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Malignant Melanoma: Bar chart of known combined stage by sex, Belgium 2015
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http://www.kankerregister.org/media/docs/CancerFactSheets/Cancer_Fact_Sheet_Malign
antMelanoma_2015.pdf

FIGURE 83 - MALIGNANT MELANOMA OF SKIN: RELATIVE
SURVIVAL BY STAGE IN FEMALES (BELGIUM, 2004-2008)
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update 11/2017

RECOMMENDATION MANAGEMENT STAGE IV MELANOMA

These recommendations may serve as a guidance but need to be tuned according to the specific
situation, among which the tumor kinetics, the type of clinical trial,

The most important options are in bold; the options are not necessarily in order of preference.

1° line 2° line

3° line

> ipilimumab
> anti-PD1
> chemotherapy

> anti-PD1

> ipilimumab + anti-PD1

BRAF negative > for 50"'37&’/(9""'"9’35'35&5: - .. |>(imatinib in case of c-kit mutation)
consider surgery” or gamma knife™ ("o nider clinical trial

> consider clinical trial o
> consider best supportive care

> chemotherapy

>( imatinib in case of c-kit mutation)
> consider clinical trial

> consider best supportive care™*

> as in BRAF negative
> BRAF+MEKinhibitor in patients
not responding to immunotherapy

> BRAF+MEKinhibitor

BRAF positive > as in BRAF negative

> rechallenge with BRAF/IMEK
inhibitor***
> as in BRAF negative

* mostly for one or few metastases of the brain, lung; for some metastases of Gl tractus, skin/soft tissue, other
** mostly for one or few metastases of the brain
*** may also include surgery / radiotherapy

i after. on Bl MEK inhibitor in first line and in second line min 12 weeks)

http://www.huidkanker-bado.be/docs/5_2017_BAD02017_stadiumIV.pdf

1° line

> anti-PD1
> ipilimumab + anti-PD1

> consider clinical trial

BRAF negative > for solitary/few metastases:
consider surgery* or gamma knife**

> BRAF+MEKIinhibitor

BRAF positive |, < in BRAF negative

http://www.huidkanker-bado.be/docs/5_2017_BADO2017_stadiumIV.pdf
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Melanoma Molecular Profiling

60% BRAFWT

NRAS 18.2%

No Mutation GNAQ 2.9%
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BRAF 39.4% /
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KIT 2.9% 7 /

GNA11 1.6%

Mutation Distribution

PRESENTED BY: PRESENTED AT ASC@

National
SO Comprehensive: - NCCN Guidelines Version 1.2018
C
" Melanoma
Network
WORKUP TREATMENT OF METASTATIC DISEASE
Resect
Limited —|or
(Resectable)
Systemic
+ Biopsy to confirmhh therapy®c
* LDH .
Distant * Imagingl for
metastatic|>| baseline staging
disease and to evaluate
specific signs and
symptoms
Without brain
metastases
Disseminated Consider primary RTZ or
(Unresectable) With brain palliative resection * adjuvant
7 .
metastases RTZ for brain metastases —
N\
https://www.nccn.org/professionals/physician_gls/pdf/melanoma.pdf
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Recidief of metastasen

Options include:f
» Systemic therapy®®
* For extracranial
. - lesions: intralesional
Without brain
> | injection with T-VECPP

metastases - T
* Consider palliative
- . resection and/or
i i Consider primary RTZ or .
Disseminated iSicer primary : RTZ for symptomatic
(Unresectable) With brain palliative resection t adjuvant A
— |RTZ for brain metastases —» | extracranial disease
metastases

* Best supportive/
palliative care

https://www.nccn.org/professionals/physician_gls/pdf/melanoma.pdf

Recidief of metastasen

Options include:f
» Systemic therapy®©®
» For extracranial

Without brain !e_smn's: |nt_ra|e5|ona:)p
metastases injection with T-VEC

* Consider palliative
resection and/or

P i Consider primary RT? or .
Disseminated sider p Yy . RT?Z for symptomatic
(Unresectable) With brai palliative resection * adjuvant o .

