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Introduction

General methodology Study population

l\/lelanorjﬂa i§ th.e .mOSt aggressive form of skin cancer, with a high risk of metastasis. Immune REVERT is a Phase Ib/lla study including a dose escalation part (Phase Ib on 6-18 Adult patients with

checkpoint inhibitors {ICls) are standard of care in advancec milanoma regardiess of patients) and an extension part (Phase lla with 35 additional patients). * Histologically confirmed unresectable or metastatic stage Il or IV melanoma.
mutational status, promoting durable remissions. However, over 50% of patients develop . .

resistance to ICls. RIPK2, a key regulator of innate immunity and inflammation via NF-kB * 21 measurable lesion on a CT or MRl scan per RECIST v1.1 criteria

activation, is overexpressed in several cancers and correlates in melanoma with T-cell Both parts will be open-label, multicentre studies of OPM-101 combined with the « Documented Progressive Disease with an anti-PD-1-based treatment, either as
dysfunction, reduced ICI benefit, and shorter Progression-Free Survival (Song J, Mol Med, anti-PD-1 antibody pembrolizumab per standard of care in patients with metastatic monotherapy or in combination (excluding combination with an anti-LAG-3
2022). melanoma resistant to an anti-PD-1-based treatment, as defined by the Society for drug).

OPM-101 is a first-in-class, selective, and potent small-molecule RIPK2 inhibitor. Previously, a Immunotherapy of Cancer (SITC) criteria. The objective of the study is to assess

irstin- bli _ - Py - J Y + ECOGPSOor1

First-in-Human (FIH), double-blind, placebo-controlled Phase | study in healthy volunteers whether the addition of OPM-101 will resensitise the tumour to anti-PD-1

demonstrated a favourable safety profile, predictable pharmacokinetics (PK), and robust freatment * A fresh biopsy at baseline and after 12 weeks of treatment (Phase Ib only)

target engagement (TE).

Background information REVERT Phase Ib Study Design REVERT Phase lla Study Design

RIPK2 inhibition counteracts acquired resistance to anti-PD-1 therapy bhase Ib (3+3 desi n)
@
Vehicle Group Anti-PD-1 10 mg/kg TWx3 g Phase I Ia COhort EXPa nSIOn
— 1900 OPM-101
E - \/ehicle
“é’ 2000+ =¥ Anti-PD-1 10 mg/kg TWx3
3 —=— OPM-101 50 mg/kg BID
2 - —e— OPM-101 100 mg/kg BID . .
£ ”E 1000 =¥ - OPM-101 50 mg/kg BID + Anti-PD-1 10 mg/kg TWx3 ! Screemng Da? 112 we wiz wis waa £o3 Screenmg Da‘f 1 "’2 Wb W12 Wis w24 “E‘Q“&
= £ OPM-101 100 mg/kg BID + Anti-PD-1 10 mg/kg TWx3 | l l l l l l l l l l l l l l l
[+]
£
Days Days E | Safety Phone calls Safety Phone calls
3 <14 days l, - +30 days < : +30 days
OPM-101 50 mg/kg, bid OPM-101 50 mg/kg, bid + anti-PD-1 10 mg/kg TWx3 ; * Treatment period up to 24 weeks <14 days Treatment period up to 24 weeks ",*
£
- - 3 0 Screening OPM-101 | Follow-up Screening OPM-101 | Follow-up
0 4 . | +o ok
0 [ [ %, 1 [
0 T A I I [ I * T : I : I : I :
1 1 4 | I I LW 1
! i i p< respect to control grou . ! 1 i : i i 1
One-way ANOVA test followed by Dunnett's multiple comparisons test (* p < 0.05 respect t trol group) Treatment Stal't ‘ I ws Safety ‘ I w12 Imaglng ‘ WISfE!E'[-lerG_ w18 ‘ I W24 Imaglng ‘ Treatment start ‘ : WG ‘ : w12 imaging ‘ W15 Qembro. w13 ‘ : w24 imagi ng ‘
I I infusion S | infusion S [
\% v : \% : :
__ 3000 : : : : : : 2 doses of OPM-101 + + + + * v + ¥ + p + Y + *
% ' - A com b| nation Of O P M - 10 1 W|th anti- . 75mgb.i.d W3 pembro, $ WS pembro. ﬁ 7'/:\7 _______ - P— W21 pembro. 1 dose of OPM-101 W3 pembro. W9 pembro. i\f W21 pembro.
< 20001 i i . . 150mg bl d infusion infusion * | Early Termination Visit | infusion (RP2D) infusion infusion rm———— #-—_—--_-_—-i infusion
g g PD-1 therapy increased the number | | ——————1 ——— 7777 Seessessssseseees | Early Termination Visit }
E . ; . . + (ECG not required) + (ECG not required)
2 ﬁ___,% of long-term survivors (>30 days) in
20 30 40 0 10 20 30 40 h IVI C38 | . d I ﬁ
Days the colon carcinoma mode o [ ] s > o Biopsy . .
P01 treatment period OPM-101 treatment period - b.i.d. administration Study visits applicable A Physical Examination, OPM-101 treatment period - b.i.d. administration ', Study visits * Biopsy Physical Examination,
— Pembrol b infusi Target Engagement Vital Signs, ECOG, lab o Photos when + Vital Siens. ECOG. lab
i3 T embrolizumab intusion - : - assessments, ECG :""t Pembrolizumab infusion Quarterly DSMB applicable - , Bhe, '
—d :xf (200mg q3w / 400 mg qbw) ', DSMB meeting PK Cytokines & Chemokines ’ _J i} (200mg q3w / 400 mg q6w) Y Cytokines & Chemokines assessments, ECG

