Phase | dose escalation study of MCLA-158, a first in class bispecific antibody
targeting EGFR and LGR5, in metastatic colorectal cancer (CRC)
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INTRODUCTION

OBIJECTIVES AND METHODS RESULTS

. MCLA-158 is an ADCC enhanced human IgG1 Biclonics® bispecific antibody Phase I study, first in human, single agent , multicenter, at 5 sites in USA, Spain, France and Belgium MCLA-158 antitumor activity and target exprESSiOn in mCRC patients
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RESULTS

PK, receptor occupancy, and cytokines

« MCLA-158 is a LGR5xXEGFR bAb that binds with high affinity to EGFR (Ky: 0.22 nM) and LGR5 (Ky: 0.86 nM) in CHO
antigen expressing cells, inducing EGFR signaling blockade and EGFR degradation resulting in potent and selective
growth inhibitory activity against both wild type and oncogenic KRAS mutant cancers.
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Dres control M MCLA.158 Prior EGFR inhibitors (if KRAS wildtype) 18 (55%) Oedema peripheral 3(9.1%) 0 0 0 MCLA-158 exposure led to EGFR signaling blockade and receptor degradation in LGR5+ cancer cells. Potent antitumor efficacy was
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Figure 3 | MCLA-158 demonstrated tumor regression or growth inhibition in esophageal squamous, gastric adenocarcinoma and head & neck PDX models. Efficacy of MCLA- * possible range 0-300, ** possible range 0-400 Enroliment is ongoing exploring gastro-esophageal and head & neck tumors. Preliminary evidence of antitumor activity has been
158 was tested in 6 esophageal, 8 gastric and 6 head & neck PDX models. All transplanted tumors expressed high levels of EGFR. Mice (n=3 or 4/group) were treated with 25 b d
mg/kg/week MCLA-158 for 6 weeks. Fold change in tumor volume was calculated at the timepoint when all the animals were in the experiment. Unpaired t-test (*= p>0.05; Table 1 | Patient characteristics and prior treatment of Table 2 | Most frequent treatment-emergent adverse events in > 7.5% O
**=p>0.01; ***= P>0.001; ns = not significant). Red line indicates stable disease threshold. Known pathogenic mutations for each model genes are indicated in the graph. colorectal cancer patients (N=33) patients (N=33)

MCLA-158 demonstrated tumor significant growth inhibition in esophageal squamous (4/6), and gastric adenocarcinoma (6/8) and head & neck (4/6) PDX models selected for
high EGFR expression.
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