thbrain o |RTZ for brain metastases — | extracranial disease
metastases

* Best supportive/
palliative care

https://www.nccn.org/professionals/physician_gls/pdf/melanoma.pdf




Baseline 1 year

Baseline

12 months

Recidief of metastasen

Without brain

metastases
Disseminated Consider primary RT? or
- : iati ion * adjuvant
(Unresectable) With brain palliative resection £ adjuv:
— [RTZ for brain metastases —
metastases

https://www.nccn.org/professionals/physician_gls/pdf/melanoma.pdf

Options include:f

[ Systemic therapy©€|

* For extracranial
lesions: intralesional
injection with T-VECPP

* Consider palliative
resection and/or
RT? for symptomatic
extracranial disease

» Best supportive/
palliative care
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Recidief of metastasen

* Inmunotherapy |
>

Anti PD-1 monotherapy
O Pembrolizumab (category 1)4
0 Nivolumab (category 1)*

Metastatic or i ipili p3:4,5
unresectable | — | * Targeted therapy if BRAF V600 activatin
disease mutation;® preferred if clinically needed
for early response
» Combination therapy*7:8

¢ Dabrafenib/trametinib (category 1)

¢ Vemurafenib/cobimetinib (category 1)

https://www.nccn.org/professionals/physician_gls/pdf/melanoma.pdf

A Progression-free Survival

Nivolumab plus ipilimumab

48 Nivolumab

10 Ipilimumab

Patients with Progression-free Survival (%)
3
1

o T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Months
No. at Risk
Nivolumab plus ipilimumab 314 218 175 155 136 131 124 117 110 104 100 92 75 29 5 0
Nivolumab 316 177 151 131 119 111 105 102 96 87 81 75 61 24 0 0
Ipilimumab 315 136 78 58 46 42 34 32 30 28 26 23 15 8 2 0

Wolchock JD et al. N Engl J Med 2017;377:1345-56.
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B Overall Survival

£ 3804

B 704 =

E 6o Nivolumab plus ipilimumab
7] A4

2 504 i 4 Nivolumab
= 40 >

2 P b
5 34%

£

Months
No. at Risk
Nivolumab plus ipilimumab 314 292 265 247 226 221 209 200 198 192 18 180 177 131 27 3 0
Nivolumab 316 292 265 244 230 213 201 191 181 175 171 163 156 120 28 0 0
Ipilimumab 315 285 253 227 203 181 163 148 135 128 117 107 100 68 20 2 0

Wolchock JD et al. N Engl J Med 2017;377:1345-56.
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Recidief of metastasen

* Immunotherapy -
» Anti PD-1 monotherapy? Disease
0 Pembrolizumab (category 1)* progression
0 Nivolumab (category 1)* or
Metastatic or » Nivolumab/ipilimumab?3:4: Maximum
unresectable |— |« Targeted therapy if BRAF V600 activating —> | clinical
disease mutation;® preferred if clinically needed benefit
for early response — from BRAF
» Combination therapy*7:8 targeted
¢ Dabrafenib/trametinib (category 1) therapy
¢ Vemurafenib/cobimetinib (category 1)

https://www.nccn.org/professionals/physician_gls/pdf/melanoma.pdf

2° line 3° line
> ipilimumab
> anti-PD1 > chemotherapy
> chemotherapy >( imatinib in case of c-kit mutation)
>( imatinib in case of c-kit mutation) |> consider clinical trial
> consider clinical trial > consider best supportive care***

> consider best supportive care***

> as in BRAF negative > rechallenge with BRAF/MEK
> BRAF+MEKinhibitor in patients inhibitor****
not responding to immunotherapy > as in BRAF negative

http://www.huidkanker-bado.be/docs/5_2017_BADO2017_stadiumIV.pdf
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Recidief of metastasen

Disease
progression
or
Maximum
clinical
benefit
from BRAF
targeted
therapy

https://www.nccn.org/professionals/physician_gls/pdf/melanoma.pdf

SECOND-LINE OR
SUBSEQUENT THERAPY?

« Anti PD-1 monotherapy?
» Pembrolizumab*
» Nivolumab*
. Nivolumablipilimumab“‘5
« Targeted therapy if BRAF V600 activating mutation
» Combination therapy7:
¢ Dabrafenib/trametinib
¢ Vemurafenib/cobimetinib
« Ipilimumab
« High-dose IL-210
« Cytotoxic agents’
« Imatinib for tumors with activating mutations of KIT
» Consider best supportive care for poor performance
status

Recidief of metastasen

Disease
progression
or
Maximum
clinical
benefit
from BRAF
targeted

therapy

SECOND-LINE OR
SUBSEQUENT THERAPY?

