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Melanoma-Specific Survival by Resectable Stage
HETEROGENNE ROKOWANIE
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Stage, 5-year OS

IIIA, 93%

IIIB, 83%

IIIC, 69%

1. Gershenwald J, et al. Oral presentation at SMR 2016; 2. Long GV. Clinical symposium at ECCO 2017.
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Years Since Diagnosis

IIIA: n = 1006, 5 years = 93%, 10 years = 88%
IIIB: n = 1170, 5 years = 83%, 10 years = 77%
IIIC: n = 2201, 5 years = 69%, 10 years = 60%
IIID: n = 205, 5 years = 32%, 10 years = 24%

IIIC, 69%

IIID, 32%



7 edycja 8 edycja

Cecha 

N

Charakterystka

Nx nie można ocenić reg. w. chł.

N0 nie ma przerzutów 

N1 1 mets w. chł. a: mikroprzerzut

Cecha 

N

Przerzuty w.chł In transit/ 

guzki satelit.

N0 Brak przerzutó w.chł.

N1 a: 1 niejawny (mikroprzerzut) nie

b: 1 jawny (makroprzerzut) nie

N stage

N1 1 mets w. chł. a: mikroprzerzut

b: makroprzerzut

N2 2-3 mets w. chł. a: mikroprzerzut

b: makroprzerzut

c: in transit (bez 

mets w.chł)

N3 4 ≥ mets w.chł, /pakiet/meta in transit (z 

zajętymi nowotorowo w.chł)

b: 1 jawny (makroprzerzut) nie

Nie! c: tak

N2 a: 2-3 niejawne nie

b: 2-3 w tym 1 jawny nie

c: 1 jawny/niejawny c: tak

N3 a: ≥ 4 niejawne nie

b:≥ 4 w tym 1 jawny nie

c:2 jawne/niejawne c: tak





Overall survival according to metastases to 
sentinel lymph nodes

Przeżycia całkowite chorych w zależności od obecności przerzutów do węzłów wartowniczych (1187 chorych
leczonych w centrum Onkologii w latach 1994-2004)
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• Micrometastases → Macrometastases

• Prognosis better for micrometastases













COMPLEXITY OF SITUATION IN ADJUVANT 
THERAPY OF MELANOMA

New classification in stage III AJCC 8th 
ed

MSLT II: completion lymph node 
dissection CLND is not further standard 
of therapy due to lack of benefits for of therapy due to lack of benefits for 
MSS

Clinical trials in adjuvant therapy differ in 
terms of eligibility criteria (stage of 
disease), comparators, drug dosing



Targeted therapies: metastatic vs adjuvant setting

Presented By Olivier Michielin at 2018 ASCO Annual Meeting



Immunotherapies: metastatic vs adjuvant setting

Presented By Olivier Michielin at 2018 ASCO Annual Meeting



Risk / benefit ratio in the adjuvant setting

Presented By Olivier Michielin at 2018 ASCO Annual Meeting





Summary of adjuvant therapy trials









#9500 adjuwantowy ipilimumab 3 mg/kg vs 10 mg/kg – podobne wyniki RFS, większa
toksyczność dla wyższej dawki 

Presented by:



Summary: adjuvant therapy trials
EORTC 18071

Ipilimumab vs 

placebo

BRIM-8
Wemurafenib

vs placebo

COMBI-AD Checkmate

238

IPI vs NIVO

EORTC 

1325/Keynote

054

Pembrolizumab

vs placebo

Eggermont 2015
Eggermont 2016

Lewis 2017 Long 2017 Weber 2017 Eggermont
2018?

