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Prostate Cancer is the Most Frequent and third cause of mortality by Cancer in France
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Previous Work

Heat Shock Protein 27 (Hsp27) is overexpressed in Castrate-Resistant Prostate Cancer (CRPC)
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HSP27 ASO has been patented by UBC and licenced by Oncogenex

OGX-427 has been tested in clinical trial phase Il on CRPC.

Rocchi, P., Cancer Res., 2004 and 2005; International Patent PCT no 10/605



Large scale Hsp27 protein partner identification using cyrotrap two hybrid system

1. 2.
1mmu¢om _‘:«
$.

32

5 x 10°clones tested

226 HSP27 partner

cDNA bank _—>
r 1 proteins
Normal Tumoral

INsTITUT
NATIONAL
ou CANCER
—

Projet PAIR prostate
Coordonateur (1 050 K€ ) Katsogiannou M., Molecular and Cellular Proteomics, 2015



Hsp27 partner proteins functions analysis using DAVID
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Two hybrid partner protein analysis in human interactome reveals new function of Hsp27

Y2H Hsp27
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HSP27 activates protein traduction initiation and treatment
resistance of CRPC
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Hsp27 interactome analysis identify TCTP as novel therapeutic target
in CRPC
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TCTP-ASO treatment inhibits CR LNCaP progression after
castration /n vivo by restoring p53 expression
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Challenge in ASO therapy

Although clinical relevance of ASO has been demonstrated
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Antisense rescues babies

= from killer disease
Meredith Wadman (Science, December 15, 2016)
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Poor intracellular delivery limits its efficacy
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TCTP-ASO Efficacy Improvement
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- ASO nanomicelle can serve as delivery system
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Project 1: Hsp27 interactome identification during PC progression
using GFP-Trap
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Project 2: ASO nanomicelle development for personalized medicine
of PC
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Project 3: ASO nanomicelle optimization for active

delivery of chemotherapy
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2020-2022 Years of Nucleic Acids: Demand Growth and New

Technology

Chemistry Nobel Prize, 2020

Emmanuelle Charpentier, Jennifer Doudna
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Therapeutic ASO synthesis activity start in 2020
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Startup “OligoNanoMed” pour le développement de
Nanomédicaments ciblant I’ARN pour la thérapie et I'imagerie
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