« Anti PD-1 monotherapy?
» Pembrolizumab’
» Nivolumab
. Nivolumablipilimumab:""'5
« Targeted therapy if BRAF V600 activating mutation
» Combination therapy#7:8
¢ Dabrafenib/trametinib
¢ Vemurafenib/cobimetinib
. Ipilimumab4
- High-dose 11.-210
« Cytotoxic agents'!
« Imatinib for tumors with activating mutations of KIT
» Consider best supportive care for poor performance|
status

https://www.nccn.org/professionals/physician_gls/pdf/melanoma.pdf
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Hersenmetastasen

Disseminated Consider best supportive/palliative care

systemic disease
with poor systemic
treatment options®d

or
WBRTY

SRS (preferred)g-il

Surgical or
Y :
Newly diagnosed or resection WBRTY! |
stable systemic
disease or

Reasonable systemic

Unresectable
or opted not
to resect

SRS (preferred)9|
or ) |
WBRTY!

—

d: operatie of niet: o.a. afhankelijk van aantal,
grootte, lokalisatie, symptomen,......
h: eventueel systemische behandeling zo geen symptomen

en actieve systemische behandeling beschikbaar ’
https://www.nccn.org/professionals/physician_gls/pdf/cns.pdf
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Fig. 3. The clinical spectrum of IRAEs. IRAEs: immune-related

adverse events.

Toxicity Patterns - Anti-PD-1 Mab
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Rash
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Intensity

rash

Toxicity Patterns - Ipilimumab

hepatitis

hypophysitis

T T
5 6 7 8 9 10 11 12 13 14
Weeks to symptoms

__A

Pneumonitis
Colitis/diarree
Hypothyroidie

Hyperthyroidie

Bijwerking Nivolumab + ipilimumab m

Alle graden Graad 3/4 Alle graden Graad 3/4
7% 1% 2% <1%
13% 8% 2% 1%
17% <1% 11% 0
11% 1% 4% 0

M
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Immuungerelateerde pneumonitis

7

Bij (symptomatische) pneumonitis, graad 2 « De behandeling met moet worden

onderbroken

« Begi met cortic ing
in een dosis van 1 mg/kg/dag methylpred-
nisolon of equivalent

Bij pneumonitis, graad 3 of 4 moet definitief worden gestaakt

« Begi met cortic hand
ling in een dosis van 2 tot 4 mg/kg/dag
methylprednisolon of equivalent

hervat worden na

Na verbetering kan
idelij van de cortic

Bij g of als er geen g
wordt waargenomen ondanks het starten met
corticosteroiden:

« Verhogen van cortic: isvan2tot4
mg/kg/dag methylprednisolon of equivalent

« Gebruik v definitief staken

Bij diarree of colitis, graad 2 - De behandeling met moet worden

onderbroken

« Aanhoudende diarree of colitis moet
behandeld worden met corticosteroiden
in een dosisvan 0,5 tot 1 mg/kg/dag

"hervat worden na
van de cortic id

Na verbetering kan

geleidelijk ind

Bij htering of als er geen g

wordt waargenomen ondanks het starten m

corticosteroidebehandeling:
« Verhogen van de cortic

dosi tot1tot

Bij diarree of colitis, graad 4 . moet definitief worden gestaakt

- Beginnen met corticosteroidebehande-
ling in een dosis van 1 tot 2 mg/kg/dag
methylprednisolon of equivalent

methylp i of eq 2 mg/kg/dag methylprednisolon of equivalent
« Gebruik van ( definitief staken
Bij diarree of colitis, graad 3 « De behandeling met moet worden Na verbetering kan hervat worden na
onderbroken geleidelijk verminderen van de corticosteroiden.
X ) . Bijverslech of als er geen verbetering
« Beginnen met corticosteroit nde wordt danks het starten met

ling in een dosis van 1 tot 2 mg/kg/dag corticosteroiden, moet definitief worden
methylprednisolon of equivalent gestaakt

16/01/18
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Graad 2 verhoging van
aspartaataminotransferase (ASAT),
alanineaminotransferase (ALAT)
of totaal bilirubine

