Clinical proof-of-concept for MCLA-128, a bispecific HER2/3 antibody therapy, M
Memorial Sloan Kettering in NRG1 fusion-positive cancers erus

Cancer Center
Alison M Schram?, Eileen M O'Reilly!, Romel Somwar?!, Ryma Benayed?, Sara Shameem?, Thrusha Chauhan?, Jean Torrisi‘, Jim Ford?, 0,

David Maussang?, Ernesto Wasserman?, Marc Ladanyi?, David M Hyman?, L Andres Sirulnik?, Alexander E Drilon' -
*

I Memorial Sloan Kettering, NY, USA; 2 Merus N.V., Utrecht, Netherlands. & #1 B-B12

BACKGROUND CLINICAL PROOF-OF-CONCEPT IN NRG1-FUSION POSITIVE TUMORS WELL TOLERATED SAFETY PROFILE
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Neuregulin 1 (NRG1) gene fusions Patients harboring NRG1 gene fusions were identified using prospective molecular profiling by DNA/RNA-based next-generation sequencing (NGS) with MSK-IMPACT® and/or AEs with single-agent MCLA-128 (N=117)
NRG1 gene fusions, which encode NRG1 fusion proteins, are oncogenic drivers found in MSK-Fusion’. NGS identified 29 patients with NRG1 fusions across 8 tumor types (pancreas, lung, breast, sarcoma, prostate, gallbladder, unknown primary, and DLBCL). éﬁs;r;esp:ctiﬁ (ﬁl;'S/rilitGe:) Of 145 solid tumor patients
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<1% of solid tumors. NRG1 fusions occur across various tumor types and are enriched Three NRG1 fusion-positive patients with chemotherapy-resistant metastatic cancer were treated with MCLA-128 on FDA-approved single-patient protocols. All grades| G3* |[Allgrades| G3* AfeEfse W't,h Sl et
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downstream PI3K-AKT signalling and tumour growth (Fig. 1A). intolerable AEs PD-L1 neg | and brain - Vomiting TR G o
NRG1 fusions are sensitive to HER2/HER3 directed therapy in vitro and in vivo, thus faed’}];\,‘:,f’t‘i I 5-FU/LV, irinotecan, oxaliplatin I MCLA-128 5-FU/LV, irinotecan, oxaliplatin l MCLA-128 Ff;{, Afatinib C:';"’rg{,_f;’::f ey I MCLA-128 Decreased appetite | 15 (13%) |1(0.9%)| 6(5.1%) | O The majority of suspected
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MCLA-128, a bispecific HER2/HER3 antibody Constipation 12(10%) | 0 | 1(0.9%) | 0
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MCLA-128 is a humanized, full-length 1gG1 antibody with enhanced antibody- 7+N'IT;C)’:;:SI ':géﬁdltzoii;fofgr;\geqzzw Maximal related toxicity < grade 1 4 I Abdominal pain 11(94%)| 0 [2(17%) | 0 | 4 related events.
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B) MCLA-128 inhibits the NRG 1/HER3 0 \ RECIST (%change from baseline) -10 SRR T **A 71-year-old patient had a grade 5 hypersensitivity reaction followed by cardiorespiratory arrest (previously reported 8).
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KEY FINDINGS & FUTURE DIRECTIONS

o v' MCLA-128 potently inhibits NRG1-driven tumor growth in vitro and in vivo,
° 4 T Twees T U including at high NRG1 levels present in NRG1 fusion-positive cancers.

weeks

v" We provide a clinical proof-of-concept of MCLA-128 in NRG1 fusion-
positive pancreatic and lung cancers with demonstrated sustained
improvement in all clinical parameters (radiologic, biomarker, and
symptomatic).
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Fig. 1 DOCK & BLOCK® action of MCLA-128 dimerization.
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TUMOR INHIBITION IN NRG1 FUSION MODELS
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MCLA-128 has a very well tolerated safety profile.
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Three NRG1 fusion-positive cohorts (pancreas, lung, & other tumors) have
been opened in the ongoing phase 2 basket trial with MCLA-128.
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