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Incremento significativo (p<0.001) di OS e PFS.  

OS a 6 mesi: 84% vs 64% 
RR 48% vs 5% 





MECCANISMI DI RESISTENZA 
ACQUISITA 

A INIBITORI BRAF 

•  80%	
  DEI	
  CASI	
  SONO	
  BLOCCATI	
  DA	
  
INIBIZIONE	
  DELLA	
  PATHWAY	
  DI	
  

MAPK	
  	
  

•  OPPURE	
  ATTIVAZIONE	
  VIE	
  DI	
  
SEGNALE	
  ALTERNATIVE	
  (P13K/AKT/

mTOR)	
  







This article was 
published on 

September 29, 
2014, at NEJM.org. 
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3-year survival rate= 22% 



N Engl J Med. 2015 Jan 22;372(4):320-30.  

 CheckMate 066 ClinicalTrials.gov 
number, NCT01721772. 







This article was published on April 19, 
2015, at NEJM.org. 
DOI: 10.1056/NEJMoa1503093 

 KEYNOTE-006  



CheckMate 069  



n engl j med 372;21, 2015 

CheckMate 067  
ClinicalTrials.gov  
NCT01844505. 



Alla	
  TC	
  di	
  restaging	
  di	
  agosto	
  2016	
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METASTATIC	
  MELANOMA	
  TREATMENT	
  SCENARIO	
  2015-­‐	
  2016	
  

BRAF	
  WILD	
  TYPE	
  	
   IPILIMUMAB	
   ANTI-­‐PD1	
  

COMBINAZIONE	
  

BRAF	
  MUTATI	
  	
  	
  

ANTI-­‐BRAF	
  +	
  ANTI-­‐MEK	
  

X 

X 



TARGET THERAPIES & 
IMMUNOTHERAPIES  

Combining a BRAF inhibitor with an immune-
checkpoint inhibitor offers the potential of 
inducing a rapid response from the targeted 
agent and durable, long-term survival from 
immunotherapy  



Tempo	
  di	
  induzione	
  della	
  risposta	
  

Drug	
   Median	
  

Ipilimumab	
  (Hodi,	
  2010)	
   3.18	
  –	
  3.32	
  mo	
  

BRIM-­‐3	
  (Chapman,	
  2011)	
   1.45	
  

BREAK-­‐3	
  (Hauschild,	
  2012)	
   6.2	
  weeks	
  

CheckMate	
  066	
  –	
  Nivo	
  (Robert,	
  2015)	
   2.1	
  mo	
  

CHeckMate	
  067	
  –	
  Nivo	
  (Postow,	
  2015)	
   2.78	
  



%	
  di	
  risposta	
  	
  

Author Drug(s) RR% 

Wolchock, 2010 ipilimumab10 mg/kg  
ipilimumab 3 mg/kg ipilimumab 
0.3 mg/kg 

11.1% 
4.2% 
0 

Hodi, 2010 ipilimumab+gp100 
ipilimumab alone 
gp100 alone 

5.7% 
10.9% 
1.5% 

Robert, 2011 ipilimumab+dacarbazine 
dacarbazine+placebo 15.2% 

10.3% 

Robert, 2014 Nivolumab 
Dacarbazine 40% 

13.9% 

Robert, 2015 Pembrolizumab Q2W  
Pembrolizumab Q3W 
Ipilimumab 

33.7% 
32.9% 
11.9% 

Wolchock, 2013 Ipi-Nivo Sequenced  
Ipi-Nivo Combined  40% 

40% 

Larkin, 2015 Nivolumab+Ipilimumab 
Ipilimumab 
Nivolumab 

57.6% 
19% 
43.7% 

Hodi, 2015 Nivolumab + Ipilimumab 
Ipilimumab 60% 

11% 

Chapman, 2011 BRIM-3 Dacarbazine 
Vemurafenib 5% 

48% 

Hauschild, 2012 BREAK-3 Dacarbazine 
Dabrafenib 6% 

50% 

Long, 2015 Combi-D Dabrafenib+Trametinib 
Dabrafenib + placebo 67% 

51% 

Robert, 2015 Combi-V Dabrafenib+Trametinib 
Vemurafenib + placebo 64% 

51% 

Larkin, 2014 Co-BRIM Vemurafenib+Cobimetinib 
Vemurafenib + placebo 68% 

45% 

Ipi:	
  4.2%-­‐	
  19%	
  
Nivo:	
  40%-­‐43.7%	
  
Ipi+Nivo:	
  40%-­‐60%	
  

Vemu:	
  48%	
  
Dabra:	
  50%	
  

D	
  +	
  T:	
  64%-­‐67%	
  
V+	
  C	
  :	
  68%	
  	
  



