Association of tumor mutation burden and genomic alterations with clinical outcomes in Chinese patients with advanced solid tumors treated with tislelizumab
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i_l Introduction

|

High tumor mutation burden (TMB-H) has been reported to positively correlate with the efficacy of antibodies targeted

against the immune death protein- death ligand-1 (PD-1/PD-L1)!2

_ Consequently, the US Food and Drug Administration have approved an anti-PD-1 therapy for patients with TMB-H solid tumors (F1CDx,
TMB 2 10 mutations/mega base [mut/Mb])*

The association of other genomic alterations with the clinical efficacy of an anti-PD-1 antibody also warrants investigation

Tislelizumab, an anti-PD-1 monoclonal antibody with high affinity and binding specificity for PD-1,4S has been approved by

the National Medical Products Administration for the treatment of patients with multiple tumor types, including classical

Hodgkin lymphoma, urothelial carcinoma, non-small cell lung cancer, and hepatocellular carcinomas-1

Here, we report the association between TMB and other genomic alterations with clinical outcomes following treatment with

tislelizumab monotherapy in patients with solid tumors from a Phase 1/2 study (NCT04068519)

BGB-A317-102 study design

Chinese patients with advanced solid tumors who received tislelizumab monotherapy and had tissue
samples available for genomic testing were eligible for this retrospective analysis

- 156 patients had evaluable tumor samples for genomic analysis

Study design has been previously described; scan QR code to red full study methods for BGB-A317-102

Conclusions

This study demonstrated that TMB-H status was associated with an improvement in the
efficacy of tislelizumab monotherapy in patients with advanced solid tumors

In patients with TMB-H tumors, hyper-amplification of genes in the RTK-RAS-PI3K pathway
more frequently occurred in patients who did not respond to tislelizumab treatment, and was
associated with poor clinical outcomes

These results suggest that hyper-amplification of genes in the RTK-RAS-PI3K pathway may be
associated with potential mechanisms of resistance to tislelizumab in patients with TMB-H
tumors

These findings enhance our understanding of the association of TMB and the
hyper-amplification of genes with clinical outcomes of tislelizumab monotherapy in a
pan-cancer setting

Association of TMB-H with clinical
Patients with TMB-H were defined as > 8 mut/Mb according to the receiver operating characteristic (ROC) curve
(Figure 1A)

- Several TMB thresholds were tested between 6-10 mut/Mb, with 8 mutiMb being the recommended cut-off

Patients with TMB-H had a higher ORR compared with patients with low TMB (TMB-L) (31.0% vs 7.1%) (Figure 1B)
Improved PFS (Figure 1C) and OS (Figure 1D) were observed in patients with TMB-H compared with patients with TMB-L

Figure 2. In TMB-H patients, a higher frequency of hyper-amplified genes in the RTK-RAS-PI3K pathway
occurred in patients who did not respond to tislelizumab treatment
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Table 1. Baseline and clinical b E 50
Characteristic Overall (N=300) TMB-evaluable patients (n=156) & °
Age, median (range) 56.5 (18.0-82.0) 54.5 (22.0-77.0) 25
Sex, n (%)
Female 93 (31.0) 52 (33.3) 1 T T T T 1
Male 207 (69.0) 104 (66.7) 40 0 10 20 30 40
ECOG PS, n (%) No of pts at risk: Time (months) No of pts at risk: Time (months)
0 80 (26.7) 36 (23.1) T™B-L 98 19 7 1 0 TMB-L 98 44 25 8 0
i 220 (73.3) 120 (76.9) TMB-H 58 21 13 3 0 TMB-H 58 39 30 1 0
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Median PFS, months (95% CI) 24(22,4.0) 2.3 (2.2, 2.9)

Median OS, months (95% CI 12.4 (9.6, 14.8) 12.5 (8.5, 17.6)

