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Development of polymer-based combination therapeutics for the
treatment of Castration-Resistant Prostate Cancer (CRPC)
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Second most common cancer in men and
leads to 10% of cancer deaths in Europe

Ri
PCa presents a high molecular heterogeneity both intratumoral and intertumoral
Association with different clinical behavior.
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Adapted from http://www.cancerresearchuk.org/

POTENTIAL BIOMARKER: FUSION GEN between TMPRSS2 (androgen-dependent serine protease) and ERG (transcription factor) = T2E
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© 7MPRSS2-ERG (T2E) is present in 50%-70% PCa
Overexpression of ERG transcript
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A polymer-based combined therapy using two targetable drugs
such as Abiraterone and mAb would produce a more effective
and safer compound for the treatment of advanced PCa
positive for T2E fusion gene

Phase Il/lII
Opaxio™ + Radiotherapy
Opaxio™ + Cisplatin
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VCaP
Stability studies (Activated serum)

% of survival

140
120
100
80
60
40
20

VCaP

SCR

SiERG

_—

—— e GAPDH

MTS * : 200 * ; }

% Degradation

I N 40 -
| —
I I 60 -
:[ I ‘|V 8( |l mAb
I =1 I 100 |+ PGA-maAb
:[ I 0 24 48 72

Time (hours)

Control

Polymer conjugate stability is mantained
along the time but the antibody is
decreased 65% after 24 hours
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Greater selectivity towards T2E+ models upon PGA-
mAb/Abiraterone conjugation
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Results

Study of the cellular uptake of the combination polymer conjugates (VCaP cell line)
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mAb and PGA-mAb show
different cellular
trafficking

The mAb mostly colocalizes
with Clathrin and the PGA-
mAb mainly with Caveolin-1
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Next step: In vivo combination therapy
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