Adding nadunolimab to chemotherapy or antibody drug-conjugates (ADCs) may
Improve anti-tumor efficacy and counteract peripheral neuropathy
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Introduction

Nadunolimab, a fully humanized ADCC-enhanced monoclonal 1gG1l antibody, targets IL-1
receptor accessory protein (ILLRAP) and blocks IL-1 signaling. In clinical studies, nadunolimab has
shown good safety and promising efficacy with standard chemotherapies.

Nadunolimab shows promising
neuroprotective effect in addition to

Clinical data

Association of higher nadunolimab dose with reduced and delayed CIPN in the CESTAFOUR trial
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Figure 6. Graphs representing percent of patients with varying grades of neuropathy across both nadunolimab dose groups. Evaluation of time to the first reported
Chemotherapy—induced peripheral neuropathy (C|PN) is a3 serious side effect of several neuropathy shows significant reduction in incidence and delayed onset among patients receiving 1.0 mg/kg nadunolimab.
chemotherapies like taxanes and oxaliplatin, often seen in over 60% of patients. CIPN can lead to
dose reduction or cessation of treatment, impacting on survival. It is a neuroinflammatory

condition that limits treatment and severely impairs quality of life, and is driven by nerve

Potential association of higher nadunolimab doses with reduced and delayed CIPN in the CAPAFOUR trial

Table 2. Baseline characteristics CAPAFOUR
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in 30% of patients receiving higher doses of nadunolimab as compared to 60% of patients who in

the lowest dose group. Figure 7. The CAPAFOUR trial included 18 PDAC patients treated with nadunolimab on day one of every two weeks cycle at doses of 0.5 mg/kg (n=8), 1.0 mg/kg (n=3), 1.5

mg/kg (n=4), and 2.5 mg/kg (n=3) in combination with mFOLFIRINOX administered on day one or two.
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nadunolimab were pooled and compared to the 1 mg/kg nadunolimab dose group. Chemotherapy doses given were nadunolimab doses.

comparable between the dose groups. Nadunolimab was initially given on days 1, 8, 15, and 22 in cycle 1 and on days 1 and 15
from cycle 2 onward, whereas gemcitabine and nab-paclitaxel were given on days 1, 8, and 15 in cycles of 28 days.

A nadunolimab surrogate counteracts neuropathy from chemotherapy and ADC payloads
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was safety. In addition, using preclinical models, we aimed to generate supportive and e
mechanistic insights into the role of nadunolimab in counteracting CIPN and its potential for =
expansion into prevention of ADC payload mediated neuropathies. 1-
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Figure 4. The inhibitory effect of nadunolimab surrogate antibody (10 mg/kg)
on chemotherapy or ADC payload induced neuropathy was assessed by
measuring mechanical paw withdrawal thresholds (PWT) using an electronic
von Frey apparatus, TopCat Metrology. Mice received injections of nab-
paclitaxel, gemcitabine, nab-paclitaxel plus gemcitabine, or vincristine i.p
once weekly, or antibody drug conjugate (ADC) payload MMAE or DM4 i.p

twice weekly.

Targeting ILLIRAP by nadunolimab may combine antitumor activity with potent reduction of both chemotherapy and
ADC payload induced neuropathies.
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