Antibody drug conjugate (ADC) payload-induced IL1 suggests potential for anti-ILLRAP therapy
#1303 combination for enhanced treatment efficacy'and prevention of neuropathy

Elin Jaensson Gyllenback?, Svetlana Shatunova?, Camilla Rydberg Millrud?: Caitriona Gronberg! ‘Irina Vetter?, Hana Starobova?, David Liberg!

'Cantargia AB, Lund, Sweden, University of Queensland, Institute for Molecular Bioscience

Introduction

Interleukin-1 receptor accessory protein (ILLRAP) is expressed in various solid tumors. It is

essential for IL1 signaling via ILla and IL1B, which promote tumor development as well as > ADCS trlgger ".1 rE|eaSE - counteracts L Payloads and ADCs induce IL1 in cancer cell lines and cancer cells-CAF co-cultures
chemotherapy resistance. . - . , . R : A .
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Chemotherapy can induce IL1 release — counteracts effects of therapy but also drives peripheral oy O PR MPAMERIIH 0o ‘
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Nadunolimab, a fully humanized monoclonal antibody, targets ILLRAP to kill tumor cells via > NadunOhmab’ an an“body in clinical deve|opment bIOCkS 0 | : oaflnn llAd0a llllll
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enhanced efficacy in combination with chemotherapy but also help alleviate neuroinflammation = SN38 %01 01

associated with chemotherapy-induced peripheral neuropathy (CIPN)2, grOWth and ChemOthera py_induced periphera| neuropathVZ
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Induction of IL1 signaling by different classes of payloads in cancer cell lines and cancer cell-CAF co-cultures. Treatment with paclitaxel in vitro induces IL1a and IL18
expression in BxPc3 cancer cell lines (A); Tubulin inhibitors (DM4 and MMAE) (B), Topo-1 inhibitors (SN38 and Dxd) (C), and DNA damage (Duocarmyin, or SJIG136) (D) shows induction of IL1a

IL1RAP
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. Schematic figures of nadunolimab mode of
y  IL1RAP

action in the tumor microenvironment.

_ : and IL1B in BxPc3 and MIDA-MB231 cancer cell lines and BxPc3—CAF co-cultures; ADCs such as Enfortumab vedotin (EV) and Sacituzumab govitecan (SG) induce IL1a and IL18 in BxPc3 cancer
TIR A Nadunolimab  binds to ILIRAP and blocks IL1 ADC/Payloads cell lines and BxPc3—CAF co-cultures (E). EV (MMAE-conjugated) targets Nectin-4 while SG (SN38-conjugated) targets TROP2 expression on tumor cells.
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IL1R AP ~ periphery. Nadunolimab inhibits IL1 signaling. Nadunolimab (as 3F8; a chimeric murine IgG2a variant of the anti-
A Clinical response of all evaluable PDAC patients B IL1RAP high patients show prolonged survival C Nadunolimab dose-dependent decrease in neuropathy ¢ o6 Induction Of IL-1in monocytes. Nab-paclitaxel and payloads (M/\/IAE human IL1RAP antibody) reduces IL1a-induced release Of /L1,3 in human peripheral blood mononuclear cells
. 100% 100%] . and DM4) treatment shows a dose-dependent induction of IL1a and IL18 (PBMCs) (A); Nadunolimab surrogate inhibits IL1B driven induction of chemokines in mouse bone marrow-
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Evaluation of efficacy and peripheral neuropathy in PDAC patients treated with nadunolimab in combination with . - . . 8 : o b PO g _ ™ neuropathy. mRNA expression of IL1a in dorsal root ganglions (DRG) from WT mice
gemcitabine/Nab-paclitaxel (NCT03267316)2. Waterfall of tumor response in all evaluable patients (A): 23 (33%) patients had iPR as N a d u n O I I m a b CO m b l n e d W I t h A D CS h a S p Ote nt I a I fO r % 4+ . E surrogate E treated with nab-paclitaxel (4mg/kg) or saline (A); Mechanical allodynia was measured
best overall response, 28 (38%) patients had iSD, 5 (7%) patients had iUPD, and 5 (7%) patients had iCPD; Patients with high IL1RAP B 7. 1 7 by mechanical paw withdrawal thresholds (PWTs) using an electronic von Frey
expression showed significantly longer overall survival (OS) (B): Biopsies screened from 49 patients for ILIRAP expression on tumor cells. . . § r_.l apparatus, TopCat Metrology: Nab-paclitaxel was administered to mice i.p 4mg/kg
ILIRAP high patients showed significantly prolonged survival with median OS of 14.2 months compared to 10.6 months in ILIRAP low p d th py ff 1 b h p t t d 0Ll3 o , , , , , ; once weekly and the nadunolimab surrogate was administered i.p 10mg/kg twice
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weekly (B); Payloads were administered to mice i.p 50ug/kg twice a week (C).
with 1 mg/kg dose group. The higher dose groups showed a lower incidence of any-grade peripheral neuropathy. Chemotherapy doses given

were comparable between the dose groups. e n h a n c e d t u m O r r e g r e S S i o n &

Conclusions

ADC payloads may function like traditional chemotherapy in inducing IL1, which would suggest THE UNIVERSITY © References * Payloads and ADCs, similar to chemotherapy, induce IL1 from cancer cells, cancer cells-CAF co-cultures, and monocytes.
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on induction Of penpheral neuropathy in a mouse model. 3. Blockade of IL-1a and IL-1B signaling by the anti-ILARAP antibody nadunolimab (CANOA4) . . . o . . . . . .
mediates synergistic anti-tumor efficacy with chemotherapy Cancer Immunology, * Nadunolimab has the potential to inhibit IL1-driven tumor progression and chemotherapy-mediated resistance mechanisms

Immunotherapy 2023;72(3):667-678. doi: 10.1007/500262-022-03277-3. while counteracting neuroinflammation leading to neuropathies.



	Clean Version - EDIT HERE
	Bild 1


