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Conflits d’intéréts

Aucun en lien avec cette présentation



Epidemiologie du MM chez les sujets ages

* Au cours des 20 dernieres années, l'incidence du MM a augmenté en
France et dans la plupart des pays développés (1,2)

* Bien que ces données tendent a se stabiliser depuis quelques années
dans la population jeune, I'incidence du mélanome chez le sujet age
guant a elle est toujours en croissance

e Aux USA et au Danemark, la plus forte augmentation d’incidence du
MM a concerné les sujets ageés (3,4)

* En France, incidence du MM chez les sujets >75 ans = 2500 nouveaux
cas par an (25,6% des MM diagnostiqués) (5)

(1) Epidemiology of cutaneous melanoma : Descriptive data in France and europe. Grange et al. Ann Derm Ven 2005
(2)Melanoma Thickness andSurvival trends in United States, 1989-2009. Shaikh. J Nat Cancer Inst. 2016

(3) Screening, early detection, education ans trends for melanoma : Current status (2007-2013)Mayer et al. JAAD 2014
(4) Trends in melanoma in the elderly in Denmark, 1980-2012 Hoejberg et al. Acta Oncoligica 2016

(5) Les cancers en France en 2013. Ouvrage étudié par INCa



Epidemiologie du MM chez les sujets ages

Pronostic plus sombre chez le sujet agé plurifactorielle (6)

- Caractéristiques du MM (épaisseur plus élevée, ulcération plus
fréquente)

- Retard au diagnostic : détérioration vision, difficulté a se déshabiller
et multiples KS rendant identification du MM plus difficile

- Facteurs sociodémographiques : isolement geographique,
dépendance, milieu rural

- Prise en charge : Délai du ttt chirurgical plus long, marges moins
respectées

(6) Distinctive features of melanoma and its management in elderly patients: a population-based study in France.

Ciocan et al. JAMA Dermatol 2013
(7) Cutaneous melanoma in the elderly. Testori et al. Melanoma Research 2009



_es relations étroites du MM et du systeme
Immunitaire

Vitiligo associé au mélanome (1 a 20%
cas) : meilleur pronostic.

Mélanomes « régressifs » : explique les
cas de mélanome métastatique de
primitif non retrouvé
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Proportion de sujets ages dans les principales
études cliniques d’'immunothérapie

* Absence de limite supérieure d’age

* Pas d’essai clinique spécifiqgue dans la population gériatrique



Proportion de sujets ages dans les principales
etudes cliniques d’'immunotherapie

Table 4 Selected trials with immunotherapy tients with metastatic melanoma

Study description References Study arm Pts  Age (years)'
(n)

Phase 111, 1P1, with or without Hodi et al. [118], 2010 1P1 + gpl00 vs. 676  All pts: 56.2
gp100 peptide vaccine vs, IP1 w/o gpl00 (NR)
gpl100 alone vs. gp 100 alone

Phase 111, IP1 (10 mg/kg) + DAC  Robert et al. [117], [Pl + DAC vs. 502 IPl + DAC: J§>65: 32 %
vs. DAC 2011 DAC 57.5 (NR)

DAC: 564
(NR)

Phase 111, PEM (10 mg/kg) g2w or  Robert et al. [135], PEM q2w vs. 834 PEM q2w: Reported but
q3w vs. 4 doses 1P1 (3 mg/kg) 2015 PEM 3w vs, 61 (18-89) percentages not
q3w (KEYNOTE-006) IP1 PEM q3w: directly

63 (22-89) calculable
IPI: 62
(18-88)

Phase III, NIV vs. DAC Robert et al. [136], NIV vs. DAC 418 All pts: 65 >65 and < 75:

(CheckMate 066) 2015 (18-87) 36 %
(supplementary >75: 16 %

material figure S2)

Phase 111, NIV alone vs. Larkin et al. [138], NIV vs. 945 All pts: 60
NIV + IPI vs. IP] alone in pts 2015 NIV + 1Pl vs. (18-90)
with MM (Checkmate 067) 1P]

Novel Therapies for Metastatic Melanoma : An Update on Their Use in Older Patients. Rogiers et al. Drugs Aging 2015



Improved survival with ipilimumab in patients with
Metastatic Melanoma. Hodi et al. N. Engl.J. Med

