£DNCO

NOUVELLE-AQUITAINE

- Dispositif spécifique régional du cancer

PRISE EN CHARGE DU MELANOME :
RECOMMANDATIONS ET ACTUALITES

Pr. Henri Montaudié
CHU de Nice, INSERM U1065, C3M, UCA

= mNiCE-CLiPP
| OB
g e | GCC |

. RﬂtOh@ Laca_ss.agm
GROUPE DE CANCEROLOGIE CUTANEE c




. oA NCO
Liens d'interets  wueesamne

() « Le contenu et/ou les opinions exprimés lors de cette
présentation, notamment celul ou celle(s) relatifs a la
stratégie thérapeutique ont été réalisés en toute
indépendance »

() Consultant occasionnel — participation a des boards
pour les laboratoires : PFO, BMS, MSD, Novartis,
Regeneron et Sun Pharma

() Participation a des essais cliniques : PFO, BMS, MSD,
GSK, Novartis, Regeneron, Nektar, Therapeutics, 4SC,
Incyte,IOVANCE

() Grant : Leo Pharma et BMS




@ Groupe de Cancérologie Cutanée X
https:/Aww.cancer-et-peau.com H
Groupe de Canceérologie Cutanée (GCC)

Le Groupe de Cancérologie Cutanée (GCC) est un groupe thématique de la Société Francaise
de Dermatologie. Il regroupe des dermatologues, oncologues et dermato- ..
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Accueil LeGCCw Lescancersdelapeau~ Pourles patients» Noscentres Espace médecins v

Algorithmes de prise en charge

Retrouvez ici les algorithmes de prise en charge des différentes formes du cancer de la
peau, proposés par le Groupe de Cancérologie Cutanée. Chacun de ces algorithmes de
prise en charge est le résultat d'un accord dexperts.

ANOTER: pour chaque décision théropeutique, il est indispensable d'essayer dinclure au
maximum les patients dans des essais thérapeutiques.

© Algorithme de prise en charge des mélanomes !

3 contoct@cancer-et-peaucom - Connexion .

Accueil LeGCC~ Lescancersdelapeau~ Pourlespatients» Noscentres Espace médecins

Annales de dermatologie et de vénéréologie - FMC 4 (2024) 281288

dermatologie

Disponible en ligne sur Elsevier Masson France
ScienceDirect EM|consulte
www.sciencedirect.com www,em-consulte,com
ELSEVIER
PRATIQUES PROFESSIONNELLES

Algorithmes de prise en charge @
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de la Société francaise de dermatologie
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L'arsenal thérapeutique dans le mélanome en 2024...

)

v IMMUNOTHERAPIE:

v" Traitements locaux destructeurs

» Anti-PD1: nivolumab!? — pembrolizumab?

» Anti-PD1+ anti-CTLA-4: nivolumab + ipilimumab®®

v THERAPIE CIBLEE: anti-BRAF + anti-MEK

» vemurafenib + cobimetinib® ST —
. . . Gl — —
» dabrafenib + trametinib?%1° © O(@:J & @
> . o @ & e
encoratenib + binimetinib ®? oo G© @
> inhibiteurs tyrosines kinases : imatinib... % 7\ s & & = Googleimage
- Lv0) @)@
v' CHIMIOTHERAPIE:
~
»  Dacarbazine, temodal, fotemustine. .. \ =S
SLarkin J et al. N Engl J Med. 2014; 13;371(20):1867-76
"Robert et al. N Engl J Med 2015;372:320-30 "Long GV et al. Lancet 2015;386:444-51
2Weber et al. Lancet Oncol 2015; 16: 375—84 SLong GV et al. N Engl J Med 2014 13;371(20):1877-88
*Robert al. N Engl J Med 2015;372:2521-32 9Robert C. et al. N Engl J Med 2015;372:30-9.
*Wolchok JD et al. N Engl J Med 2017;877:1345-56 °Davies M et al. Lancet Oncol 2017; 18: 865—73

*Tawbi HA et al. N Engl J Med. 2018;23;379(8):722-730 " Dummer R et Lancet Oncol. 2018;19(5):603-615
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ACTUALITES SUR LA PRISE EN CHARGE
DU MELANOME A HAUT RISQUE DE RECIDIVE
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) Mélanome a haut risque de récidive (1)...

