Safety, tolerability and preliminary efficacy of nadunolimab, a first-in-class monoclonal antibody against IL1RAP,

in combination with pembrolizumab in.subjects with solid tumors
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Introduction Results

Interleukin-1 Receptor Accessory Protein (ILLRAP) is expressed on cancer and stromal cells of many solid  Patient Characteristics Safety Biomarker Effects

tumors. IL-1a and IL-1B modulate tumor-promoting and other downstream factors (e.g. IL-6, IL-8, CRP) by
signaling via IL-1 receptor type 1 (IL-1R1). For this signal transduction to occur, dimerization between IL-1R1
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CIRIFOUR is an open-label phase Ib trial designed to assess safety and tolerability of nadunolimab combined Figure 4: Preliminary tumor response evaluated according to iRECIST. Each cycle corresponds to three weeks towards a higher percent of CD8* T cells

with pembrolizumab in solid tumor patients who had previously progressed on PD-(L)1 inhibitor therapy. Figure 3: ILIRAP expression on tumor and  of treatment. HNSCC, head and neck squamous cell carcinoma; MM, malignant melanoma; NSCLC, non- Cycles Cycles and NK cells in the tumor.
stromal cells in NSCLC, HNSCC and MM  small cell lung carcinoma; A, adenocarcinoma; S, squamous.
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Secondary objectives:
* To determine preliminary signs of clinical
efficacy of nadunolimab in combination with
pembrolizumab

from 0 to 40% PD-L1 positive tumor cells was . . , , ,
detected. No change in PD-L1 expression was One patient (7%) had confirmed iPR as best response, onset after 43 weeks, and duration of >10.1 weeks.

O
observed by treatment Eight patients (53%) showed iSD and six (40%) had iUPD. At the time of analysis, four patients (27%) were .
still receiving therapy. Among these, two patients had been on therapy for over 34 weeks, another two for

over 58 weeks.




