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New Local Anaesthetics Part Dl. Synthesis or Some Di
s·,s"·acetylamino-2',2"-arylam.ino-3',3'"-aryl-.a·, 

4 "•thiazolidonyl-1,4,·piperazines 

p_ If. Bhargava and S. C. Sharma 

Nine uuw di-fi',.'i"-acetyln.mino-:!',2"-n.ryln.mino-3',3"-aryl--l',4"-thiuolidonyl-l,4-piperazinea and their 
bydroehloricl('ll have bc."Cn 1!-ynthMi&ocl. from aniline, p-chlnroanilinl', o-, .... ; and p-toluidinll, o-, and p-anRi
dine, o-and p-phem•tidino rl'!lpectively and thl'irloca.lana.eathetic activity hal! been teatod. Tho hydrochloride& 
of di-5',5"-ooctyl"mino- 2',2"-p-chlorophmylamino-3',3"-p-chloropbenyl-, -2',2"-o-tolylamino- 3',3"'-o-tolyl-, 
2',:!"-p-aniHyln.miolO· 3',:~"-p-ani.~yl-, 2',2"-p-phcnctylamino-3',3"-p-phonctyl-4.',4'-thiazolidonyl-1,4-piperazinea 
are pofi!nt lnclll anacMthctirH n.mong the compounds reported. 

In llontinuation ofthr. previous work on thiazolidonedcr:ivativesaslocal anaesthetics' 
R sorie.s of di-ii' ,!'i'" -J.::ehyltarnino -2',2" -a.ryla.mino-3' ,3' -a.ryl-4' ,4" -thiazolidonyl-1 ,4-pipera
zincs ha~ nnw been }>rQp:~ored from 5-amino-2-aryla.minl'l-3-aryl-4-tb..iazolidones on 
condensation with (•hloroact'tyl d1loritle ancl e.ubsequcnt treatment with piperazine. All 
these compounds ha,·c bron con,·ertcd into their hydrochlorides by the usual method. 

The lo('al anaesthetic S.('tivities of these hydrochlorides were tested by frog's sciatic 
plexus method•. The hydrochlorides of di-5' ,5• -a.cetylamino-2' ,2• -p-chlorophenyl
a.mino-3',3' -Jl-chlorophenyl-, -2' ,2~ -o-tolyla.mino-3',3• -o-tolyl-, -2' ,2• -p-anisylamino-3', 
3"-p-anisyl-, 2',2" -p-phcnetyla.mino-3', 3" -p-phcnetyl-4', 4"-t.hiazolidonyl-1, 4-piperazines 
were found to be the most effective local anaesthetics in this class of compounds. 

5-PhcnylazJ-, 5-a.mino-, and 5-chloroa.cetylamino deri\'atives of 2-arylainiu:l-3-
aryl-4-thiazolidones were prepa.red by the method of Bhu.rgava and Singh•. 

D~-5' ,5" -acetylam.in:::~-2',2.• -pkenylam.ino-3' ,3" -phenyl-4' ,4• -thiazolidc.ftyl-1,4-piptraz
ine.-To 5-chloroa.cctylamino-2-phenylamino-3-phcnyl-4-tb..ia.zolidone (3.5 g.), dissolved 
in ethanol (40 ml), piperazine (1 g.) was added and the mixture was re.ft.llXedfor 4:h::~ura. 
Ethanol was recovered and the residue was washed with sodium bicarb:>nate s:~lut.ion to 
remove the acid impurities; it wa.s finally wa.sllod with water to be {rae of exceu of 
piperazine. The product wa.s crystallised from 80% ethanol a.nd reerystalliaed from 
benzene. 

l. Bh10rgava and Singh, J. St:i. Ind. Rea., 1961, atiC, 209. 
2. Badbri.og a.nd Wajda., J. Phm-~. EZJI. T~-rr~p., 1945, 85, 78. 
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The hydrochloride-of this ba.'t8 was prepared by the us1ul method and cry<~~&Uissd 
from absolute ethanol. 