Population IIIA (>1mm), 
IIIB, IIIC

IIC, IIIA, IIIB, 
IIIC

IIIA (>1mm), 
IIIB, IIIC

IIIB, IIIC, IV IIIA (>1mm), 
IIIB, IIIC

BRAFm ? 100% 100% 41%/43%BRAFm ? 100% 100% 41%/43%

RFS 41% vs 30% 

(5l)

82% vs 63% (12 

m); 62% vs 53% 

(24 m) 79% vs 
58% (12m) 46% vs 
47% (24m)IIIC 
84% vs 66% (12m) 

72% vs 56% (24 m) 

IIC-IIIB

67% vs 44% 

(2l)

58% vs 39% 

(3l)

66% vs 53% 

(18m)

HR 0,57

OS 65% vs 54% 

(5l)

BD 91% vs 83% 

(2l) 86% vs 

77% (3l)

BD





IPI VS NIVO IPI VS NIVO IPI VS NIVO IPI VS NIVO ADJUWANTADJUWANTADJUWANTADJUWANT (RFS)(RFS)(RFS)(RFS)



IPI VS NIVO IPI VS NIVO IPI VS NIVO IPI VS NIVO ADJUWANTADJUWANTADJUWANTADJUWANT (RFS)(RFS)(RFS)(RFS)









































































SLIDES ARE THE PROPERTY OF THE AUTHOR. 

PERMISSION REQUIRED FOR REUSE.

PRESENTED AT ESMO 2017.

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 

R
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1:1

Dabrafenib 150 mg BID + 

trametinib 2 mg QD

(n = 438)

Treatment: 12 monthsa

Follow-upb

until end of 

studyc

ADJUWANTOWY DABRAFENIB + TRAMETYNIB

63

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.

• Surgically free of disease ≤ 12 weeks before 

randomization

• ECOG performance status 0 or 1

• No prior radiotherapy or systemic therapy

Z

A

T

I

O

N

Stratification

• BRAF mutation status (V600E, V600K)
• Disease stage (IIIA, IIIB, IIIC)

2 matched placebos

(n = 432)

studyc

•Primary endpoint: RFSd

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



SLIDES ARE THE PROPERTY OF THE AUTHOR. 

PERMISSION REQUIRED FOR REUSE.

PRESENTED AT ESMO 2017.

RELAPSE-FREE SURVIVAL
(PRIMARY ENDPOINT)
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P = .0000000000000153

64

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

0

0.0

0.1

0.2

0.3

0.4
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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)





DISTANT METASTASIS–FREE SURVIVAL
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1-year, 91% 
(95% CI, 88%-94%)

1-year, 70% 
(95% CI, 66%-75%)

2-year, 77% 
(95% CI, 73%-82%) 3-year, 71% 

(95% CI, 67%-76%)
4-year, 67% 
(95% CI, 62%-72%)

2-year, 60% 

HR 0.53 (95% CI, 0.42-0.67)

Dabrafenib + trametinib
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Months Since Randomization

D
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t 
M
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438 407 381 352 327 285 265 252 238 229 185 150 92 47 13 2 0
432 330 265 221 201 179 169 165 159 149 130 108 64 28 4 1 0

(95% CI, 66%-75%) 3-year, 57% 
(95% CI, 52%-62%)

4-year, 56% 
(95% CI, 51%-62%)

2-year, 60% 
(95% CI, 55%-66%)

No. at risk

Placebo

PRESENTED BY GV LONG AT ESMO 2018 



CURE-RATE MODEL RESULTS
A higher proportion of patients are estimated to be relapse-free long term with D + T vs placebo
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100
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50

Cure-rate model for RFS

Dabrafenib + trametinib

Placebo

Kaplan-Meier curves for RFS

Dabrafenib + trametinib

Placebo

17% 

Dabrafenib + trametinib
No. at risk

Placebo

Months Since Randomization
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, %

50

40

30

20

10

0

0 12 24 30 42 546 18 36 48 60

Estimated cure ratesa

54% (95% CI, 49%-59%)

37% (95% CI, 32%-42%)

438 391 354 298 262 242 227 161 92 34 2
432 280 219 185 168 158 147 112 63 18 1

17% 

difference

PRESENTED BY GV LONG AT ESMO 2018 a Proportion of patients expected to remain relapse-free long term.



