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OVERALL SURVIVAL OF ADVANCED MELANOMA 
PATIENTS ACCORDING TO FIRST-LINE THERAPY
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Dacarbazine, CA184-024 (n, 252)
Recruitment: January 2013 through February 2014
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Dacarbazine, CA184-024 (n, 252)

Ipilimumab pooled analysis (n, 4846)

0.0

0.1

0.2

0.3

0.4

0.5

0.6

0.7

0.8

0.9

1.0

0 1 2 3 4 5 6 87 109

Overall Survival of Advanced Melanoma Patients According to First-Line Therapy

Adapted from A. Rogiers et al. Journal of Oncology, 2019:5269062. Cross trial comparisons cannot be inferred.
Years after the start of treatment for stage IV melanoma



Wolchok JD, et al. Lancet Oncol. 2010;11:155-64.



Baseline 12 weeks 24 weeks 43 weeks
(pre re-induction)

56 weeks
(post re-induction)

20/08/2010 17/11/2010 15/02/2011 28/06/2011 27/09//2011

Case illustration – durable complete response after CTLA-4 blockade

61y M acral
ulcerated cKIT-wt
melanoma on the 
third toe of his left 
foot in Jan 2009 
(pT4bN1Mx)
April 2010:  stage 
IV-M1c disease with 
liver, lymph node 
and subcutaneous 
metastases
PD following 2x 
DTIC

Wilgenhof S. et al. Cancer Invest. 2012; 30(10): 712–20. CTLA-4, cytotoxic T-lymphocyte associated protein 4; DTIC, dacarbazine; M, male; PD, progressive disease; wt, wildtype; y, year.



Years after the start of treatment for stage IV melanoma
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Dacarbazine, CA184-024 (n, 252)

Ipilimumab pooled analysis (n, 4846)

Pembrolizumab KeyNote-006 (n, 368)

Nivolumab CheckMate-067 (n,314)

Dabrafenib/Trametinib pooled analysis (n, 563 BRAF V600mut)
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Encorafenib/Binimetinib Columbus (n, 192 BRAF V600mut)

Adapted from A. Rogiers et al. Journal of Oncology, 2019:5269062. Cross trial comparisons cannot be inferred.



Case illustration: long-term outcome following early discontinuation of pembrolizumab 
because of an irAE in a 81y old stage IV-M1c BRAFwt melanoma patient 

13/1/2014

LDH 2690 U/L (ULN 618)
CRP 34,1 mg/l (ULN <5)

18/4/2014

24/1/2014
14/2/2014

KN006 28/3/2014
PNP grade 2

LDH 364 U/L
CRP <0,5 mg/l

PEMBRO

14/06/2018
3 months 4,5 years

CRP, c-reactive protein; irAE, immune-related adverse event; KN, KeyNote; LDH, lactate dihydrogenase; 
pembro, pembrolizumab; PNP, polyneuropathy; ULN, upper limit of normal; wt, wildtype; y, year.

Case courtesy of Prof. Neyns.CRP, c-reactive protein; irAE, immune-related adverse event; KN, KeyNote; LDH, lactate dihydrogenase; 
pembro, pembrolizumab; PNP, polyneuropathy; ULN, upper limit of normal; wt, wildtype; y, year.
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Years after the start of treatment for stage IV melanoma
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Adapted from A. Rogiers et al. Journal of Oncology, 2019:5269062. Cross trial comparisons cannot be inferred.



Overlay of Progression-Free Survival Estimates of First-Line Treatment with 
Pembrolizumab (KeyNote-006) or Nivolumab (CheckMate-067)
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-40% first 6 months-40% first 6 months

-15% from 6 months to 2 years-15% from 6 months to 2 years

-10% from 2 to 5 years-10% from 2 to 5 years

Adapted from Larkin J. et al. NEJM 2019;381(16):1535-46.

CheckMate067

KeyNote006

Adapted from Robert C et al. Lancet Oncology 2019;20(9):1239-51.

Cross trial comparisons cannot be inferred.





Future: Prospective Data
• The Dutch Safe stop trial (Trial NL7293) will evaluate 

the rate of ongoing response in the patients with 
advanced melanoma who discontinue first-line 
monotherapy with nivolumab or pembrolizumab 
upon achieving CR or PR according to RECIST. The 
patients are required to obtain a confirmed PR/CR 
before treatment discontinuation.

• The Canadian STOP-GAP study (NCT02821013) is 
designed to randomize patients between standard 
of care (treatment to 2 years) and discontinuation 
after confirmed maximum tumor response. The 
results are expected in 2029.

• The Dante trial is a multicenter, randomized, phase 
III, non-inferiority trial. Patients will be randomized 
at 12 months to continue anti-PD-1 for 2 years or 
discontinue independent of response at 
randomization.

Jansen Y, et al. Curr Oncol Rep. 2022;24(7):905-915.PD-1, programmed death-1.



Time to subsequent progression after treatment of the
solitary progressive lesion (TTSP) and overall survival
(OS) for patients with solitary progression during
immune checkpoint inhibition

Time to subsequent progression after treatment of the
solitary progressive lesion (TTSP) and overall survival (OS) 
for patients with solitary progression post immune 
checkpoint inhibition

Versluis JM, et al. Eur J Cancer. 2021;151:72-83.



