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Statistiques

X cas par an dans le monde
quent chez I'homme (6% des cancers)

1935 : avait un risque de 1 sur 1500 de développer un mélanome
1960 : 1 sur 600
1990 : 1 sur 105
2000 : probablement 1 sur 75




acteurs de risque

sonnels ou familiaux de mélanome
nombreux naevi
. U.V. (soleil ou banc solaire)

ilité solaire (co soleil fréquents ou
es blondes et rousses)

ent de cancer de la peau






Viethode visuelle de screening : Le

Ly e ELL

La moitié

d’un naevus

ou d’une

tache de

naissance

devient

asymétrique

The first 4 images have been released by the National
Cancer Institute, an agency part of the National
Institutes of Health and are free to use. The fifth
image has been released by 0x6adb015 under the

Creative Commons Attribution-Share Alike 3.0
Unported (full details in the notes section
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sd mesure de Breslow (epaisseur du
melanome)

L'épaisseur de Breslow
Cette mesure est verticale
peau jusqu’au comg

Mélanomes <0,8mm
Mélan es 3

a pra



)65 classifications de Clark et Breslow pour le
melanome invasif

Breslow
Description depth

Touts les cellules cancéreuses sont limitées a I'épiderme, au-dessus de

- la membrane basale

In situ

e S

La tumeur remplit le derme papillaire et s’étend a l'interface entre les
dermes papillaire et réticulaire

o e I

111 0.76-1.5 mm

A% La tumeur envahit le tissu sous-cutané (a travers le derme entier)

Segy/ryrtcaa1A%esby, Inc., an affiliate of
Elsevier Inc.

()



AJCC 8e Edition
lassification TNM: Tumeur, Ganglions et metastases

a: without ulceration
b: with or without T = Taille de la tumeur (selon

ulceration Breslow)

N = cancer dans des ganglions
régionaux ou des sites loco-régionaux
M = Métastases a distance

1 node or in-transit, satellite, Evidence of distant metastasis

and/or microsatellite
metastases with no node

Distant metastasis to non-CNS visceral
sites with or without M1a or M1b sites of
disease




Clinical Staging

Stage 1A

AJCC 8e Edition
ades cliniqgue et pathologique

Stage IB T1b NO MO
T2a NO MO

Stage IIA

Stage IIB T3b NO MO
T4a NO MO

St.age ||c

Stage llI

: ll

Stage 0 Tis NO MO

Stage I1IB N1b, N1c
T1a/b, T2a N1b/c, N2b
T2b, T3a N1a/b/c, N2a/b

Stage IlIC N2b/c, N3b/c
T1a/b, T2a/b, N2c, N3a/b/c

T3a Any N = N1

T3b, T4a N1a/b/c,

T4b N2a/b/c







Melanoma-Specific Survival Probability
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1s therapeutiques

opérable :

idives :

thérapie locale



on(s) sentinelle(s) et
nphadenectomie

nétastase ganglionnaire cliniquement

(comp. ‘t HOu sélective)
> 51 le(s) GS es_?& itif (micro ou macroscopiquement)

ée avec la dissection sélective d'un ganglion a été
adoptée par les chirurgiens oncologues



Nanocolloides marqués au technecium-99



Systemic Treatment

FDA Approved Therapies

Therapy: Metastatic
Adjuvant
1555
High-dose o
IFH-m Ipilimumak

2010

1575
Dacarbazine

1358

High-dose
IL-2

2011

Fail bl

FEG-IFM alfa-2b
Vemurafenib

FOA = Sl g Orug Acmineireten [Le s [FH e refeee PG e pagyisted

Ll 3
Mivolumab +
ipilimumab
Ipilimumab
014
Mivelumab

Dabrafenib
Trametinib

Vemurafenib +
cobimetinib

4

Dabrafenib +
trametinib

Pembrolizumab

T
Mivolumab

2017

5% Bristol-Myers Squibb

Dabrafenib +
trametinib

1

Encorafenib +
binimetinib

2018

il







Adapté de Melero et al. Clin Cancer Res. 2013;19:997-1008

IMMUNOTHERAPIES

IPl imumab = anti-CTLA4
NIVO lumab = anti-PD1
DURVA lumab = anti-PD1
PEMBRO lizumab = anti-PD1
ATEZO lizumab = anti-PDL1

et autres... Anticorps |CoS
anti-CTLAA4

-3
'Anticorps
anti-PD1 &
anti-PDL1

3 Hmavivyiiaye 3




oS anti CTL4 et anti PD-1

modérées
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Zrevention (1) - Anamnese

it les atteintes potentielles les plus
5, pneumopathies)

