Dual checkpoint blockade plus TKI
in PD-(L)1-pretreated MSI-H Gl cancer

Single-arm phase 2 KNO046 + TKI Activity
20 patients (CRC 14, GC 6) »|  PD-L1x CTLA-4 bispecific > ORR 30%
PD-(L)1-pretreated + regorafenib or apatinib median PFS 8.4 mo
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Baseline plasma proteome

one dominant co-elevated
inflammatory axis, associated with
shorter progression-free survival

On-treatment plasma

soluble PD-1 and PGF rose,
VEGFR-2 fell; activation cluster
tracked tumour shrinkage

Plasma profiling resolves baseline inflammation and on-treatment change

Exploratory analysis in a single-arm cohort

MSI-H, microsatellite instability-high; Gl, gastrointestinal; CRC, colorectal cancer;
GC, gastric cancer; TKI, tyrosine kinase inhibitor; ORR, objective response rate; PFS, progression-free survival




