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AJCC Staging 





MSLT-II: Study Design<br />Phase 3 Trial Evaluating CLND vs Observation With Nodal <br />Ultrasonography in Node-Positive Intermediate-Thickness Melanoma 



MSLT-II: Key Results<br />CLND Was Not Associated With Improved Melanoma-Specific <br />Survival vs Observation in Patients With Sentinel Node Metastases 



FINAL ANALYSIS OF DECOG-SLT TRIAL: <br />NO SURVIVAL BENEFIT FOR COMPLETE LYMPH NODE DISSECTION IN MELANOMA PATIENTS WITH POSITIVE SENTINEL NODE 



Flow chart 
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Conclusions 
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CheckMate 238: Study Design    



Baseline Patient Characteristics and Treatment Summary 



Slide 18 





Bringing I-O to earlier disease stage 
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COMBI-AD: STUDY DESIGN—EXTENDED FOLLOW-UP ANALYSIS 

 

Key eligibility criteria 

•Completely resected stage IIIA (lymph node 

metastasis > 1 mm), IIIB, or IIIC cutaneous 

melanoma 

•BRAF V600E/K mutation 

•ECOG performance status 0 or 1 

•No prior radiotherapy or systemic therapy 

•Tissue collection was mandatory at baseline 

and optional upon recurrence 

 

R

A

N

D

O

M

I

Z

A

T

I

O

N

 Stratification 

•BRAF mutation status (V600E, V600K) 

•Disease stage (IIIA, IIIB, IIIC) 

1:1 

•Primary endpoint: RFS 

•Secondary endpoints: OS, DMFS,  

FFR, safety 
N = 870 

Treatment duration:  

12 months 

Primary analysis 

D+T median FU,  

33 months 

Updated analysis 

D+T median FU,  

44 months 

Dabrafenib 150 mg BID 

+ trametinib 2 mg QD 

(n = 438) 

2 matched placebos  

(n = 432) 

BID, twice daily; DMFS, distant metastasis–free survival; D+T, dabrafenib + trametinib; ECOG, Eastern Cooperative Oncology Group; FFR, freedom from relapse; 

FU, follow-up; QD, once daily. 

Long GV, et al. N Engl J Med. 2017;377:1813-1823. 
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Ongoing clinical trials 

 

• BMS CA209915: A phase III, randomized, double-
blind study of adjuvant immunotherapy with nivolumab 
versus ipilimumab or ipilimumab plus nivolumab after 
complete resection of Stage IIIb/c or Stage IV 
melanoma subjects who are at high risk for recurrence 

 

• KEYNOTE 716: Adjuvant therapy with pembrolizumab 
versus placebo in resected high risk Stage II 
Melanoma: a randomized, double-blind phase 3 study 

 

 

Bringing I-O to earlier disease stage 
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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) – – 

Overall Survival 
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Patients at risk: 

0 IPI 253 285 315 227 203 181 163 148 135 128 113 107 99 94 93 90 86 50 11 

0 265 292 314 NIVO+IPI 247 226 221 209 200 198 192 186 180 178 171 166 160 154 96 13 

NIVO 0 266 292 316 245 231 214 201 191 181 175 171 164 158 150 144 140 135 85 18 

64% 
58% 

53% 

59% 

51% 
46% 45% 

34% 
30% 

aDescriptive analysis 
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Hodi FS et al. Lancet Oncol 2018  



 



Treatment-Free Interval at 4 Years in Patients Who Discontinued 
Study Therapy 
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n = 218a 

n = 236a 

n = 216a 

15.4 (3-43) 

1.7 (1-18) 

1.9 (1-4) 

Months 
aFor the combination, 216 patients were included in the treatment-free interval analysis and 97 were excluded (ie, still on study treatment, died and never received subsequent systemic therapy, or lost to 

follow-up), for nivolumab 218 patients were included and 95 were excluded, and for ipilimumab 236 patients were included and 75 were excluded 

Population analyzed: Patients who (1) were alive or (2) who died following subsequent systemic therapy  



Patients Alive at 4 Years  

• At the time of the 4-year follow-up, 71% of patients in the NIVO+IPI group were treatment free, which is 
increased from that observed at the 3-year follow-up (67%; 114/170) 

Median follow-up 51.6 mo (IQR 50.4-52.8)  Median follow-up 51.7 mo (IQR 50.4-52.9)  Median follow-up 51.4 mo (IQR 50.4-52.7)  

On study therapy Treatment freea Received subsequent systemic therapy 

NIVO+IPI (n = 159) NIVO (n = 138) IPI (n = 82) 

aOff study treatment for any reason and never received subsequent systemic therapy 

61% 

n = 50 

39% 

n = 32 
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Summary of Target Therapy studies 

COMBO450=encorafenib 450 mg QD + binimetinib 45 mg BID; ECOG=Eastern Cooperative Oncology Group; ENCO300=encorafenib 300 mg QD; LDH=lactate dehydrogenase; 

ULN=upper limit of normal; VEM=vemurafenib 960 mg BID. 

