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AGENDA

Using the immune system to fight melanoma

Where we are in melanoma treatment

Where  we are going





Immune escape mechanisms are complex and frequently overlapping
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Tumours Use Various Mechanisms to Escape the Immune System

Vesely MD, et al. Ann Rev Immunol 2011;29:235–71



Subset Ipilimumab OS Analyses by Prior Therapy (N=1861)*

Presented By Axel Hauschild at 2014 ASCO Annual Meeting



OS: Randomized Patients
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IPI 10 mg/kg
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OS
IPI 10 mg/kg 

n = 365
IPI 3 mg/kg 

n = 362

Events (%) 262 (72) 279 (77)

Median (95% CI), mo 15.7 (11.6, 17.8) 11.5 (9.9, 13.3)

HR (95% CI) 0.84 (0.70, 0.99)

Log-rank P value 0.04

Minimum OS follow-up: ~43 mo

Number of patients at risk

IPI 10 mg/kg 365 253 196 151 126 118 105 16 0306 217 161 137 120 111 94181

IPI 3 mg/kg 362 253 168 118 95 83 76 8 0310 205 131 107 87 80 71146

54% 

48% 
38% 

31% 

31% 

23% 

CI = confidence interval.



NIVO Monotherapy: 5-Year OS in Pretreated Patients (CA209-003)

1. Hodi FS et al. Presented at AACR 2016; abstract CT001. 2. Topalian SL et al. N Engl 
J Med. 2012;366:2443-2454

• Data from long-term follow-up of phase 1 study
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All patients (events: 69/107), median and 95% CI: 17.3 (12.5, 37.8)

NIVO 3 mg/kg (events: 11/17), median and 95% CI: 20.3 (7.2, NR)

5-year OS rate NIVO 3 mg/kg = 35%

5-year OS rate all patients = 34%

107 6486 51 49 41 29 031543 36 17 12 1

Months

0 12 24 36 48 60 72 846 18 30 42 54 66 78

Number of patients at risk

17 1115 9 8 7 6 167 6 6 6 0NIVO 3 mg/kg

All patients



Better   activity and efficacy in untreated patients
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Checkmate-067: OS Intent-to-Treat

aP < 0.001.

Patients at risk:
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Database lock: May 24, 2017. Minimum follow-up of 36 months.
Adapted from Wolchok JD et al. N Engl J Med. 2017;Sep 11. doi: 10.1056/NEJMoa1709684. [Epub ahead of print].

NIVO+IPI 
(n = 314)

NIVO 
(n = 316)

IPI 
(n = 315)

Median OS, months (95% CI) NR (38.2, NR) 37.6 (29.1, NR) 19.9 (16.9, 24.6)

HR (95% CI) vs IPIa 0.55 (0.45, 0.69) 0.65 (0.53, 0.80) 

HR (95% CI) vs NIVO 0.85 (0.68, 1.07)  















PFS
Events/patients Median (95% CI)

Intracranial 24/75 NR (7.5‒NR)

Extracranial 15/75 NR (NR‒NR)

Global 25/75 NR (6.5‒NR)
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A: Nivo+Ipi

N=35

B: Nivo

N=25

C: Nivo

N=12

Total No Events, n (%) 13 (37%) 12 (48%) 13 (81%)

Med. OS, mo (95% CI) NR (8.5 – NR) 18.5 (6.9 – NR) 5.1 (1.8– NR)

6-mo OS rate, % (95% CI) 78% (65 – 94) 68% (52 – 89) 44% (25 – 76)

Overall Survival ABC study



How to select ?



20
SMR 2014

Improved OS irrespective of PD-L1 status

OS by PD-L1 Status*
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*PD-L1 positive: ≥ 5% tumor cell surface staining. PD-L1 negative: < 5% tumor cell surface staining. NR=not reached.

Based on 5 August 2014 database lock. 



OS by Tumor PD-L1 Expression, 5% Cutoff
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55%
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41%
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• ORR of 73.5% for NIVO+IPI and 58.8% for NIVO • ORR of 56.2% for NIVO+IPI and 42.3% for NIVO 





Keynote 001 ORR: LDH ≤1 vs >1–≤2 vs >2ULN
(RECIST v1.1, Central Review)
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Total

N = 571
Bar height represents ORR. Error bars represent the 95% CI.

