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Background

e In patients with CPS = 1, median DFS was 25.6 months with NIVO and 8.5 months with PBO (Figure 2; Table 2)

Table 2. Summary of DFS outcomes by CPS and TC status with 3-year follow-up Figure 5. DFS by clinical and demographic subgroups in patients with CPS > 1

Median DFS
(95% Cl),

DFS probability
at 24 months

DFS probability
at 33 months

HR (95% Cl) for NIVO PBO
disease recurrence Subgroup N

HR (95% Cl)

Figure 2. DFS in patients with CPS > 1

no. of events/no. of patients

e Nivolumab (NIVO) was approved by the US Food and Drug Administration in 2021 and the European Commission o Of the 709 patients in the ITT population (minimum study follow-up, 31.6 months [time from clinical cutoff date

in 2022 for the adjuvant treatment of patients with muscle-invasive urothelial carcinoma (MIUC; regardless of to last patient’s randomization date]; median follow-up, 36.1 months [time between randomization date and last months (95% Cl), % (95% Cl), % or death Overall 558 152/282 183/276 - — 0.64 (0.51-0.80)
tumor programmed death ligand 1 [PD-L1] expression in the United States and with tumor PD-L1 expression = 1% known alive date, for patients who are alive, or death]), 630 (88.9%) had both quantifiable PD-L1 by TC and CPS NIVO PBO 25.6 (19.3-41.8) 50.7 (44.5-56.5) 47.4 (41.3-53.3) A?fé;’ears 797 62/122 687105 0.57 (0.40-0.81)
in Europe) who are at high risk of recurrence after radical resection, based on the primary analysis of the at baseline (NIVO, n = 316; PBO, n = 314) ) (n=282) | (n=276) 0.64 (0.51-0.80) > 65 and < 75 229 59/102 83/127 o— 0.67 (0.47-0.95)
phase 3 CheckMate 274 trial™ + Of these patients, 250 (39.7%) had TC = 1% (NIVO, n = 125; PBO, n = 125), 380 (60.3%) had TC < 1% (NIVO, n = 191; Median DFS 25.6 8.5 8.5 (7.8-15.2) | 37.6 (31.8-43.5) 34.7 (28.9-40.5) b 0z stss 32 — T 068 (0.40-1.14)
— With minimum follow-up of 5.9 months (intent-to-treat [ITT] population), disease-free survival (DFS) was PBO, n = 189), 558 (88.6%) had CPS = 1 (NIVO, n = 282; PBO, n = 276), and 72 (11.4%) had CPS < 1 (NIVO, n = 34; (95% CI), mo | (19.3-41.8) | (7.8-15.2) Male 425 116/214 145/211 —o— 0.61 (0.47-0.78)
significantly improved with adjuvant NIVO versus placebo (PBO) both in the ITT population (hazard ratio [HR], PBO, n = 38) HR (95% Cl), 0.64 (0.51-0.80) 6.4 (5.1-12.6) 21.6 (9.1-37.6) 18.0 (6.8-33.6) R:ce;nale . 18 . B w0 03
0.70; 98.22% confidence interval [Cl], 0.55-0.90; P < 0.001) and in patients with tumor PD-L1 expression = 1% — In patients with TC < 1% (n = 380), 309 (81.3%) had CPS > 1 E 1.27 (0.72-2.24) White 471 128/237 156/234 —o— 0.63 (0.49-0.80)
as assessed by the tumor cell score (TC; HR, 0.55; 98.72% Cl, 0.35-0.85; P < 0.001)° . . . L . . = 9.0 (5.4-16.9 33.3 (18.9-48.4 27 .8 (14.6-42.6 Asian 72 20/39 20/33 g 0.71 (0.36-1.41)
. . . _ . » Baseline demographic and clinical characteristics in patients with a CPS = 1 were generally balanced between - .0 (5.4-16.9) .3 (18.9-48.4) .8 (14.6-42.6) Region
. !n a subgroup anal5y515 of DFS among the ITT population, patients benefitted from adjuvant NIVO treatment groups; however, a higher proportion of patients with NIVO versus PBO were aged < 65 years and had .g tEerope 39013 8280//14523 9366//14590 ® — | 8"71253 :g.gg:?:gg;
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DFS benefit with adjuvant NIVO versus PBO was maintained with extended minimum follow-ups of 11.0 months CPS < 1 versus CPS = 1. Nevertheless, differences in distribution between treatment arms in CPS < 1 included S TR ° 8.4 (5.6-17.9) 35.8 (27.1-44.5) 31.9 (23.6-40.6) 0 356 93/180 114/176 e 0.57 (0.43-0.76)
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and 31.6 months, both in the ITT population and in patients with TC = 1% tumor origin at initial diagnosis, the presence of minor histological variants, pathologic tumor stage, and nodal 2 | % o remoglobin 186 57/96 61/90 — e 0.76 (0.52-1.11)
e PD-L1 immunohistochemistry (IHC) testing has been widely implemented in clinical trials evaluating immune status at resection. These differences should be interpreted with caution due to a low number of patients g Wi || 17.1 (13.4-19.4) 38.8 (31.8-45.9) 35.9 (29.0-42.9) <10 g/dL 40 6/14 18/26 o 0.38 (0.12-1.15)
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o To examine the relationship between the cell type expressing PD-L1 and outcomes with adjuvant NIVO, a post hoc d ived patient ith tifiable CPS and TC at b I = Initial tumor origin
exploratory analysis of DFS data from CheckMate 274 was performed based on PD-L1 expression levels as assessed randomized patients with quantinable an at baseline) TC < 1% 19.2 (16.1-25.6) 42.5 (34.5-50.2) 39.6 (31.8-47.4) Urinary bladder 459 127/237  152/222 e 0.58 (0.46-0.74)
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~ > 1% 249 54/125 80/124 —— 0.49 (0.34-0.69)
Tumor origin at initial diagnosis, n (%) NIVO PBO S < 1% 309 98/157 103/152 — — 0.79 (0.60-1.05)
Key eligibility criteria Stratification factors Urinary bladder 19 (55.9) 26 (68.4) 237 (84.0) 222 (80.4) (n=34) | (n=38) s “ 1 -
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— HRs and corresponding Cls were estimated using a stratified Cox proportional hazards model with the
stratification factors prior neoadjuvant cisplatin chemotherapy and pathological nodal status

ECOG PS, Eastern Cooperative Oncology Group performance status; Nx, node; p, pathologic; T, tumor; Tis, tumor in situ; X, cannot be assessed.
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e In patients with TC < 1%, median DFS was 17.1 months with NIVO and 9.7 months with PBO (Table 2)
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