INDIVIDU le risque

docrino : Diabete, hypothyroidie
monaire : Sarcoidose, Pneumopathie
gestif : pancréatite

hro : Néphrite

- Neuro : SEP, myasthénie

- cardiovasculaires : décompensation card, troubles du
rythme, vascularite myocardique



Prevention (2) Intercations
medicamenteuses

Pas d’ interac
iIsque hémorragique
ines)

pertenseurs resp. de maladies auto-
immunes

Antiarythmiques
= Antipsychotiques



Prevention (3) : Informer le patient des
affets secondaires potentiels

es, confusion

force des membres inférieurs

5, myalgies

ion de l'acuité visuelle
morragie.



(4 ) : cas particuliers

e adaptation

Histoire perso
(RCUH).

Infection chroniques : HIV; HCV, HBV : pas d’études mais semble safe !

elle de maladie auto-immune : pas d’études mais quelques cas relatés



Only very rarely have long-term,
permanent side effects (unlike 10)

Vitiligo Endocrinopathy



Table 4. Typical management of irAEs

Ambulatory versus  Corticosteroids Other immunosuppressive drugs
inpatient care

Ambulatory Not recommended Not recommended
Ambulatory Topical steroids Not recommended
or
Systemic steroids
oral
0.5-1 mg/kg/day
Hospitalization Systemic steroids To be considered for patients with
Oral or i, unresolved symptoms after 3-5 days
1-2 mg/kg/day for 3 days then of steroid course
reduce to 1 mg/kg/day Organ Specalist referral advised
Hospitalization Systemic steroids iv. To be considered for patients with
consider intensive  methylprednisolone unresolved symptoms after 3-5 days
care unit 1-2 mg/kg/day for 3 days then of steroid course
reduce to | mg/kg/day Organ specialist referral advised

Some dysimmune toxicities may follow a specific management: this has to be discussed with the organ specialist.
"Qutside skin or endocrine disorders where immunotherapy can be maintained,

anagement des IAES

Immunotherapy

Continue
Suspend temporarily*

Suspend and discuss resumption based
on risk/benefit ratio with patient

Discontinue permanently
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erapies ciblees



WT (= 28%)%2

BRAF mutation
(= 40%-50%)* 42
NRAS mutation
(= 15%-30%)32

Chirec Cancer Institute

SOMATIC MUTATIONS IN MELANOMA TT’V*”TT’-.M

personalized care
from molecule to human

BRAF mutations are the
most common driver
mutations in
melanomaz:2

WT, wild type.

Adapted with permission from Ekedahl.*

2 Data from Ekedahl,* Jakob,3 and Long# are based on percentages in patients with
metastatic melanoma.

1. Ekedahl H, et al. BrJ Dermatol. 2013;169:1049-1055. 2. Sullivan RJ, ed. BRAF Targets
in Melanoma: Biological Mechanisms, Resistance, and Drug Discovery. New York, NY:
Springer New York; 2015. 3. Jakob JA, et al. Cancer. 2012;118:4014-4023. 4. Long GV, et
al. J Clin Oncol. 2011;29:1239-1246.
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Cellule de
mélanome

BRAF V600E

Vémurafénib/
Dabrafénib

Trametinib

Survie et
prolifération
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Overall Survival in Advanced Melanoma

gy Anti-PD1 + Anti-CTLA4

- Anti-PD1 +/- Anti-CTLA4 Anti-PD1

% ATFETEAS BRAFi + MEKi
08 \ 70-75% 64%
s | 55-60 % % o
i \‘s,.‘gy % 4246% u
AT%  ~EO— e |
| | 34%