Similarly other di-5', 5"' -a.cetylamino-2', 2"'-a.rylamino-3', 3"- aryl-4',4"' -thiazolidonyl. 
l, 4-piperazines and their hydrochlorides were prepared. Their properties and analytical 
dat-a arc reported in Table I. 

TABLE I 

R-N--CO CH~--CH. OC--N-B 

RN=b ~H-HN-CO-CH.-:N/ ~-CH.CO-HN-H6 b=NR 
's/ ' / ,_/ C'H.-CH~ 'W" 

HASI-:S HYDROCHLORIDES 

It. :II.P. ForuJulll 

Phenyl- 164,0 
('38H360 4X11Ro 

':~ XitrOfl:l'D 
.f'ound. J{.,qcJ. 

15.14 J;j.30 
p-ChloroJ>henyl- 1:J.j,° C3all3o04Ns l'I4So 12.61 12.1!17 
o-Tolyl- 1-17o C40H440o~XB"'lo 1-1.09 1.&.:!1 
m-Tolyl- 151° C4oHH04X8''-I~ U.13 14.:!1 
p.TolyJ. 1::!0" C'42H+404Na'-~o 14.06 14.21 
o-Ani~yl- 193" c4.H440a-~afl. 13.01 13.15 
p-Anisyl- 112" C40HuOsNaR. 12.9a I"Uii 
o-Phenctyl- Ill" C46H~20oXo R0 12.21 12.33 
p-Phenetyl- 100" C46H3~0a,Naf!. 1:!.17 12.33 
l'rocainehydrochloride•• 

•Cone. of anaesthetic, 0.1% 
••Proceine hydrochloride wu Dded as such. 

:\L 1'. % Nitrogen. 
.f'oond. Reqd. 

167" 13.73 13.91 
166" 11.64 11.88 
149° 1:!.89 13.CO 
too• 12.91 13.00 
:noo 12.86 13.00 
184° 12.03 12.11 
159° 11.98 12.11 
106" 11.37 11.42 
lOu" 11.25 11.4:! 

Onset o( maest.heoia 
(min.) wit.h administra. 
tion of llOllellthstic iD 
hydrochloric llcid of 

strength. 
o.OaN . O.LV OH. 

13.0 14.0 14.5 
9.0 9.5 10.00 
0.0 10.0 10.5 

13.5 14.0 14...5 
12.0 12.5 13.0 
10.5 11.0 11.0 
9.0 9.5 10.0 

10.li 11.0 111.1! 
0.5 10.6 11.0 

u.o U.5 15.6 

Pharmacologic{},/. Te<Jts: Plexus Anaesthesia in F·rog.-The hydrochlorides of above 
bases were tested for local anaesthetic activities according to the method ofBulbring &nd 
Wajda~. The results are shown in Table I as above. 

The results of this study indicate that the hydrochlorides of di-5' ,.')• -acetylamino-,2', 
2• ·P · :\lJr.lp'.l nyh. ni~ J·3', 3"' -p-chbrophonyl-,-2',2• -o-tolylamino-3', 3" -o-tolyl-,2',2"·fJ· 
anisyb:nin:~-3', 3" -p-anisyl-,-2', 2"' -p-phenetylamino-3-'' a· -p-phenetyl-4', 4 "'-thiazolido
nyl 1,4-piperazines have the highest local anaesthetic activity among the present com
pounds. It is interesting that the ~ydrochlorides of all these compounds required leas 
time for the onset of anaesthesia than the standard substance, procaine hydrochloride. 

Thanks of the authors a.re due to Prof. G. B. Singh, Head of the Chemi3try Depart
·ment and the autho_rities ofthe Banaras Hindu UniveNity, for prolviding ne::essary fac.iliti88 
and also to the U. P. Scientific Resea-rch Committee for the award of a. research asr.istant
ship to one of them (S.C.S.). 
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