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o Wat is stadium III melanoma?
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& Stadium III Overall Survival
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Who is at risk?
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Melanoma-Specific Survival Probability
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High Risk Patients:

Higher Recurrence Rate and Relatively Poor Survival

_Jeffrey E. Gershenwald,CA CANCER J CLIN 2017;00:00-00
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Survival differentiation in stage IlIA

7th edition

<1 mm 89% 5 YR
>1 mm 65% 5-YR

8th edition

5-YR: 91%

<1 mm 91% 5-YR
>1 mm 72% 5-YR
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Heelkunde van de LN: update

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 JUNE 8, 2017 VOL.376 NO.23

Completion Dissection or Observation for Sentinel-Node
Metastasis in Melanoma

M.B. Faries, J.F. Thompson, A,J. Cochran, R.H. Andtbacka, N. Mozzillo, J.S. Zager, T. Jahkola, T.L. Bowles, A. Testori,
P.D. Beitsch, H.J. Hoekstra, M. Moncrieff, C. Ingvar, M.W.J.M. Wouters, M.S. Sabel, E.A. Levine, D. Agnese,
M. Henderson, R. Dummer, C.R. Rossi, R.l. Neves, S.D. Trocha, F. Wright, D.R. Byrd, M. Matter, E. Hsueh,

A. MacKenzie-Ross, D.B. Johnson, P. Terheyden, A.C. Berger, T.L. Huston, J.D. Wayne, B.M. Smithers, H.B. Neuman,
S. Schneebaum, J.E. Gershenwald, C.E. Ariyan, D.C. Desai, L. Jacobs, K.M. McMasters, A. Gesierich, P. Hersey,
S.D. Bines, J.M. Kane, R.J. Barth, G. McKinnon, J.M. Farma, E. Schultz, S. Vidal-Sicart, R.A. Hoefer, .M. Lewis,

R. Scheri, M.C. Kelley, O.E. Nieweg, R.D. Noyes, D.S.B. Hoon, H.-J. Wang, D.A. Elashoff, and R.M. Elashoff
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MSLT-I1l: STUDY DESIGN

PHASE 3 TRIAL EVALUATING CLND VS OBSERVATION WITH NODAL
ULTRASONOGRAPHY IN NODE-POSITIVE INTERMEDIATE-THICKNESS MELANOMA
N=1755

Key eligibility criteria

* Aged 18-75 years with clinically localised
cutaneous melanoma

Complete Lymph Node Dissection
(n=824)

* Tumour-positive sentinel nodes
* ECOGPSOor1

Primary endpoint: MSS

Key secondary endpoints:
0S, DFS, survival without recurrence
of regional nodal metastases, DMFS
and extent of nodal involvement

Stratified by
* Breslow thickness

* Ulceration

* Metastasis detection method (standard
pathological assessment or RT-PCR)

Nodal Observation
(n=931)

* Enrolment at an MSLT-I centre Monitored by clinical examination every
4 months during the first 2 years, every

6 months during years 3 to 5 and annually thereafter

E[zo-c»m-;ooz>=a]

Sentinel node basin monitored by nodal ultrasonography at
each visit for the first
5 years (observation group only)

Faries et al. NEJIM 2017
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MSLT-II: KEY RESULTS
CLND WAS NOT ASSOCIATED WITH IMPROVED MELANOMA-SPECIFIC
SURVIVAL VS OBSERVATION IN PATIENTS WITH SENTINEL NODE METASTASES

1.0 30
2
o8 Observation

o Dissection

Lymphoedema, %
'

04

6.3%

5
Censored

Dissection Observation

02

3
2
3
3
2
£
g
3
H
5
z
-
e
2
:

Time Aftes

824 759 654 510 389
931 856 734 564 a2

Faries et al. NEJM 2017
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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

CLND performed for SN+ disease

g

Percentage patiénten met LKD
c 3 B 8 &8 8 8 3 8 8

2010 2011 2012 2013 2014 2015 2016 2017
Jaar van diagnose

= Toepassing lymfilierdissectie na positieve SWK
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Adjuvant therapies

~ Radiotherapy

» Could be useful for local lymph node- field
control

» No improvement of OS and RFS
ANZMTGO01,02 trial

Adjuvant lymph-node field radiotherapy versus observation 3 +§ ®
only in patients with melanoma at high risk of further
lymph-node field relapse after lymphadenectomy

(ANZMTG 01.02/TROG 02.01): 6-year follow-up of a phase 3,
randomised controlled trial

