Oncogenic properties of Neuropilin-2

Neuropiling {Nrp1 and Nrp2) : single-pass transmembrane non tyrosine-kinase
glycoproteins

Ligands : VEGF, semaphorins, growth factors

Ellis, J. Natl Cancer inst 2008 : inhibition of NEP-Z expression in colorectal
carcinoma inhibited cancer development (VEGHP2K/AKTY
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NRP-2 : target for anti-tumoral therapy

Neuropilins in tumor biology
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Fig. 4 NRP2 ablation using siRNA blocks xenograft
rogression.




Tinentin e

= =
= ) - )

= = ol 20s IR A - ol
Fy ry

= Lx]

rm
o
ka o

Calnd 205 RN A-MMEFY

.-
Bl
_E.q 0E
| snail fﬁé 25 ]
v { BT a4
| i
—uctin
““ ﬁ HEFI S i ey 11 NEF1

Fig 5. NRP2 induces epithelial to mesenchymal transition.

Prud’homme G. J, Glinka Y, J. Leuk. bio, 2008 : NRPY is a receptor for fransforming qrowth

factor B-1, activates its latent form and promotes T requiatony T oell activity
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TGF- p1 signaling
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NRP-2 promotes TGF- 1 pathway (1)
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Screening and identification of a
secretant hybridoma : ITAC-B1
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Targeting hNRP-2 : Biological effects

Co-culture in soft agar : colony Cell apoptosis test : AnnexinV
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Neutralizing NRP-2 to induce p53 expression

Cao et al., Cancer Research, 2008 : Newropiin-{ Upholds Dediffererfiation and Propagation

Fhenotypes of Renal Cell Carcinoma Ceils by Activating Akt and Sonic Hedoehog Axes
Intracellular staining
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Neutralizing NRP-2 to induce p53 expression

Western-blot : Pretreatment with Pifithrin-a attenuates
ITAC-B1, 36h : induction of ITAC-B1 induced apoptosis
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ITAC-B1 induces in part p53-dependant apoptosis

Preclinical model : Neutralizing NRP-2 to increase

the cytotoxicity of classic chemotherapy

Combination of ITAC-B1 and 5FU
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