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THE PIPELINE

e Extracellular/transmembrane domains (HER3 ECD-
TM), delivered via DNA electro-gene-transfer (DNA-
EGT) into BALB/NeuT mice.

e Generating of a series of hybridomas against human
ErbB3 through DNA-EGT. Antibodies selected for their
ability to inhibit the ErbB3-mediated signalling pathway
effectively

e Anti-ErbB3 monoclonal antibodies demonstrated in
vitro growth modulation of cancer cells and in vivo
antitumor properties across various cancer models

Anti-HER-3 Lead Generation and
Identification

Mouse Immunization with HER-3 cDNA expression vector

v

Fusion and hybridoma screening using ELISA for HER-3 binding

v >100

Monoclonal selection of best ELISA hits using
limiting dilution and anti-Her-3 confirmation

Antigen binding and functional assays (cross

reactivity with rodent HER-3 and other Her family
receptors, inhibition of pHER-3 activation)

Selection of lead clones for in vivo
studies, cDNA cloning, humanization
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THE AIM

Our research aims to introduce a dual-pronged approach
targeting HER3 through a therapeutic vaccine and a novel
monoclonal antibody strategy, with potential extensions to
vectorized antibody expression and advanced antibody-
pbased therapeutics.

HER3_FL

Electrical apparatus
Needle driven by a portable PC
electrodes

DNA injection

HER3_ECD +TM
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THE ROLE OF THE HER3 RECEPTOR

The human epidermal growth factor receptor 3 (ErbB3 or
HER3), a pivotal member of the ErbB receptor family, is
integral to cellular regulation and oncogenesis,
particularly in mediating drug resistance. The role of the
HER3 receptor in signal transduction is to augment the
signhaling repertoire of active heterodimeric ErbB
receptor complexes by activating the PISK/AKT pathway,
which in turn promotes survival and proliferation. This
positions HER3 as a strategic target for innovative cancer
therapies.
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METHODS & RESULTS

We developed a genetic cancer vaccine employing DNA
vectors encoding either the full length of HER3 (HER3 FL)
or its extracellular/transmembrane domains (HER3_ECD-TM),
delivered via DNA electro-gene-transfer (DNA-EGT) into
BALB/NeuT mice. This method is designed to induce a
specific immune response against tumor cells,
establishing long-term immunologic memory to prevent
cancer relapse.

Concurrently, we explored a monoclonal antibody
strategy, generating a series of hybridomas against human
ErbB3 through DNA-EGT. These antibodies were selected
for their ability to inhibit the ErbB3-mediated signalling
pathway effectively

Our results show that DNA-EGT vaccination elicited a
robust immune response against HERS3, significantly
preventing cancer onset in prophylactic settings and
slowing tumor progression in therapeutic models.
Moreover, the anti-ErbB3 monoclonal antibodies
demonstrated in vitro growth modulation of cancer cells
and in vivo antitumor properties across various cancer
models.
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RESULTS
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OUTLODKS

e Prophylactic: mice were treated with 4 sequential DNA-
EP Dbefore the 10th week of age; mHER3 _ECD.TM
vaccine was able to prevent significantly cancer
occurrence;

e Therapeutic: mice were immunized at 16° week of age
when the carcinoma normally is detectable histologically
or by ultrasound imaging. The vaccination with
MHER3_FL slowed down tumor progression

[l 1]
TAKIS

BIOTECH



REFERENCES

e Aurisicchio L, et al. Oncotarget. 2012 Aug;3(8):744-58

e Aurisicchio L, et al.d Cell Physiol. 2012 Oct;227(10):3381-8

CONTACTS

Principal Investigator - Takis srl

luberto@takisbiotech.it

Principal Investigator - Takis srl

muzi@takisbiotech.it

[t 11T
TAKIS

BIOTECH


mailto:luberto@takisbiotech.it
mailto:muzi@takisbiotech.it

