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Update stadium III melanoma
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Inhoud voordracht

Wat is stadium III?
Quid heelkunde van de LN?
Adjuvant beleid

Lokaal
Systemisch
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Wat is stadium III melanoma?
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Satelliet lesie versus in-transit lesie
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Stadium III Overall Survival
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Who is at risk?
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Heelkunde van de LN: update
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No indication for CLND
Exception: ? Unable to undergo US FU

Eg: remote areas, stress
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Situatie in Nederland
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Adjuvant therapies

Radiotherapy
Could be useful for local lymph node- field 
control
No improvement of OS and RFS

ANZMTG01,02 trial

Þ Adjuvant systemic therapy might be first 
option!!
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Adjuvant therapies

Chemotherapy: no
Immunotherapy

Interferon

Ives et al, EJC 2017

Low benefit
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Adjuvant therapies

Check point-inhibitoren

16



9

Adjuvant therapies

Immunotherapy
CPI

Ipilimumab 10 mg vs Placebo
Ipilimumab 10 mg vs Nivolumab 3 mg
Pembrolizumab 200 mg vs placebo
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Adjuvant therapies

Ipi 10 mg vs placebo

Eggermont et al, NEJM 2016 EJC 2017

At 5 yrs: 10% advantage of 
RFS and OS; high toxicity
Not in EU
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Tarhini AA, Lee SJ, Hodi FS, et al. 
Phase III study of adjuvant
ipilimumab (3 or 10 mg/kg) versus 
high-dose interferon alfa-2b for
resected high-risk melanoma: North 
American Intergroup E1609 . J 
Clin Oncol; Advance online 
publication 27 December 2019.
doi: 10.1200/JCO.19.01381
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Adjuvant therapies

Ipilimumab 10 mg versus Nivolumab 3 
mg: checkmate 238
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https://ascopubs.org/doi/abs/10.1200/JCO.19.01381
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Adjuvant therapies

21
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Improvement of RFS for nivo vs ipi
1yr RFS: 71 vs 61%
Benefit across all subgroups
Significant more toxicity and death for
ipi
EMA approval since July 2018
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Adjuvant therapies

Pembrolizumab 200 mg vs placebo: 
Keynote 054

Eggermont, AACR 2018
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RFS: Pembro better than placebo
Pembro gr 3-5AEs: 15%, 1 death
(myositis)
EMA approval: 12/2018
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From: Association Between Immune-Related Adverse Events and Recurrence-Free Survival Among Patients 
With Stage III Melanoma Randomized to Receive Pembrolizumab or Placebo: A Secondary Analysis of a 
Randomized Clinical Trial
JAMA Oncol. Published online  January 02, 2020. doi:10.1001/jamaoncol.2019.5570

Treatment Effect in the Presence and Absence of Immune-Related Adverse Events 
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Adjuvant therapies

Targeted therapies
BRAFi dabrafenib + MEKi trametinib
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SLIDES ARE THE PROPERTY OF THE AUTHOR. 
PERMISSION REQUIRED FOR REUSE.

PRESENTED AT ESMO 2017.
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BID, twice daily; DMFS, distant metastasis–free survival; ECOG, Eastern Cooperative Oncology Group; FFR, freedom from relapse; OS, overall survival; QD, once daily; RFS, relapse-free 
survival. a Or until disease recurrence, death, unacceptable toxicity, or withdrawal of consent; b Patients were followed for disease recurrence until the first recurrence and thereafter for survival; 
c The study will be considered complete and final OS analysis will occur when ≈ 70% of randomized patients have died or are lost to follow-up; d New primary melanoma considered as an event.

COMBI-AD: STUDY DESIGN

Key eligibility criteria
• Completely resected, high-risk stage IIIA 

(lymph node metastasis > 1 mm), IIIB, or 
IIIC cutaneous melanoma
• BRAF V600E/K mutation
• Surgically free of disease ≤ 12 weeks 

before randomization
• ECOG performance status 0 or 1
• No prior radiotherapy or systemic therapy
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Stratification
• BRAF mutation status (V600E, V600K)
• Disease stage (IIIA, IIIB, IIIC)

1:1

Dabrafenib 150 mg BID 
+ trametinib 2 mg QD

(n = 438)

2 matched placebos

(n = 432)

Treatment: 12 monthsa

Follow-upb

until end of 
studyc

•Primary endpoint: RFSd

•Secondary endpoints: OS, DMFS, FFR, safety
N = 870

Inclusion of st IIIA (sentinel >1mm), IIIB or IIIc
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SLIDES ARE THE PROPERTY OF THE AUTHOR. 
PERMISSION REQUIRED FOR REUSE.

PRESENTED AT ESMO 2017.
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RELAPSE-FREE SURVIVAL
(PRIMARY ENDPOINT)

438 413 405 392 382 373 355 336 325 299 282 276 263 257 233 202 194 147 116 110 66 52 42 19 7 2 0
432 387 322 280 263 243 219 203 198 185 178 175 168 166 158 141 138 106 87 86 50 33 30 9 3 0 0

Months From Randomization
Dabrafenib plus trametinib
Placebo

No. at Risk
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1 y, 88%

2 y, 67%
3 y, 58%1 y, 56%

2 y, 44%
3 y, 39%

NR, not reached.

Group
Events,

n (%)
Median

(95% CI), mo
HR 

(95% CI)
Dabrafenib plus   
trametinib 166 (38) NR

(44.5-NR) 0.47
(0.39-0.58);

P < .001Placebo 248 (57) 16.6
(12.7-22.1)

P = .0000000000000153

RFS benefit for all subgroups
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Combi-AD: OS 

Improvement in OS
Aes: Fever, fatigue and nausea
No treatment-related deaths
EMA: 8/2018
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At 3-years: better RFS and OS
Manageable side-effects
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New trial
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Quid neo-adjuvant?

Khunger et al, Ther Adv Med Onc; 2019
37

Conclusions stage III

Staging! 
Ptn met Sn+: consider adjuvant
systemic therapy, not CLND

Cave N1b+: CLND is SOC
Approval for dabrafenib-trametinib, 
nivolumab and pembrolizumab in the
adjuvant setting
IFN has no role
What about PD in adjuvant setting?  
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Dank voor uw aandacht

39

40



21

41