[Michoel A Henderson*, Bryon H Burme

= Adjuvant systemic therapy might be first
option!!
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~ Chemotherapy: no

~ Immunotherapy
» Interferon

Recent meta-analysis 2017: 15 clinical trials

Low benefit

o 1 2 3 4 5 6 7 8 9 0 1 o

‘... PR EE BRI
" Event-free Survival (EFS) ° Overall survival (0S)
7 ® HR = 0.86, " HR = 0.90,
£ | C10.81-0.91; P <0.00001 C10.85-0.97; P = 0.003
R i "
§ T \ 3= 5 years: 3%
é = \\iyears: 3.5% i » 10 years: 2.8%
.
- 7ax 10 years: 2.7% R Sl AL
§ ey e E ° 35 R
|- RS S *-- R
o 0
8 D -ohocatea N £ 54) .0- i
W] [ 1§ 0,cseamndiomnhians) W @ D -stocatednoleN (%1 8a)
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Ives et al, EJC 2017
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7 Check point-inhibitoren

A Without With Without With
Immunotherapy Immunotherapy Immunotherapy Immunotherapy

Tumor escape Elimination of Tumor escape Elimination of
tumor cells tumor cells
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Adjuvant therapies
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7~ 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
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~Ipi 10 mg vs placebo

RFS (per IRC)
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5 yrs: 10% advantage of
S and OS; high toxicity
tin EU Eggermont et al, NEJM 2016 EJC 2017
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Tarhini AA, Lee SJ, Hodi FS, et al.
Phase 111 study of adjuvant

ipilimumab (3 or 10 mg/ke) 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/JC0O.19.01381
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Adjuvant therapies

7 Ipilimumab 10 mg versus Nivolumab 3

mg: checkmate 238

Weber et al., ESMO 2017 LBA8_PR

n =453
Patients with /
high-risk,
completely
resected stage
IB/IIC or stage
IV melanoma
n=453

Stratified by:
1) Disease stage: llIB/C vs IV M1a-M1b vs IV M1c
2) PD-L1statusata 5% cutoffin tumor cells

NIVO 3 mg/kg IV Q2W
ELG
IPI placebo IV
Q3W for 4 doses
then Q12W from week 24

IP1 10 mg/kg IV
Q3W for 4 doses
then Q12W from week 24
and
NIVO placebo IV Q2W

Follow-up

Maximum
treatment
duration of
1year

10
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Adjuvant therapies

|
Primary Endpoint: RFS
NIVO L4
1004
Events/patients 154/453 206/453
90+ Median (95% CI) NR NR (166, NR)
g 80 HR (97.56% CI) 065(051, 083)
t Log-rank P value <0.0001
3 704
7]
8 0 1
3 1
g o . 1 53%
g 4o 1 1
2
g : |
204
R — NVO ] I
104 — Pl 1 1
0 T T T Il T lI T T 1
0 3 6 9 12 15 18 21 24 27
Months
Number of patients at risk
NIVO 453 399 353 332 an 201 249 n 5 0
1Pl 453 364 314 269 252 225 184 56 2 0
’ N
L |
. .
.
Subgroup Analysis of RFS: Disease Stage
Stage Il Stage IV
Events/patients 120/367 163/366 Events/patients 33/82 43/87
Median (95% C1) NR | NR (16.6, NR) Median (95% C1) NR (15.9, NR) | 16.8 (8.5, NR)
1004 HR (95% CI) 0.65 (0.52,0.83) 1004 HR (95% CI) 0.70 (0.45, 1.10)
g g
" (7]
W 1 w
@ 404 [
30+ : :
204 204
= NIVO 1 == NIVO I
109 — Pt 1 101 w 1Pt 1
0 —_——————— ——
[ 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
Months Months
Number of patients at risk Number of patients at risk
NIVO 367 322 290 272 257 239 203 58 3 o NIVO 82 73 59 56 51 49 43 12 2 0
1Pl 366 299 259 223 208 186 152 45 1 0 P87 65 55 46 44 39 32 " 1 0

22
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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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~ Pembrolizumab 200 mg vs placebo:
Keynote 054

PART 1: ADJUVANT THERAPY PART 2: POST RECURRENCE
— 5
Pembrolizumab urrence |- G brolizumab
N 200 mg IV Q3W 5 200 mg IV Q3W
Randomized 1year until
11 Placebo ‘
v asw Cross-over
N=1019 a
Total of 18 doses *

NNNNNNNN /cross-over:
Anti-PD1 for all or just as good if only for those at time of recurrence?

