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Concept: NM26-2198 is a bispecific antibody in an IgG4-scFv fusion format which targets IL-4Ra (type | and type Il receptors) and
IL-31 in a bivalent manner. NM26-2198 is designed to prevent IL-4 and IL-31-induced keratinocyte immunopathology, immune cell

activation, barrier defects and pruritus (itch phenotype) in atopic dermatitis through the concomitant inhibition of [L-4/1-13 signaling
via the blockade of the IL-4R and neutralization of 1L-31. NM26-2198 binds to IL-4R on hematopoietic cells and keratinocytes and

NM26-2198 inhibits IL.-4 induced secretion of TARC (CCL17) in whole blood with similar potency as dupilumab

NM26-2198 is cross-reactive with cynomolgus monkey IL-4Ra and IL-31
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Figure 6. Blockade of human IL-4 induced thymus and activation regulated

chemokine (TARC) in human blood. Whole human peripheral EDTA blood

[PM] JECTEAREI(C2ly was incubated for 24 hours at 37°C with 1 ng/ml human IL-4 and serial
NM26-2198) dilutions of NM26-2198 or dupilumab*. TARC concentration in cell

Figure 9. A. NM26-2198 binds to cynomolgus monkey IL-4Ra with a high affinity of 123 pM as determined by multicycle kinetic SPR analysis using a T200 Biacore instrument. B. A KD of 120 pM was determined
for NM26-2198 binding to cynomolgus IL-31 by single cycle SPR analysis. C. NM26-2198 also bound to IL-4Ra expressed on the surface of HEK293T cells transiently transfected with a plasmid encoding for
cynomolgus IL-4Ra. NM26-2198 was incubated with the cells for 24 hours and binding to cynomolgus IL-4Ra was determined by flow cytometry. D. Summary table of the binding kinetics and affinity by SPR towards
cynomolgus IL-4Ra and IL-31 and EC5, value determined for binding to cynomolgus IL-4Ra expressed on HEK293T cells.
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NM26-2198 subcutaneous administration reduces IL-31 induced pruritus and scratching behavior in cynomolgus monkeys in a dose-dependent
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Figure 1. A. Schematic representation and structural model of NM26-2198, a bispecific and bivalent IgG4-(scFv)2 fusion molecule targeting IL-4Ra and 1L-31. Two A- I : Vehicle or NM26-2198 s.c. injection ®
capped anti-IL-31 scFv are fused to the C-termini of the anti-ILARa 18G4 heavy chain via flexible peptide linkers. B. Interleukin (IL)-4, IL-13 and IL-31 are key cytokines . L. . . . 60—
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Figure 11. Pharmacokinetics in cynomolgus monkeys. A. NM26-2198 was administered i.v. to monkeys at 1, 5 and 25

NM26-2198 potently blocks IL-31, with and without concomitant engagement with IL-4R

A mg/kg/day and s.c. at 5 mg/kg/day B. NM26-2198 was injected s.c. at 25 and 125 mg/kg/day.
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Figure 5. Blockade of human IL-4 induced upregulation of CD23 by NM26-2198 in a cell-based assay using human PBMC subsets. CD23 (low affinity IgE receptor)
expression was measured by flow cytometry on human monocytes, naive B cells and memory B cells following isolation of PBMC from fresh human blood. Isolated ACKnOWIedgments
PBMCs were incubated for 48 hours at 37°C in presence of a constant concentration of IL-4, serial dilutions of NM26-2198 and dupilumab*. The cells were then
stained for flow cytometry analysis and the geometric mean of gated CD23 monocytes, CD23 naive B cells and CD23 memory B cells was used for calculations. The
assay was performed with fresh blood from 4 donors. One representative experiment is shown in this figure. As compared to dupilumab*, NM26-2198 inhibits I.-4
induced CD23 expression with similar potency in naive and memory B cells and with slightly lower potency in monocytes.

v NM26-2198 has a similar effect than the combination of dupilumab and BMS-981164* in inhibition of IL-4+IL-13+IL-31 induced v" Thanks to the team at Monasterium Laboratories for their scientific input and expertise in performing the skin biopsy experiments (Fig. 8)

gene expression changes

* Dupilumab and BMS-981164 was generated at Numab Therapeutics based upon published sequence information
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