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Study design
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• CheckMate 274

aDefined by the percent of positive tumor cell membrane staining in a minimum of 100 evaluable tumor cells using the Dako PD-L1 IHC 28-8 pharmDx assay.
bOS data were not mature at the time of this analysis. OS and DSS data are not presented.
DSS, disease-specific survival; IHC, immunohistochemistry; OS, overall survival; R, randomized.

NIVO IV
240 mg Q2W

PBO IV
Q2W

R
1:1

Key inclusion criteria

• Patients with ypT2-ypT4a or ypN+ MIUC

who had neoadjuvant cisplatin chemotherapy

• Patients with pT3-pT4a or pN+ MIUC

without prior neoadjuvant cisplatin

chemotherapy and not eligible/refuse

adjuvant cisplatin chemotherapy

• Radical surgery within the past 120 days

• Disease-free status within 4 weeks of dosing

N = 709

Primary endpoints: DFS (defined 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

and DFS in all randomized patients with tumor PD-L1 ≥ 1%

Secondary endpoints: NUTRFS (defined as the time between the date of randomization and the date

of first local non-urothelial tract or distant recurrence or death), DSS (defined as the time between the

date of randomization and the date of death due to urothelial carcinoma), and OS (defined as the time

between the date of randomization and the date of death due to any cause)b

Exploratory endpoints: include DMFS (defined as the time between the date of randomization and the

date of first distant recurrence [non-local] or date of death) and TTR (defined as the time between the

date of randomization and the date of first recurrence or death due to disease, whichever occurred first)

Stratification factors

• Tumor PD-L1 status (< 1% vs ≥ 1%)a

• Prior neoadjuvant cisplatin-based chemotherapy

• Nodal status



Main Objective: Disease-free survival
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• CheckMate 274

DFS was defined 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.
NE, not estimable; NR, not reached.
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DFS in select subgroups 
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• CheckMate 274

HR is not computed for subgroups (except age, region, and sex) with < 10 patients per treatment group.

Overall

Age, years < 65

Sex Male

Female

Race White

Asian

Region United States

Europe

Asia

Rest of world

ECOG PS 0

1

Baseline hemoglobin < 10 g/dL

Baseline creatinine clearance < 60 mL/min

Initial tumor origin Urinary bladder

Renal pelvis

Ureter

Minor histological variants Present

Absent

Pathological lymph node status N+

N0/x with < 10 nodes removed

Pathological status pT0–2

pT3

pT4a

Prior neoadjuvant cisplatin Yes

No

Time from MIUC surgery to randomization, days > 30–60

> 60–90

> 90–120

Smoking status Current/former

Never smoked

PD–L1 status

< 1%

175/353

75/155

67/131

33/67

130/265

45/88

131/264

37/80

24/49

91/170

37/80

23/54

108/224

66/122

9/19

166/332

84/151

90/199

133/279

25/44

17/30

74/145

101/208

97/167

48/94

30/91

37/80

98/206

38/57

73/153

102/200

43/79

81/165

49/103

120/237

53/111

56/139

117/210

213/356

76/136

103/164

34/56

164/275

49/81

168/272

38/75

37/53

100/171

37/74

39/58

133/221

73/125

18/27

193/321

94/158

116/189

173/281

26/52

14/23

80/141

133/215

121/168

53/99

38/88

43/86

122/204

44/62

102/155

111/201

42/70

96/178

66/94

147/247

64/104

83/141

125/209

0.70 (0.57–0.85)

0.73 (0.53–1.01)

0.68 (0.49–0.93)

0.66 (0.40–1.10)

0.68 (0.54–0.86)

0.77 (0.50–1.17)

0.65 (0.52–0.82)

0.82 (0.51–1.32)

0.46 (0.26–0.81)

0.86 (0.64–1.14)

0.84 (0.52–1.36)

0.41 (0.23–0.74)

0.68 (0.52–0.88)

0.79 (0.56–1.12)

0.27 (0.08–0.96)

0.71 (0.58–0.87)

0.87 (0.64–1.17)

0.60 (0.45–0.79)

0.61 (0.49–0.77)

1.25 (0.70–2.25)

1.54 (0.69–3.44)

0.73 (0.53–1.01)

0.68 (0.52–0.88)

≥ 65 and < 75

≥ 75

≥ 10 g/dL

≥ 60 mL/min

N0/x with ≥ 10 nodes removed

≥ 1%

0.63 (0.48–0.83)

0.85 (0.57–1.27)

0.65 (0.40–1.07)

0.85 (0.53–1.36)

0.62 (0.48–0.82)

0.74 (0.46–1.19)

0.52 (0.39–0.71)

0.90 (0.68–1.18)

0.64 (0.40–1.03)

0.77 (0.56–1.04)

0.63 (0.42–0.94)

0.71 (0.56–0.91)

0.66 (0.45–0.96)

0.55 (0.39–0.77)

0.82 (0.63–1.05)

0.1 1 10

NIVO better PBO better

NIVO
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HR is not computed for subgroups (except age, region, and sex) with < 10 patients per treatment group.
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Distant metastasis-free survival

10

• CheckMate 274

DMFS was defined as the time between the date of randomization and the date of first distant recurrence (non-local) or death.
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ESMO GUIDELINES

These results are promising, especially in the biomarker-positive population. Due to the 

inconsistency across trials and uncertainty of the relationship between DFS and OS with 

immunotherapy, OS results are awaited before this treatment can be recommended [I, D].
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ctDNA(−): 63%
HR, 1.14 (95% CI: 0.81, 1.62)
P=0.45
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ctDNA clearance was associated with improved outcomes
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Surveillance run-in TreatmentScreening

ctDNA(–)

• High-risk MIBC

– pT2–T4a or ypN+ and M0 at cystectomy 

for patients with prior NAC

– pT3–T4a or ypN+ and M0 at cystectomy 

for patients without prior NAC

• Patients with no prior NAC, must be 

cisplatin-ineligible or refuse cisplatin-based 

adjuvant chemotherapy

• Post radical surgical resection ≤10 weeks

• No evidence of residual disease

• Tumour sample available for WES

Serial plasma collection 

and imaging for up to 

21 months 

post-cystectomy

Minimum 6 weeks 

post-cystectomy 

Enrollment starts
Atezolizumab 

x 1 year

Placebo 

x 1 year

R

ctDNA(+) within 

21 months of 

cystectomy

Surveillance as 

per SOC
ctDNA(–) through 

21 months

2:1



Conclusiones

• La inmunoterapia continua transformando el manejo del carcinoma 
urotelial
• Nivolumab ha sido el primer fármaco en demostrar impacto en
supervivencia libre de enfermedad en pacientes con carcinoma urotelial
• Quedan algunas cuestiones importantes por definir en la enfermedad
localizada
• Muchos ensayos clínicos ayudarán a definir el manejo próximamente
• La biopsia líquida puede ser clave
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