Data shown for patients with known LDH and centrally evaluable disease at baseline.

Data cutoff date: Sep 18, 2015 (median follow-up, 32 months).

≤1ULN

N = 333

>1–≤2ULN

N = 168

≥2ULN

N = 70



KEYNOTE-006
(Blank et al. SMR 2016, Poster 24)

aResponders without subsequent PD.

Blank C et al. Poster presented at SMR 2016; Nov 6-9, 2016; Boston, MA.
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Best Response to Treatment: Checkmate 067
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aBy RECIST v1.1.

269316 230 138 191 126 43 58 31



Total (N = 734) ECOG PS 2 (n = 48) Uveal (n = 75) Mucosal (n = 52) CNS  (n = 112)

Median OS, ms (95% CI) 19 (17, NR) 2 (1, 4) 11 (7, 15) 13 (6, NR) 13 (9, NR)

OS 12 ms (95% CI) 63 (60, 67) 14 (6, 26) 47 (34, 59) 53 (38, 67) 51 (40, 60)
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NIVO (events: 283/734)

Ocular/uveal (events: 42/75)

CNS metastases (events: 53/112)

ECOG PS 2 (events: 40/48)

Mucosal (events: 24/52)

Number of patients at risk

NIVO 562201343422505620734 0

0292234435875Ocular/uveal 0

02101923273952Mucosal 0

192239466286112CNS metastases 0

02346112348ECOG PS 2 0

OS in All Treated Patients and in Key Subgroups



PFS – Mucosal Melanoma

Number of Patients at 
Risk

NIVO 01722294086

NIVO+IPI --0211121935

IPI --0002836
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Median, mos (95% CI)
3.0

(2.2‒5.4)
5.9 

(2.8‒NR)
2.7

(2.6‒2.8)

HR (95% CI) vs IPI
0.61

(0.39‒0.96)
0.42

(0.23‒0.75)
--

P value vs IPI* 0.12 0.003 --

Median follow-up,
mos (range)

6.2 
(0.5‒17.4)

8.1 
(0.5‒16.9)

8.6 
(1.9‒17.1)

*Unstratified log-rank test. 



Anti-tumor immune responses were assessed and were compared to the composition of the gut (fecal) microbiome in patients on anti-PD-1



Strategies to overcome PD1 resistance

Cold Tumors

IDO high

Lag 3

Oncolytic virotherapy, 
MEKi

IDO inhibitors

Anti Lag3 Ab





A. Ribas et al.Cell 2017,170:1109-1119





Phase 1 Clinical Trials of BRAFi+MEKi+Anti-PD-1/L1



Tumor CD8+ T Cells Before and After Cobi + Vem Doublet Treatment Phase

CD8 expression was assessed centrally by  ICH. Numbers in each panel represent percentage of CD8 cells in the tumor center.
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O. Hamid, ESMO 2017



O. Hamid, ESMO 2017







Key-point issues with patients on immune-therapy

How long to treat ?

Safety monitoring:  how often, how long, physical or remote 

Predictive biomarkers

How to deal with  the long term survivors ?

Cost and Value





Disposition of Patients Who Completed Protocol-Specified Time on Pembrolizumaba (median follow-up, 9.7 mo)







• Prospective

randomized phase II 

study to evaluate

the best sequential

approach with 

combo 

immunotherapy

(ipilimumab/nivoluma

b) followed by 

combo target 

therapy (dabrafenib/

trametinib) and vice-

versa

• Patients affected by 

metastatic

melanoma BRAF 

V600 mutated

• Sample size 230 pts

SECOMBIT   Study

PD Combo IT until PD

This study is designed as a phase II randomized trial with no formal comparative test. 

Endpoints:

Primary – OS

Secondary – PFS, Total PFS (TPFS): the time to the second progression, % patients alive at 2-3 
years, BORR; 
Duration of Response, Toxicity, Biomarkers study

PD Combo TT until PD

Combo IT 
until PD

Combo TT until PD

ARM A

Combo T
LGX 450 mg 

MEK 162 45 mg

ARM B

Combo I
Ipilimumab 3 

mg/Kg

Nivolumab 1mg /Kg

ARM C

Sandwich
LGX 450 mg 

MEK 162 45 mg for 8 
weeks



Immunotherapy  is   a  reality in the treatment of melanoma…. a better 
understanding  of all involved players is mandatory to improve  the results


