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REF: Expediente No. 07 034189- Solicitud de Patente de Invencién a favor
de ROMARK LABORATORIES, L.C.

JUAN PABLO CADENA SARMIENTO, portador de la tarjeta profesional No.
57.492 del C.S.J., obrando en calidad de apoderado de la Sociedad
ROMARK LABORATORIES, L.C., de acuerdo con el articulo 46 de la
Decision 486 de la Comisién de la Comunidad Andina, me permito anexar
copia de las siguientes publicaciones, para dar cumplimiento al requerimiento
notificado por fijacién en lista del 23 de diciembre de 2010.

1. IMTIAZ H, MISRA SN: “Search for potent anthelmintics Part XIiI".
Journal of the Indian Chemical Society (1979) Vol. 56 (9) pp. 917-18.
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Search for Potent Anthelmintics—Part XIlI
2~(3,5-Substituted Salicylamido/Cinnamido)-4,5-
Substituted Thiazoles

Md. IMTIAZ HUSAIN® and SADA NAND MISRA
Dapartment of Chamirtey, Lucknow University, Lucknow-226 007
Manuscripl receivad 37 November 1978, vevised 28 February 1575 ; accepled 84 August 1972

Twenty one new 2-(3,5-substituted salicylamide)-4.5-substituted thinzoles und ten
2-(substituted cinnamido)-4 5-substituted thiazoles have been prepared. Eight of them,
when screeged againsi Nippostroopylus brasillensis In rats and Hymenolepia pana in
mice at dozes of 250 me/kg x 3 aod 250 me/kgx I respectively, were foand 1o be Inactive.

SUBSTITUTED salicylamide derivatives like These were prapared aocording to the procedure
3, Niclosamide®, Rafoxamide* and Clioxamide* A or B.

_ have recently emerged as a new class of anthel-
mintics. Some 2-substituted thiazoles*~* have
shown strong anthelmintic efficacy in mice. Some
cnnamic acid derivatives®'? have been known to be
wiive against 8. obvelsta and A. suum. Keeping
this in view the title compounds were synthesised.

Procedure A :

A mixture consisting of 3, S-substituted salicyl-
oyl chloride?®:12 (.01 mole), chloroform (30 ml} and
anhydrous potassium carbonate (.01 mole) was
cooled in ice and an appropriate amino thia-

Experimental .
zolel%-14¢ (01 mols) gradually added to it. The
Al melting points are uncorrected, resulting mixture was refluxed on a steam bath for
6 to B hr, cooled and filtered. Concentration of the
M3, 3-Substituted salicylamido)-4, S-substituted filtrate afforded a solid which was washed success-
thigzoles (Table 1) ; ively with NaHCO, solution, dilt HC) and water. It
TAELE | —2-{SURSTITUTED BALICYLAMIDG )4, 5-BUBEYIPUTRD TRIAZOLRS
R
2
R1 CONH ~~g~\R3
B B R Rt R* M.P. Yiald Mcl. Formula % Nitrogon
o c % Found Gatcd.
1 Ql cl H No, 148 50 CoH,01, 8,80, 18.0¢ 12,58
" a o1 H Br 116 ' Q,oH,BrCl, ¥,80, [ 7.00
8 C Q1 H [s}] 193 < 0,.H,01,N,80, 8.92 8.86
{ 413 <1 c,H, H 140 1 0.eH, ol N, 80, 7.38 167
3 cl Ol 2-C1C.H, i 200 40 0,,Hy01,N,80, 6.78 7.01
&* 4] 1 p-0HC, I, H 914 -7 ] C,,H,,Q, N80, 1.02 7.83
1 cl a1 QH, COOC,H, 915 68 0,,H,,01,N,60, 1.0 7.47
8 Br Br H X0, 172 i CyoH,Br, N, 80, 9.38 9.03
¥ Be Br H Br 160 48 clo"lﬂ-"lxuso. 6.8 6.13
10 Br Br H a 145 68 C,oH, Br, C1¥, 50, © 1,18 6.79
n’ Be Br 0,4, H <174 51 Q.. H, ,Br, N,EQ, G4 617
1 Br  Br p-Cl1C,H, H 190 54 0, .H, Br,0IN, B0, 540 5.79
b 3 Br Br p-OHCH, H 10 50 Gn.H.QB!’.N.BO. 6.04 5.96
TR B PBr CH, CO00H, 205 51 0,.H,,Br,N, 80, 6.28 0.0¢
n, H NO, H NO, 176 16 10H, N, 80, 17.66 18.07
u ): | NO, H Br 120 48 0o HBrN 80, 19.55 1221
. H NO, H 4] 280 52 0,0H,CIN,ED, 14.48 14,02
1, H NO, C.H, H 168 56 G oH,, H,BO, 11.80 1231
) H N0, p-CIQH, H 190 42 CaeH, (0IN,BO, 10.95 1118
% §H NO, o-QHOH, H W0 46 0,.H,,K,B0, 11.42 1177
% = NO, ©oH, 0000,H, 180 ] 0..H,,N,80, 11.58 1197

¥ Btroened for apthelmintic activity.
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TaBLE J==2-{BUnSTITUTED CINNAMIDO 4 5-SURSTITUTE D THIA ZOLES

N Re
||
CH=CHco~H—Jls r3

Rl

Bi, R! H* R M.P, Yisld Mol. Pormnula % Nitrogen
No. G % Fouud Caled.
1.° H C{H, H 903 143 0, H.., N80 8,76 9.18
9.° H CH, Coas, 1, 140 55 0,0, N,B0O, B.41 8.80
2 9-Cl C,H, H s ] C,¢H,,CIN ED 8.63 8.92
‘. pCl Cil,  COOCII, 980 55 0,,]1,,CIN,50, 7.68 7,99
i, £C1 H NO, 248 60 Gy, H,CIN, 50, 18.14 18.57
[ o~Cl o,17, 1 200 G8 G H, QI 80 B.68 8.13
7. o-Cl T NO, 10 60 G, H,CIN BO, 14.10 19.57
8, o-Cl CH, COOC, I, 267 02 G, 11, CIM B0, B.2% 7.99
o, PI{CH L) 0,17, H 190 G5 Cyoli, o N,80 11,60 12,04

10, P HIGU,, H K0, 250 54 Gio11,.K,50, 17.19 17.6)

+ Bereonod for anthelmintle netivity,
was recrystallised [rom benzene-petroleum ether or  References

¢thanol.
Procedure B ;

To an ice cold mixture of 3, S-substituted sali-
cyloyl chloride (.01 mole) and pyridine (30 ml}, an
appropriatc amino thiazole (.01 mole) was added
stowly with stirring. The contents were refluxed
for 6 hr and excess of solven: distilied off, The
residuc was poured into ice cold water whereupon
a solid separated out. It was filtered and recry-
stallised from ethanol. '

2-(Substituted cinnamido)~4,5-substituted thiazoles
{Table 2) :

These were prepared analogously from an appro-
priately substituted cinnamoyl chloride!® and an
amino thiazole by following the’procedure B. The
compounds were recrystallised from ethanol.
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