2010

OS (médiane en mois) 10 10,1 6,4 p<0,001

Overall Survival (38)
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=>» Premier essai a démontrer un bénéfice en termes
de survie globale
=» Obtention de | ’AMM de I’ipi en aout 2011 ala
dose de 3mg/kg, 4 perfusions a 3 semaines
d’intervalle, 1¢'¢ ligne de traitement, patients
BRAF non mutés

Analyse en sous-groupe

196 malades /676 = 65 ans (29%)
112 groupe IPILIMUMAB + GP100
42 groupe IPI seul

42 groupe GP100 seul

RR déces 31% (IPI+GP100 vs GP100)
HR 0,69(0,47-1,01) pop totale HR 0,69(1C95% 0,56-0,85)

RR déces 39% (IPI vs GP100)
HR 0,61(0,38-0,99) pop totale HR 0,64(1C95% 0,49-0,84)



Ipilimumab plus dacarbazine for previously
untreated melanoma. C. Robert et al. N Engl ] Med

2011

* 502 patients naifs de traitement
- IPI' 10 mg/kg
- DTIC

Confirme l'efficacité de l'ipi : 0S=11,2 vs 9,1 mois

* 160 malades /502 = 65 ans (32%)

85 IPI+DCB

W, L Censo red
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’E 40+ o pil ab—dacarbaz
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& )
lacebo-dacarbazine T te----- _—
10 T T S EE-EB o -@oS- B e
T T T T T T T T T T T T T T
24 26 2B 30 32 34 36 3B 40 42 44 46 48
Months
Ipilimumab- Placebo-
Subgroup Dacarbazine = Dacarbazine Log Hazard Ratio (95% Cl)
no. of deaths /total no.
All patients (primary analysis) 196/250 218/252 —e— -0.33 (-0.53 to -0.14)
Age '
<65 yr 128/165 156/177 e : -0.36 (-0.60 to -0.13)
e -0.09 (-0.44 to 0.25)

=65 yr 68/85 62/75

OS according to subgroups
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Pembrolizumab vs. Ipilimumab in Advanced
Melanoma. C. Robert et al. N. Engl. J. Med 2015

* Phase lll, 834 patients : oo,
« pembro 10 mg/kg/2 semaines %] oA g
« pembro 10 mg/kg/3 semaines " -7
* ipi 3 mg/kg/3 semaines. % co
* Taux de réponse:33,7vs32,9vs 11,9% a ™ prumb
g 40—
* PFS a6 mois:47,3vs 46,4 vs 26,5% a0
 Taux de surviealan:74,1vs 68,4 vs 58,2 %. e
* Pas de différence d’efficacite selon les 2 N R T T T T

schémas d’administration

=> Le pembrolizumab (Keytruda®) a obtenu ’AMM en France en septembre 2015 a la
posologie de 2 mg/kg toutes les 3 semaines, jusqu’a progression.



Nivolumab in Previously Untreated Melanoma
without BRAF mutation. C. Robert. N Engl. J. Med.
2015

Owerall Survival
e 418 patients ) 1ére “gne Jij E:Eﬁlmﬁu for death, 0.42 (99.79% CI, 0.25-0.73)
* nivolumab 3mg/kg/2 semaines +placébo 30,
, Mivolumab
* DTIC + placébo % 1 Dacarbazine
= B0
. N 2=
* Tauxdesurviealan:72,9% vs42,1% L
(p<0,001) : interruption précoce E 40-
, . s 307 Patients Who Died Median Survival
* Taux de réponse objective = 40% vs 13,9% * 2 no.fiotalno.  mo (95% Cl)
ivol b hed
(p<0,001). ) urtarne 0 10863150
* Le bénéfice est observé quel que soit le statut o 3 & 5 1 15 I
PD-L1 du patient. Months

* Profil de tolérance en faveur du nivo.

=>»Le nivolumab (Opdivo®) a obtenu ’AMM en France en 2015 en premiére
ligne a la posologie de 3 mg/kg tous les 15 jours, jusqu’a progression.



Nivolumab in Previously Untreated Melanoma
without BRAF mutation. C. Robert. N Engl. J. Med.
2015

Figure S2 Forest plot for overall survival by pre-defined patient subgroups. Significantly improved overall survival was observed in
nivolumab-treated vs dacarbazine-treated patients across pre-defined patient subgroups.