AJCC 8®m¢ édition
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Traitement ADJUVANT
ou comment s'attaquer a la maladie résiduelle?

Adjuvant setting

Proliferation of pre-existing

= minor subclones and/or
Systemi evolution of new resistant
therapy . clones
venssnseesh | residual e
disease Follow up for assessment of
Primary tumour DFS and OS (years)
operated l |
Sensitive @ Pre-existing minor 0 Other clones
clone resistant clones (resistant)

Recurrence or progression

ADN tumoral circulant

T umeur Sous

7 Y crc

ctDA

Gershenwald JE et al. CA Cancer J Clin. 2017
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Données de Survie Sans Récidive (SSR = RFS) > 5 ans

Jusqu'a 10 ans pour COMBI-AD!!
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CHECKMATE-2383
Nivolumab vs ipilimumab

Dabrafenib plus trametinib vs placebo

1. Dummer R, et al. N Engl J Med. 2020;383:1139-1148. 2. EggermontA, et al. NEJM Evidence. 2022;1:EVID0oa2200214. 3. Larkin J, et al. Clin Cancer Res.

2023;29:3352-3361.

T A-B-C

IIIB/C -1V

Comparateur actif

Long GV et al. NEJM 2024

Résultats similaires sur la survenue de métastase a distance
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Données de Survie Globale (SG = OS) ole

| Ameélioration OS mais non significative

& ~,

—

COMBI-AD

Checkmate-238

C NIVO (n = 453)

oS ™)

»

Overall Survival (ITT)

Réduction du risque de décés de 20%

100%
90% -
80% - .
70% 77% »

79%

Proportion Alive

Am n Events Median, months (95% Cl)
20% 1 D+T 438 125 NA(1207,NA)

Placebo o
HR: 0.80; P=0.06
95% CI (0.62, 1.01)

2% T — e w
iy 65%

0 4
B aERIER Time From Randomization (Months)

D+T 438 416 407 395 381 370 362 351 347 336 325 318 312 305 299 294 279 268 261 255 254 251 246 245 240 222 173 124 75 27
Placebo 432 415 400 377 346 328 308 297 292 282 274 270 264 255 251 248 241 236 233 228 218 216 213 208 201 185 157 115 67 26

— T T & T & T T T 1 1 T T & T & 5 T &1 I &
2 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100104108112116120124128

8 2 0
4 0 O

Time (months)

No. ot rak
NIVO 3 mghg 430450447 a0 427 416403388 303 373 M43

237341330}

Pl mghy 430447 4424204044073

3132042942922

Larkin J et al. Clin Can Res 2023

Amélioration OS significative pour V600E
BRAF V600E Mutations BRAF V600K Mutations
s o - 91%
“n 86% o e mTaaay 84%
- . S o s I
o 76% o S g 73%
= o, - ettt =
o 69% 63%::,: Im 64% L.
2w £ on
: :
Eun g
= ts Median, months (95% CI) e 1AM n Events Median, months (95% CI)
0% D+T 397 1 (120.7, NA) an]D+T 4115 NA (86.1, NA)
Placebo 395 129 (NA, NA) Placebo 37 7 NA (NA, NA)
™1 HR: 0.75 “{HR: 1.95
95% CI (0.58, 0.96) ] 95% CI (0.84, 4.50)
Time From Randomization (Months) Time From Randomization (Months)

Long GV et al. NEJM 2024
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Mélanome a haut risque de récidive (2)...

STADE IIB-1IC

Stade I1IB:
> Breslow 2-4mm ulcéré
> Breslow > 4mm non ulcéré

Stade IIC: Breslow > 4mm
ulcéré
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Thérapie adjuvante pour les stades IIB-IIC en 2024...