GENETIC ALTERATIONS IN THE MAPK PATHWAY WERE NOT 

ASSOCIATED WITH CLINICAL OUTCOME/RESPONSE TO THERAPY

BRAF Amplification MAP2K1 (MEK1) Mutation

R
F
S
, %

R
F
S
, %

60

80

100

60

80

100D+T, no amplification
D+T, amplification
PBO, no amplification
PBO, amplification

D+T, no mutation
D+T, mutation
PBO, no mutation
PBO, mutation

Mutations in MAPK Pathway

R
F
S
, %

60

80

100 D+T, no mutation
D+T, mutation
PBO, no mutation
PBO, mutation

PRESENTED BY GV LONG AT ESMO 2018 amp, amplification; BRAFi, BRAF inhibitor; MEKi, MEK inhibitor; mut, mutation.

R
F
S
, %

R
F
S
, %

0

0

20

40

10 20 30 40 50 60

168 94 74 67 51 18 1
14 8 4 4 3

12 12 9 8 6 1
174 155 109 87 62 19

0

0

20

40

10 20 30 40 50 60

172 97 75 69 53 17 1
10 5 3 2 1

10 9 7 6 5 1

1

176 158 111 89 63 19

Months Months
D+T, no amp

D+T, amp
PBO, no amp

PBO, amp

D+T, no mut
D+T, mut

PBO, no mut
PBO, mut0 0

0
0

0

0
0

No. at risk No. at risk

R
F
S
, %

0

0

20

40

10 20 30 40 50 60

153 86 68 62 48 17 1
29 16 10 9 6

40 37 24 20 17 3

1

146 130 94 75 51 17

Months
D+T, no mut

D+T, mut
PBO, no mut

PBO, mut 0

0
0

No. at risk



IMMUNE GENE EXPRESSION SIGNATURES WERE 

STRONGLY PROGNOSTIC FOR RFS

Factor HR Lower Upper P Value

(Baseline)a (1) – – –

IIIB 1.63 0.94 2.84
0.076

IIIC 1.89 1.07 3.36

Ulceration 1.13 0.80 1.59 0.488

IFN-γ 0.76 0.67 0.86 < 0.001

Placebo

40

60

80

100

R
F
S
, %

IFN-γ 0.76 0.67 0.86 < 0.001

Factor HR Lower Upper P Value

(Baseline)a (1) – – –

IIIB 1.31 0.67 2.55
0.045

IIIC 2.04 1.05 3.96

Ulceration 0.99 0.64 1.53 0.952

IFN-γ 0.61 0.52 0.73 < 0.001

Dabrafenib + Trametinib

Multivariate Cox analysis.
a Stage IIIA, no ulceration, INF-γ = 0.

PRESENTED BY GV LONG AT ESMO 2018 IFN, interferon; PBO, placebo.
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99
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27

25
63

40 7
42 39 31 1

64 52 39
99 94 72 5 1

1

53

89
110

70 62 59 51
20

14
37

20 2

D+T, low IFN-γ
D+T , high IFN-γ
PBO, low IFN-γ

PBO, high IFN-γ

Months

D+T, low IFN-γ

D+T , high IFN-γ

PBO, low IFN-γ

PBO, high IFN-γ

16 24 32 40 48 56

0

0

No. at risk



TUMOR MUTATIONAL BURDEN (TMB) AND IMMUNE GENE EXPRESSION 

SIGNATURES (PAIRED DNA/RNA DATA SET, n = 301)

TMB high/ 

IFN-γ high: 

> 60% RFS 

TMB low/ 

IFN-γ low: 

Placebo

R
F
S
, %

20

40

60

80

100
Dabrafenib + Trametinib

R
F
S
, %

20

40

60

80

100

TMB low, IFN-γ high

TMB high, IFN-γ high
TMB high, IFN-γ low

TMB low, IFN-γ low

TMB low, IFN-γ high

TMB high, IFN-γ high
TMB high, IFN-γ low

• High tumor mutational burden (using the top third as a threshold) added positive prognostic value to immune gene signatures in the placebo 

arm (high IFN-γ and high TMB associated with longer RFS)