Stratification factors:
v’ Stage: IlIA (>1 mm metastasis) vs. llIB vs. llIC 1-3 positive lymph nodes vs. IlIC 24 positive lymph nodes

v Region: North America, European countries, Australia/New Zealand, other countries

Primary Endpoints:

* RFS (per ) in overall and RFS in patients with PD-L1-positive tumors

Secondary Endpoints:

* DMFS and OS in all patients, and in patients with PD-L1-positive tumors; Safety, Health-related quality of life

&SEORTC The fture of cancer thorgy

Eggermont, AACR 2018

24
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Pembrolizumab adjuvant EORTC 1325/Keynote 054

t AACR 2018

Recurrence-Free Survival in the ITT Population
Primary endpoint

100
ﬁ 90 |
= ] 75.4%
8 80 71.4%
S 70
£ 60 |
28 50 - 61.0%
el ‘o
© 40 -
=
e 30
= 20 Treatment arm Total Event HR (98.4% CI)
s ———— Pembrolizumab 514 135 0.57 (0.43-0.74)
= 0 ——— Placebo 505 216 Reference
° Stratified Logrank P-value: <.0001
Patients at risk
Pembrolizumab | 514 438 413 392 313 182 73 15 o
Placebo | 505 415 363 323 264 157 60 15 o
T T T T ~T T = T T
o 3 6 9 12 15 18 21 24
“Stratified by stage given at randomization Months
EHEORTC Thia funture of cancer Herspy
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=rmont AACR 2018

Recurrence-Free Survival: Subgroup Analysis

Events / Patients HR&CI*
lizumab _Placebo HR (C1) s ) Interaction test
PD-L1
Positive 102 1428 176 1425 054 (0.39:074) P=0.61
Negative 20 159 27 157 060 (0.28:128) —
Indotorminate 13127 13123 080 (029:2.19) -
AJCC 2009
Stage 1A 6177 15176 038 (011:131) il P=0.69
Stage 8 621240 97 1232 058  (0.38:0.88)
Stage INC 67 1197 104 1197 058 (0.38:086)
Type of positive lymph nodes.
Microscopic 351187 50 1161 056 (0.32:089) P=0.86
Macroscopic 100 1327 166 1344 059  (042:081)
BRAF status
wT 691233 97 /214 061 (041:092) P=0.89
V600 E or K mutation 54 /186 94 /209 059 (0.38:0.92)

N missing = 177

- Total 135 /514 216 /505 057  (0.43;0.74)
(263%)  (428%)
025 o5 10 20 40
Pombrolizumab Placobo
better better
[*98.4% ci for total, 99% Ci for subgroups Unadjusted treatment effect: p < 0.001

Thia future of cancer Herspy

13
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RFS: Pembro better than placebo
Pembro gr 3-5AEs: 15%, 1 death
(myositis)

EMA approval: 12/2018

27

_ﬁJAMA Network-

From: Association Between Immune-Related Adverse Events and Recurrence-Free Survival Among Patients
With Stage Il Melanoma Randomized to Receive Pembrolizumab or Placebo: A Secondary Analysis of a

Randomized Clinical Trial
J/fMg?)ncof Published online January 02, 2020. doi:10.1001/jamaoncol.2019.5570

Table 3. Treatment Effect in the Presence and Absence
of Immune-Related Adverse Events

Immune-Related Adverse Event Recurrence-Free Survival, P
Status and Treatment Arm HR (95% CI)* Value™®
Any irAE

Placebo 1

Pembrolizumab without/before 0.62 (0.49-0.78) 03
irAE b

Pembrolizumab after irAE onset 0.37(0.24-0.57)

Endocrine irAE

Placebo 1
Pembrolizumab without/before  0.60 (0.48-0.75) B
irAE h
Pembrolizumab after irAE onset .34 (0.20-0.57)

vitiligo
Placebo 1

Pembrolizumab without/before  0.57 (0.46-0.70) 5
irAE :

Pembrolizumab after irAE onset  0.13 (0.02-0.95)
Any severe (grade 3-4) irAE
Placebo 1

Pembrolizumab without/before 0.5 (0.44-0.68) ®
irAE -

Pembrolizumab after irAE onset. 0.78(0.32-0.91)

Abbreviations: HR, hazard ratio; irAE, immune-related adverse event.

