Disease-free survival with longer follow-up from the phase 3 CheckMate 274 trial of adjuvant nivolumab in patients
who underwent surgery for high-risk muscle-invasive urothelial carcinoma
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Introduction Table 1. Select baseline demographic and clinical characteristics® Figure 3. DFS in select subgroups (ITT population) Figure 4. Non-urothelial tract recurrence-free survival
e The standard of care for muscle-invasive urothelial carcinoma (MIUC) is surgery with or NN_“;(EJ_)B y 683056 NIVO PBO ) 10 ITT population ' 0 Tumor PD-L1 2 1% population
without cisplatin-based neoadjuvant chemotherapy’ (N =2353) (N = 356) Events/patients Events/patients HR (95% Cl) b No. of events/ | Median (95% CI), Y] No. of events/ | Median (95% CI),
| A o o
— Despite this treatment, most patients with high-risk MIUC experience recurrence? Mean age (range), years 65.3 (30-92) 65.9 (42-88) Overall 175/353 213/356 ., 0.70 (0.57-0.85) 0.9- no. of patients months 0-97 no. of patients months
— There is currently no evidence supporting the use of adjuvant chemotherapy after Mal % 265 (75.1 275 (77.2 Age, years | i I Y Hvo 197353 200 (19541 1) 0-8- 73.3% Hvo /10 TR (20 8T
| y PPOTting . J | Py af ale, n (%) (7>.1) (77.2) < 65 75/155 76/136 o 0.73 (0.53-1.01) Z 7. i PBO 199/356 13.7 (8.4-20.0) S 47 PBO 82/142 10.8 (5.7-20.7)
neoadjuvant chemotherapy, and the level of evidence supporting the use of adjuvant R hni o | = U 65.8% = 0 ,
cisplatin-based ch : : : : ace or ethnic group, n (%) >65and <75 67/131 103/164 - 0.68 (0.49-0.93) a HR (95% Cl), 0.71 (0.58-0.88) 5 | | HR (95% CI), 0.54 (0.39-0.77)
platin-based chemotherapy in patients who have not received neoadjuvant White 264 (74.8) 272 (76.4) . 75 33/67 34/56 .. 0.66 (0.40-1.10) 8 0.6- s 0.6 :
chemotherapy is low (except for urothelial carcinoma of the renal pelvis and ureter)'3* Asian 30 (22.'7) 75 (21 .'1) S;X | ' ' ' © 5. | '§ 0.5 - ;
— Furthermore, many patients are ineligible for or decline cisplatin-based chemotherapy’ Black 2 (0.6) 3 (0.8) Male 130/265 164/275 +: 0.68 (0.54-0.86) Ue,' 0.4- i A e f 0.4 - |
e In the phase 3 CheckMate 274 trial of adjuvant nivolumab (NIVO) versus placebo (PBO) in Other 7 (2.0) > (1.4) Female 45/88 49/81 —o 0.77 (0.50-1.17) % 3. ; o e e E 03 |
patients with MIUC at high risk of recurrence after radical surgery (minimum follow-up in the Unreported 0 1(0.3) Race | 5 | > |
intent-to-treat [ITT] population, 5.9 months), disease-free survival (DFS) was significantly ECOG PS,* n (%) White 131/264 168/272 - 0.65 (0.52-0.82) z 0.21 | 0.2- ;
improved with NIVO versus PBO both in the ITT population (hazard ratio [HR], 0.70; 98.22% 0 224 (63.5) 221 (62.1) AS‘F‘” 37/80 38/75 ', 0.82(0.51-1.32) 0.1- i 0.1 |
confidence interval [Cl], 0.55-0.90; P < 0.001) and in the population with tumor programmed 1 122 (34.6) 125 (35.1) Reg‘?” , 0.0 - ; 0.0 - :
death ligand 1 (PD-L1) expression > 1% (HR, 0.55; 98.72% Cl, 0.35-0.85; P < 0.001)? 2° 7(2.0) 2 (2.3) Jnited states oA o | o §8§2??1; 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
: : : : urope -o; : .64-1.
