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Figure 5. A. CD8 activation and proliferation at day 6 mediated by NM32-2668 using MDA-MB-231 or JIMT-1 as solid tumor target cells. B. CD8 activation and proliferation at day 3 mediated by Z-138 as hematological R i ' ime (Days) TAAXCD3 TAAXCD3
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Key properties of NM32-2668: ROR1xCD3xHSA

tumor target cells. Targets and CellTrace violet-labeled healthy T cells were cocultured at an E:T ratio of 5:1. The frequency of proliferating cells was determined by CellTrace violet dilution relative to controls. Activated

cells were identified by CD25 labeling. One representative experiment of two is depicted. Figure 9. A. Schematic for coengagement of NM32-2668 and NM21-1480. B. Coculture of MDA-MB-231 targets and T cells with NM32-2668 results in dose dependent upregulation of 4-1BB after 40 h. C. Target cells

express PD-L1. D. MDA-MB-231 cells were cocultured with T cells for up to 9.5 days at an E:T ratio of 5:1 in the presence of 0.4 nM NM32-2668 (orange), 0.4 nM NM21-1480 (green), or the combination of these two

A. B. C.
Schematic model NM32-2668 SE-HPLC PK assessment in mice . . molecules (red) and imaged at regular intervals using the IncuCyte. The y-axis plots the number of dying cells divided by the number of target cells. E. The combination of NM21-1601 (a surrogate for NM21-1480 with a
” 100000 N M32-2668 med Iates red uced release Of I L_6 a nd "-_10 Com pa red to bl I natu moma b CD19 ROR1 mouse cross-reactive serum albumin domain) with TAAXCD3 results in tumor regression compared to either alone. Data depicted are from the end of the experiment at Day 40.
s Receptors / cell ~13k ~12k
CD3 ® © H H H
E t1/2: 20 o _— nclusions an ntial benefi
Peptide g " / . Specific lysis . CD8activation . TNFo IL-6 IL-10 IL-8 Conclusions and potentia benefits
; 2= 8 T T : : T : : 15 ; : 200~ : ; 300 : . . . . . . . .
linker < E s0- 2 “*- NM32-2668 so  Ecsolysis S - P P : o . * Anti-ROR1 domain ensures consistent anti-tumor potency across varying degrees of ROR1 expression in vitro, and

£8 3 2150— ~v- Blinatumomab, T~ +m Blinatumomab : A f ) g : — 1507 : : RORl_Specrﬂc aCt|V|ty . . . .

E o : £ 100 8 ‘3‘2 ) 5 € 100 T - ! tumor eradication in vivo

z 5 g = 5 S Ly . : : : .

/A 3 S 501 S 207  / z ey T 50 g i eteee? @ Tumor-directed T cell * Tumor-restricted T cell activities on dividing and non-dividing cells, unlike ADCs, which require cell division and can
7 8 B 10 : 5 : O SUUURRRRR ; 3 : - : i H
Disulfide Resention time [mif . T SRR N wrtaa [ I stimulation release cytolytic agents into circulation causing DLTs
bond SEeFFESESSS SICICINES &“{ﬁ]&”&\@ S8 SESTSFS SIS TISSTSSS @ Safety + No release of IL-6 observed when a low ROR1-expressing cell line and CLL patient PBMCs are used as targets for NM32-
_ . o _ o _ ) o _ - ) _ 2668-mediated specific lysis by T cells

Figure 2. ScMATCH™3 (Multispecific Antibody-based Therapeutics by Cognate Heterodimerization) molecule advantages include: v' Treatment with NM32-2668 results in similar maximal killing levels as blinatumomab, but with no IL-6 or IL-10 release
1. Convenient permutation of binding domains, 2. Multispecific format on a single peptide chain without the risk of light chain Fc-less » Designed to avoid Fc-mediated adverse effects and to avoid internalization and degradation by macrophages
mispairing, and 3. No Fc domain requirement. A. Schematic representation of an scMATCH™3 molecule. B. Representative SE- Figure 6. Human mantle cell lymphoma line Z-138 was cocultured together with human T cells for 40 h in the presence of either blinatumomab or NM32-2668. The relative surface levels of CD19 and ROR1 are similar
HPLC chromatogram of NM32-2668. C. Half-life assessment of TAAXCD3xHSA MATCH™ molecule in non-tumor bearing CD1 on this tumor cell line. Cytotoxicity was assessed using lactate dehydrogenase release relative to controls; CD8 T cell activation was determined by examining the frequency of CD69 expressing CD8 cells within the . i . . T . . .
mice. The anti-human serum albumin (HSA) domain is cross reactive to mouse and cynomolgus serum albumin. coculture; cytokine release was assessed from the coculture supernatant using a cytometric bead array-based multiplexing system. One representative experiment of three is depicted. Extended half-life * Half-life compa rable to conventional IgG due to serum albumin bmdmg domain to allow for convenient dosmg
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