• In the dabrafenib + trametinib arm, IFN-γ gene signature identified patients with longer RFS independently of TMB status

IFN-γ low: 

≈ 20% RFS 

PRESENTED BY GV LONG AT ESMO 2018 
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27 27 21 19 14 6

47 42 37 35 25
54 43 32 21 13 1

7
19 18 11 8 8 3

TMB high, IFN-γ high
TMB high, IFN-γ low
TMB low, IFN-γ high
TMB low, IFN-γ low

Months
TMB high, IFN-γ high
TMB high, IFN-γ low
TMB low, IFN-γ high
TMB low, IFN-γ low

TMB low, IFN-γ high
TMB high, IFN-γ low

TMB low, IFN-γ low

Months
0

0
0

0
0

0
0

No. at risk No. at risk



EXPLORATORY ANALYSIS OF THE PREDICTIVE VALUE OF TMB/IFN-γ

The analysis was not powered to 

assess treatment interactions, but 
27 27 21 19 14 6D+T

TMB High/IFN-γ High TMB High/IFN-γ Low

0 10 20 30 40 50 60 0 10 20 30 40 50 60

R
F
S
, %

R
F
S
, %

0

20

40

60

80

100

0

20

40

60

80

100

Months MonthsNo. at risk No. at risk assess treatment interactions, but 

results suggest that low TMB or high 

TMB/high IFN-γ may be associated with 

greater RFS benefit than high TMB/low 

IFN-γ  

PRESENTED BY GV LONG AT ESMO 2018 
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54 43 32 21 13 1D+T47 42 37 35 25 7D+T

27 27 21 19 14 6D+T

TMB Low/IFN-γ High TMB Low/IFN-γ Low
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PERMISSION REQUIRED FOR REUSE.

PRESENTED AT ESMO 2017.

OVERALL SURVIVAL 
(FIRST INTERIM ANALYSIS)
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a Prespecified significance boundary (P = .000019).

Months From Randomization

Group
Events,
n (%)

Median
(95% CI), mo

HR 
(95% CI)

Dabrafenib plus   
trametinib

60 (14)
NR

(NR-NR)
0.57

(0.42-0.79);
P = .0006aPlacebo 93 (22)

NR
(NR-NR)

Dabrafenib plus trametinib
Placebo

No. at Risk







ADJUWANTOWY WEMURAFENIB









Overview of PFS outcome per stage subgroup

Presented By Olivier Michielin at 2018 ASCO Annual Meeting





Adjuvant in melanoma: important data are still missing!

Presented By Olivier Michielin at 2018 ASCO Annual Meeting



AEs comparison: EORTC 18071, Checkmate 067 & CA 184-169

Presented By Olivier Michielin at 2018 ASCO Annual Meeting





Summary of available data for targeted and immunotherapies

Presented By Olivier Michielin at 2018 ASCO Annual Meeting



What would we need to provide a definitive answer?

Presented By Olivier Michielin at 2018 ASCO Annual Meeting



3-year OS data available from COMBI-AD: do we need more?

Presented By Olivier Michielin at 2018 ASCO Annual Meeting



Immuno vs. targeted therapies: can we learn more from stage IV?

Presented By Olivier Michielin at 2018 ASCO Annual Meeting



PFS by response for NIVO1, IPI+NIVO1, and MAPKi2

Presented By Olivier Michielin at 2018 ASCO Annual Meeting



Meta-analysis comparing targeted and immunotherapies: stage IV

Presented By Olivier Michielin at 2018 ASCO Annual Meeting



Could a similar pattern be observed in the adjuvant?

Presented By Olivier Michielin at 2018 ASCO Annual Meeting



CONCLUSIONS

• The end of interferon (maybe except thick, ulcerated 
melanomas N0?)

