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Introduction il Impact of predictive biomarkers on overall survival
BI 765063 is a first-in-class, humanized IgG4 monoclonal antibody that binds selectively tothe V1 . = 1o ey UM cell phagocytoss A high percentage of CD68+ SIRPa+ macrophages among total CD68+ macrophages in the TME showed a trend for better overall survival (OS), but did not reach
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“don't eat me” pathway*? cos7 (Al | A A high percentage of CD11b+ SIRPa+ myeloid cells among total CD11b+ myeloid cells at baseline significantly correlated with better OS (p=0.023)
SIRPa is expressed by myeloid cells: macrophages (inhibition of tumor cell phagocytosis) and //t : CDA47 tumor expression did not correlate with OS

OS in patients, stratified by CD68/CD11b/CD47
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myeloid-derived suppressor cells (MDSCs; control of immature suppressive state).® Therefore, the ‘ i /
inhibition of SIRPa by Bl 765063 could lead to substantial modification of the tumor 51 765063

microenvironment (TME) i @“5 , Macrophage SIRPa in CD68+ cells SIRPa in CD11b+ cells CD47+ cells
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In the Phase | trial (NCT03990233), Bl 765063 alone or in combination with ezabenlimab recepior _migration e + ) TEEY 1- Lo SR threshoit 1- T L SR throsnela 1+ T Low SR threshoit Median for
(programmed cell death protein-1 [PD-1] inhibitor) was well tolerated, and showed preliminary o > o threshold
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_é £ 0.25- A EEEE 2 0.254 R 2 0.25- S
\ | . 2 R R : - > RS, ey CD1lb+
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Open-label, multicenter Phase | trial in patients genetically SIRPa V1/V1 homozygous or V1/V2 heterozygous with advanced solid tumors who had failed/were 0 10 20 30 40 0 10 . 20 y 30 40 0 10 20 30 40
ineligible for standard therapy, treated with 0.02—-36 mg/kg Bl 765063 (monotherapy) or 18/24 mg/kg + 240 mg ezabenlimab (combination; all intravenously every Number af rige T Cveeks) Number at rigk T Lveeks) Number atrisk T Lveeks) CDA47+ 54.9
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A total of 68 patients (monotherapy: n=50; combination: n=18) have been enrolled. The most frequent tumor types were: colorectal (h=13); ovarian (n=10);
endometrial carcinoma (n=5); non-small cell lung cancer (h=4); melanoma (n=4); kidney (n=4); and breast (n=2)

Tumor biopsies were collected before treatment and 2 weeks after the first infusion There is a strong correlation between the combination responder and MDSC Signatures
The TME was analyzed using a Brightplex® immunohistochemistry (IHC) panel comprised of CD68+ macrophages expressing SIRPa, CD11b+ myeloid cells

expressing SIRPa, CD8 T-cells, PD-L1 and CD47 markers. NanoString tumor profiling used a PanCancer 10360 panel The C | o Other significative correlations were observed for activated CD8 cytotoxic
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Y Clinical effi cacy and predictive biomarkers Compreheﬁsive immunogenomic Cohort: TCGA Pan-Cancer (PANCAN) (N=1144)
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CD68+ cells (%) CD11b+ cells (%) total tumor cells (%) Patients from the escalation STEP-1 arms were
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