Translational assessment of triple combination with Tislelizumab (anti-PD-1), LBL-007 (anti-LAG-3) and Surzebiclimab (anti-TIM-3)

highlights its strong anti-tumor activity and clinical potential in solid tumors such as HNSCC
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Dual blockade of PD-1/LAG-3 or PD-1/TIM-3 demonstrated
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Triple combination of anti-PD-1, anti-LAG-3, and anti-TIM-3 antibodies further enhanced in-vitro T cell activation :
Summary and Conclusions

and improved in-vivo anti-tumor activity
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e The potential response of the triple combination of Tislelizumab potential in multiple solid tumors including HNSCC.

(anti-PD-1), LBL-007 (anti-LAG-3) and Surzebiclimab (anti-TIM-3)
was predicted using 5 gene signatures, including the expression
of LAG-3, TIM-3 and PD-L1, early effector T cell sighature, tumor
inflamed signature. Relevant gene expression and immune
signatures were ranked across different solid tumor types in the
TCGA database.

e A Ph2 study evaluating tislelizumab in combination with LBL-007
and/or surzebiclimab in the first-line treatment of recurrent or
metastatic HNSCC (NCT05909904) is currently recruiting.

(A) Human PBMCs were pre-stimulated with SEB for 3 days and then incubated with SEB for another 2 days in the presence of indicated concentrations of Tisle,
Surze, and indicated concentrations of Tisle, Surze and LBL-007 or the combinations, INFy was measured to indicate T cell activation.

(B) Same as (A), but LAG-3 expression on T cells treated with Tisle or the combination of Tisle and Surze was assessed by flow cytometry.

(C) The anti-tumor activity of the triple blockade of PD-1/LAG-3/TIM-3 was evaluated in the MC-38 syngeneic model using human LAG-3 knock-in mice. Tumor-
bearing mice were randomized and treated with ch15mt (anti-mouse PD-1, 0.5 mg/kg), LBL-007 (3 mg/kg), RMT3-23 (anti-mouse TIM-3, 10 mg/kg), dual or triple o
combinations. Tumor growth inhibition (TGI) and tumor-free (TF) rates were measured at the end of the study.
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