— The safety profile of NIVO monotherapy was consistent with that observed in Tumor origin at initial diagnosis, n (%) Asia " 37/80 37/74 _.1_' 0.84 (0.52-1.36) Months Months
previous trials®1° Urinary bladder 279 (79.0) 281 (78.9) Rest of world 23/54 39/58 - | 0.41 (0.23-0.74) No. at risk No. at risk
. . 511 . Renal pelvis 44 (12.5) 52 (14.6) ' oo Nivolumab 353 299 256 230 202 178 149 128 108 87 75 68 5 39 33 16 7 3 1 0 Nivolumab 140 113 100 97 87 77 69 60 52 39 34 30 29 22 19 8 3 1 0 O
» On the basis of primary results from CheckMate 274, NIVO was approved in August 2021 Ureter 30 (8.5) 23 (6.5) ECOGPS : Placebo 356 257 211 177 152 136 126 113 98 87 72 68 58 40 35 20 11 5 1 0 Placebo 142 92 74 62 57 53 49 44 36 30 24 22 19 15 10 6 4 2 1 O
in the United States as the first adjuvant immunotherapy for the treatment of patients with : : 0 108/224 133/221 .- 0.68 (0.52-0.88)
urothelial carcinoma at high risk of recurrence after radical resection Tumor PD-L1 2 1% as recorded at 1 66/122 73/125 “—: 0.79 (0.56-1.12) NUTRFS was defined as the time between the date of randomization and the date of first local non-urothelial tract or distant recurrence or death.
e Here, we report DFS outcomes from CheckMate 274 with approximately 5 months longer randomization by IVRS, % 140 (39.7) 142 (39.9) Baseline(?emoglobin |
follow-up (minimum follow-up in the ITT population, 11.0 months) Prior neoadiuvant cisplatin. % 153 (43.3 155 (43.5 <10g/dL 9/19 18/27 <—= ! 0.27(0.08-0.96) ) . . .
) patin, # (43.3) (43.9) > 10 g/dL 166/332 193/321 - 0.71 (0.58-0.87) Figure 5. Distant metastasis-free survival
MethOdS Pathologic T stage at resection, % Baseline creatinine clearance !
pTX 5 (1.4) 0 < 60 mL/min 84/151 94/158 o 0.87 (0.64-1.17) 0 ITT population o Tumor PD-L1 > 1% population
: ! .0 o . 0 RO . 0
e CheckMate 274 is a phase 3, randomized, double-blind, multicenter trial of NIVO versus PBO E;(; Z 8 T; ; :ég; 260 mL/min 90/199 116/189 -, 0.60 (0.45-0.79) — No. off evtentst/ Median (‘;51/» cl), _ No. off evte'ntst/ Median (%51/) cl),
in patients with high-risk MIUC (originating in the bladder, ureter, or renal pelvis; Figure 1) PT1 13 (3.7 14(3.9 Initial tumor origin | 2 0.9- . Of patients months 2 1. Of patients months
. . . (3.7) (3.9) Urinary bladder 133/279 173/281 - 0.61 (0.49-0.77) S 0.8 NIVO 135/353 41.1 (26.0-NE) > NIVO 48/140 NR (26.0-NE)
e Patients were randomized 1:1 to NIVO 240 mg intravenously every 2 weeks (Q2W) or PBO for pT2 62 (17.6) 65 (18.3) - ) S5 ' S5
. - . . . . Renal pelvis 25/44 26/52 T 1.25 (0.70-2.25) 7 PBO 160/356 29.2 (15.2-NE) 7 PBO 64/142 20.7 (10.8-NE)
< 1 year of adjuvant treatment, and stratified by nodal status, prior neoadjuvant cisplatin, PT3 206 (58.4) 204 (57.3) Uret 17/30 14/23 o 1.54 (0.69-3.44 o 0.7 - : : v : :
reer 24 (0.69-3.44) ¢ HR (95% Cl), 0.73 (0.58-0.92 v HR (95% Cl), 0.60 (0.41-0.88
and tumor PD-L1 status® pT4a 57 (16.1) 62 (17.4) Minor histological variants | s 2 0.6- (95% Cl), 0.73 (0.58-0.92) s oo (95% Cl), 0.60 (0.41-0.88)
e Primary endpoints were DFS in all randomized patients (ITT population) and in patients with Not reported 1(0.3) 1(0.3) Present 74/145 80/141 —0—: 0.73 (0.53-1.01) iz ;'; 0.5 - -z %
tumor PD-L1 expression > 1% Nodal status at resection, % Absent 101/208 133/215 agt 0.68 (0.52-0.88) "g -8 0.4- , -g -8
— DFS was also evaluated in prespecified subgroups N+ 167 (47.3) 168 (47.2) Pathological lymph node status | S8 0. ; S8
