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Targeting IL-17 Results in Rapid Onset of Response
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IL-17 Receptor Activated by Three Dimeric Forms of IL-17: IL-17AA, AF, and FF’
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Oral PN-881 was designed to inhibit IL-17AA, AF and FF to achieve maximal clinical benefit
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Criteria for nomination of Oral PN-881 Development Candidate

Potency  Sub-nM potency vs. IL-17 AA
* Blocks all dimeric forms of IL-17: AA, AF, FF
Stability « Stable in simulated gastric and intestinal fluids
« Stable in serum with t,, >24 hr
* Metabolic stability
* Thermostability
PK » Oral exposure and half-life in rodent and higher species sufficient for
oral daily dosing
PD model  Mouse hlL-17 challenge, CXCL1 model
Efficacy Model * Rat IL-23-induced skin inflammation model
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Oral PN-881 achieved all the criteria for a development candidate nomination




PN-881 inhibits IL-17-induced IL-6 responses with similar potency as Bimekizumab
In primary human dermal fibroblast (HDFn) assay
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« PN-881 has similar blocking curves as Bimekizumab for all three IL-17 isoforms while Secukinumab’s
curves for IL-17AA and AF are shifted to the right

 Secukinumab does not block IL-17FF
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PN-881 Potently Inhibits IL-17/AA and IL-17FF

Similar potency to Bimekizumab and ~70-fold more potent than Secukinumab

HDFn IC., (nM) nHDF IC,, (nM)

PN-881 oral
Bimekizumab SC 19.5
Secukinumab SC 10 175 Inactive 11 151 Inactive

* PN-881 has sub-nM IL-17AA blocking potency (IC5,) similar to Bimekizumab and
70 times more potent than Secukinumab

 PN-881 inhibited IL-17 AF and FF with similar potency than Bimekizumab
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Oral PN-881 Neutralizes Human IL-17 in Mouse |IL-17 Challenge PD Model

PN-881 significantly reduces serum and skin CXCL1 levels after oral administration
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« Human IL-17 s.c. challenge induced systemic and skin production of CXCL1

; _ .+ Oral administration of PN-881 significantly reduced CXCL1 responses in serum and skin
é?. Protagonist




Oral PN-881 in the Rat IL-23-induced Skin Inflammation Efficacy Model

PN-881 significantly reduces IL-23-induced ear thickness after oral administration
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Summary

Oral PN-881 (QD) has the potential to be the first-in-class oral peptide targeting all three IL-17
isoforms, the main driver of skin inflammation

« PN-881 exhibited comparable potency values (IC;,) to Bimekizumab and superior (>70-fold) to Secukinumab
in primary dermal fibroblast

« Demonstrated PD-based target engagement after PO dosing

« Demonstrated target engagement in 5-day efficacy study after PO dosing
« Oral exposure and half-life in rodent and higher species sufficient for oral daily dosing

« Anticipate Phase | initiation Q4 2025
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Thank you!
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