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¿DE DÓNDE PARTIMOS?

AJCC 7: clasificación usada en CM238 y demás ensayos pivotales

Estadio III=3307/30946 (10,7%)

AJCC 8: clasificación usada en ensayos era post PD-1 y post BRAF/MEK

Balch 2009 J Clin Oncol
Gershenwald 2017 Ca Cancer J Clin



Interferón: meta-análisis

RFS: D3,5%

Ives 2017 Eur J Cancer

OS: D3%



EORTC 18071: IPI VS PLB

Eggermont 2016 NEJM

RFS: D10,5% 

OS: D11% 



EORTC 1325/KEYNOTE-54: Study Design 

Presented By Alexander Eggermont at TBD



63,7%

43,5%

RFS: D20,2%

Eggermnot 2021 Lancet Oncol



RFS according to BRAF-V600 E-K mutation status

Presented By Alexander Eggermont at TBD



CheckMate 238

CheckMate 238 study design

• Current analysis (database lock Mar 12, 2021; minimum 62.0 months follow-up)
— Median follow-up of 61.5 months for NIVO and 61.2 months for IPI

— Updated RFS with subgroup analyses, DMFS, and OS

— Exploratory biomarker analysis

– Safety analysis was not updated: all patients off study treatment > 100 days at 18-month analysis

Patients with:

• High-risk, 
completely 
resected 
stage IIIB−C 
or stage IVa

melanoma

• No prior 
systemic therapy

• ECOG PS 0/1

Treatment duration: 

up to 1 year 

Endpoints

• Primary: RFS

• Key secondary:

OS, safety

• Exploratory:

DMFS, biomarker 

analyses

NIVO 3 mg/kg IV Q2W 

and

IPI placebo IV 

Q3W for 4 doses,

then Q12W from week 24

(n = 453)

IPI 10 mg/kg IV 

Q3W for 4 doses,

then Q12W from week 24 

and

NIVO placebo IV Q2W

(n = 453)

1:1

NCT02388906.aPer American Joint Committee on Cancer, Cancer Staging Manual, 7th Edition; bPD-L1 IHC 28-8 pharmDx assay.

PD-L1, programmed death-ligand 1; PS, performance status.

Stratified by: 

1) Disease 

stage: IIIB−C 

vs IV M1a or 

M1b vs IV M1c

2) Tumor 

PD-L1 statusb

at a 5% cutoff

Weber SMR 2021



CheckMate 238

Primary endpoint: 60-month RFS update in all patients

• New events since 4-year database lock: 6 (NIVO – 4 regional, 2 distant) and 4 (IPI – 1 each of local, distant, new 
primary, and death)

aMedian not stable. bStratified. Mo, month; NR, not reached. 

NIVO (n = 453) IPI (n = 453)

Events, n 218 257

Median, mo (95% CI) 61.0 (42.5–NR)a 24.1 (16.6–35.1)

HR (95% CI)b 0.72 (0.60–0.86)

453 395 354 332 311 293 283 271 262 250 245 240 234 225 220 213 202 191 147 0

No. at risk

NIVO 3 mg/kg

IPI 10 mg/kg
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RFS: D11% 



Subgroup
NIVO 
n/N

IPI 
n/N

Unstratified
HR (95% CI)

Unstratified HRa

(95% CI)

Overall Overall 218/453 257/453 0.73 (0.61–0.87)

Age  < 65 years 147/333 184/339 0.70 (0.57–0.88)

≥ 65 years 71/120 73/114 0.76 (0.55–1.06)

Sex Male 131/258 157/269 0.74 (0.59–0.93)

Female 87/195 100/184 0.71 (0.54–0.95)

Stage IIIB 65/166 74/147 0.72 (0.52–1.01)

IIIC 111/202 131/219 0.76 (0.59–0.97)

IV M1a−M1b 32/62 43/66 0.64 (0.40–1.01)

IV M1c 9/20 9/21 0.98 (0.39–2.47)

Not reported 1/1 0/0 −

Stage III: ulceration Absent 81/201 115/213 0.65 (0.49–0.87)

Present 89/155 83/137 0.81 (0.60–1.09)

Not reported 6/14 7/16 0.67 (0.22–2.02)

Stage III: lymph node 
involvement

Microscopic 58/128 72/134 0.75 (0.53–1.06)

Macroscopic 109/217 122/214 0.75 (0.58–0.98)

Not reported 9/25 11/18 0.47 (0.19–1.13)

Tumor PD–L1 statusb < 5% or indeterminate 161/300 183/299 0.75 (0.61–0.93)

≥ 5% 57/153 74/154 0.66 (0.47–0.94)

BRAF mutation statusc Mutant 90/187 106/194 0.80 (0.60–1.05)

Wild-type 100/197 125/212 0.69 (0.53–0.90)

Not reported 28/69 26/47 0.66 (0.39–1.13)

Favors NIVO Favors IPI
0 1 2

aStratified HR = 0.72 (95% CI, 0.60–0.86); bPD–L1 IHC 28–8 pharmDx assay; status determined as percentage of tumor cells; cV600E/K.

PD–L1, programmed death–ligand 1.

60-Month RFS update: pre-specified subgroup analysis

CheckMate 238

Weber SMR 2021



CheckMate 238

Secondary endpoint: 60-month OS update in all patients

aStratified. NR, not reached.

NIVO (n = 453) IPI (n = 453)

Events, n 108 120

Median, mo (95% CI) NR NR

HR (95% CI)a 0.86 (0.66–1.12)

• 228 of 302 anticipated events (75%); 17 new deaths since 4-year database lock (8 NIVO and 9 IPI), mainly attributed 
to disease

453 450 447 438 427 416 405 388 383 373 366 359 350 341 337 332 324 321 305 0

No. at risk

NIVO 3 mg/kg

IPI 10 mg/kg
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OS: D4% (NS) 
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CONCLUSIONES

● La adyuvancia basada en pembrolizumab o nivolumab (BRAF+ y -) presentan beneficio clínicamente relevante en pacientes con 

melanoma estadio III resecado

○ Particularmente IIIB-C-D

○ Más dudoso IIIA

○ Sin evidencia en IIIA<1mm

● Pembrolizumab presenta beneficio en disminución de riesgo de recaída en pacientes con melanoma estadio IIB-C resecado

○ Necesitamos más seguimiento para ponderar mejor el balance riesgo/beneficio



Gracias


