
3° Encontro Nacional de 
Quimica Terapeut·ca 

3rd Portuguese Meeting on Medicinal Chemistry 
151 Portuguese-Spanish-Brazilian Meeting on Medicinal Chemistry. 



3'·d Portuguese :\leeting on Medicinal Chemistr~ 
1\1 J>ortugucst•-Spanish-Brazilian :\lccting on i\lcdicinal Chemistry 
Sltflf1m"tc't! hv The Pouu~ue.1e Soci£ lr o/ Cltcmi11rv wul lh£' Uni1·ersilr of' r\ 1·ciro 

Scientific Committee 
\nton i Torrcn'> 

r'\rt ur M. S. Sih a 

Carlos Montanari 

1:-crnanda Pmcn.;a 

Mad,\lcn<l Pinto 
\1ar ia Luf>a s~i c !Vklo 
Patrfc io Soare'> da Si 11 a 
Ru1 \1orcira 
Willi am Hc.ggic 

Organizing Committee 

Prc, idcnl of the Spanr,!J Socit:l) or \kdrL·in.tl 
Chc:mi,try iSI·QT): I STE\ 1.. S .. \ .. Bam:lnna. 
Spain 
Departr ll• ·nt of Chemr'>lr~ .. nu t)OP '\, 
Unil<:r,Jl) of \1ciro: PrL'\Jcknt 
lm titu t.: or Chemistry ,,r S<io Carl os. l'ni1ersity 
o f Sac> l'aulo, BrMi l 
Depa. tment of Chcllli\try . Schnnl of sl it:JJL'L. 
L'nil\:r,rt_y ,,,. \1in lm 
f . H,>ffmann-La Rochc· Ltd. Pharma Rc,c:arch 
& Carly De,elopmcnt tpREDl . Ba"·l. 
Swit ;erlmu & Department nf Chcmi,try. 
l 'n ivcr,i ty of Ave irn 
!·acuity t>f Pharmacy. Uniln,ity of Portn 
Facult) of Pharmacy. Cni1 ,•rs it) of Coimhra 
Bial - l'ortda & C.", S.A. 
Factdt) ,,f Ph.uvlal). Uniwr,it~ of Li'bna 

llm i<>llllL'. Loures. Portu~.tl 

.-\rtur l\1. S. Si ll a (Chairman- Dcp. Chcm .. Univ. A1ciru ) 
'\ugw.to A. C. l'om<S (Dcp. C!tcn1.. Univ. Aveiro) 
Diana C. G. t\. Pinto (Dcp. Chcm .. Llniv. Aveiru) 
~1 C1ra~il P . .\1. S. 'le1es (Dcp. Chem .. Univ . .\\eiro) 
Grac;a .\1. S. Rocha (DqJ. Chem .. Uni1. A1eiroJ 
Jn'>c AS. Cavaleim. (J)cp. Chem .. L'n i1 . . \Yeiro} 
\1 do \mpam l. hlll>tino (Dcp. Clll:m., Univ. 1\ \'C im J 
~1..\rio M. Q. Simiks (Dcp. Chcm .. Uni1 . A vciro ) 
t\.urora h:rnandt'S (Dcp. Chem., Univ . \ve irn) 



PlOO 

Synthesis, growth inhibitory activity on human tumor cell lines and 
evaluation of the hepatotoxicity of di(hetero )arylethers and 

di(hetero )arylamines in the thieno[3,2-b ]pyridine series 

Ricardo C. Calhelha,"·b Daniela Peixoto," Pedro Soares,"·c Isabel C. F. R. Feneira,b 
Rui M. V. Abreu,b Maria Joao R. P. Queiroza 

a Centra de Qufmica, Univ. do Minho, Campus de Gualtar 4710-057 Brag a, Portugal; "CIMO!ESA, I.P. 
Braganr;a, Campus de Sta Apol6nia, Apt. 1172, 5301-855 Braganr;a, Portugal; cCIQ/Dept. de Qufmica e 

Bioqufmica, Fac. Ciencias, Univ. do Porta, 4169-007 Porta, Portugal. 

Thienopyridine skeleton has been reported as having interesting biological activity, 
namely antitumor[I J and antiangiogenic[2J activities . 

Herein we describe the synthesis of di(hetero)arylethers la-f and 
di(hetero)arylamines 2a-f functionalizing the 7-position of the thieno[3,2-b]pyridine in 
good to high yields, using copper (C-0) or palladium (C-N) catalyzed couplings, like 
presented below. 

N HOD r·n 1 ~-R ~ 3 

Ts R;ForoMe if"n 
0¥"" Cui, N,N-d1Meglyc1ne ~~ 2 

R1 ~ R3 Cs2C03, dioxane Br 
110'°C 

Pd(OAc)2 , BINAP 
Cs2C03, toluene 

100 °C 

la R1 = F, R2 = R3 = H; 69% 2a R1 = F, R2 = R3 =H; 75% 
1 b R 1 = R3 = H; R2 = F; 63% 2b R 1 = R3 = H; R2 = F; 70% 
le R1 = R2 H; R3 = F; 65% 2c R1 = R2 = H; R3 = F; 73% 
ld R1 = OMe, R2 = R3 = H; 45% 2d R1 = OMe, R2 = R3 = H; 80% 
le R1 = R3 = H; R2 = OMe; 50% 2e R1 = R3 = H; R2 =0Me; 83% 
1f R1 = R2 H; R3 = OMe; 45% 2f R1 = R2 = H; R3 = OMe; 54% 

The growth inhibitory actlVlty of the di(hetero)arylethers la-f and 
di(hetero)arylamines 2a-f was evaluated against five human tumor cell lines (breast- MCF-
7, non-small cell lung- NCI-H460, colon- HCTIS- hepatocellular- HepG2 and cervical­
HeLa carcinomes), using the sulforhodamine B assay. Furthermore, the hepatotoxicity of 
compounds was studied using a porcine liver primary cell culture (PLP2). The most 
promising compounds were shown to be the methoxy derivatives l e and 2e, presenting 
0150 values comparable with ellipticine (control) without hepatotoxicity. For these 
compounds more studies are needed to find out their mechanisms of action. 
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