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lntegrins as thez'apeufic targets for -ngiogenem and metastais 
Mohit Trtkha. Comocor, 200 Great Valley Parkway, Malvem, PA, USA. 
In v/vo tumors intm~t with a variety of host ceEs such as mdotheliai cells 
and platelets, and these inte~ctions are mediated by integrins GPllb/Hla 
and ctv[33. We used chimeric (c) 7E3 Fab (abciximab, P.eoPro TM) and 
nnume (m) 7E3 F(ab')2 to elucidate the role of host and tumor-derived 
integrins in ansioge~,~s , tumor growth and metastas~ c7E3 Fab is used 
in patients undergoing p r e o ~ * m ~ s  coronary intervontions, These 
antibodies are potmt inln'oitors of GPI~/IIh and ¢zv[33. c7E3 lab 
inl~ited ctv~3-mediated cell adhesion, migration, h~vasion and bFGF 
~mulated prol~erafion of e~dotheEsl cells, In an in vitro ansioge~e~ 
assay, c7E3 Fab inh~ted bFGF- and pistelet-stimulsted capillary 
formation of mdothelial cells (I~o=10-15 ttg/ml), demonstratin 8 that 
ondothelial ¢zv[33 is important for sprouting, and p i s t e l e t - ~  
Sl~onting is mediated by GPlIb/Hta. In a lung metastasis assay, a ~ngle 
treatment of human melanoma cells with c7E3 Fab (2.5 pg/ml) hdn'bited 
lung colonization of the tumor cells in SCID mice. In vivo, m7E3 F(ab')2 
part~t~ inln'oited growth of  human melanoma Unnors in nude mice 
compm-ed to comml treated animals. Since c7E3 Fab and m7E3 F(ab')2 
do not crus~eact with nmrine integrins, this inln'oition of metastasis and 
tumor growth was attn'butable to direct blockade of human tumor c~v[33 
;ntegrin~ m7E3 F(ab°)2 completely blocked tumor formation and growth 
of human melanoma tumors in nude rats. In this ~eaogrstt model, m7E3 
F(ab')2 binds to both ~ttuaLu ~tuuu~ and host platelet GPllb/ma and 
ondothelial ctvD3 integrius, thus participating as an anti-ansiogmic, anti- 
platelet and anti-tumor agont. Collectively, these results indicate that 
combined blockade of GPIIb/IHa and c~v[33 affords anti-ansiogmic and 
an~meta~fic benefit. 