• The end of adjuvant ipilimumab (maybe in the future in low 
doses in combination)

• Monotherapy BRAFi – NO

• BRAFi + MEKi: benefits for RFS+DMFS+OS in stage  III > • BRAFi + MEKi: benefits for RFS+DMFS+OS in stage  III > 
1mm mikromet, orally, convinient

• Anti-PD-1: convinient (flat dose), improvement of 
outcomes also in M1, lack of final data for OS

• Lack of direct comparison of BRAFi+MEKi vs a-PD-1 in 
BRAFm stage III



CONCLUSION PART 2





Neoadjuvant therapy





Reductos trial











OpACIN (Ipilimumab + Nivolumab; phase 1b): 
Preliminary Clinical Activity

Pt 

ID

Course

s, n

Radiological 

Response 

(CT scans, mm)

Pathological Response

7 2 31 × 50  18 × 31 pCR

16 2
23 × 36  17 × 23 

&
22 × 24  9 × 12

pCR

19 2 24 × 40  19 × 24 pCR

4 3 21 × 47  11 × 34 Micrometastases (< 1 mm)
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Pathological response

PD

PR

CR

Pathological Response to Treatment Was 

Not Represented by CT Response

LN, lymph node; ND, not determined; pCR, pathological complete response.
Blank CU, et al. Oral presentation at SMR 2016.

5 2 9 × 10  ND Micrometastasis (0.5 mm)

8 2 10 × 12  6 × 9
Micrometastasis (sporadic

tumor cells)

14 4
18 × 19 & 25 × 37 

 ND
Micrometastasis (sporadic 

tumor cells)

24 2 28 × 40  15 × 21
Macrometastasis (75% 

necrosis)

13 2 22 × 40  22 × 40
LNs 35 mm, 2 mm, 1 mm, 0.5

mm, 0.1 mm

17 1 11 × 18  17 × 25
LNs 30 mm, 13 mm, 6.0 mm, 

3.5 mm

8/10 patients receiving neoadjuvant ipilimumab + 

nivolumab had a response after 6 weeks
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Patients



REDUCTOR (Dabrafenib + Trametinib; phase 2): 
Clinical Activity

Pathological 
response
- CR: 4
- PR: 4
- SD: 3

Resectable: 
11

NED: 6
Relapse: 
5 

- R0: 
10

- R1: 1 
R0: 91%

ORR: 73%

Relapse-Free Survival Overall Survival

NED, no evidence of disease.
Median follow-up time, 13.6 months.
Median time to next treatment, 14.0 months.
Haanen JBAG, et al. Oral presentation at ECCO 2017 [abstract 1146].

Median RFS, 11.4 months (95% CI, 9.9-12.9)

Relapse-Free Survival Overall Survival

Median OS, not reached
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OPACIN-NEO: STUDY DESIGN

R surgery2x IPI 1mg/kg + NIVO 3mg/kg q3wk           

2x IPI 3mg/kg + NIVO 1mg/kg q3wk           

Study design:

• Multi-center phase 2 trial

Study cohort:

• Stage IIII measurable melanoma

• 86 patients, 30 Arm A and Arm B, 

26 in Arm C (closed earlier upon     

advice of the DSMB)

Stratified according to: 

• Study center

Arm A

Arm B

PBMC

PBMC

Tumor biopsy

HLA typing

PET/CT + CT

MRI brain
PBMC

CT

week

-4 0 3 6 12

PBMC

R

2 x IPI 3mg/kg q3wk
PBMC

CT or

PET/CT
2x NIVO 3mg/kg q2wk

Arm C

Data lock: 28 Sep 2018

Median follow-up 8.3 months
Dosing in Arm A, B, and C based on data from Blank, Rozeman, et al. Nat Med 2018, Long, et al. Lancet 

Oncol 2017, Meerveld-Eggink, Rozeman, et al. Ann Oncol 2017



EVENT-FREE SURVIVAL PER TREATMENT ARM

2 patients have died so far, both were treated in Arm A 1

patient died due to melanoma

Arm A: 2xI3+N1

Arm B: 2xI1+N3

Arm C: 2xI3-2xN3
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patient died due to melanoma

1 patient died 9.5 months after start of therapy due to
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Amaria RN, et al. Oral presentation at ECCO 2017.
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