. . . . : : : NO/x with < 10 nodes removed 94 (26.6) 99 (27.8) N+ 97/167 121/168 nall 0.63 (0.48-0.83) = -2 =
e Non-urothelial tract recurrence-free surv!val (NUTRFS) in ITT patients and in patients with NO with > 10 nodes removed 91 (25.8 88 (24.7 NO/x with < 10 nodes removed ~ 48/94 53/99 o 0.85 (0.57-1.27) - | N -
tumor PD-L1 > 1% was a secondary endpoint (25.8) (24.7) S 0.2 =
> 1% y P Not reported 1 (0.3) 1 (0.3) NO/x with > 10 nodes removed  30/91 38/88 —e— 0.65 (0.40-1.07) g 0.1 - -'g
e Distant metastasis-free survival (DMFS) and time to recurrence (TTR) were exploratory — , , _ — _ Pathological status | A ‘ A
. aNot reported for 1 patient in the PBO arm. PECOG PS of 2 was permitted only for patients who did not receive cisplatin-based neoadjuvant | 0.0 -
ende]ntS Chemotherapy and are 1nel1g1ble for adjuvant cisplatin-based chemotherapy. pTO_z 37/80 43/86 _‘I_ 0'85 (0‘53_1 ‘36) ’ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [
« HRs and corresponding Cls for DFS, NUTRFS, and DMFS were estimated using a stratified Cox ECOG PS, Eastern Cooperative Oncology Group performance status; IVRS, interactive voice response system. pT3 98/206 122/204 aat 0.62 (0.48-0.82) 0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
o , , Prior neoadjuvant cisplatin | No. at risk No. at risk
F: 1 Studv desi e In the subgroup analysis, improvement in DFS was observed with NIVO versus PBO for most Ves 23/153 102/155 o 0.52 (0.39-0.71) Nivolumab 353 302 259 232 205 180 151 129 109 87 76 69 56 39 33 16 7 3 1 0 Nivolumab 140 113 101 98 88 78 70 60 52 39 35 31 29 22 19 8 3 1 0 0
igure 1. >tudy aesign subgroups analyzed, including age, sex, ECOG PS, nodal status, use of prior cisplatin-based NG 102/200 111/201 o 0.90 (0.68-1.18) Placebo 356 264 215 180 153 137 126 114 99 89 74 70 60 42 36 21 12 6 1 O Placebo 142 93 76 64 57 54 49 44 36 30 24 22 19 15 10 6 4 2 1 O
N =709 ChemOtherapy, and tumor PD-LT status (Figure 3) Time from MIUC surgery to randomization’ days | DMFS was defined as the time between the date of randomization and the date of first distant recurrence (non-local) or death
= . . . . . | .
: , L Stratification factors e NUTRFS was improved with NIVO versus PBO in both ITT patients and those with tumor > 30-60 43/79 42/70 —o— 0.64 (0.40-1.03)
Key inclusion criteria . Tumor PD-L1 status (< 1% vs = 1%) PD-L1 > 1% (Figure 4) > 60-90 81/165 96/178 o 0.77 (0.56-1.04)
> [FRITtEiS oA o2 pr el il (L - uvant cisplatin-base: - Lt % i ; > 90-120 49/103 66/94 . 0.63 (0.42-0.94 i - ents i - i
who had neoadjuvant cisplatin chemotherapy » Prior neoadjuvant cisplatin-based chemotherapy — In ITT patients, NUTRFS probabilities at 12 months were 65.8% in the NIVO arm and 50.6% R ! 63 (0.42-0.94) e Asummary of subsequent anticancer therapy received by patients in the study is shown in
. Pati : _ » Nodal status in the PBO arm MoKIng status | Table 2 :
Sv?saitttsg:}g? Eggagl}_:\?aonrt Ei;lﬁ?nc NIVO IV | : : 0 en o Current/former 120/237 147/247 -o-! 0.71 (0.56-0.91) . ConCIUS]OnS
— In patients with tumor PD-L1 > 1%, NUTRFS probabilities at 12 months were 69.2% in the | DFS results accounted for subsequent cancer therapy
adjuvant cisplatin chemotherapy armand 4/.1% 1n the arm PD-L1 status | Table 2. Sub - " « With longer follow-up, NIVO continued to demonstrate clinically
: L i i i i i 9 aple 4. supseguent anticancer thera . . . . . . .
