
Risultati e Prospettive nel 
Melanoma Maligno 

Vanna Chiarion Sileni 
Istituto Oncologico Veneto-IRCSS 

Vanna.chiarion@ioveneto.it 



Trattamento del melanoma non operabile nel 2015 in Italia  

Melanoma BRAF mutato 

• Combo D+T (DL 648) 

• Combo V+C (EAP / DL 648) 

• Studio Clinico (Columbus o 
Combo MB) 

 

Cardiopatia e/o patologia oculare 

• Dabrafenib o Vemurafenib 

Melanoma non BRAF mutato 

• Ipilimumab 

• Nivolumab o pembrolizumab 
(EAP) 

• Studio clinico (NIBIT M2) 

• Chemioterapia 

Metastasi cerebrali sintomatiche, 
patologia autoimmune, PS 2 

 RT, SRT, S, CT, se risposta IPI, BSC 



COMBI-d: Overall Survival 

Long GV, et al. Lancet. 2015. 

Time (months) 

Dabrafenib 
Died: 123 (58%) 

Median OS = 18.7 mo  
(95% CI:15.2–23.7) 

HR 0.71 (95% CI: 0.55, 0.92) 

P = .011 

2-yr OS 51% 

2-yr OS 42% O
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Dabrafenib + trametinib 

Number at risk 

Dabrafenib + placebo 

Dabrafenib + Trametinib 
Died: 99 (47%) 

Med OS = 25·1 mo  
(95% CI:19.2-NR) 

1-yr OS = 74% 

1-yr OS = 68% 

Dabrafenib+Trametinib med follow up 20 mo (range 0-30 mo); Dabrafenib med follow up 16 mo (range 0-32 mo). 



coBRIM Updated Investigator-Assessed PFS 

Presented By James Larkin at 2015 ASCO Annual Meeting 



COMBI-d: Post-Progression Systemic Therapy 
Dabrafenib + 

Placeboa 

n = 212n (%) 

Dabrafenib +  

Trametinibb  

n = 211n (%) 

Study treatment continued post 

progressionc 65 (31) 62 (29) 

Subsequent anti-cancer therapyd  108 (51) 70 (33) 

Ipilimumab 59 (28) 37 (18) 

BRAF inhibitor (vemurafenib and/or 

dabrafenib) 
29 (14) 18 (9) 

Pembrolizumab or nivolumab 14 (7) 6 (3) 

Chemotherapy regimens 66 (31) 45 (21) 

Other 14 (7) 4 (2) 
a35 (17%) remained on study treatment at data cut. 

b64 (30%) remained on study treatment at data cut. 

cReceived study treatment for at least 15 days after disease progression. 

dStudy treatment is not included.  



Slide 10 

Presented By Reinhard Dummer at 2015 ASCO Annual Meeting 





Scelta terapeutica nei pazienti BRAF mutati: 

cosa discutere ? 

Terapia RR% mTTR mRDT ToxG3/4 mPFS mOS 1-y S 2-y S 

Combo1 69 1 12.9 32 11.4 25 74 51 

IPI2 12-15 4 19.3 56.3 

20 

2 ? 11.2 47.3 28.5 

Nivo3,5 40 2.1 NR 11.-16 5.1-6.7 NR 72.9 NR 

Pembro4 34 3 NR 13 5.5 NR 74 NR 

1 GV long Lancet 2015, 
2 C Robert NEJM 2011 
3 C Robert NEJM 2014 
4 C Robert NEJM 2015 
5 J Larkin NEJM 2015 



Scelta terapeutica nei pazienti BRAF mutati: 

cosa discutere ? 

Terapia Sommini

st 

QOL Durata 

Te 

Toxi 

ricov/rev 

Costi Ferti Interfer 

lavoro 

Combo Orale 

cont 

++++  illimitata +++/- ??? ? minima 

IPI 90’ q 21 ---  73 gg ++/--- +++ ? modesta 

Nivo 60’ q 14 ? illimitata ++/-- ??? ? media 

Pembro 30’ q 21 ? illimitata ++/- ??? ? media 



C Robert et al. 

RR 33, % G3/G4 10% 

RR 12%, G3/G4 20% 



OS at the Second Interim Analysis  

Presented By Lynn Schuchter at 2015 ASCO Annual Meeting 

Keynote-006 



ASCO 
2014 



ASCO 
2014 



M.A Postow et a.l  

 IPI+Nivo               vs         IPI 
 
 ORR=    59%          11% 
    CR=    22%            0% 
   PD=    16%          47% 
G3/G4= 54%          24% 
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Presented By Jedd Wolchok at 2015 ASCO Annual Meeting 
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Presented By Jedd Wolchok at 2015 ASCO Annual Meeting 
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Presented By Jedd Wolchok at 2015 ASCO Annual Meeting 
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Presented By Jedd Wolchok at 2015 ASCO Annual Meeting 



 NA.Rizvi et al Science 



Next Steps BRAF Targeted Therapy 

Presented By Lynn Schuchter at 2015 ASCO Annual Meeting 



BRAF/MEK inhibition modulates the immune microenvironment 

Presented By Antoni Ribas at 2015 ASCO Annual Meeting 



EA6134: Ipi/Nivo to D/T vs D/T to Ipi/Nivo 

Presented By Lynn Schuchter at 2015 ASCO Annual Meeting 



Study design and population 

Presented By Antoni Ribas at 2015 ASCO Annual Meeting 



Tumor size change and time to response: Cohort A 

Presented By Antoni Ribas at 2015 ASCO Annual Meeting 

ORR =69% 



Next Steps Immunotherapy 

Presented By Lynn Schuchter at 2015 ASCO Annual Meeting 




