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disclaimers 

 the views presented are personal and may not be 
understood or quoted as being made on behalf of or 
reflecting the position of AEMPS, EMA or one of its 
committees or working parties 
 

 data presented have been sourced from European Public 
Assessment Reports (EPARs) and published literature 



EU-approved immunotherapies 
in melanoma  
  

 ipilimumab: YERVOY is indicated for the treatment of 
advanced (unresectable or metastatic) melanoma in adults 

 

 nivolumab: OPDIVO as monotherapy is indicated for the 
treatment of advanced (unresectable or metastatic) 
melanoma in adults 

 

 pembrolizumab: KEYTRUDA as monotherapy is indicated for 
the treatment of advanced (unresectable or metastatic) 
melanoma in adults 

 



nivolumab dossier 
 
OPDIVO as monotherapy is indicated for the treatment of 
advanced (unresectable or metastatic) melanoma in adults 

 

based on 2 pivotal phase 3 RCTs: 
 

CheckMate 066: nivolumab vs. DTIC in patients with previously 
untreated, unresectable or metastatic melanoma 

 
CheckMate 037: nivolumab vs. physician’s choice (DTIC or 
carboplatin/paclitaxel) in advanced melanoma patients who 
have progressed following anti-CTLA-4 therapy 

 

 



CheckMate 066  
 



benefit shown vs DTIC 
regardless of PD-L1 

expression 

CheckMate 066 (OS)  
 



CheckMate 037  
 



CheckMate 037 (ORR)  



CheckMate 037 (PFS)  
 



CheckMate 037 (OS IA)  
 



 antitumor activity (ORR) 
 

 PFS benefit 
 

 OS no benefit shown 
 

 > deaths with nivolumab in first 6 months 

WHY? • onset of mechanism of action? 
• imbalances in prognostic factors? 

CheckMate 037 
 



Onset mechanism of action 
Study CA184024 (Ipi + DTIC vs DTIC) 



Kaplan-Meier of OS - all 
randomized subjects alive at 
month 3 - Checkmate 037 

CheckMate 037 



Frequency of death by arm for brain metastases and LDH dichotomised into two groups 
(0 to ≤ 3 Months and > 3 to ≤ 6 Months) – CheckMate 037  

• % patients brain mets that die ≤ 3 months: 23.6% vs 5.5% nivo vs chemo 
• % patients brain mets that die 3-6 months: 9.5% vs 23.5% nivo vs chemo 
 
• % patients LDH > ULN that die ≤ 3 months: 20% vs 6.5% nivo vs chemo 
• % patients LDH > ULN that die 6-3 months: 15.2% vs 20.9% nivo vs chemo 
 

Prognostic factors 



nivolumab + ipilimumab 
 

 CheckMate 067: phase 3 double-blind RCT of        
nivolumab or nivolumab + ipilimumab vs. ipilimumab       
in subjects with previously untreated unresectable or 
metastatic melanoma 

 

  Study CA209069: phase 2 double-blind RCT of       
nivolumab + ipilimumab vs. ipilimumab in subjects with 
previously untreated, unresectable or metastatic melanoma  

 



CheckMate 067 

Treatment Arm 
Median PFS mo 

(95% CI) 
HR (95% CI) 

vs Ipi 
HR (95% CI) 
vs Nivo 

Nivo + Ipi (n = 314) 11.5 (8.9-16.7) 0.42 (0.31-0.57)* 0.74 (0.60-0.92)† 

Nivo (n = 316) 6.9 (4.3-9.5) 0.57 (0.43-0.76)* — 

Ipi (n = 315) 2.9 (2.8-3.4) — — 



PD-L1 expression? 



disconnection between ORR and PFS? 

CheckMate 067 (ORR) 



Questions to be resolved 
1. Survival benefit in CheckMate 037 

 Longer survival? 

 PD-L1 expression? 

 Chemotherapy preferable in some patients? 

 

2. combination ipi + nivo (Checkmate 067) 

 Better than nivolumab alone? 

 Disconnection ORR-PFS? 

 What about OS? 

 PD-L1 expression as biomarker? 



Post-A measures nivolumab 



pembrolizumab dossier 
 
KEYTRUDA as monotherapy is indicated for the treatment of 
advanced (unresectable or metastatic) melanoma in adults 

 
 KEYNOTE-006: Phase 3 RCT in ipilimumab-naïve, comparing 
pembro 10 mg/kg Q2W vs. pembro 10 mg/kg Q3W vs. ipilimumab 

 

 KEYNOTE-002: Phase 2 RCT in previously treated (with 
ipilimumab and if BRAFm+ a BRAFi or MEKi), comparing   
pembro 2 mg/kg Q3W vs. pembro 10 mg/kg Q3W vs. chemo 
 

 KEYNOTE-001: open-label study in naïve and previously-
treated with ipilimumab  

 



OS & PFS primary endpoints 

Keynote 006 



Keynote 002 PFS/OS at 2nd IA 
OS 1EP at final A 



PD-L1 expression? 
 

KEYNOTE 006 
 

 HR 0.56 (0.43, 0.73) PD-L1+ 
 

 HR 0.95 (0.56, 1.62) PD-L1- 
 
 HR 0.53 (0.43, 0.65) PD-L1+ 
 
 HR 0.73 (0.47, 1.11) PD-L1- 
 
 37% vs. 12% PD-L1+ 
 
 18% vs. 11% PD-L1- 

OS 

ORR 

PFS 

95% CI 

 
KEYNOTE 002 

 
 HR 0.52 (0.39, 0.68) PD-L1+ 
 
HR 0.60 (0.38, 0.94) PD-L1- 
 
 26% & 23% vs. 4% PD-L1+ 
 
15% & 11% vs. 8% PD-L1- 

ORR 

PFS 

95% CI 



Questions to be resolved 

1. Survival benefit in KEYNOTE 002 

 PD-L1 expression? 

 BRAF status? 

 Optimal dose? 

 

2. KEYNOTE 006 

 Final results 

 PD-L1 expression? 

Post-A measures  



Thank you! 

Jorge Camarero PhD, MSc, PharmD 
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Calle Campezo 1  •  Edificio 8  •  E-28022 Madrid  •  España/Spain 
Tel:  (+34) 918225152 
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