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Case illustration 
Long-term survival following ipilimumab treatment for stage IV-M1C melanoma
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Years after the start of treatment for stage IV melanoma
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Cross-trial comparison: overall survival of advanced melanoma 
patients according to first line therapy ICI

No adequate well-controlled head-to-head clinical trials are available.
Adapted from Rogiers A.et al. J Oncol. 2019 Apr 28;2019:5269062. doi: 10.1155/2019/5269062
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Cross-trial comparison: progression-free survival of advanced 
melanoma patients on first line ICI therapy

Dacarbazine CheckMate-066 (n, 210 BRAFwt)
Ipilimumab CheckMate-067 (n, 316)
Ipilimumab KeyNote-006 (n, 368)
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Years after the start of treatment for stage IV melanoma

Presented by Prof Neyns at BSMO-Bordet congress on November 28, 2018.
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Case illustration

13/1/2014

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

pembrolizumab

14/06/2018
3 months 4,5 years

* PNP   polyneuropathy

pembrolizumab

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



Minimum 18-month follow-up, median 21.3-month follow-up 
Reproduced from Schadendorf D et al. J Clin Oncol. 2017;35:3807-3814 

. 

Reproduced from Schadendorf D et al. J Clin Oncol. 2017;35:3807-3814 

Pooled analysis: nivolumab + ipilimumab in patients who did or did 
not discontinue treatment because of AEs during induction

AE = adverse event; CI = confidence interval; DC = patients who discontinued due to an AE during induction; HR = hazard 
ratio; IPI = ipilimumab; NIVO = nivolumab; no DC = patients who did not discontinue due to an AE; PFS = progression-free 
survival.
Copyright permission requested. 
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Study Patient 
#

Reason for 
stopping therapy

FU post treatments 
stop (months) PFS%

PD-1 
inhibitor

Phase I Nivolumab6 17 Other than PD during 
response > 4 71%

Phase I Pembrolizumab 
(Keynote-001)1 67 Confirmed CR 10 97%

Phase III Pembrolizumab 
(Keynote-006)2 103 After 2 years of therapy

(protocol defined) 34.2 78.4%

anti-PD1-Real World3 185 Other than PD or AE 18 78%

BRAF-
/MEK-
inhibitors

Cohort-study4 12 Other than PD 6.6 50% 

Cohort-study5 12 Other than PD 3 50%

Outcome of advanced melanoma patients stopping 
treatment in the absence of disease progression
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Outcome of advanced melanoma patients stopping 
treatment in the absence of disease progression

ESMO consensus conference recommendations
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Adapted from Larkin J. et al. N Engl J Med. 2019 ;381(16):1535-1546.

CM067

KN006

Adapted from Robert C et al. Lancet Oncol. 2019 20(9):1239-1251.

Cross-trial comparison: Overlay PFS estimates of 1L 
pembrolizumab (KN006) or nivolumab monotherapy (CM067)

No adequate well-controlled head-to-head clinical trials are available.



Reproduced from Robert C. et al. Lancet Oncol. 2019 20(9):1239-1251

Disposition of patients who completed 
protocol-specified 2 years of 
pembrolizumab

median follow-up 34 mo after stopping pembrolizumab

PFS from last dose to PD or death in 
patients who completed 2 years of 
treatment 
(n = 103) 

Best Response n Estimated PFS (95% CI)

CR 21 85.4% (61.3–95.1)

PR 69 82.3% (70.3–89.8)

SD 13 39·9% (8.1–71.4)

Reproduced from Robert C. et al. Lancet Oncol. 2019 20(9):1239-1251

Copyright permission requested. 



Reproduced from Jansen Y et al. Annals of Oncol Ann Oncol. 2019;30(7):1154-1161. Copyright permission requested. 
.

Outcome of 185 patients discontinuing treatment according to BOR and outcome after PD-1 
reintroduction. Of the 185 patients who discontinued anti-PD-1, 40 patients experienced progressive 
disease. A PD-1 inhibitor was re-introduced in 19 patients leading to 6 renewed objective responses 
(32%, two patients with a CR [11%] and four patients with a PR [21%]). Abbreviations: PD-1, 
Programmed cell death protein 1; CR, complete response; PR, partial response; SD, stable disease; NE, 
non-evaluable disease; PD, progressive disease; BOR, best objective response.

