Association of tumor mutation burden (TMB) and genomic alterations (GA) with clinical outcomes in Chinese

patients with advanced solid tumors treated with tislelizumab
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Background:

Studies have demonstrated correlation of GA and TMB with clinical efficacy of an anti-programmed cell death
protein-1 (PD-1) therapy, but this correlation has not yet been demonstrated in Chinese patients treated with
tislelizumab (anti-PD-1 antibody). We report the association between TMB, GA, and the clinical efficacy of

tislelizumab in Chinese patients with different tumor types from a Phase 1/2 study (NCT04068519).

Methods:

Chinese patients with advanced solid tumors who received tislelizumab monotherapy and had available
tissues for genomic testing (BurningRock OncoScreen Plus 520 NGS panel) were eligible. Patients were
classified as having hyper-amplification (HA) if their genome harbored =1 amplified gene with a copy number
>5. Logistic regression was used to analyze the association of TMB with objective response rate (ORR) and
Cox proportional hazard was used to determine the association of TMB with progression-free survival (PFS)

and overall survival (OS).

Results:

A total of 156 patients were evaluable. TMB was higher in responders (R) versus non-responders (NR)
(median [m] TMB: 9.3 vs 6.2 mut/Mb, p=0.003). TMB-H was defined as 28 mut/Mb according to the
receiver operating characteristic curve. Patients in the TMB-H group showed superior clinical benefit
compared with the TMB-L group (Table 1). Further GA analysis showed a trend toward a higher frequency
of HA in NR (40.00%; 16/40) compared with R (28.78%; 5/18), in the TMB-H group. A total of 33.33% (10/30)
of these amplified genes in NR belonged to the RTK-RAS-PI3K signaling pathway. When TMB-H patients
with HA in this pathway were excluded, ORR reached 37.78%.
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Conclusions:

TMB-H status was associated with improved clinical efficacy of tislelizumab in Chinese patients with
advanced solid tumors, consistent with other PD-1 inhibitors. These observations support TMB-H as a
potential predictive biomarker for response to tislelizumab in this patient population. HA in the RTK-RAS-

PI3K pathway may be associated with resistance mechanisms to anti-PD-1 therapy, even in patients with

TMB-H tumors.

Table 1. Median study follow-up and clinical efficacy data

Overall TMB-H TMB-L
(N=156) (n=58) (n=98)
ORR, % 16.03 31.03 714
(95% ClI) (10.65-22.74) (19.54-44.54) (2.92-14.17)
ORR odds ratio 5.85
(95% CI) B (2.27-15.11)
Median PFS, mo 2.30 6.11 2.20
(95% CI) (2.17-2.92) (2.20-10.45) (2.10-2.30)
PFS hazard ratio 0.54
(95% CI) B (0.38-0.78)
Median OS, mo 12.48 21.74 8.94
(95% CI) (8.51-17.58) (12.88-NE) (5.88-13.44)
OS hazard ratio 0.55
(95% CI) B (0.36-0.83)
Median follow-up, mo 28.55 29.37 27.56
(95% CI) (26.68-32.46) (26.78-33.05) (24.48-32.46)

NE, non-estimable
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