Graad 3 of 4 ASAT, ALAT of totaal bilirubine

Graad 2 of 3 creatinineverhoging

Graad 4 creatinineverhoging

(waaronder hypothyreoidie, hyperthyrecidie,
hypofysitis, bijnierinsufficilintie en diabetas)
Uitslag, graad 3

Uitslag, graad 4

Behandelingswijziging

Onderbreek het gebruik van totdat de Iaboratoriumwaarden genormaliseerd zijn en de
behandeling met corticosteroiden. indien nodig. voltooid is

definitief staken

Onderbreek het gebruik van totdat de creatininewaarden genormaliseerd zijn en de
behandeling met corticosteroiden voltooid is

definitief staken

De behandeling met moet worden voortgezet in aanwezigheid van hormonale
substitutietherapie zolang er geen symptomen aanwezig zijn

Dridemreek de dosissen totdat de symptomen verdwijnen en de behandeling met corticosteroiden
voltooid is

definitief staken

Universiteit

Antwerpen

e e N

Prsumonitis Asymptomatisch: diagnesa

wtsluttend na Kinisch ondar oak.
gean bahandeling ncedzakelje

Diarree Stiging van het aantal stoclgangen

por dag mat 4 of mindar vargslokan
mat da beginstatus; lichts stijging

wan hat stomavolumavargelaien by

de beginstatus

Symptomatisch: madische

Symptomatisch; remmende werking op

Lovensbedraiganda ademhalings-

behandaling noodz akelk; de bastsacthitaitan I het dageliks kvan; problamen: noodhulp ncadzakall
rammande warking cp de basisac 2uurstofbohandaling soodz skalifk (bw. trachsotoenia of Intubatic)
thitatten in hat dagalijks leven

Stijgingwan hat 33ntal stosigan Styging van het 3antal stoalgangen par dag mat Lavensbedraigend; noadhuip

gen par dag mat 4 tot 6 verge 7 of mesr vergelaken mat de beginstatus; zleken noodzakalijk

lsken mat de beginstatus; matige hutsopname noodz akslijk; emstige stiging van

stijging van het stomavolume hat gelekan bij da beg! 3

worgelokan by de beginstatus belemmerandewarking op de basisacthtalten vai

hat dagalyes levan

16/01/18
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) NewLink

’\) GENETICS

PROTOCOL NUMBER: NLG2107

TITLE: A Phase 2/3 (Adaptive Design) Study of the
Concomitant Administration of Indoximod or
Placebo plus Pembrolizumab or Nivolumab in
Adult Patients with Unresectable Stage III or Stage
IV Malignant Melanoma

NCT03301636

16/01/18
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Pembrolizumab + indoximod Pembrolizumab

ORR: 60 % ORR: 42 %
= CR: 20 % = CR:5%

PFS: PFS:
= mediaan: 12,9 maanden = mediaan: 5,5 maanden
= 1 jaar: 56% * 6 maanden: 47,3%

http://www.onclive.com/web-exclusives/update-confirms-benefit-of-pembrolizumab-
plus-indoximod-in-melanoma

EORTC

p Avenue E. Mounierlaan 83/11
E O RTC Brussel 1200 Bruxelles
b Belgié — Belgique
Tel: +322 77416 11

e-mail: eorte@eorte.be
Www.corte.org

EORTC Melanoma Group

Minitub: Prospective registry of Sentinel
Node (SN) positive melanoma patients with
minimal SN tumor burden who undergo
Completion Lymph Node Dissection (CLND)
or Nodal Observation.

EORTC protocol 1208-MG
(NCTO01942603)

16/01/18
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DELCATH SYSTEMS, INC
CLINICAL STUDY PROTOCOL

Protocol: PHP-OCM-301

EudraCT No. 2015-000417-44

Version 4.0
18 January 2017

A Randomized, Controlled, Phase 3 Study to Evaluate the Efficacy, Safety
and Pharmacokinetics of Melphalan/HDS Treatment in Patients with

Hepatic-Dominant Ocular Melanoma

__A

) NOVARTIS

Novartis Oncology Belgium
Interventional non-drug study
CDRB436BBEO3

A Belgian prospective study assessing PD-L1 expression in

BRAFV600 mutated metastatic melanoma patients at low

risk of early progression, before the initiation of first line
therapy

__J
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