KEYNOTE-716 Study Design (NCT03553836)

Key Eligibility Criteria 4 ~ Part N\ Part2
e Adjuvant Therapy Rechallenge/Crossover
+Newly diagnosed, resected, Pembrolizumab Unblinding

stage |IBor [IC melanoma 7 p Pembrolizumab
) . 200mg or 2 mg/kg a 200mg IV Q3W or
+Negative SLN biopsy pediatricyvasw  Jl S 2 mgk (pediatricy
+No evidence of regional 3
or distant metastases 2 Until disease progression
«No prior treatment PlacebolV Q3W Recurrence or recurrence, up to

beyond resection
+ECOGPSOor1 17 cycles

. J

2years

Stratification®

End points

+ Primary: RFS per investigator assessment
+ Secondary: DMFS per investigator assessment

+ Tcategory (T3b, T4a, T4b)
+ Pediatric status

CheckMate 76K

» CheckMate 76K is a global, randomized, double-blind, phase 3 study
NIVO treatment in patients with resected stage IIB/C melanoma

NIVO IV 480 mg
= Treatment naive 1(2}_4mW0;2;5 Primary e.ndpoir:tt
» Aged = 12 years =526 » RFS by investigator
* Resected stage II1B/C :
* Negative sen%inel 9 Strailfy by T Secondary endpoints
lymph node biopsy b g 580 IV : Bz:;g;y
N = 790 Q4W for : ggjz

12 months
n =264

Pembrolizumab vs Placebo as Adjuvant Therapy
for High-Risk Stage Il Melanoma: Long-Term
Follow-Up, Rechallenge, and Crossover in
KEYNOTE-716  4-year results

Luke JJ et al. Lancet Oncol 2023

Adjuvant nivolumab vs placebo in stage IIB/C

melanoma: 3-¥ear results from CheckMate 76K

Georgina V. Long,! Michele Del Vecchio,? Christoph Hoeller,? Jeffrey Weber,* Jean-Jacques Grob,® Peter Mohr,®
Stephan Grabbe,” Caroline Dutriaux,® Vanna Chiarion-Sileni,? Jacek Mackiewicz,'® Piotr Rutkowski,*

Petr Arenberger,'? Gaélle Quéreux,’® Tarek Meniawy,'* Paolo A. Ascierto,’ Janis Taube,'® Ayman Nassar,'”
Sonia Dolfi,*” Wenjia Wang,'” John M. Kirkwood*®

ongress
BARGELONA
2024[: 0 M Kirkwood JM et al. Nat Med 2023



) Thérapie adjuvante pour les stades IIB-IIC en 2024...

RFS DMFS

Number Needed to Treat by RMST for RFS and DMFS
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Réduction du risque de récidive/de métastase a distance ~ 35-40%

]
ongress
BARCELONA
2024[: ? M Kirkwood JM et al. Nat Med 2023

Luke JJ et al. Lancet Oncol 2023
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Est-il envisageable de faire mieux - différemment ?
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2024 ASCO

ANNUAL MEETING

Individualized neoantigen therapy mRNA-4157
V940) plus pembrolizumab in resected melanoma:
3-year update)from the mRNA-4157-P201
(KEYNOTE-942) trial

Jeffrey S. Weber,' Muhammad Adnan Khattak,2 Matteo S. Carlino,?® Tarek Meniawy,* Matthew H. Taylor,® George Ansstas,®
Kevin B. Kim,” Meredith McKean,® Ryan J. Sullivan,® Mark B. Faries,'® Thuy Tran,’ C. Lance Cowey,'?2 Theresa M. Medina,'?
Jennifer M. Segar,'4 Victoria Atkinson,'> Geoffrey T. Gibney,'¢ Jason J. Luke,'” Elizabeth |. Buchbinder,'® Georgina V. Long,®
INT Research and Development Author Group,20212 Robert S. Meehan?