2 ACoxmodel, which included a time-varying covariate for irAEs, the product of
this covariate and the treatment indicator, and the patients' cancer stage, sex,
and age, was used (model 2, see Statistical Methods).

© Pvalue was calculated for the test of a difference in the effect of the
randomized treatment in the presence and absence of irAEs among the

i treated patients (ie, the di e between the 2 HRs).

Treatment Effect in the Presence and Absence of Inmune-Related Adverse Events

28
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Adjuvant therapies

Targeted therapies
» BRAFi dabrafenib + MEKi trametinib

29

B RA F - M u tat i o n :E: Universitédtsklinikum Es

| Inhibition MAP-Kinase pathway |

eceptor tyrosine kinase

i

= 40% of all melanomas -I_ BRAF-Inhibitoren:
Vemurafenib , Dabrafenib
B | O
ERK

Mon

30




SLIDES ARE THE PROPERTY OF THE AUTHOR.
PERMISSION REQUIRED FOR REUSE.

Key eligibility criteria
« Completely resected, high-risk stage IlIA

(lymph node metastasis > 1 mm), lIIB, or
[lIC 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

Stratification
* BRAF mutation status (V600E, V600K)
« Disease stage (llIA, llIB, llIC)

ZO——|>N—§OUZ>:U]

—

N =870

survival. = Or until disease toxicity, or

N/

v

9,

DR Congress
EREEM COMBI-AD: STUDY DESIGN

Treatment: 12 months?

Dabrafenib 150 mg BID
+ trametinib 2 mg QD

(n=438)

2 matched placebos

(n=432)

* Primary endpoint: RFS*
+ Secondary endpoints: 0OS, DMFS, FFR, safety

BID, twice daily; DMFS, distant melastasl&free survival; ECOG, Eastern Cooperative Oncology Group; FFR, freedom from relapse; OS, overall survival; QD, once daily; RFS, relapse-free
i of consent;  Patients were followed for disease recurrence until the first recurrence and thereafter for survival;
¢ The study will be considered comple!e and final OS analysis will occur when = 70% of randomized patients have died or are lost to follow-up; ¢ New primary melanoma considered as an event.

Inclusion of st IIIA (sentinel >1mm), I1IB or Illc

PRESENTED AT ESMO 2017.

Follow-up®
until end of
study®

SLIDES ARE THE PROPERTY OF THE AUTHOR.
PERMISSION REQUIRED FOR REUSE.

CONgress
MADRID

RELAPSE-FREE SURVIVAL
(PRIMARY ENDPOINT)

PRESENTED AT ESMO 2017.

No. at Risk

NR, not reached.

Dabrafenib plus trametinib 438 413 405 392 382 373
Placebo 432 387 322 280 263 243

1.0+

094 1y, 88%
3 -
i 08 P=.0000000000000153
§ 0.7 2y,67%
3 06 MSy, 58%
=]
§ 05 W
K T
2 i b
2 o 2y, 4%
s 03 3y, 3%
£ -9 Events, Median HR
S g Grow n (%) (95%Cl),mo_(95% CI)
S 7“7 Dabrafenib plus 166 (38 NR .
& 01 trametinib (38) (441.:-2R) (039058),

00 Placebo 86N (1pYspy PNt

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52

Months From Randomization

355 336 326 299 282 276 263 257 233 202 194 147 116 110 66 52 42 19 7 2 0
219 203 198 185 178 175 168 166 158 141 138 106 87 8 50 33 30 9 3 0 O

RFS benefit for all subgroups

16
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OS

Overall survival (OS
( ) Dabra plus Placebo
Post-recurrence Trametinib (n=247)
104 1y.51% Therapy (n=163)
2y
:: Yo . L l Any systemic 74% 74% |
L e e Immur Py 55% 42%
2 0s
3o Anti—-CTLA-4 33% 28%
} o Anti~PD-1/PD-L1 44% 28%
03- Events, M- mc
o2 D R BRAFi + MEKi 39% 55%
01| ametiods LY
oM B@ pmam P Chemotherapy 12% 9%
IR R R R R R R R E R R R ALY
‘Months From Randomization
DO s ot 438 28 418 414 40 01 95 367 301 38 370 8 2 362 38 20 AT WO M S @ B B 25 0 0
SN ENRERENRERRRETRI R 8¢
ociatspdcacabosdn P 00

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
7 Manageable side-effects

17
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Adjuvant trials: comparison of stage

