Nadunolimab, a first in class monoclonal antibody against IL1RAP, in advanced pancreatic cancer
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Background Results

* Interleukin-1 Receptor Accessory Protein (ILLRAP) is expressed on cancer cells and stromal cells in
pancreatic ductal adenocarcinoma (PDAC), where high tumor ILIRAP mRNA expression is a negative
prognostic marker?.

Higher nadunolimab doses correlate with lower any-grade
chemotherapy induced peripheral neuropathy

Longer survival in ILIRAP High patients treated with
nadunolimab/GN

The ILIRAP dependent cytokine IL-1a is expressed at higher levels
in KRAS mutated PDAC

° |L-1 receptor 1 (IL1R1) dimerization with ILLRAP is required for IL-1a/IL-1PB signaling. The IL-1 axis has
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Conclusions

* KRAS mutated PDAC tumors have an inflammatory phenotype with upregulation of
IL-1a.

® Nadunolimab is a fully humanized, ADCC-enhanced
lgG1 anti-IL1RAP antibody that blocks both IL-1a and IL-
1B signaling and targets cells for FcyR-mediated cell
killing. Nadunolimab was investigated for treatment of
locally advanced/metastatic PDAC in combination with
gemcitabine/nab-paclitaxel (GN) in the phase I/lla
CANFOUR trial (NCT03267316).

subgroup (10.6 months).
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» Reduced activation and
infiltration of tumor
suppressor cells

* Nadunolimab, an anti-ILLIRAP mAb, shows promising efficacy in metastatic PDAC,
with strongest effect in patients with high tumor IL1RAP levels at baseline:
* Patients treated with nadunolimab in combination with GN
° Patients treated with nadunolimab as single agent after chemotherapy
combination
° Late-stage patients treated with nadunolimab monotherapy
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Longer disease control on single agent treatment with
nadunolimab after nadunolimab/GN in ILLRAP High patients

The present analyses investigate the relevance of
targeting ILLRAP in PDAC for both therapeutic efficacy
of nadunolimab and for potential effects on > Reduced angiogenesis
chemotherapy induced periphery neuropathy.

blood vessel

Figure 1: KRAS mutation status and IL-1a mRNA expression data from the Know Your Tumor®? dataset
show that presence of KRAS mutation correlates with high IL-la mRNA expression (upper left),
especially G12D. Screening biopsies from the nadunolimab PDAC studies measuring protein expression
of IL-1a show higher levels of IL-1a in KRAS mutated tumors (upper right). Representative images of IL-
la staining in wild type (WT) and KRAS G12D mutated PDAC biopsies (lower).

®  Peripheral neuropathy with nadunolimab/GN is lower than expected. Higher doses of
nadunolimab correlate with a lower incidence of any-grade neuropathy and longer
time to onset.

Figure 5: 11 patients continued
with nadunolimab single-agent
use after nadunolimab/GN.
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Figure 3: Tumor change (%) over time compared to baseline in ILIRAP High (left) and ILIRAP Low Peripheral neuropathy* 1(1%) 31 (42%) controlled with addition of G-CSF.

*76 patients were included in the study, three did not receive chemotherapy due to consent withdrawal (n=2) or clinical deterioration (n=1) and therefore
not included in the modified intention-to-treat (mITT) population (n=73)
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