INT: INDIVIDUALIZED NEOTANGEN THERAPY
- ARN messager personnalisé codant pour 34 neoantigénes spécifiques de la tumeur et du systéeme HLA de chaque individu
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LBA9512

mRNA-4157-P201/KEYNOTE-942 (NCT03897881) study design

Randomized, phase 2, open-label study in patients with adjuvant resected melanoma at high risk of recurrence

Combination treatment arm: mRNA-4157 (V940) + pembrolizumab - Y
s Up to 1 year of pembrolizumab treatment Primary endpoint:
KeLeLqibili_ty criteria mRNA-41§7 (V940) 1 mg IM Q3W for up to 9 doses + RFS
o= v — pembrolizumab 200 mg IV Q3W for up to 18 cycles
l- Resected stage I1IB,? &
IIC, NID, or IV cutaneous o )
ry :
| melanoma © Secondary endpoints
- N DMFS
» Complete surgical resection £ <o b Vi g
within 13 weeks prior to 1 § [~ Stratified by disease stage safety, tolerability
first pembrolizumab dose s
« Disease free at study entry ; Follow-up:
. ECOG PS score 0-1 Control treatment arm: pembrolizumab monotherapy up to 5 years following
. Tissis avalable 16rNGS Up to 1 year of pembrolizumab treatment the first dose of
Y, Pembrolizumab 200 mg IV Q3W for up to 18 cycles pembrolizumab
50 . J

Designed with 80% power to detect a hazard ratio of 0.5 with 40 RFS events (with a 1-sided alpha of 0.1 per protocol)
Primary analysis triggered after a minimum of 1-year planned follow-up® (November 14, 2022 data cut) and at least 40 RFS events
have been observed. DMFS analysis was prespecified for testing following positive RFS in the ITT population

Supportive analysis was triggered after a minimum of 2 years of planned follow-up® (November 3, 2023 data cut)
Median planned follow-up¢: ~3yrs

www.onco-nouvelle-aquitaine. fr



Suivi médian de 3 ans

LBA9512 LBA9512
Sustained improvement of RFS primary efficacy endpoint Sustained improvement of DMFS secondary endpoint

o T 2ol 90.9% 89.3%  89.3%

= = T 794%  76.6%  74.8% + Censored ] R —— : : ! e

K] —_— | ! ! s | ] 1 Thass

EY : . . £ 80 A14.1  1A154  1a206

= o/ ! 1 1

3 !A17.2 1A16.6 1A19.2 g 76.8%,  74.2% i)

o 60+ t ! ! £ 60 ! 1 68.7%

& 62.2%;  60.0% % 2 : ! ]

8 ' \ 55.6 All 3 1 | i

e 401 1 1 | ® 409 \ | |

g 1 1 1 s 1 I 1

1 1 1
§ 20 1 | | E 20 A : : :
£
@ 1 1 1 c 1 1 1
1 1 1 § | 1 1
o4 , ; ! ! ! . , . ‘ g ol : ; | | | ; ; ; .
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
Patients at risk Time from first dose of pembrolizumab (months) Patients at risk Time from first dose of pembrolizumab (months)
MRNA-S157" (VA4D) £ 4ip 87 83 77 52 29 12 6 1 0 RNA-4157 (V940) +
pembrolizumab m pembro(lizumzab 107 89 82 78 52 30 12 6 1 0
Median Events, Hazard ratio Median Events, Hazard ratio
(95% Cl), months % (n/N) (95% CI)2 (95% Cl), months % (n/N) (95% CI)2
mRNA-4157 (V940) + mRNA-4157 (V940) +
- NE 23.4 (251107 0.510(0.288-0.906 s =
pembrolizumab $200102) 102050 0%) e NE 10.3(11/107) 0.304(0.172-0.650)
42.51 (16.59-NE) 44.0(22/50) ’ NE 26.0(13/50) e

