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A. Cesano Disclosures

• Chief Medical Officer ESSA Pharma Inc

• Clinical Consultant for Nanostring Inc, Refuge
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Compared with mono-target therapeutic  the increased complexity associated 
with multi-targeting targeting can provide additional challenges during different 
stages of discovery and development
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Definition: what do we mean for 
multi-targeted therapeutic?

• A single therapeutic engaging multiple targets/specificities (spatially, temporally):

• Examples: 
Polispecific monoclonal antibodies 
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Multi-targeted CAR-T cells



Why  the “surge” in Multi-
targeted therapeutics in IO?

Growing understanding of 
cancer immune-response and 
its multi-facet nature

Availability of “synthetic 
biology” tools for protein and 
cells engineering
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Multi-targeted therapeutics: 
when the whole is great than the sum of the parts

• Despite  the great variety of multi-targeted therapeutics it is useful 
to classify them from a mechanistic perspective

• Combinatorial design: the  poli-specific therapeutic is intended as an 
alternate to the mixture of two mono-specific therapeutics (e.g. anti-PD-
1/LAG3)

• Obligate design: the physical linkage of the binding domains create a new 
functionality (spatial or temporal) which cannot be accomplish by a 
mixture of the two mono-specific therapeutics
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Examples of obligate mechanisms of action 
of bispecific Abs
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• T-cell redirection (BiTEs):
• 56 compounds in active clinical trials and 1

marketed

• Beyond T cells:
• NK cells (2 CD16 x TAA in Phase II)- BiKEs and TRiKEs

• Cytokine-Antibody fusion proteins;
• Exploiting antibodies for cytokine delivery

(sequential binding)