Age Category
<65 . A7 (917,NA)
265and <75 ' J0 (9.33,15.18)
275

(0.32, 0.85)
(0.24,0.81)

Nivolumab Dacarbazine Nivolumab Dacarbazine Unstratified Hazard Ratio for Death
N No. of death/No. randomized Median overall survival, mo. (95% Cl) (95% Cl)
[]
All patients 418 50/210 96/208 N.A. 10.84 (9.33,12.09) —— : 0.42 (0.30,0.59)
PD-L1 Status :
Positive 148 11/74 29/74 NA. 1239 (9.17,NA) —— : 030 (0.15, 0.60)
Negative/Indeterminate 270 39/136 67/134 NA. 10.22 (7.59,11.83) —— : 048 (032, 0.71)
M Stage at Study Entry :
MO/MI1A/MIB 163 11/82 29/81 N.A. 12.39 (9.56, N.A) —— : 031 (0.16, 0.63)
M1 5 9/128 67/127 N.A. 933 (6641117 —— | 047 (0.32, 0.71
:
]
]
[]
i
|




Combined Nivolumab and Ipilimumab or
monotherapy in Untreated Melanoma. J. Larkin et

al. N. Engl. J. Med 2015

Phase Ill, 945 patients

v' ipi 3 mg/kg/3 semaines

v" nivo 3 mg/kg/2 semaines

v’ ipi+nivo
Association > ipi seul

v" PFS=11,5 vs 2,9 mois
Association > nivo seul dans le
groupe PDL1 -

v" PFS=11,5vs 5,3 mois

Progression-free Survival (%6)

Toxicité association > tox ipi
v' AE grade 3-4=55 % vs 27,3 %

100+
90—
Bl
70—
fi) —

Mivolumab

Nivolumab plus
ipilimumab

Ipilimumab

I I I I I
9 10 11 12 13
Months

| | | | | | | |
14 15 16 17 18 19 20 21



Combined Nivolumab and Ipilimumab or
monotherapy in Untreated Melanoma. J. Larkin et

al. N. Engl. J. Med 2015

Characteristic

Age —yr

. Table 3. Adverse Events.*

Event

Any adverse event

Treatment-related adverse event{

Treatment-related adverse event
leading to discontinuation

Table 1. Characteristics of the Patients at Baseline.”

Nivolumab plus

Nivolumab Ipilimumab Ipilimumab Total
(N=316) (N=314) [N =315) [N =945)
Nivolumab Nivolumab plus Ipilimumab Ipilimumab
(N=313) (N=313) (N=311)
Any Grade 3 or 4 Any Grade 3 or 4 Any Grade3 or4
number of patients with event (percent)
311 (99.4) 136 (43.5) 312 (99.7) 215 (68.7) 308 (99.0) 173 (55.6)
257 (82.1) 51 (16.3) 299 (95.5) 172 (55.0) 268 (86.2) 85 (27.3)
24 (7.7) 16 (5.1) 114 (36.4) 92 (29.4) 46 (14.8) 41 (13.2)




Nivolumab and Ipilimumab vs ipilimumab in

untreated melanoma. Postow et al. J Engl J Med
2015

Phase 2

Figure S3. Objective Response Rates in Pre-defined Patient Subgroups.

Predefined N Nivolumab + Ipilimumab Ipilimumab Favor Favor
patient subgroup n/N ORR, % (95% CI) n/N ORR. % (95% Cl) ipilimumab combination
Overall 108 4472 61.1% (48.9, 72.4) 4137 10.8% (3.0, 25.4) ' ——i
M Stage at study entry X
MO 11 1/6 16.7% (0.4, 64.1) 05 0.0% (0.0,52.2) '
M1A 16 719 77.8% (40.0, 97.2) o7 0.0% (0.0, 41.0) :
MI1B 30 14722 63.6% (40.7. B2.8) o/8 0.0% (0.0, 36.9) .
M1C 50 22/34 64 7% (46 5, 80 3) 4116 250% (7.3. 52 4) D O i
AJCC Stage .
Stage Il 16 2/8 250% (3.2. 65.1) /8 0.0% (0.0, 36.9) X
Stage IV 93 42/64 65.6% (52.7. 77.1) 429 13.8% (3.9 31.7) : <
Age X
<65 44 22/31 71.0% (52.0, 85.8) 013 0.0% (0.0, 24.7) : b—ao0—
265 65 22141 53.7% (37 .4, 69.3) 4124 16.7% (4.7, 37 4) : 10—