Long-term Follow-up (>5y)

Patients treated with anti-PD-1 regimens off clinical trials who survive at 
least 5 years from initial anti-PD-1 treatment can be reassured of their 

excellent long-term prognosis, particularly if they did not require additional 
melanoma treatment during the first 5 years.

Patients treated with anti-PD-1 regimens off clinical trials who survive at 
least 5 years from initial anti-PD-1 treatment can be reassured of their 

excellent long-term prognosis, particularly if they did not require additional 
melanoma treatment during the first 5 years.

PD-1, programmed death-1; y, year. Verschaeve F, et al. Poster presentation at ESMO 2022; 839P. Loo K, et al. Pigment Cell Melanoma Res. 2023;36(3-4):314-20. 



Awada G, et al. Cancers. 2021;13:168.



Gil Awada MD PhD Ine Dirks Ir. Prof Jef Vandemeulebroucke

Awada G, et al. Cancers. 2021;13:168. Dirks I, et al. Cancers (Basel). 2023;15(16):4083.



PFSa in Patients Who Completed Protocol-Specified Time on 
Pembrolizumab (n = 103)

aPer immune-related response criteria by investigator review. Data cutoff: Dec 4, 2017.
CR, complete response; PFS, progression-free survival; PR, partial response; SD, stable disease.
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Long GV. et al. ASCO Annual Meeting 2018; 9503.



Tan AC, et al. ASCO Annual Meeting 2018; 9517.
Tan et al. Annals of Oncology 2018;29(10):2115-2120.

104 patients were evaluated with median 
follow-up 30.1 months and 98% remain alive

CMR/CR, complete response; CT, computed tomography; FDG, fluorodeoxyglucose; PD-1, programmed death-1; PET, positron 
emission tomography; PFS, progression-free survival; PMD, progressive disease;  PMR/PR, partial response; SD/SMD, stable disease.



Years after the start of treatment for stage IV melanoma
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Cross trial comparisons cannot be inferred. Adapted from A. Rogiers et al. Journal of Oncology, 2019:5269062. 



• Approximately 40% of patients with advanced melanoma who received nivolumab + 
ipilimumab in clinical trials discontinued treatment because of AEs 

• Patients who discontinued treatment at any time because of an AE were less likely to 
have an elevated LDH level (27% v 39%) or M1c disease (49% v 61%) compared with 
the patients who did not discontinue.

• Data were pooled from phase II and III trials of patients who received nivolumab 1 
mg/kg plus ipilimumab 3 mg/kg, Q3w x4, followed by nivolumab monotherapy 3 
mg/kg Q2w (N = 409)

• Efficacy was assessed in all randomly assigned patients who discontinued because of 
AEs during the induction phase (n = 96) and in those who did not discontinue because 
of AEs (n = 233)

• The objective response rate was 58.3% for patients who discontinued because of AEs 
during the induction phase and 50.2% for patients who did not discontinue

• 64% of patients who ceased treatment during induction for AEs had an ongoing 
response compared with 80% of those who did not cease therapy for an AE

• At > 18 mths of follow-up, median PFS was 8.4 months for pts who discontinued 
treatment because of AEs during the induction phase and 10.8 mths for pts who did 
not discontinue because of AEs (P = .97)

• Median overall survival had not been reached in either group (P = .23). 

Schadendorf D, et al. J Clin Oncol. 2017;35(34):3807-14.



Published at ascopubs.org/journal/jco on November 24, 2021

Wolchok JD, et al. J Clin Oncol. 2022;40(2):127-37.  



8 Nov 2021

Case illustration: 85y old M, 2017: SSM pT1a (Breslow 0.55 mm), Nov 2021: NRAS Q61mut melanoma AJCC stage IV-M1d

10 Feb 2022 10 Aug 2022 30 NOV2023

25 Nov ’21: ipilimumab 3mg/kg + nivolumab 1mg/kg 
16 Dec ’21: ipilimumab 3mg/kg + nivolumab 1mg/kg

G2 Cardiomyositis, corticotherapy

Case courtesy of Prof. Neyns.AJCC, American Joint Committee on Cancer; G, grade; M, male; mut, mutation; NRAS, neuroblastoma RAS; SSM, superficial spreading melanoma; y, year.



Melanoma: when to stop 
immuno-therapy?

• Anti-PD-1 immunotherapy can be stopped in advanced melanoma patients who benefit 
from therapy and do not experience treatment limiting toxicities with an acceptable low 
risk for progression

• The optimal duration of aPD-1 mono-therapy has not been established prospectively and 
may vary between individual patients

• Largest body of evidence relates to an arbitrary treatment duration of 2y (KN006)
• Real-world data support shorter duration of therapy (ESMO guideline)
• CR on CT can be used as  a main driver in decision making
• CMR on [18F] FDG-PET response seems most useful to aid decision making

• Retreatment at the time of PD following elective treatment discontinuation has 
demonstrated activity in small case series and can be considered @PD following elective 
discontinuation

Response Off-therapy If PD Resume

aPD-1, anti-programmed death-1; CMR/CR, complete response; CT, computed tomography; ESMO, European Society for Medical Oncology; FDG, 
fluorodeoxyglucose; KN, KeyNote;; PET, positron emission tomography; PD, progressive disease;  y, year.
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