Studies that contributed data to the 
current analysis included a dose-
ranging phase 1 study (CA209-003 
[NCT00730639]),19 a phase 1 
biomarker study (CA209-038 
[NCT01621490]),20 a phase 1 study 
of concurrent ipilimumab and 
nivolumab or ipilimumab sequenced 
with nivolumab (CA209-004 
[NCT01024231]),21 and a phase 3 
trial of nivolumab monotherapy vs 
chemotherapy (CA209-037 
[CheckMate037] [NCT01721746] ) 





% OS 
Author Study design Drug(s) No patients 1-year  2-yr  3-yr %  4-yr  5-yr  

Wolchock, 2010 Randomized, double-
blind, phase 2 trial 

ipilimumab10 mg/kg  
ipilimumab 3 mg/kg 
 ipilimumab 0.3 mg/kg 

73 
72 
72 

48.6% 
39.3% 
39.6% 

29.8% 
24.2% 
18.4% 

Hodi, 2010 Randomized, double-
blind phase III 

ipilimumab+gp100 
ipilimumab alone 
gp100 alone 

403 
137 
136 

43.6% 
45.6% 
25.3% 

21.6% 
23.5%  
13.7% 

Robert, 2011 Randomized, double-
blind phase II 

ipilimumab+dacarbazine 
dacarbazine+placebo 

250 
252 47.3% 

36.3% 
28.5% 
17.9% 

20.8% 
12.2% 

Schadendorf, 2015 Pooled analysis Ipilimumab  1,861 - - 22% ~22% ~22% 

Robert, 2014 Randomized, double-
blind Phase III 

Nivolumab 
Dacarbazine 

210 
208 72.9% 

42.1% 
- - 

Robert, 2015 Randomized, double-
blind Phase III 

Pembrolizumab Q2W  
Pembrolizumab Q3W 
Ipilimumab 

279 
277 
278 

74.1% 
68.4% 
58.2% 

- - 

Sznol, 2015  Long –term CA209-004 
Phase I 

Ipilimumab + nivolumab 114 81% 73% 

Hodi, 2016 (AACR)  CA209-003 phase I 
update  

Nivolumab 107 63% 48% 42% 35% 34% 

Postow, 2016 
(AACR) 

CheckMate 069 phase 
II update  

Ipilimumab + Nivolumab 
Ipilimumab 

95 
47 73% 

65% 
64% 
54% 

Long GV, 2015 Randomised, double-
blind phase III 

Dabrafenib + trametinib 
Dabrafenib 

211 
212 74% 

68% 
51% 
42% 

Long, 2016 Phase I 
Phase II  

Dabrafenib + trametinib 78 72% 
80% 

60% 
51% 

47% 
38% 

Robert, 2015  Combi-V ESMO update Dabrafenib + trametinib 
Vemurafenib 

352 
352 73% 

64% 
51% 
38% 

Daud, 2015 Phase I-II  
ASCO 2015 

Dabrafenib + trametinib 108 80% 51% 38% 



TARGET THERAPIES & 
IMMUNOTHERAPIES  

Combining a BRAF inhibitor with an immune-
checkpoint inhibitor offers the potential of 
inducing a rapid response from the targeted 
agent and durable, long-term survival from 
immunotherapy  

AUMENTO % RISPOSTE CON ANTI-PD1 (E 
COMBO), AUMENTO % OS A LUNGO 
TERMINE CON COMBO-TARGET  



Parameter	
   Significance	
   Marker	
  

Muta8on	
  
pa:ern	
  

-­‐	
  Possibility	
  to	
  prescribe	
  a	
  molecular	
  
target	
  therapy	
  	
  

BRAF,	
  NRAS,	
  cKIT	
  

Performance	
  
status	
  (PS)	
  

-­‐	
  Candidate	
  for	
  acgve	
  therapy	
  or	
  
only	
  palliagon	
  	
  
-­‐	
  Need	
  to	
  obtain	
  a	
  quick	
  response	
  	
  

ECOG	
  

High/low	
  
tumour	
  load	
  

-­‐	
  Responsiveness	
  to	
  systemic	
  
treatment	
  

LDH	
  
Blood	
  chemistry	
  
CT/MRI	
  images	
  

Brain	
  mets	
   -­‐	
  Risk	
  of	
  CNS	
  symptoms	
   CT/MRI	
  images	
  

Progression	
  
pa:ern	
  (low/
fast)	
  

