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Epithelial-Mesenchymal Transition (EMT)
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Epithelial phenotype
- apico-basal polarity

- organisation of cell-cell

junctions/cytoskeleton

- poor migrative/invasive
potential

MCF7 cells (from DSMZ)

Mesenchymal phenotype
- front-back polarity
- absence of tight-junctions +
less adherence junctions
- resistance against anoikis

- highly invasive/migrative




.. Our EMT model: electrospinning fibers
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Coverslips with aligned fibers production
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Circularity Gy
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Contact guidance EMT on MDA-MB-468
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... Hyaluronic Acid coated PBAE Polyplexes (HAPy)
MU= to enable EMT targeting
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6 Molecular Dynamics simulation of HAPy
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MDA-MB-231 + HAPy on fibrous scaffold
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43GFP HAPy:
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Uptake in MCF7 Uptake in MDA-MB-468 Uptake in MDA-MB-231
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w.. 1IN vivo Proof of Concept ongoing
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Breast cancer cell lines:
= 4T1, fLuc and another

reporter (ie. GFP),
s MDA-MB-231 xenograft,
fLuc and another reporter
(ie. GFP),
Experimental Groups:
1. Healthy BALB-C
2. Healthy BALB-c + HAPy
3. Tumor-bearing BALB-c
4. Tumor-bearing BALB-Cc + HAPy

Intratumoral and subcutaneous
admistration of treatment

10

0

o 0 0

withdrawal

Termination:

fixation of sacrificed mice with PFA perfusion
IVIS imaging for tumor progression and
biodistrinution of HAPy

analysis of blood serum markers

organ and tumor extraction

gPCR from tissue homogenates

Translation objectives

=» HAPYy distribution, efficacy

= Expansion of proteomics
fingerprinting after HAPy
treatment on fibrous scaffold
= RNA expression profile

= Comparison of ex vivo
results with fibrous scaffold
model results
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