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M2-like tumor-associated macrophages (TAMs) promote cancer
progression

Total M2 macrophage density correlation
to overall survival in lung cancer
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Reprogramming TAMs by targeting key “undruggable” pathways

TAM reprogramming exoASO-STATé or C/EBPj

Pro-tumoral Anti-tumoral

STAT6 or C/EBPB antisense
oligonucleotide
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» Selective modulation of key M2 transcription
factors by combining:

» Preferential tropism of exosomes to myeloid cells

» Codiak’s exoASO™ platform to load exosomes
with specific anfisense oligonucleotides (ASOs)
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exoASO shows enhanced tropism to M2 macrophages in vitro

Exosome-mediated selective uptake

in human M2 macrophages » Exosome surface protein PTGRFN may mediate

selective delivery to macrophages and other
myeloid cells via the cell type specific
expression of its cognate receptors in these cells
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In vivo exosome-mediated selective delivery of ASOs to macrophages
and MDSCs
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STAT6 and C/EBPp silencing by exoASO repolarizes primary human M2
macrophages in vitro

Target gene knockdown Effective macrophage reprogramming
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exoASO-STAT6 and C/EBPP induce in vivo knockdown and reprograming
of TAMs

b8 DI0 D13 Dl After intratumoral treatment, fumor-associated myeloid cells
’ were isolated and gene expression was analyzed
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Potent monotherapy and combination antitumor activity with exoASO-

C/EBPB and STATé
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Systemic administration of exoASO-C/EBPf results in potent anti-
tumor response in an HCC model
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STAT6 and C/EBPB are highly expressed in human fumor
macrophages and correlate with poor prognosis

Correlation with survival in

Expression in human GBM humeTHCC
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ex0ASQO: a first-in-class strategy to target TAMs in a highly
selective manner

[ eXOASO-STATG or C/EBPB .GETING STAT6 and C/EBPR

Targeting STAT6 and C/EBPP induces
higher target gene knockdown and
superior macrophage reprogramming

EE ol e vs Free ASO, both in vitro and in vivo

* Developed a novel therapeutic to target
and reprogram pathogenic M2
macrophages in cancer

. L-TUMORAL EFFICACY

. Selective targeting of M2 macrophages in « Treatment with exoASOs against

the tumor microenvironment (TME) ZTrf’;iT—fu(r]T?gr g{f‘fgg?;iﬁgr{; ?Oﬁ)g;e dm

systemic administration
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