-­‐	
  responsiveness	
  to	
  systemic	
  
treatment	
  
-­‐	
  need	
  to	
  obtain	
  a	
  quick	
  response	
  

LDH	
  
CT/MRI	
  images	
  

Clinical	
  trials	
   -­‐	
  availability	
  of	
  clinical	
  trials	
   NA	
  

Decision-­‐making	
  factors	
  in	
  advanced	
  metastagc	
  melanoma:	
  pre-­‐treatment	
  parameters	
  to	
  be	
  
evaluated	
  (modified	
  from	
  an	
  oral	
  communicagon	
  by	
  prof	
  Axel	
  Hauschild	
  at	
  ASCO	
  2014)	
  





I	
  tumori	
  a	
  rapida	
  crescita	
  presentano	
  
spesso	
  ridoja	
  vascolarizzazione	
  	
  

Glicolisi	
  anaerobia	
  come	
  
fonte	
  di	
  energia	
  (ATP)	
   Incremento	
  LDH	
  come	
  misura	
  di	
  

crescita	
  del	
  tumore	
  

Riduzione	
  del	
  ph	
  extracellulare	
  

Inibizione	
  linfocitaria	
  	
  



Five Baseline Factors Influenced OSa 

ECOG = 0 ECOG ≥ 1 

N = 93 
1Y = 71% 
2Y = 43% 
3Y = NE 

N = 56 
1Y = 42% 
2Y = 19% 
3Y = 16%    

LDH Normal LDH ≥ ULN  
N = 617 

Disease Sites ≥ 3 Disease Sites < 3 

N = 161 
1Y = 76% 
2Y = 55% 
3Y = 38% 

N = 237 
1Y = 90% 
2Y = 75% 
3Y = 70%  

LDH >1-≤ 2 × 
ULN 

LDH ≥ 2 × ULN 

N = 70 
1Y = 40% 
2Y = 7% 
3Y = 7%    

N = 149 
1Y = 60% 
2Y = 33% 
3Y = 9% 

N = 219 
1Y = 54% 
2Y = 25% 
3Y = 7%  

N = 398 
1Y = 85% 
2Y = 67% 
3Y = 57%  

a Regression tree analysis. 

NE, not estimable. PRESENTED BY GV LONG AT SMR 2015  



SEQUENCING? 

ALTO TUMOUR LOAD 
ELEVATO LDH ?  



TERAPIA	
  FUTURA	
  ..	
  



Target therapies  immunoterapia 



Dabrafenib 150 mg bid + ipilimumab 3 mg/kg q3w × 4 doses was well 
tolerated (ASCO 2014) 



A Study of the Safety and Efficacy of Pembrolizumab (MK-3475) in Combination 
With Trametinib and Dabrafenib in Participants With Advanced Melanoma 
(MK-3475-022/KEYNOTE-022) 

Sponsor:Merck Sharp & Dohme Corp. Collaborator: Novartis 

Experimental: Pembro+D+T (Parts 1, 2, and 3) 
Participants receive pembrolizumab intravenously (IV) on Days 1 and 22 of each 6-
week cycle; dabrafenib capsules, 150 mg/day total, orally, in a divided dose (twice per 
day, or BID) starting on Day 1, through study treatment discontinuation; and trametinib 
tablets, 2 mg, orally, once daily (QD) starting on Day 1, through study treatment 
discontinuation. 

Placebo Comparator: Placebo+D+T (Part 3) 
Participants receive placebo IV on Days 1 and 22 of each 6-week cycle; dabrafenib 
capsules, 150 mg/day total, orally, in a divided dose BID starting on Day 1, through 
study treatment discontinuation; and trametinib tablets, 2 mg, orally, QD starting on 
Day 1, through study treatment discontinuation. 



A Three Arms Prospective, Randomized Phase II Study to Evaluate the Best Sequential 
Approach With Combo Immunotherapy (Ipilimumab/Nivolumab) and Combo Target Therapy 
(LGX818/MEK162) in Patients With Metastatic Melanoma and BRAF Mutation 

Sequential Combo Immuno and Target Therapy (SECOMBIT) Study 
(SECOMBIT) 
This study is not yet open for participant recruitment.  
Sponsor: Fondazione Melanoma Onlus 

Experimental: Arm A: Combo Target/Combo Immuno 
Combo Target (LGX818 450 mg p.o. od + MEK162 45 mg p.o. bid) until PD; then Combo 
Immuno (nivolumab 1 mg/kg solution IV combined with ipilimumab 3 mg/kg solution IV every 3 
weeks for 4 doses then nivolumab 3 mg/kg solution IV every 2 weeks) until PD 

Experimental: Arm B: Como immuno/Combo Target 
Combo Immuno (nivolumab 1 mg/kg solution IV combined with ipilimumab 3 mg/kg solution IV 
every 3 weeks for 4 doses then nivolumab 3 mg/kg solution IV every 2 weeks) until PD; then 
Combo Target (LGX818 450 mg p.o. od + MEK162 45 mg p.o. bid) until PD 

