First-in-human trial to evaluate safety, PK/PD and initial clinical activity of NM21-1480, an affinity-balanced
PD-L1x4-1BBxHSA trispecific antibody: Results of Phase 1 dose escalation
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Figure 2. Dose escalation trial design. NM21-1480 administered as intravenous flat dose every 2 weeks until disease
progression or unacceptable toxicity during dose escalation. Data cut-off date: 19 September 2022. ECOG PS, Eastern

patients described under a. and b., all patients received at least two full doses of their assighed dose

graded according to National Cancer Institute (NCI) Common Terminology Criteria for Adverse Events  period. Due to liver biopsy result, the Grade 4 event was assessed as possibly related to study drug
and completed the full 28-day DLT evaluation period including all safety examinations.

molecule is a tri-specific Fc-lacking antibody engineered to block PD-L1/PD-1 signaling and

selectively co-stimulate 4-1BB in the tumor microenvironment onIy. The molecule lacks an Fc part Cooperative Oncology Group Performance Status; RECIST, Response Evaluation Criteria in Solid Tumors. (CTCAE)v.5.0; AST: Aspartate aminotransferase; ALT: Alanine aminotransferase. and thus represents a delayed DLT.
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Figure 1. Affinity balancing unlocks full potential of a PD-L1x4-1BB bispecific molecule: Maximal 4-1BB activity maintained at N L A s 0 — T 71— ! * 800mg of NM21-1480 is suggested to provide complete correlate with signs of clinical activity. uPR: unconfirmed partial response;
concentrations that completely block PD-L11% A. Systemic stimulation of T cells through 4-1BB dimerization and interaction with Pancreatic 3 (11'5) : ° 2OOT_ f.40(; . 600 800 blockade of PD-L1.13 SD: stable disease; SoD: Sum of Diameters (Target Lesions); W: Week
FcyR. B. Restriction of T cell stimulation to TME due to: (1) required anchoring to PD-L1 for cross-linking 4-1BB signals; (2) lack of Appendiceal 3 (11'5) ISl (iets)
Fc domain; and (3) monovalent design. C. Affinity to PD-L1 = 4-1BB. Unbalanced target affinities lead to loss of 4-1BB activation Other* 9 (34.6) Figure 5. NNM21-1480 receptor occupancy on CD3-positive cells for the
at full PD-L1 blockade and vice versa. D. Affinity to PD-L1 >>> 4-1BB. Affinity-Balance results in overlapping activity and active . Median (range) number of NM21- 4(1:21) first two dosing events, occurring every 2 weeks. Data cutoff: 24 Aug 2022.
complex formation. ECOG performance status, n (%) 1480 dose infusions -
0 7 (26.9) Efficacy Of 26 patients enrolled, 23 were evaluable for efficacy. Disease control occurred in 12/21 (57%) of | Conclusions:
1 19 (73.1) patients treated in the cIinicaIIy relevant dose range of 24-800mg flat dose. Unconfirmed partial response . I;lg/l;t—)(l::i?riessirizfgé%ir;ﬁ;aii&réimmune stimulator that blocks the immune-suppressive PD-L1 axis and simultaneously signals through the immune-stimulatory receptor 4-
Objectives: Median (range) number of prior 3.5 (1-10) Median (range) duration of exposure, (UPR) was achieved in one patient with colorectal cancer at study Week 16. » In the dose escalation phase of this phase 1/2a study, NM21-1480 demonstrated a well-manageable safety profile and preliminary clinical activity in a heavily pretreated
° The primary objectives Of thiS dOSG escalation part Of the tria| were the characterization Of the therapies in weeks 9.1(2.1-42.3) - populatign with advanced solid tumors, the vast majority of which were resistant to earlier checkpoint inhibition therapy, and/or suffered from tumors typically not
™ . . . . c Prior PD-(L)1 inhibitor treatment, n(%) 16 (61.5) s responding to ICls.
safety and tolerability profile of NM21-1480, the determination of its maximum tolerated dose — - Most TRAEs were mild-to-moderate with only two Grade 3-4 TRAES occurring in the study.
(MTD) and the determination of dose |€V€|(S) for further evaluation of pharmacodynamics and Table 1. Baseline demographics and clinical characteristics Table 2. Patient disposition and exposure NCT04442126, =t « The most frequent TRAEs were IRRs which were typically associated with development of treatment-emergent ADAs that negatively impacted drug exposure at dose levels
.. C e . NCT04442126, Part A (Dose Escalation). All patients Part A (Dose Escalation). All patients N=26. Data cut-off: 2000% between 24mg-240mg, typically after patients were on treatment for 2-6 months.
clinical aCtNlty In €xpansion cohorts. N=26. Data cut-off: 19 September 2022; *Cancer types 19 September 2022; AE: Adverse events; FU: follow-up * In patients dosed at 800mg, exposure to study drug was maintained despite occurrence of treatment-emergent ADAs in some patients.
The secondary objectives were the establishment of a pharmacokinetic profile and the occurring in less than 10% of enrolled patients were » MTD was not reached.
evaluation of immunogenicity categorized as «Other»; NSCLC: Non-Small Cell Lung * Clinical benefit was observed in the majority of patients dosed at 24-800mg flat dose; one patient demonstrated uPR, overall DCR at Week 8 was 57% for patients dosed at
. Cancer; HNSCC: Head and Neck Squamous Cell Carcinoma 10.00% 24-800mg.
Exploratory objectives Comprised the assessment of anti-tumoral aCtiVity of NM21 '1480’ based amgPn [05mgB scomgo | somgPo | Gomeien 24.3”g_-s,o gmg L T— * PD data strongly suggests that full 4-1BB agonism is observed at doses providing complete inhibition of PD-L1, i.e., up to 800mg of NM21-1480, thus, clinically validating
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on RECIST 1.1., the characterization of the pharmacodynamic profile of the compound, and Safety B 9' e
the exploration of potential biomarkers of clinical response. Treatment-emergent AEs (TEAES) occurred in 25 (96.2%) patients. Most AEs were Grade 1-2
(Figure 3).
 The most common (=210%) TEAEs were back pain, infusion-related reaction, and fatigue.
Methods: « Grade 3-4 TEAEs were reported for 8 (30.8%) patients.
« This is a first-in-human, multicenter, open-label, phase 1/2a trial of NM21-1480 in advanced » Treatment-emergent transaminase elevations (AST and/or ALT increased) occurred in

the concept of affinity-balancing built into the design of the molecule.
* In order to explore exposure to NM21-1480 for prolonged treatment periods and to ensure full blockade of PD-L1, the 800mg dose of NM21-1480 is currently further
studied in the phase 2a (Part B) part of the trial, for which enroliment is ongoing (NCT04442126).
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