- Reabieal sy i i st 120 dhve SE0 IV e DMFS wasoalse improved with NIVO versus PBO in both ITT patients and those with tumor >1% 56/139 83/141 - 0.55 (0.39-0.77) q Py meaningful improvement in DFS versus PBO for patients with high-risk
- Disease-free status within 4 weeks of dosing Q2w PD-L1 > 1% (Figure 5) <1% 117/210 125/209 Bl 0.82 (0.63-1.05) NIVO PBO MIUC after radical surgery
- y Sy EE—— ) o o e iy e In the ITT population, median (95% CI) TTR was 25.8 (19.6-NE) months in the NIVO arm and 0.1 1' 10 Subsequent therapy, n (%) (N = 353) (N = 356)
rimary endpoints: efined as the time between the date of randomization and the date of first ) : “«— —) . . . . . .
recurrence [local urothelial tract, local non-urothelial tract, or distant] or death) in the ITT population 11.1(8.3-19.4) months in the PBP arm . . NIVO better  PBO better Patients who received anv subseaquent therapv? — This DFS benefit was observed both in ITT patients and in patients
and DFS in all randomized patients with tumor PD-L1 > 1% e In the tumor PD-L1 > 1% population, median (95% Cl) TTR was NR (25.8-NE) in the NIVO arm y G Py with tumor PD-L1 > 1%
Secondary endpoints: NUTRFS (defined as the time between the date of randomization and the date and 10.9 (5.8-22.2) months in the PBO arm HR is not computed for subgroups (except age, region, and sex) with < 10 patients per treatment group. Subsequent radiotherapy -
of first local non-urothelial tract or distant recurrence or death), DSS (defined as the time between the e A DFS benefit was observed in most prespeciﬁed clinical SUng’OUpS
date of randomization and the date of death due to urothelial carcinoma), and OS (defined as the time Subsequent surgery
between the date of randomization and the date of death due to any cause)® . . . « NUTRFS. DMFS . : .
. : - - and TTR were also improved with NIVO compared with
Exploratory endpoints: include DMFS (defined as the time between the date of randomization and the F]gure 2. Disease-free survival Subsequent intravesical chemotherapy® . ’ ’ . ,p o P
date of first distant recurrence [non-local] or date of death) and TTR (defined as the time between the Subsequent svstemic thera PBO in both ITT patients and those with tumor PD-L1 > 1%
date of randomization and the date of first recurrence or death due to disease, whichever occurred first) 10 ITT population 10 Tumor PD-L1 2 1% population . y Py .
aDefined by the percent of positive tumor cell membrane staining in a minimum of 100 evaluable tumor cells using the Dako PD-L1 IHC E 0.9 I No. Off the.nti/ Median (?'.E\% CI)’ E 0.9 1 No. Off evt?nti/ Median (?'JSI% CI)’ SUbsequent platinum-based ChemOtherapy ) The.se resu.lts Support ad] uvant NIVO a.s A Standa.l‘d-Of-Cal’e treatment for
28-8 pharmDx assay. "0S data were not mature at the time of this analysis. OS and DSS data are not presented. = T no. ot patients months = "7 no. of patients montns , ) patients with h]gh'r]Sk MIUC after radical resection
DSS, disease-specific survival; IHC, immunohistochemistry; OS, overall survival; R, randomized. 2 0.8- 75 0% NIVO 175/353 22.0 (17.7-36.9) £ 0.8- 74,59 NIVO 56/140 NR (22.1-NE) Subsequent immunotherapy
e . (0] e ° . 0
8 0.7 - 63.5% PBO 213/356 10.9 (8.3-14.0) E 0.7 - : PBO 85/142 8.4 (5.6-20.0) DFS results accounted for subsequent cancer therapy.
a 3% HR (95% Cl), 0.70 (0.57—0.85) a i HR (95% Cl), 0.53 (0.38—0.75) aPat.ients may have receiveq more than 1 type of §ubsequent therapy. Subsequent therapy was defined as therapy started on or after first
= 0.6 = 0.6 : dosing date (or the randomization date if the patient was never treated).
Resu lts > 0.5 - > 0.5 - i e so—o—oo—o @ on-o ° PIncludes patients who received 1 single dose and those who received more than 1 single dose of intravesical chemotherapy.
t ’ t ’ : “The most frequent subsequent immunotherapies were pembrolizumab, atezolizumab, and NIVO.
e Overall, 353 patients were randomized to NIVO (tumor PD-L1 > 1%, n = 140) and 356 patients a 0.4- a 0.4-
. ) 0 — . !
were randomized to PBO (tumor PD-L1 > 1%, n = 142; Table 1) g 0.3 g 0.3 - i References Acknowledgments
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