0
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== COMBI-d+v: Dabrafenid + trametinib (n=563)*
~CHECKMATE 067: nivolumab (=314
— CHECKMATE 08 fivomat g 1"
~— KEYNOTE-006: Pembrolzumab (ne 556)

= CA184-002: piimumab (n=137)
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raitement adjuvant



Clinical Staging

Stage 1A

AJCC 8e Edition
ades cliniqgue et pathologique

Stage IB T1b NO MO
T2a NO MO

Stage IIA

Stage IIB T3b NO MO
T4a NO MO

St.age ||c

Stage llI

: ll

Stage 0 Tis NO MO

Stage I1IB N1b, N1c
T1a/b, T2a N1b/c, N2b
T2b, T3a N1a/b/c, N2a/b

Stage IlIC N2b/c, N3b/c
T1a/b, T2a/b, N2c, N3a/b/c

T3a Any N = N1

T3b, T4a N1a/b/c,

T4b N2a/b/c




RFS IMMUNOTHERAPIE RFS THERAPIE CIBLEE

$EORTC

Keynote-0054 Updated RFS analysis (ESMO 2020) Adjuvant Dabrafenib and Trametinib

A Relapse-free Survival

Stage lll 10-

Treatment arm Events/N HR (95% CI) o
Pembrolizumab 203/514 0.59 (0.49-0.70)
Placebo 288/505  Reference RFS rates
, Stratified Cogrank P-value: <001 at1 year:
g3 8% (553.04.1% 88% versus 66%;

: at 2 years:
67% versus 44%
; at 3 years:
} 58% versus 39%

* Cut-off date (3-Apr-2020); median duration of follow-up: 3.5 years; 491 RFS events

08
07
06 Dabrafensd plus trametinib
05
04
43.5%41.4% 37.0455% 03

02 Hazard ratio for relapse, 0.47 (95% C1, 0.39-0.58)

P<0.001

Probability of Relapse-free Survival
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| Patients at risk ‘ ; %
Pembrolizumab | 514 412 375 353 333 316 300 163 Months since Randomization
359 25 13 205 115 26 No. at Risk
Dabrafenib plus 438 413 405 392 382 373 355 336 325299 282 276 263 257 233202 194 147116 110 66 52 42 19 7 2 0
trametinid
by stage given at randomization Placebo 432 387 322 280 263 243 219 203 198 185 178 175 168 166 158 141 138106 87 8650 33 30 9 3 0 0

** REMINDER: irAEs and Outcome: The occurrence of an r was significantly associated with a longer RFS in Long G et al, NEIM 2017
the pembrolizumab arm (HR = 0.61, 95% C! 0.39-0.95) Eggermont AM, et al. JAMA Oncology 2020;6:519-27 i
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COMBI-AD: Distant Metastasis—Free Survival
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NCCN Guidelines® for Melanoma V.2.2018:
Therapy for Stage Ill Clinical Satellite or In-Transit Disease:
Post-Primary Treatment

Clinical Response Second-line Adjuva
Stage Assessment Treatment!? nt
No evidence of > Observation
disease " or
Nivolumab
Post 4 )
surgery Systemic therapy?3 e
Armrac Dabrafenib/
Less than Local therapy options: trametinib for
complete » .« Intralesional injection options: patients with
resection BRAF V600
+ Talimogene laherparepvec* activating
age i
19 + BCG, IFN, or IL-2 (all category mutation
(clinical 2B) or
satellite
orin- transit) « Local ablation therapy (category 2B) Interferon
post prlmary T . alfa®
* Topical imiquimod for superficial (category 2B)
dermal lesions (category 2B) R
. Residual/progress 5 Consider radiotherapy if not used
Clinical ive disease previously® (category 2B)
Post assessment
non- imaging? to ; e
surgical determine Regional therapy options:
primary treatment \_* Isolated limb infusion/perfusion with /
therapy response or . melphalan
; No evidence of N Slsaraion
disease "

Note: All recommendations are category 2A unless otherwise indicated. Please refer to notes page for definitions of NCCN Categories of Evidence and Consensus.
Please refer to notes page for footnotes, including recommendations for treatment selection. Please access full guidelines for more information:

www.nccn.org/.