aThe hazard ratio and 95% CI for MRNA-4157 (V940) + pembrolizumab versus pembrolizumab were estimated using a Cox proportional hazards model with treatment group as a covaniate, stratified by disease stage (stages 1B or IIC or lID s stage V) used for randomization. The P =The hazard ratio and 95% C! for MRNA-4157 (V940) plus pembrolizumab versus pembrolizumab were estimated using a Cox proportional hazards mode! with treatment group as a covariate, stratified by disease stage (stages B of IliC or i vs stage IV) used for randomization. The P
value is based on a 2-sided log-rank test stralified by disease stage (stages B or lIC or lID vs stage IV) used for randomization, *Formal hypothesis lesting of RFS was performed using November 2022 data cul. P value reported above used the November 2023 data cut, it's nominal and vaiue is based on a 2-sided log-rank test stratified by disease stage (stages liB orlIC or D vs stage IV) used for randomization; ®Formai hypothesis testing of DMFS was performed using November 2022 data cut P value reported above used the November 2023 data cut: If's nominal and
not for formal hypothesis testing. NE. not estimable. not for formal hypothesis testing

Réduction du risque de récidive/déces de 49%

Réduction du risque de métastase a distance de 62%

Overall survival shows encouraging trend with mRNA-4157 (V940) +
pembrolizumab
100 | =—t——tme——t : + Censored
HE) :
20 1
:
; ‘ _ , Trop
0 6 12 18 24 30 36 42 48 54
Patients at risk Time from first dose of pembrolizumab (months) °
s 407 100 02 90 65 35 14 ] 1 0 lmmatures
o e 0
Median Events, Hazard ratio
(5% Cl), Months % (n/N) (95% CI)*
mMRNA-4157 (V940) +
pembrolizumab HE S0 0.425(0.114-1.584)
NE 10.0(5/50)
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A confirmer...

V940-001: Study Design Overview

Phase 3 Adjuvant Treatment With the Personalized Cancer Vaccine mRNA-4157/V940 and Pembrolizumab
in Participants With High-risk Resected Melanoma

Patients (N=1089)

* Resected stage N, IC, 11, IV
cutaneous melanoma

= FFPE tissue available for NGS and
Va4l generation

= Sentinel hmph node biopsy or
complete lymph node dissection
niok required

« Mo prior systemsc therapy

« ECOGPS 0o

SURGERY*

Randomizstion only after surgery and negative 1ean; and receipt of QC pass notification for HGS

mEMNA-4157 V940 Q3W x 9 doses +

Pembrolizumab Q6W x 9 cycles

PBO Q3W x 9 doses +

Pembrolizumab Q6W x 9 cycles

miRA-4 157 VS0 I placebo will star al CH01, may be delaved up to G401

Primary End Point:

RFS

+ Stratified by risk/stage (NEB,IIC
(Inchsding clinical stage 1B, IC),
[, B ws. IHCTIV)

» Stratification by Age <65 years vs.
=65 years

» T0%3006 enwrollment for Stage
BT AR v NRCTHIN

» RF5 controd rate was modeled
from KNS4/KNSIEMNNG and
revieaed data from CMTEE anmd
CH238

Secondary End Points:

DMFS, 05, safety, Qol
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Est-il envisageable de faire mieux - différemment ?
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) Stratégie NEOADJUVANTE

Adjuvant immunotherapy
Proposed rationale for adjuvant immunotherapy
; ) 0 Antigénes tumoraux abondants
. G
g .
b %o a LT réactifs plus nombreux/diverses
e 8
T P g ee O Y e _ a Expansion des LT résidents mémoires et
Surgeon removes Immunotherapy Agtw-axiion of few Fewer, and less-diverse, I‘éponse plus SpéCiﬁque
tumor lesion different T cells T cells search for tumor cells
Neoadjuvant immunotherapy a Réponse pathologique > (bio) marqueur
Proposed rationale for neoadjuvant immunotherapy pronostic, guide la stratégie thérapeutique
) ultérieure
o 8
_ Q"O'
R § A Q Réduction masse tumorale -2 réduction
_ @@é@ ¥ i :’e morbidité tumorale
Immunotherapy Activation of many Surgeon removes Many more, and
different T cells tumor lesion more-diverse, T cells
search for tumor cells

Krishnamoorthy M, Lenehan JG, Maleki Vareki S. Neoadjuvant Immunotherapy for High-Risk, Resectable Malignancies: Scientific Rationale and Clinical Challenges.

