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Immune checkpoint therapies have become standard of
care for advanced melanoma patients
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Immunization with mannosylated nanovaccines
and inhibition of the immune-suppressing
microenvironment sensitizes melanoma to
immune checkpoint modulators
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‘ Our Approach — A Multifunctional Nanovaccine
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Immunization with mannosylated nanovaccines
and inhibition of the immune-suppressing
microenvironment sensitizes melanoma to
immune checkpoint modulators
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Neoantigen — Increased immunogenicity
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No breakthrough is too small
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Table 1. Nanoparticle (NP) size, polydispersity index (D), entrapment efficiency (EE) and loading capacity (LC) of antigens into NP.

Size! Z-Potential Peptide EE Peptide LC Adjl1 EE Adj1 LC Adj2 EE Adj2 LC
NP Pdl + SD?
(nm + SD?) (mV + SD?) (%+SD?)  (ug/mg+SD?) (% +SD?) (ug/mg+SD?) (% +SD?)  (ug/mg+SD?)
NP 214 +8 0.14 +0.03 -5.24+0.7 62.2+4.2 31.1+4.01 87.1+4.2  4.5+0.33 89.9+4.7 10.0+ 0.6
man-NP 198 + 2 0.16 +0.02 -4.48 +0.6 60.8 +3.7 30.4 +3.27 82.0+52  4.6+0.65 93.2+5.2 10.4 £ 0.9
man-PEG-NP 216+ 2 0.15+0.03 -4.96 + 0.5 65.4+3.9 32.7+4.61 90.2+3.9  4.6+0.55 90.2+3.9 10.1+0.5

Carreira B et al. In preparation
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NP mean diameters and D
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Cellular Viability Cellular Internalization
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‘ Nanovaccine Impact on DC - in vivo studies

Nanovaccines were preferentially
internalized by migratory DC
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Nanovaccine
PD-1/PD-L1 modulators
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‘ Proof-of-concept — Therapeutic efficacy of man-NP in combination with PD-L1 modulation
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* man-NP does not affect DC viability and were internalized by iDC.

* man-NP is preferentially taken-up in vivo by migratory DC, increasing the expression

of activation markers.

 The combination of man-NP with aPD-L1 strongly inhibits tumor growth in both

primary and metastatic melanoma mouse models.

* man-NP modulated DC function triggering a strong anti-tumor immune response

while regulating the PD-L1 expression within tumor milieu.

No breakthrough is too small
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