BCG = Bacillus Calmette-Guérin; IFN = interferon; IL-2 = interleukin 2; NCCN = National Comprehensive Cancer Network

Adapted with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Melanoma V.2.2018. All rights reserved. Accessed January 24, 2018. To view the most recent and
complete version of the guideline, go online to NCCN.org. The National Comprehensive Cancer Network makes no warranties of any kind whatsoever regarding their content lication and disclaims_any

responsibility to their application or use in any way. VAW ignsto _ Y(’,I'S SC]Ulbb


http://www.nccn.org/




Traitement médical du mélanome métastatique
immunothérapies & thérapies

~ ciblees
une révolution en moins de 10 ans...

2009 2019

Fifteen-Year Survival of Patients in AJCC Melanoma S (‘::j;;;j
Stag i ng Datahase == Cobrim: Vemurateni + Cotimetiib (247"
BRAFi + MEKi CHECKMATE 067: Ipiimumab + Nivolumab (ns314
== CHECKMATE 067: Nivolumab ns316)*
7 L B CHECKMATE 066: Nivolumab (ns210
Y i § Anh PDl +/ Anh CTLA4 KEYNOTE-006: Pembrolizumab (n 556)*
e . = CAL84-002: Ipimumab (ns137)
e h‘b‘;m b 64% Anti-PD1 + Anti-CTLA4
: $wl W uw N005%  SS60% / pippy 0K 53%
0 Stage Il (n=673¢) ] o 8 o /
: c = K BRARAMEG 46%
E Stagelll (n=1528) .g 064 ! ‘\\\ v ~40-45% 7%
; = : | = s
= 0 ‘ - :
% 04 i ¥
Stage IV (r=1158) a } |
0 02 :
01 23 45 67 8 9 101 1213 14 15 0 P
Survival ( ) 00
B e 2 " T 3 ) ) b

Journal of Clinical Oncology, Vol 19, No 16 (August 16), 2001: op 3¢35-3648

<10% survie globale a 5 ans > 50%



Metastatic [reatment
BOTIIMon Systemic Ireatments® Approved in
the US as of 2018

Nivolumab + Pembrolizum
ipilimumab ab

Dabrafenib + Vemurafenib Encorafenib
trametinib + cobimetinib + binimetinib

heckpoint Inhibitor

()



SITC Stage IV Distant Metastatic Disease
Treatment Algorithm

Surglosl caminase

1. Clinical Tial 1. Clinlcal Tial
lirmumsinniboiemsn Z.Blbacdomsin of pemiorcllzmsn
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Sufrcan FLL at ml J Ammoncttes Senoes. 200EE.84
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etastases cerebrales

ont une complication fréquente du mélanome

mélanome métastatique ont des métastases

des métastases cérébrales au cours de leur

te péjoratif, avec une moyenne de survie globale de 4 a 6 mois.

eutique actuelle consiste en

ie (10 % des patients avec métastases cérébrales y ont acces)

P

rapie cérébrale totale (35 Gy délivrés sur 14 jours)
une radiothérapie stéréotaxique ciblée sur une région du cerveau



X=3.0Y=-0.3 Z=28.9 mm
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Comparaison des colts de traitement
ex : patient de 80 kg et 180 cm =>2 m? SC

Traitement Schéma Prix unitaire Détail du calcul Prix par an
d’administration

Nivolumab 240 mg DT/ 15 N 240 mg =3250 € 3250€ x 26
s 84 500 €

Nivolumab — (N1mg/kg+13 N 80 mg =1095 € (1095 € + 22539 €) x

.re mg/kg) pdt4 cures | 1240 mg=22539€ |4

Ipilimumab PUis

N 240 mg DT / 15 . + 159536 €
N 240 mg =3250 € 3250 € x 20

Pembrolizumab | 200 mg DT /3 sem P 200 mg=7345 € 7345 €x17.3 127 313 €

Dabrafenib D2x2comp75mg [ D=257€/]j (257€ + 241€) x 365 181 822 €
/] +

+ o + T=241€/]

Trametinib T1x2mg/]j

Dacarbazine 1g/m?%3sem DTIC2g=91.3¢€ 91.3€x17.3

1579 €




lusion, la bonne attitude :

e dépistage en dermatologie !!



votre attention