Tolérance

IPILIMUMAB irAE Gr 3-4 20-30%

AntiPD1 irAE Gr 3-4 10-15%

IPILIMUMAB+NIVOLUMAB irAE Gr 3-4 55%

Aucune étude pivot ne traite de la tolérance en sous-groupe par age



Efficacity and safety of ipilimumab in elderly patients with pretreated
advanced melanoma treated at Italian centres through the expanded
access programme. Chiaroni et al. J Exp Clin Cancer Res. 2014

193 patients >70 ans vs. 662 pts <70
ans

Taux de réponse 15 et 13%
SG médiane 8,9 et 7,0 mois

Pas de différence significative en terme
d’effets indésirables

irAE tous grades 36% vs 33%

Chez patients >70 ans 6% AE gr llI-IV

Table 3 Treatment-related AEs experienced by at least
2% of patients aged > 70 or <70 years

Patients aged  Patients aged
> 70 years =70 years
(n=193), n (%) (n=662), n (%)

Treatment-related AEs experienced Any Grade Any Grade

by at least 2% of patients grade llI-IV grade IlI-IV
Pruritus 11 (6) 0 47 (7 1 (1)
Rash 19000 1(<1) 45(@) 3 (1)
Diarrhoea 9 (5) 2(1) 518 17(3)
Mausea 5(3) 0 42 (6) 2 (<1)
Liver toxicity 3(2) 2(1) 16@ 132

AEs, adverse events.



Subset analysis of the safety and efficacity of
nivolumab in elderly patients with metastatic

melanoma. Freeman et al. J immunother Cancer
2015

Table 1. Immune-related adverse events in melanoma
patients <65 and >65 treated with nivolumab

Analyse rétrospective des patients traités pour un IrAE Incidence (%) Age Incidence (%) p-value

mélanome par NIVOLUMAB <65 Agez65

148 pts Rash 385 404 0.966

52 (35%) agés = 65 ans Diarrhea 30.2 21.2 0.322
) Vitilligo 104 7.7 0.805

Pas de différence en terme d’incidence des irAE dans les — —

Hypothyroidism 8.3 5.8 0.8
2 groupes
p=0,322 Muscositis 5.2 5.8 099

Myalgias 42 0 0.336

Pneumonitis 1.1 1.9 0.89




Subset analysis of the safety and efficacity of
nivolumab in elderly patients with metastatic

melanoma. Freeman et al. J immunother Cancer
2015

Lankmark : OS : AllirAEs Lankmark : OS : AllirAEs
(Log rank p=0.033 ) (Log rank p=<0.001)
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Figure 2 a. OS correlation to the presence or absence of irAEs in metastatic melanoma patients 265 treated with nivolumab. b. represents the

OS curves for patients <65.
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melanoma and other skin tumours

111370 | Safety and efficacy of anti-PD-1 antibodies in elderly
patients with metastatic melanoma

R. Rai', J.L. MeQuades, DY, Wang®, J..J. Parc®, K. Nahar!, J.A. Sosman?®, K,

E. Beckermann?®, L.E. Haydu®, B, La', 5. Rubinsten®, K.E. Backermann?,

M. MoKearn®, 5, Matthew®, A Guminski', M.S, Carlino®, M, Davies®, D,

B. Johnson®, GV Long', AM. Manzies

'Wedical Onoology, Melanoma institute Australia, University of Sydney, Marth
Syney, Austraia, “Melanoma Medical Oncolagy, The University of Texas MD
Andarsan Cancar Center, Houston, TX, USA, “Medicine (Fematalogy-Oncology),
Vanderhit University, Nashvile, TN, US4, “Medical Oncology, Crown Princess
Marny CGancer Centre, Westmead Hospital, Sydney, Austraia

Background: The incidence of melanoma increases with age, Anti-PD-1 antibodies are
often the first option for elderly patients with metastatic melanoma, particularly given
the low rate of BRAF mutations in this group, however there are limited dala regarding
their safety and efficacy.

