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Figure 2. PFS and ORR by PD-L1 and TIGIT Expression Status in Patients with NSQ-NSCLC and SQ-NSCLC Figure 4. GEP Differences in NSQ- and SQ-NSCLC Subtypes by PD-L1 status
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non-small cell lung cancer (NSCLC), we examined PD-L1 expression

on TC, TIGIT expression on immune cells (IC), and gene expression
profiling (GEP), and analysed their associations with objective response
rate (ORR) and progression-free survival (PFS)

METHODS

Patients and Biomarker Evaluation
* AdvanTIG-105 cohort 3 and cohort 10 study design is shown in Figure 1

* PD-L1 TC was measured using the Roche SP263 immunohistochemistry
(IHC) assay

* TIGIT IC was measured using the Roche SP410 |[HC assay
* GEP was performed using TrueSeq RNA Access (lllumina)

Figure 1. AdvanTIG-105 Cohort 3 and Cohort 10 Study Design
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Abbreviations: DCR, disease control rate; DoR, duration of response; ECOG PS, Eastern Cooperative
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RECIST, Response Evaluation Criteria in Solid Tumors.
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RESULTS

Baseline Characteristics

* Baseline characteristics were comparable across cohorts and between
intent-to-treat (ITT) and biomarker evaluable patients (BEP) (Table 1)

* At Aug 2024 data-cut-off, median follow-up was 19.7 months
(m; range: 0.7-41.6 m) for cohort 3 and 9.8 m (range: 0.3-21.4 m) for
cohort 10

Table 1. Patient Baseline Characteristics

Cohort 10 Cohort 10 Cohort 10 Cohort 3

Cohorts 3 Cohorts 3 and

Arm A Arm B Arm C ITT and 10 ITT 10 GEP BEP*
n 24 21 23 46 113 93
Age 61.54 64.00 65.39 64.96 64.15 64.10
(mean, SD) (10.46) (7.05) (8.98) (8.91) (8.97) (9.20)
Sex=M 17 17 17 29 80 65
(n, %) (70.8) (81.0) (73.9) (63.0) (70.2) (69.9)
Race=Asian 22 19 17 34 92 73
(n, %) (91.7) (90.5) (73.9) (73.9) (80.7) (78.5)
ECOG=1 21 16 18 34 89 71
(n, %) (87.5) (76.2) (78.3) (75.6) (78.1) (76.3)
BMI 22.78 2317 24.01 24.30 23.71 23.77
(mean, SD) (4.47) (3.69) (3.72) (5.92) (4.84) (4.60)
PD-11 9 9 12 27 57 50
TC >25% (37.5) (42.9) (52.2) (60.0) (50.0) (53.8)
TIGIT 14 8 13 27 62 51
IC >25% (58.3) (38.1) (56.5) (60.0) (54.4) (54.8)

*PD-L1 IHC results were available for all patients. TIGIT IHC results were available for 96% of patients (109/113).
Abbreviations: BMI, body mass index; M, male.

PFS and ORR Benefits in NSQ- and SQ-NSCLC with PD-11TC
>25% or TIGIT IC >25%

* PD-L1TC >25% was associated with a trend toward longer PFS and higher
ORR versus <25% primarily in patients with NSQ-NSCLC (Figure 2A)

* TIGIT IC 5% was associated with a trend toward longer PFS and higher
ORR versus <5% primarily in NSQ-NSCLC (Figure 2B)

Anti-TIGIT Mechanism of Action (MOA) Related Pathways and Immune Cell Signatures Associated with PFS primarily in NSQ-NSCLC

* Anti-TIGIT MOA related GEP signatures (natural killer [NK] cells, regulatory T cells [Treg], and macrophages) were strongly correlated with a trend
toward longer PFS primarily in patients with NSQ-NSCLC

* The observed wider HR 95% Cl observed in SQ-NSCLC may indicate increased tumour heterogeneity or be due to smaller patient size

Figure 3. Association of Gene Expression Signatures with PFS in NSQ- vs SQ-NSCLC*
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Biological Differences in PD-L1 High NSCLC NSQ and SQ Subtypes

* T cells, Treg, NK cells, tumor associated macrophages (TAM), major histocompatibility complex class Il (MHCII), and co-activation cytokines signatures
were higher in PD-L1 TC >25% NSQ-NSCLC compared with SQ-NSCLC (Figure 4)

* Epithelial-to-mesenchymal transition (EMT) signature was lower in PD-L1 TC >25% NSQ-NSCLC compared with SQ-NSCLC (Figure 4)
* The enrichment of immune reactive factors in the PD-L1 TC >25% NSQ-NSCLC subgroup may be associated with the observed trend toward longer

PFS versus SQ-NSCLC subgroup

Hazard Ratio (95% ClI)

* Patients with PD-L1 and TIGIT double high (Figure 5A), PD-L1 and NK signature double high (Figure 5B), PD-L1 and Treg signature double high
(Figure 5C), PD-L1 and macrophage signature double high (Figure 5D) achieved prolonged PFS benefits compared with other subgroups

Figure 5. PD-L1 TC 25% in Combination with TIGIT IC 5%, NK Cells, Treg, or Macrophage Signatures, and Associations with PFS Benefit
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