Fields of Research for Angiogenesis Products

« Oncology

» Gynaecology
 Diabetes

» Ophtalmology
 \Wound Repair

e Tissue Engineering

e Psiorias



Key Factorsin Angiogenesis and L ymphangiogenesis

» Growth FactorgReceptors

VEGF-A VEGFR-1/FIt-1, VEGFR-2/KDR
VEGF-C VEGFR-3/FLT-4
PIGF-1/-2 VEGFR-1/Flt-1
Angiopoietin-1/-2 TIE-2

? TIE-1
FGF-2 (basic) FGFR-1/-2/-4

» Soluble Receptors as natural antagonists
SVEGFR-1/sHIt-1 for  VEGF-A, PIGF-1/-2
STIE-1 unknown
STIE-2 Angiopoietin-1/-2




Complexity of binding affinities:

Endothelial-specific receptor tyrosine kinases and their ligands
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Growth,survival, permeability, matrix degradation, migration, pericyte recruitment

VEGF-A: VEGF121/ 145/ 165/ 189 / 206; E.I. Korpelainen and K. Alitalo, Curr. Opin. Cell Biol. 10:159, 1998



RELIATech’s Toolsfor Angiogenesisresear ch:

Ligands: Soluble Receptors:
h VEGF121 h sFt-1/sVEGFR-1
h VEGF145* h sSKDR/sVEGFR-2
h VEGF165 h sFLTt-4/sVEGFR-3
h VEGF189* h sTIE-1
h sTIE-2
r VEGF-C h SFGFR-1
r VEGFC152S h SFGFR-2
r VEGF-D* h SFGFR-4
ov-VEGF-E
h PIGF-1 EL|SAS:
h PIGF-2 h sVEGFR-1
h Ang-1 hVEGF-A “RELIDA”
h Ang-2 hVEGF-A
h FGF-2 (basic) VEGF-C
h sSVEGFR-3*

[VEGF-A: VEGF121/145/165/189]

Antibodies:

anti-hVEGF-A (pab)

anti-VEGF-C §abg
X

anti-VEGF-D

anti-hPIGF (p

anti-hFGF-2 (pab)
anti-hHt-1/VEGFR-1 (pab)
anti-hK DR/VEGFR-2 (pab)

anti-hFL T4/VEGFR-3 (pab)
anti-hFL T-1/VEGFR-1 (mab)

anti-hK DR/VEGFR-2 (mab)

anti-hPodoplanin (pab)
anti-hProx-1 (pab)
anti-hLyve-1 (pab)
anti-mLyve-1 (pab)
anti-mPodoplanin (mab)
anti-hPodoplanin (mab)

* Product under development!



VEGF/VEGF Receptor System:
Relation ship between ligands and receptors

hVEGF121 oWEGF-E
hVEGF145 'VEGF-C
hVEGF165 r'VEGF-C152S
hPIGF-2 hVEGF189
hPIGF-1 \ \ 'VEGF-D
| N
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Flt-1/VEGFR-1 DR/VEGFR-2 FLT-4/VEGFR-3

rVEGF-C152: mutated protein!