Methods: All patients treated with anti-PD=1/L1 antibodies on clinical trials at 4
centres were retrospectively identified, Patient demographics, primary and metastatic
melanoma characteristics, toxicity, response and survival data were collected, Statistical
comparisens were made between older (375 yrs) and younger (<75 vrs) patients,

Results: 283 patients were included in the analysis, median follow-up of 44.5 months,
208 had pembrolizumab and 71 had nivolumab. Median age was 62 (range 22-87). The

Annals of Oncology 27 (Supplement 6): vi379-w00, 2016
doi:10. 1093 annonc/madw3 ™88

cahort had typical prognostic features (75% AJCC stage Mic, 57% ECOG P50, 40%
elevated LIMH, 14% treated stable brain metastases), 124 {(43%) had prior ipilimurmab,
ard 63 (22%) prior MAPK inhibitors, 35 (12%) pts were >75 vs old, and they had
similar prognostic features as those <75vrs, similar rates of prior ipilimumab, but less
prior MAPK inhibitors {2/35 [6%] vs 617256 [24%], P = 0.04). The objective response
rate in pls =75 was sumilar to pls <75 (17/35 [48%] and 89/256 [34%], respectively
ere was no difference in the incidence of immune-related adverse events in those
=75 than those <75 (14/35, [40%] and 95/256, [37%], p > 0.05), and the rates of
preonimueation Tor ooty were simlar (E05% and 0L053%, p > 003 edian P
o was simalar m older {87 months and 33.5 months) and younger (4.6months an
48 Im onths) patients (I*' = (L48). Updated analysis including efficacy associations with
primary melanoma features and blood parameters at baseline and early during
treatment across the whole cobort will be presented.

Conclusions: Anti-PD-1 antibodies are safe and effective in elderly patients. wath
response and toxicity profiles similar to that observed in younger patients,

Clinical trial identification: Mot applicable

Legal entity responsible for the study: Royval Prince Alfred HREC

Funding: Acadernic group

Drisclosure: A, Guminsks; Advisory board member; Plizer, BMS, M5, Carlino:
Advisory board member for MSDY, BMS, Amgen, Novartis. Honoraria: MDD, BMS,
Movartis. M. Davies; Advisory board: Novartis, GlaxoSmithEline, Genetech,

Sanofi- Aventis, Vacoinex Reseasth funding: Glaxosmithkline, Genentech, Astazaneca,
Omeothyreon, Sanofi-Aventis, [1B, Johnson: Advisory board: BMS, Genoptix, GV,
Lomg: Consultant advisor to BMS, Merck, M50, Amgen, Novartis. Honoraria for
Merck, BMS and Novartis, A M. Menzies: Advisory board MSDY, Chugat. Honorana -
BM35, Novartis. All other authors have declared no conflicts of interest,




Perspectives : Augmenter largage de neo-
antigenes tumoraux
T-vec

* VVirus herpes génétiguement modifié pour qu’il ait une affinité
sélective pour les cellules tumorales et entraine préférentiellement
leur lyse et donc une libération de peptides antigéniques.

* FDA approval (Oct 2015) et AMM en suisse



Tumor cells rupture for Systemic tumor-sgecific Death of distant

Talhmlgene Selectjve viral re‘plica:ion s r : . |
La herpa re pvec in cancer cells an oncolytic effect immune respornse cancer calls
Improves durable (s
response rate in oot ‘
patients with s o
advanced H ;5.' .
melanoma. » - g |
Andtbacka et al. v -
J.Clin.Oncol. 2015 _—
< Local Effect: > < Systemic Effect: >
Tumor Cell Lysis Tumor-Specific Immune Response
Phase 3 randomisée vs GM-CSF Table 1. Baseline Demographic and Clinical Characteristics
436 pts stage lll et IV
T-VEC GM-CSF
(n = 295) in = 141)

Taux de controle durable 16.3% vs 2.1%

(o) o)
ORR 26.4% v 5.7% , , . Charactenstic No. % No. %
Aes les + frequents : fatigue, frissons, fievre

Age, years
Median 63 64
Etudes en cours Range 22 to 94 26 to 91
. <65 152 52 72 51
avec les anti-PD1 s pe o o -




Conclusions

* Avec une augmentation d’incidence du MM chez le sujet agé, sa
participation aux essais cliniques est essentielle

* Inclusions dans les essais cliniques — minmum 30%
Pas d’age limite mais ECOGOou 1
Evaluation oncogériatrique préalable dans aucun des essais

* Etude en sous-groupes = Pas de différence notable d’efficacité entre
<65 et >65ans

* Pas de sur-toxicité dans les études en vie-courante



Conclusions

e Pas d’ajustement des doses aux fonctions rénales et hépatiques

* Peu d’interactions médicamenteuses avec les immunothérapies
Pas de métabolisation par le cytochrome P450

Corticothérapie générale a éviter

(Surveillance des patients sous anticoagulants en cas de colite..)



Jimmy Carter 93 ans sous PEMBROLIZUMAB
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