3I250-3400 (NH), 1680-1720 (six membered ketone
*C=0), 1670 (acyclic amido >C=0), 1600 (>C=C«},
760 (>C=Cl) cm 1.

PMR_(CDCl ): &, 2.45 (3H,s, =/Mg), 2.75-2.8 (3H,s, - NH,)

b.6 (1H,s,

CH), 7.4-8.1 (3H,s, aromatic protons)

8.2 (iH,s, — CONH) ppm.

SYNTHESIS OF N'-(BENZIL IDENE HYDRAZIDO}F8-CHLORO-2-METHYL-

QUINOLINE-4(1H)-ONE (53)

A solution of compound 4 (0.251 gm, 0.0053 mol) in ethanol
(20 ml.) containing few drops of glacial acetic acid was taken in
a round bottom flask. To this solution benzaldehyde (0.106 gm,
0.001 mol.}) was added and the reaction mixture was refluxed on
steam bath for 3 hr. The solvent was distilled off under vacuum

and wsemisolid separated was treated with water. The solid
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obtained was filtered and further crystallised from ethanol to

yield Sa, yield 0.9 gm. (&&6.66%). M.P. 198 °C.

ANALYSIS Found : C, 63.605 H, 4.205 N, 12.30

Calculated for C18H15N302C1 : C, 63.625 H, 4.15; N, 12.36 %4

IR _(KBrj: v, 3250-3400 (NH), 14650-1700 (six membered ketone

>C=0), 14670 (acyclic amido »>C=D0), 1605 (-C=N),

1600 (>C=C<), 760 (»C-C1) cm !

PMR _(CDCl.): &, 2.45 (3H,s, =/“Ms), 6.6 (1H,s, = CH), 7.4-8B.1
EER Tl

(BH;m, aromatic protons}), 8.2 (iH,s, — CONH) ppm.

The physical constant (M.P.}) percentage yield elemental

analysis (found and calculated) of the compounds (5b, 5c, 5d)}

have been reported in table-1.
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TABLE - 1

PHYSICAL AND ANALYTICAL DATA OF THE SCHIFF'S BASES (5)

Sr. g.P. Yield Molecular formula Elemental Analysis
No. C % Found/Calculated
c H N
5b 219 59.21 C18H13N4D4C1 56.20 3I.30 14.50
56.18 3I.40 14.56
2 . 3 $
Sc 227 57.89 C18H13N4D4C1 56.20 3.30 14.50
56.18 3.40 14.56
2T > L Te
od 239 62.16 D18H13N302C12 57.80 3.40 11.20

S7.77 3.48 11.22

All the above compounds gave satisfactory IR and PMR spectral analysis.
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SYNTHESIS OF 3-(8-CHLORO-2-METHYL—-4-0XOQUINOL INO-1-AMIDYL )
2~ (PHENYL)—1,3-THIAZOLIDIN-4 (1H)=ONE (&)

To a solution of compound 5a (0.3392 gm,0.001 mol.)} in DMF
{15 ml.) in 2 round bottom flask, a pinch of anhydrous =zinc
chloride and mercapto acetic acid (1 gm,0.001 mol.) were added.
The same reaction mixture was further refluxed on steam bath for
8 hr. then cooled and poured in ice cold water. The separated

solid was filtered and recrystallised from DMF to furnish &a.

ANALYSIS : Found : £, 58.10; H, 3.803; N, 10.10
Caleulated for C20H16N3038C1. C, 58.04; H, 3.89; N, 10.15%
IR (KBr): v, 3250-3400 (NH), 168B0-1720 (six membered ketone
>C=0), 1690-1700 (five membered cyclic amido
»C=0), 1670 (cyclic amido >C=0), 1&00

(>C=C<), 760 (C-Clicm 1.

PMR (CDCl.): &, 2.45 (3H,s, =/“¥3y, 3.2 (1H,s, - CH), 3.5
(1H,s,- SDHZ), 6.2(tH,s, = CH), 7-5.2 (BH,m,
aromatic protons), 8.3 (1H,broad s, —CONH) ppm.
Physical constant (M.P.) percentage yield, elemental

analysis (found and calculated} of the compounds &b, éc, 6d,

have been reported in table - 2,
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TABLE -2

PHYSICAL AND ANALYTICAL DATA OF THE THIOZOLIDINONES (6)

Sr. g.P. Yield Molecular formula Elemental Analysis
No. C % Found/Calculated
C H N
20 3,20 >
&b above 67.79 C20H15N4DSSE1 52.30 3.20 12.20
00 52.24 3.29 12.21
éc above &£4.10 820H15N405801 52.30 .20 12.20
300 52.34 I.29 12.21
X z
bd above 70 C20H15N3035812 53.460 3.30 2?.30
300 53.6%9 T.35 q.30

All the above compounds gave satisfactory IR and PMR spectral analysis.