: www.onco-nouvelle-aquitaine. fr
JNCI J Natl Cancer Inst. 12 janv 2021;113(7):828-32.



Un (nouveau) concept: la réponse pathologique

ﬁi"‘e-""aicinc ‘ ARTICLEESZ

Pathological response and survival with
neoadjuvant therapy in melanoma: a pooled
analysis from the International Neoadjuvant
Melanoma Consortium (INMC)

Alexander M. Menzies"**”?, Rodabe N. Amaria ®*%, Elisa A. Rozeman®"?, Alexander C. Huang ®%2,
Michael T. Tetzlaff412, Bart A. van de Wiel>'2, Serigne Lo ©22, Ahmad A. Tarhini®, Elizabeth M. Burton®,
Thomas E. Pennington'2?, Robyn P. M. Saw @2, Xiaowei Xu®, Giorgos C. Karakousis®,

Paolo A. Ascierto®", Andrew J. Spillane ®'%3, Alexander C. J. van Akkooi®, Michael A. Davies®%'3,
Tara C. Mitchell %%, Hussein A. Tawbi ©*=, Richard A. Scolyer®'2"3, Jennifer A. Wargo @45,
Christian U. Blank ©57 and Georgina V. Long '35

1-10% residual 11-50% residual >50% residual
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Neoadjuvant BRAF/MEK (n=51), PD-1 alone (n=35), or PD-1+CTLA-4 (n=103)’ (ONAL Neg,
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.
R INMC
g k]
60 %, &
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p— a7 2 25 2 10 " 8 5 5 3 i pPR >10 to =50% vital tumour
— 21 2 21 3] 20 15 L] a 8 ] 4 a
=% L “" o a = = pNR >50% vital tumour

Menzies A et al. Nat Med. 2021
Lucas MW et al. Nat Rev Clin Oncol 2023
Tetzlaff MT, et al. Ann Oncol. 2018
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|I RESEARCH SUMMARY ”

Neoadjuvant-Adjuvant or Adjuvant-Only Pembrolizumab
in Advanced Melanoma
Patel SPetal. DOI: 10.1056/NEJMoa2211437

CLINICAL PROBLEM Neoadjuvant Therapy (before surgery)

Patients with stage 111 or IV melanoma can benefit from
treatment with a programmed death 1 (PD-1)-blocking
antibody after surgical excision (adjuvant therapy).
Whether PD-1 blockade both before surgery (neoad-
juvant therapy) and afterward would further improve
outcomes is unknown.

1

Surgical resection s

[ Pembeotizumab

$1801 Study Schema

Primary endpoint: Event-free survival
o

18 cycles pembrolizumab
200 mg IV q3 wk

1:1 randomization

Etude de phase 2 SWOG S1801:

> critére de jugement principal = survie sans
événement (progression/toxicité)

|

3 cyc?les 15 cycles
pembrolizumab pembrolizumab 200
200 mg IV g3 wk mg IV g3 wk
4 radiographic assessment Additional criteria: strata included AJCC 8" ed. stage and LDH, adjuvant ion aflowed, ot diation &

pembrolizumab was not allowed, brain d, uveal mek;

ecane) Surgery type and extent was required to be pre-specified and carried out regardless of radiologic response to therapy
Neoadjuvant-Adjuvant Group  Adjuvant-Only Group
Characteristic (N=154) (N=159)
| Disease stage — no. (%)§
1B 62 (40) 64 (40)
1ic 69 (45) 74 (47)
1D 9 (6) 10 (6)
IV 14 (9) 11 (7)