meetings

Phase | Study in Healthy Volunteers

A double-blind randomized FIH phase | clinical trial, OPM-101 (or placebo) was administered

in male and female healthy volunteers. DRC convened at the end of each cohort to decide Phase Ib ObjECtives a nd end pOi nts Phase Ila ObjECtives a nd end pOi nts

on the study continuation and on dose to be used for the next cohort.
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5§20 ] 60 300 | 600 75 mghid g 150 mg bid Recommended Phase 2 Dose (RP2D) of OPM-101 to be used in combination with DCR at Week 12 evaluated using RECIST v1.1 criteria.
150 the standard dose of pembrolizumab based on safety evaluation.
= Multiple administrations over 14 days Secondary objectives: Secondary objectives:
= Fermale cohorts 8 Healthy Volunteers per cohort Objective Response Rate (CR + PR) per RECIST v1.1 criteria at Week 12 and Week 24. ORR at Week 12 and week 24 evaluated using RECIST v1.1 criteria.
W Male cohorts Randomized: 6 OPM-101 + 2 Placebo Disease Control Rate (CR + PR + Stable Disease [SD]) per RECIST v1.1 criteria at Week DCR at Week 24 evaluated using RECIST v1.1 criteria.
W Food Effect 9 cohorts in the SAD part ]
(male cohort) 4 cohorts in the MAD part 12 and Week 24. Best change of tumor size.
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Conclusion

The FIH Phase | study unveiled OPM-101 as a safe “first-in-class” RIPK2 inhibitor with predictable PK and robust PD properties.
The Phase Ib/lla REVERT study explores whether OPM-101, by targeting RIPK2-mediated resistance, can restore anti-PD-1 sensitivity and offer a new

OPM-101 is well tolerated, with good PK properties and significant TE

FIH: First-in-Human. DRC: Data Review Committee. SAD: Single Ascending Dose. MAD: Multiple Ascending therapeutic avenue for patients with advanced melanoma.
Dose. PK: Pharmacokinetics. TE: Target Engagement. PD: Pharmacodynamics. TEAE: Treatment-Emergent oncodesign com
Adverse Event. SAE: Serious Adverse Event. '




	Diapositive 1 REVERT study: a phase Ib/IIa study to assess the efficacy of the first-in-class RIPK2 inhibitor OPM-101 in patients with advanced melanoma resistant to anti-PD-1-based regimens

