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BACKGROUND: Somatostatin receptor 2 (SSTR2) is overexpressed in
neuroendocrine tumors (NETSs), gastrointestinal stromal tumors (GIST), and other
cancers. Tidutamab is a humanized, anti-SSTR2 x anti-CD3 bispecific antibody
that directs T-cell-mediated cytotoxicity to SSTR2+ cells.

METHODS: This Phase 1 study (NCT03411915) investigates the safety/tolerability
and maximum tolerated dose (MTD) of tidutamab, administered as weekly
infusions in 28-day cycles, in parallel cohorts of advanced NET and GIST subjects.
We report updated safety, pharmacodynamic, and response (RECIST 1.1) data for
NET cohorts.
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RESULTS: As of 16 Jun 2021, 41 subjects (median age, 64 years; 46% male)

were treated: 21 in dose escalation and 20 in expansion at the MTD (first dose,
0.3ug/kg, 1.0ug/kg thereafter); 1 subject remains on treatment. Grade 3
treatment-related adverse events in =2 subjects included nausea and vomiting
(14.6%); diarrhea (9.8%); anemia (7.3%); and fatigue, malnutrition, oesophagitis,
esophageal dysmotility, and cytokine release syndrome (4.9%). Grade 3/4
treatment-related laboratory abnormalities (=3 subjects) included lymphopenia
(29.3%); transaminase elevation and GGT increase (19.5%); hypophosphatemia
(9.8%); and lipase increase (7.3%). Among 41 subjects, median progression-free
survival was 8.2 months (95% Cl 2.7, 14.3). The KM estimate of median overall
survival (OS) was 15.5 months; OS at 12 months was 77%. The best response was
stable disease (11/20 evaluable subjects; 55%). Among 11 subjects with stable
disease, median duration was 3 months. Tidutamab induced acute/sustained
T-cell activation and cytokine release. Higher baseline CD4 central memory
cells were positively associated with stable disease >6 months, while higher
baseline intratumoral PDL1 and on-treatment increases in peripheral T-cell PD1
expression were associated with shorter time on study.

CONCLUSION: Tidutamab was generally well tolerated with disease control

in >50% of evaluable NET subjects. Additional studies in other tumors that
express SSTR2 are warranted, and poor outcomes in subjects with higher
PD(L)-1 expression suggest combinations with checkpoint inhibitors should be
considered.
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