1.0-
© _
£ 09 72%
g 0.8+ L Neoadjuvapt—adjuvant grou
i T e ) e Ju—» -nm-§- — B
g 0.7
€ 06- '
§ 0.54 Adluvant-only group
¥
%S 0.4 ; 4o
é‘ 0.3 [ L
- I
(v
5 |
[
o |
1
I I I
24 30 36
Months since Randomization
No. at Risk
Neoadjuvant—adjuvant group 154 96 69 46 25 17 1
Adjuvant-only group 159 98 67 40 22 10 2

Patel S et al. N Engl J Med. 2023
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Neoadjuvant Nivolumab Plus Ipilimumab
Versus Adjuvant Nivolumab in Macroscopic,
Resectable Stage Ill Melanoma: The Phase 3
NADINA Trial

Distant metastasis-free survival of neoadjuvant nivolumab
plus ipilimumab versus adjuvant nivolumab in resectable,
macroscopic stage lll melanoma: the NADINA trial

M.W. Lucas, AM. Menzies, M. Lopez-Yurda, R.A. Scolyer, B.A. van de
Christian U. Blank, M.W. Lucas, R.A. Scolyer, B.A. van de Wiel, A.M. Menzies, M. Lopez- \évolzlrsi-?sgnl\gerseaanV\AJP Vag S},:)%l:stl\/l?l SG C[\gﬂrneor ?V\-}- gr?jz-é?—ggttaEMJ

Yurda, A.C.J. van Akkooi, W.J. van Houdt, R.P.M. Saw, A. Torres-Acosta, S.N. Lo, G.A.P. Al £ 2 :
Hospers, M.S. Cariino, J.W.B. de Groot, E. Kapiteijn, K.P.M. Suijkerbuijk, P. Rutkowski, Kapiteijn, K.P.M. Suijkerbuijk, P. Rutkowski, S. Sandhu, A.A.M. van der

S. Sandhu, A.AM. van der Veldt, G.V. Long @ | Veldt.G.V.Long, C.U.Blank

Major pathologic response (MPR; pCR or near pCR; < 10% vital =
= Stage Ill de novo or tumor cells): no additional treatment, start FU, CT q12w
recurrent path proven
resectable melanoma TLND
with at least 1 LN no MPR (pPR or pNR; > 10% vital tumor cells): * Primary endpoint o _ . _
metastasis start no later than week 12 with e R Ll SR R g
= Additional in-transit \ 11 courses NIVO 480mg g4w (BRAFwt) or FU p—>
; - K i
(s3) allowed 46 weeks DAB 150mg bid + TRAM 2mg qd (BRAFV600E/K) o Rk bt
* Naive for anti-PD-1, +/- parallel adjuvant RT*
anti-CTLA-4, anti-LAG- * Secondary endpoints
3. BRAFi+MEKi = Pathological response rate: MPR (pCR + near pCR), pPR, pNR
’ I3 I = Recurrence-free survival
" Stratified for BRAF, — TLND start no later than week 12 with FU }—> : ?:Zirr]r:emn'tetrzsat?:(iis_gsg :r:rr:alli:eld adverse events
continent, and in- 12 courses NIVO 480mg g4w +/- adjuvant RT* » Surgical complications
transit metastases = Health-related quality of life (asco 2024, LBA9584, poster #368)
B # adjuvant radiotherapy according to patient’s and
physician’s decision allowed

Blank CU et al. NEJM 2024 www.onco-nouvelle-aquitaine. fr



f) Suivi médian 15,4 mois

Updated event-free survival
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Distant metastasis-free survival
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Radiological response

Radiological
response: 37.2%

= Complete response
Partial response

« Stable disease

= Progressive disease

= Non-evaluable/not
done

Pathological responseg

MPR: 60.8%

Pathological response:
68.8%

1.4%

2.4%

= Complete response
MNear complete response
Partial response

= Non response

= Progression

= No surgery

neoadjuvant arm

RFS & DMFS based on pathological response in the

Distant metastasis-free survival (%)

Distant metastasis-free survival
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“ ORIGINAL ARTICLE ”