Real life data from advanced melanoma pts discontinuing anti-PD1 in the 
absence of PD or treatment limiting toxicity at 14 hospitals across Europe and 
Australia



ESMO consensus conference 
recommendations

Elective discontinuation should only be considered after a 
minimum of 6 months of treatment duration

Reproduced from Jansen Y et al. Ann Oncol. 2019;30(7):1154-1161 Keilholz U. et al Ann Oncol 2020 31(11): 1435-1448  

Kaplan–Meier probability curves for progression-free survival from discontinuation of anti-PD-1. Progression free survival from 
discontinuation of anti-PD-1 for the total cohort that discontinued in the absence of PD or TLT (A); according to best overall (B) 
and according to time on anti-PD-1 therapy for the whole cohort (C) and only for patients with a CR (D). The hash marks designate 
patients who were censored at that time point. Abbreviations: PD-1, programmed cell death protein 1; BOR, best overall response;
PD, progressive disease; TLT, treatment limiting toxicity.



Reproduced from Tan AC et al. Ann Oncol. 2018: 29(10):2115-2120

• RECIST PFS post 1-year landmark was similar in patients with CR vs PR/SD, but improved in patients with CMR vs non-
CMR In the 78 CMR patients, 78% had discontinued treatment and 96% had ongoing response.

• In patients with PR on CT, PFS was improved in patients with PR+CMR vs PR+non-CMR
(median NR vs 12.8 months; HR 0.07 [95% CI 0.02-0.27]; p<0.01) 

FDG-PET of value in predicting long-term outcomes ?

Progression free survival post 1-year imaging by CT response Progression free survival post 1-year imaging by PET response



Reproduced  from Jansen Y et al. Annals of Oncol Ann Oncol. 2019;30(7):1154-1161 Copyright permission requested. 

Outcome of 185 patients discontinuing treatment according to BOR and outcome after PD-1 reintroduction. Of the 185 patients who discontinued anti-PD-1, 40 patients
experienced progressive disease. A PD-1 inhibitor was re-introduced in 19 patients leading to 6 renewed objective responses (32%, two patients with a CR [11%] and four
patients with a PR [21%]). Abbreviations: PD-1, Programmed cell death protein 1; CR, complete response; PR, partial response; SD, stable disease; NE, non-evaluable
disease; PD, progressive disease; BOR, best objective response.

Clinical outcome of advanced melanoma patients after discontinuation of an anti-
PD-1 in the absence of disease progression or treatment limiting toxicity



Melanoma: when to stop immunotherapy?

► Stopping anti-PD1 immunotherapy my be considered in advanced melanoma patients who 
benefit from therapy and do not experience treatment limiting toxicities with an acceptable low 
risk for progression within the first 3 years following treatment discontinuation

► The optimal duration of aPD-1 has not been established and may vary between patients
- Largest body of evidence relates to an arbitrary treatment duration of 2y (KN006)
- Real world data support shorter duration of therapy as equally safe with respect to 

PFS
- CR on CT can be used as  a main driver in decision making (KN001)
- PET/CT after 1y of therapy can aid decision making in patients with PR and CMR

► Rather than prospective trials investigating arbitrary duration of therapy, predictive algorithms 
incorporating baseline clinical and tissue biomarkers and on-therapy response characteristics 
(PET/CT) may allow us to make individualized decisions on optimal treatment duration

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

Response Off-therapy If PD Resume



Back-Up slides



Reproduced from Jansen Y et al. Annals of Oncol Ann Oncol. 2019;30(7):1154-1161. Copyright permission requested. 

Outcome of patients after retreatment with anti-PD-1therapy 



• RECIST PFS post 1-year landmark was similar in patients with CR vs PR/SD, but improved in patients with CMR vs non-CMR (median not reached [NR] vs 12.8 
mths; HR 0.06 [95% CI 0.02-0.23]; p<0.01)

• In the 78 CMR patients, 78% had discontinued treatment and 96% had ongoing response.

FDG-PET of value in predicting long-term outcomes ?

Progression free survival post 1-year imaging by CT response Progression free survival post 1-year imaging in patients with PR or CR   

Reproduced from Tan AC et al. Ann Oncol. 2018: 29(10):2115-2120
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