Experimental: Arm C: Sandwich 
Combo Target (LGX818 450 mg p.o. od + MEK162 45 mg p.o. bid) for 8 weeks followed by 
Combo Immuno (nivolumab 1 mg/kg solution IV combined with ipilimumab 3 mg/kg solution IV 
every 3 weeks for 4 doses then nivolumab 3 mg/kg solution IV every 2 weeks) until PD; then 
Combo Target (LGX818 450 mg p.o. od + MEK162 45 mg p.o. bid) until PD 
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Anti-PD1 + RT  
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ABSCOPAL EFFECT: 
regression of 
metastatic lesions 
distant from the 
primary site of RT 















MULTIMODALITY 
APPROACH 

TERAPIA SISTEMICA 

  RT- SRS-WBRT 

  CHIRURGIA 

  ECT-ILP 



Terapia medica del melanoma 
metastatico: la Safety  



Ipilimumab: eventi avversi immunorelati irAE 

Apparato gastrointestinale: 
•  Diarrea 
•  Dolore addominale  
•  Sangue o muco nelle feci 
•  Perforazione intestinale 
•  Peritonismo 
•  Ileo 

Fegato: 
•  Elevazione degli enzimi di 
funzionalità epatica (AST, 
ALT), Bil tot. 

Cute: 
•  Esantema maculo-papuloso 
•  Prurito 
•  Vitiligo-like lesions 
•  Reazioni simil vasculitiche 

Sistema Endocrino: 
•  Astenia 
•  Cefalea 
•  Alterazioni dello stato mentale 
•  Alterazioni tiroidee 
•  Turbe dell’alvo 
•  Ipotensione 

Nervi periferici: 
•  Ipostenia mono/bilaterale 
•  Alterazioni sensoriali  
•  Parestesie 



Cinetica degli irAE: 

Weber JS, Kähler KC, Hauschild A. Management of immune-related adverse events and kinetics of response with ipilimumab. J Clin Oncol. 
2012 Jul 20;30(21):2691-7 





 Kinetics of onset and resolution of select treatment-related AEs (any grade). 

The beginning and end of each curve represent the median time to onset and median time to resolution, respectively.  
Each peak reflects incidence of the AE. 

A. Most common select AEs (≥10%) 

A
pp

ro
xi

m
at

e 
Pr

op
or

tio
n 

of
 P

ts
 (%

) 

Weeks 

B. Less common select AEs (<10%) 

Skin 

Gastrointestinal  

Weeks 

Endocrine 

Hepatic  

Pulmonary  

Renal 

0 

1 

2 

3 

4 

5 

6 

7 

0 20 30 40 

8 

10 

0 

35 

0 10 20 30 

30 

25 

20 

15 

10 

5 

NIVOLUMAB Cinetica di comparsa degli eventi avversi immuno-correlati  



Tossicità Ipi vs Nivo/Pembro vs Combo 

Drug %Any grade % 3-4 
Ipilimumab (Hodi, 2010) 80.2% - 88.9% 17.4%-22.9% 

CheckMate 037 – Nivo (Weber, 2015) Grade 1-2 59% 9% 

KeyNote 002 – Pembro 
(Ribas, 2015)  

Grade 1-2 57%-60% 11%-14% 

Ipi + Nivo (Postow, 2015) 
Ipilimumab 

91% 
93% 

54% 
24% 



DESIGN, SETTING, AND RESULTS: 

Of the 67 patients included in the study, 17 (25%) developed vitiligo during 
pembrolizumab treatment and 50 (75%) did not. An objective (complete or 
partial) response to treatment was associated with a higher occurrence of vitiligo
(12 of 17 [71%] vs 14 of 50 [28%]; P = .002). The time to onset of vitiligo ranged 
from 52 to 453 (median, 126) days from the start of treatment. Of the 17 patients 
with vitiligo, 3 (18%) had a complete response, 9 (53%) had a partial response, 
3 (18%) had stable disease, and 2 (12%) had progressive disease at the final 
follow-up. All the patients treated with pembrolizumab who 
developed vitiligo were alive at the time of analysis, with a median follow-up of 
441 days. 

CONCLUSIONS AND RELEVANCE: 

Vitiligo, a clinically visible immune-related adverse event could be associated with 
clinical benefit in the context of pembrolizumab treatment. 

JAMA Dermatol. 2016 
Association of Vitiligo With Tumor Response in Patients With Metastatic Melanoma Treated 

With Pembrolizumab. Hua C1, et al. 

Vitiligo come fattore predittivo di risposta? 



Overall survival at 2 years of 
follow-up 

In the 35 patients who discontinued NIVO+IPI due to treatment-related AEs, overall survival 
was similar to the all randomized population 
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MULTIDISCIPLINARIETA' 




