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THE OLD DAYS… GLIMMERS OF HOPE 

Long-term survival: non existent Long-term survival: rare (10-20%) 



The modern era 
Long-term survival: rare (40-50%) 

Litzay et al. abstract 9512 (Encorafenib+binimetinib) 

Improved outcomes with combination therapy 
Plateau on survival curves (durable responses) 

About 20% of the combination treated patients 
are actually still receiving therapy 

Question raises: Do response persist? 
             Chronic toxicities? 
             Responses to subsequent therapies 
             Who can stop therapy 

Median follow up of about 48 months 



The modern era 
Five-Year Analysis of Dabrafenib Plus Trametinib in Patients with BRAF V600–Mutant Unresectable or Metastatic Melanoma 

Nathan et al. ASCO 2019 



The modern era 
Five-Year Analysis of Dabrafenib Plus Trametinib in Patients with BRAF V600–Mutant Unresectable or Metastatic Melanoma 

Nathan et al. ASCO 2019 

Lower baseline tumor burden and less-aggressive tumor biology were associated with prolonged PFS and OS  



Randomized, double-blind, phase III study to compare NIVO+IPI or NIVO alone to IPI alone 

Unresectable or 
metatastic melanoma 

• Previously untreated 

• 945 patients  

Treat until 
progression or 
unacceptable 

toxicity 

NIVO 3 mg/kg Q2W + 
IPI-matched placebo 

NIVO 1 mg/kg +  
 IPI 3 mg/kg Q3W for  

4 doses then  
NIVO 3 mg/kg Q2W 

IPI 3 mg/kg Q3W  
for 4 doses + 

NIVO-matched placebo 

Stratify by: 

• BRAF status 

• AJCC M stage 

• Tumor PD-L1 
expression <5% 
versus ≥5% 

n = 314 

n = 316 

n = 315 

4-year follow up of a randomized, double-blind, phase 
3 study to compare NIVO+IPI or NIVO alone with IPI 
alonea 

Database lock: May 10, 2018; minimum follow-up of 48 
months for all patients 

Co-primary endpointsa were PFS and OS in the 
NIVO-containing arms versus IPI alone  

R 
1:1:1 

CA209-067: Study Design 

Hodi S. et al. Lancet Oncology 2018 



UPDATE OF PFS AND OS 

NIVO+IPI  

NIVO  

IPI  

NIVO+IPI (n = 314) NIVO (n = 316) IPI (n = 315) 

Median PFS, mo (95% CI) 
11.5  

(8.7, 19.3) 
6.9  

(5.1, 10.2) 
2.9  

(2.8, 3.2) 

HR (95% CI) versus IPI 
0.42  

(0.35, 0.51) 
0.53  

(0.44, 0.64) – 

HR (95% CI) versus NIVOa 0.79  
(0.65, 0.97) – – 

41% 

37% 

12% 

39% 

32% 

10% 

37% 

31% 

9% 

Months 

P
FS

 (
%

) 

0 

10 

20 

30 

40 

50 

60 

70 

80 

90 

100 

0 3 6 9 12 15 18 57 30 24 36 27 21 45 51 33 39 54 42 48 
NIVO+IPI (n = 314) NIVO (n = 316) IPI (n = 315) 

Median OS, mo (95% CI) 
NR  

(38.2, NR) 
36.9  

(28.3, NR) 
19.9  

(16.9, 24.6) 

HR (95% CI) versus IPI 
0.54  

(0.44, 0.67) 
0.65  

(0.53, 0.79) – 

HR (95% CI) versus NIVOa 0.84  
(0.67, 1.05) – – 
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Quality of life: 4-year data from checkmate 067 

Shadendorf et al. Abstract 9551 

NIVO+IPI and NIVO maintained HRQoL with no deterioration over the time period  
 
HRQoL was maintained in patient subgroups irrespective of BRAF mutation status  
 
The difference in any grade 3 or 4 AEs reported across the treatment arms in CheckMate 067 did not translate into a clinically meaningful difference in 

HRQoL  



Combo-immune strategies 

LONG G. et al.  ABSTRACT 9514 -ASCO 2019 



Survival curves and safety 

LONG G. et al.  ABSTRACT 9514 -ASCO 2019 

MORE ACTIVITY AND MORE TOXICITY  

Ipi 50 mg: 

55% response rate, 78% disease control rate  

Ipi 100 mg: 
61% response rate, 86% disease control rate 



Adiuvant treatment with anti-PD1 and IRAEs 

An Analysis of Nivolumab-Mediated Adverse Events and Association With Clinical Efficacy in Resected Stage III  
or IV Melanoma (CheckMate 238)  

Mandalà M. et al.Abstract 9584 –ASCO 2019 

THE MAJORITY OF FIRST-OCCURRENCE 
TRAES WITH ADJUVANT NIVO OCCURRED 
EARLY DURING TREATMENT (0–3 MONTHS)  NO ASSOCIATION 

WAS OBSERVED 
BETWEEN EARLY 

TRAES AND RFS  



Predictive factors of immunotherapy response 



Impact of BMI on outcomes from anti-PD1 treatment 

Young et al. .Abstract 9516 –ASCO 2019 

BMI or sarcopenia was not 
associated with clinical outcome 

Multiple measures of body composition showed differences in clinical outcomes 

Increased median VAT/SAT was associated with improved response 



Circulating factors as biomarkers 

Exosomes PDL-1 positive 

Cordonner et al. Abstract 9517  

Are the isolation techniques for this sort of a technology, are they stable and reproducible? And are they clinically relevant?  
Could these biomarkers monitor on treatment responses ahead of radiographic progression?  



Circulating factors as biomarkers 
Tumor microenvironment, longitudinal biomarker changes and clinical outcome in pts with advanced BRAF-mutant 

melanoma treated with first line spartalizumab +dabrafenib+trametenib 

Dummer et al. Abstract 9515  

Long G et al. ASCO 2019 



Circulating factors as biomarkers 

Dummer et al. Abstract 9515  

Patients With Progression Events in the First 12 Months Had Low TMB/Low T-Cell–
Inflamed Gene Expression Signature Levels (A) or Increased Immunosuppressive 

TME Signatures (eg, cancer-associated fibroblasts) (B) 

Baseline Biomarker Results (A) and T-Cell–Inflamed Gene Expression Signature (B) By PFS  

Modulation in T-Cell Inflamed Gene Expression 
Signature Levels (A) and MPAS (B) Upon Treatment  

THE MAJORITY OF PFS EVENTS OCCURRED IN THE 
TMB-LOW/TI-GEP-LOW SUBGROUP 

INCREASE IN TI-GEPS AND DECREASE IN MAPK 

PATHWAY ACTIVITY SCORE (MPAS) FROM BL TO 

BIOPSY AT 2-3 WK IN ALL PTS 



Prognostic biomarkers in melanoma 

AJCC 8° EDITION MSLT-II 

Stage 1B have a 6% mortality rate at 10 years 

Stage 2C have a 25% mortality rate at 10 years 
Stage III includes heterogeneous population 



Garbe C et al. Abstract 9518 



Hsueh E. et al. Abstract  9519 



Rare melanomas 

PFS OS 



Working Group IMI (intergruppo melanoma italiano) giovani  
Under 40 

Dermatologo 
Oncologo 

Medico 

Chirurgo 

A patologo 

Radioterapista Genetista  

IMI  



COMING SOON 

Contatti: 
segreteria.melanomaimi@gmail.com  
stuccistefania@gmail.com 

Sito internet: 
www.melanomaimi.it 
 
Sito faceboook 
Imi-intergruppo melanoma italiano 