5
1 

Characteristic ORR 
Median 

PFS 

Median 

OS 
OS (%) 

≥3 met. 

sites 

LDH>ULN I-O post Discontinuation 

1Y 2Y 3Y 

COBRIM1 

 
70% 12.3 22.3 75% 48% -- - 46% 18% 16.6% 

  

COMBI-d2 

 
68% 11.0 25.1 74% 52% 44% 48% 36% 20% 14% 

COMBI-v3 

 
67% 12.1 26.1 72% 53% 45% 50% 34% 9% 16% 

COLUMBUS4 

 

76% 

64% BIRC* 
14.9 33.6 75.5% 57.6% 45% 29% 20% 

15% 

6% drug related 

BIRC = Blinded Independent Review Committee 
1.Larkin J et al. N Engl J Med 2014;371:1867 

2.Long GV et al Lancet 2015;386:444 

3.Robert C et al N Engl J Med 2015;372:30-39 

4.Dummer R. et al Lancet Oncol 2018:published online September 2018 

 



Overall Survival in COLUMBUS:  
A Phase 3 Trial of Encorafenib (ENCO) Plus 
Binimetinib (BINI) vs Vemurafenib (VEM) or 

ENCO in BRAF-Mutant Melanoma 
Reinhard Dummer, Paolo A. Ascierto, Helen J. Gogas, Ana Arance, Mario Mandala, 
Gabriella Liszkay, Claus Garbe, Dirk Schadendorf, Ivana Krajsova, Ralf Gutzmer, 

Vanna Chiarion-Sileni, Caroline Dutriaux, Jan Willem B. de Groot,  
Naoya Yamazaki, Carmen Loquai, Laure A. Moutouh-de Parseval,  

Michael D. Pickard, Victor Sandor, Caroline Robert, Keith T. Flaherty 
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Reinhard Dummer 



Study Design and Objectives 

COMBO450=encorafenib 450 mg QD + binimetinib 45 mg BID; ECOG PS=Eastern Cooperative Oncology Group performance status; OS=overall survival; PFS=progression-free survival; R=randomization; VEM=vemurafenib 960 mg BID. 

*Amendment requested by FDA. 
†Included in hierarchical testing approach. 
‡Median follow-up of patients assessed using reverse Kaplan-Meier approach (i.e. median potential follow-up). 

Efficacy update with additional follow-up of 18 months: 
OS: 

 Secondary endpoint† 

 Planned after 232 events in the COMBO450 and VEM groups combined 

 Median duration of follow-up‡: 36.8 months 

PFS: 

 Primary endpoint 

 Median duration of follow-up‡: 32.1 months 

R 

3:1 

(N=344) 

COMBO300 
Encorafenib 300 mg QD + 

Binimetinib 45 mg BID (n=258) 

ENCO300 
Encorafenib 300 mg QD (n=86) 

COLUMBUS  

Part 2* 
 Untreated or progressed 

on/after prior first-line 

immunotherapy 

 BRAFV600E and/or BRAFV600K  

 ECOG PS 0–1 

R 

1:1:1 

(N=577) 

COMBO450 
Encorafenib 450 mg QD + 

Binimetinib 45 mg BID (n=192) 

VEM  
Vemurafenib 960 mg BID (n=191) 

ENCO300 
Encorafenib 300 mg QD (n=194) 

COLUMBUS Part 1 

Reinhard Dummer 



Updated Progression-Free Survival: COMBO450 vs VEM 

COMBO450=encorafenib 450 mg QD + binimetinib 45 mg BID; HR=hazard ratio; PFS=progression-free survival; VEM=vemurafenib 960 mg BID. 
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192 151 108 87 73 63 50 45 37 15 7 0 

191 99 55 36 26 22 18 16 15 6 5 0 

COMBO450 

VEM 

Patients at risk 

COMBO450 

VEM 

Censored patients 

Median PFS in months (95% CI) 

COMBO450 VEM 

14.9 (11.0–20.2) 7.3 (5.6–7.9) 

HR (95% CI), 0.51 (0.39–0.67)  

Nominal 2-sided P<0.0001 

Reinhard Dummer 



Median OS in months (95% CI) 

COMBO450 VEM 

33.6 (24.4–39.2) 16.9 (14.0–24.5) 

HR (95% CI), 0.61 (0.47–0.79)  

Nominal 2-sided P<0.0001   

Overall Survival: COMBO450 vs VEM 
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COMBO450 

VEM 

Patients at risk Time (months) 

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 

192 188 182 166 144 132 124 115 108 102 95 82 57 30 9 1 0 

191 184 166 140 115 100 89 83 77 71 62 56 30 19 8 1 0 

COMBO450 

VEM 

Censored patients 

Reinhard Dummer 

COMBO450=encorafenib 450 mg QD + binimetinib 45 mg BID; HR=hazard ratio; OS=overall survival; VEM=vemurafenib 960 mg BID. 
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