Median follow-up, months (95% C) 29.4 (268, 31.4) 286 (26.7, 32.5)
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In the TMB-H population, hyper-amplified genes were highly enriched in the RTK-RAS-PI3K pathway
31.4% (11/35) of all hyper-amplified genes identified were in the RTK-RAS-PI3K pathway (Figure 2A, 2B), and 90.9% (10/11) of these
RTK-RAS-PI3K-amplified genes were enriched in patients who did not respond to tislelizumab treatment (Figure 2A)
e proportion of tumors with hyper-amplified genes within this specific pathway was higher in patients who did not respond to
tislelizumab treatment (30.0%, 12/40) compared with patients who did respond (5.6%, 1/18) in TMB-H population (Figure 2B)
o These results suggest a potential role of hyper-ampliied genes in the RTK-RAS-PI3K pathway in resistance to

ORR, s,
IvB,

treatment in patients with TMB-H tumors
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it

Hyper-amplification of genes in the RTK-RAS-PI3K pathway was associated with poor response and
survival in patients with TMB-H
o In patients with TMB-H, hyper-amplification of genes in the RTK-RAS-PI3K pathway was associated with poor clinical

- Patients with TMB-H who did not have hyper-amplification of genes in the RTK-RAS-PI3K pathway had a higher ORR compared with
patients who had hyper-amplification of genes in this pathway (37.8% vs 7.7%, Figure 3A)

- Survival was also improved in patients with TMB-H who did not have hyper-amplification of genes in the RTK-RAS-PI3K pathway;
median PFS was 7.9 versus 2.1 months and median OS was 28.1 versus 9.4 months for patients without RTK-RAS-PI3K
hyper-amplifications compared with patients with RTK-RAS-PI3K hyper-amplifications, respectively (Figure 38, 3C)

= In contrast, hyper-amplification of genes in the RTK-RAS-PI3K pathway was not associated with poor clinical outcomes

(ORR and PFS) in patients with TMB-L tumors (Figure 3
Further exploration is required i a balanced population; in the TMB-L population, only & patients had hyper-amplfication of genes in the
RTK-RAS-PI3K pathway compared with 90 patients who did not have h of these genes

Figure 3. Hyper-amplification of genes in the RTK-RAS-PI3K pathway is associated with worse clinical
outcomes with tislelizumab treatment in patients with TMB-H
A RTK-RAS-PI3K pathway B Median PFS* c

Median 0S*
— TMB-H HA 281 (159, NA)

THeNIAL 0438 N
100 — TMBL HA- )

g 378
3 17/45 £ g
g 2 () 7 H
6.7 &
20 (6190)
g 1
a0
HA+ HA- HA+ HA- o o Time (months)
TMB-H TMB-L =3 ki T S z ki H

A HASHA groups ro i ho RTIRAS-PK pattway.
4

ot sarcoma; RTK,
TME-H, high tmor maton burden; TME-L lowumor mutaton burden

References

1. Stenzinger A, et al. Genes Chromosomes Cancer 2019:58:678-88
2. FancelloL, et . J Immunother Cancer 2019:7:183

3. Marabelle A, et al. Lancet Oncol 2020,21:1353-65

4. Zhang T, et al. Cancer mmunol Immunother 2018:67:1079-90
5.Feng Y, ot al. ASCO 2019 (Abs 4048)

6. WangJ, et al. JAMA Oncol 2021:7:709-17

7.Lu$S, etal.J Thorac Oncol 2021:16:1512-22
8. Ducreux M, et al. Ann Oncol 2021:32:8217

9.S0ng Y, et al. Leukemia 2020,34:533-42

10. Ye D, et al. Cancer Sci 2021;112:305-13

11. ShenL, et al. J Immunother Cancer 2020;8:€000437
12.Tang Y. et al. Trans| Lung Cancer Res 2020,9:71-81

Acknowledgments
This study was sponsored by BeiGene, Ltd. Medical writing support, under the direction of the authors, as provided by Claire White, PhD, and
Louise Oakes, PhD. of Ashfield MedC an Ashfield Health company, and was funded by BeiGene Lt

*Author contact details: linshenpku@163.com (Lin Shen)



mailto:linshenpku@163.com
https://www.annalsofoncology.org/article/S0923-7534(21)01194-7/fulltext

	Slide Number 1