Stage - AJCC 7 Edition (All patients NED)
Study Design A nc v
w ] "
S EeorTc18071 (i /SN >1mm /ol
[ placebo transit mets
EORTC Pembro vs. /noin
1325 placebo -l transit mets
< = Checkmate . .
[a ] 5 N v
2 238 1pi 10 vs. nivo v v
ECOG Ipi 10 vs ipi 3 "
1609 vs. HD INF-a2b v/ D
BRIM-8 Vem vs. placebo /SN >1mm
<® COMBI- Dabra + trame
[a N
=3 AD vs. placebo /S /
" NA, Not Available; NE, Not Estimated
msoncow. 2018 ASCO vier Michielin, MD-PhD 1 AJCC 8" Edition staging
=
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CA209-915

New trial

Nivo 240 mg Q2W +
Ipi 1 mg/kg Q6W

Completely resected Stage
lilb/c/d or Stage IV NED
melanoma

2000 patients

Stratify by:

+ Tumor PD-L1

expression

+ AJCC stage

1 year of study drug

NIVO 480 mg Q4w

Primary Endpoint: RFS

1 year of study drug

Randomized, Double-blind Phase 11l Study to Compare NIVO + IPI

Follow-up

Secondary Endpoints: OS; Association between PD-L1 and RFS

Exploratory: Safety, PROs, DMFS, PK & |G, Biomarkers

36
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Comparison of relapse rate in patients with pCR and non-pCR in few selected trials

Quid neo-adjuvant?

therapy in

Reference  Study Time of surgical resection after neoadjuvant  pCR rate PCR -
therapy initiation time PCR
Immunotherapy
Moschos et Moschos, HDI dweeks 15% (3120) 18.5months Not given Not given
a
Tathiior  Tarhini, ipi mono 26 weeks 0 42 months ot applicable 23/33 relapsed
PEE
Tarhini et a3 Tarhin, ipi+ HDI 6-8 weeks 39% (1128) 32 months 1111 relapsed 11/17 SDPRICR
relapsed
‘Tarhini et al 33 Tarhini, pembro + HDI 6weeks 35% 11 months None relapsed Not given
Blankeral®  OpAcia, blank, nivo +ipi Guweeks 30% (3110) 25.6 months None relapsed 2110 relapsed
Blankeral®)  OpAcinneo, 6weeks 47%inAm A, 47%in AmB,and 7.7 months None relapsed 9121 selapsed
Am A: Ipi (3 mg/ke) + Nivo (1 mgkg) 23%inam C
Am B: Ipi (1 mg/ke) + Nivo (3 mgkg)
Arm C: Tpi (3 mg/kg) Q3W for 6 wks followed immediately by NIVO 3 mekg QQW for 4
whs
Amariaetal®!  Amaria,nivo+ipi 8-9weeks Arm A-25% pCR 15,6 months None relapsed 2t 0.5 71% RES at 16 mon
Amm A: Neoadjuvant Nivo 3 mg/kg L. q2uwks 4 doses, followed by adjuvant Nivo 3 AmmB- 45% pCR mon
mgkgiv. q2wks x 13 doses
Asm B: Neoadjuvant Nivo 1 mglkg +Ipi 3 me'kg qiwks * 3 doses, ollowed by adjuvaat
Nivo 3 mg/kg iv. qdwks x 13 doses
Targeted therapy
Menzieset  Menzies, dabrafenib + trametinib 12 weeks 17733 (529%) had pCR 12.1 months 6 with pCR relapsed 6 with non-pCR
a2 relapsed
Amaria et/ Combi-Neo, Amaria, dabrafenib + trametinib Suweeks 7/12 (pCR sate of 58%) 18.6 months 1 ptwith pCR 3 pts with non-pCR
relapsed relapsed
HDL high.dose iterferon-a2b; Ipi,ipilimumab; .. intravenous; Nivo, nivolumab; pCR, pathol pembro, qowks, every QuW, x times a week.

Khunger et al, Ther Adv Med Onc; 2019

37

"

r
\

~ Staging!

Conclusions stage III

~ 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

"Don't forget to put some sunscreen on your tongue.
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AJCC classification 2017

(N-category = regional LN and microsatellites, satellit¢

and in-transit)

A

(N1) 1 lymph node| o
intralymphatic without
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£ N 5YR 10-YR
£ N = — N1 2669 82%  75%
201 e N2 1354 76%  68%
A N3 685 S7%  47%
o _|
o

iy

(N2) 2-3 lymph noges
intralymphatic with 1 |

(N3) 4 2 lymph nogles
Matted LN q
intralymphatic with = 1
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