Neoadjuvant-Adjuvant or Adjuvant-Only
Pembrolizumab in Advanced Melanoma

S.P. Patel, M. Othus, Y. Chen, G.P. Wright, Jr., K.J. Yost, ].R. Hyngstrom,
S. Hu-Lieskovan, C.D. Lao, L.A. Fecher, T.-G. Truong, J.L. Eisenstein, S. Chandra,
J.A. Sosman, K.L. Kendra, R.C. Wu, C.E. Devoe, G.B. Deutsch, A. Hegde,

M. Khalil, A. Mangla, A.M. Reese, M.|. Ross, A.S. Poklepovic, G.Q. Phan,
A.A. Onitilo, D.G. Yasar, B.C. Powers, G.C. Doolittle, G.K. In, N. Kokot,
G.T. Gibney, M.B. Atkins, M. Shaheen, J.A. Warneke, A. lkeguchi, J.E. Najera,
B. Chmielowski, ).G. Crompton, J.D. Floyd, E. Hsueh, K.A. Margolin, W.A. Chow,
K.F. Grossmann, E. Dietrich, V.G. Prieto, M.C. Lowe, E.l. Buchbinder,

J.M. Kirkwood, L. Korde, J. Moon, E. Sharon, V.K. Sondak, and A. Ribas

Stratégie NEOADJVANTE

Traitement de référence du mélanome stade lll

The NEW ENGLAND
JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Neoadjuvant Nivolumab and Ipilimumab
in Resectable Stage II1 Melanoma

C.U. Blank, M.W. Lucas, R.A. Scolyer, B.A. van de Wiel, A.M. Menzies,

M. Lopez-Yurda, L.L. Hoeijmakers, R.P.M. Saw, .M. Lijnsvelt, N.G. Maher,
S.M. Pulleman, M. Gonzalez, A. Torres Acosta, W.J. van Houdt, S.N. Lo,
AM.J. Kuijpers, A. Spillane, W.M.C. Klop, T.E. Pennington, C ur

n, B.A. Seinstra, R.V. Rawson, J.B.A.G. Haanen, S. C

al, J. Stretch, J.V. van Thienen, M.A. Rtshiladze, S. Wilger
- C.J. van Akkooi

ens, S.B. Vliek, J. Placzke

aries, C. Robert,

M. Khattak, M.C. Andrews, A.J.M. va
G.A.P. Hospers, M.S. Carlino, J.-W.B

En attendant ??7?...

V940-001: Study Design Overview

Phase 3 Adjuvant Treatment With the Personalized Cancer Vaccine mRNA-4157/V940 and Pembrolizumab
in Participants With High-risk Resected Melanoma

Pm:itnl! (N=1088)

* Resected stage 1B, IIC, I, IV

cutaneous melanoma

+ FFPE tissue available for NGS and
V940 generation

- Sentinel lymph nade biopsy or
complete lymph node dissection
nat required

« Na prioe systemic therapy

+ ECOGPSOor]

SURGERY*

RFS

frar surgery snd negative

d

MRNA-4157/ Y540 | placebo will start at C201, may be delayed up to CAD1

Primary End Point:

o QC HGS - St risk/stage (IB,IC

mRNA-4157/V940 Q3W x 9 doses +
Pembrolizumab Q6W x 9 cycles

PBD Q3W x 9 doses +
Pembrolizumab Q6W x 9 cycles

{Incluing clinical stage I1B, IIC),
1A, W vs. IC/DAV)

* Stratification by Age <65 years vs
265 years

= TORE/30% enrallment for Stage
B/ICANAIE vs IIC/DAV

= RFS control rate was modeled
from KNS4/KNSHKNI16 and

reviewed data from CM76K and
Mz38

Secondary End Points:

DMFS, O3, safety, QoL
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#L.BA9501 - Phase 3 study (PIVOTAL) of
neoadjuvant intralesional Daromun versus
immediate surgery in fully resectable
melanoma with regional skin and/or nodal

metastases

Axel Hauschild, Jessica Cecile Hassel, Mirjana Ziemer, Piotr Rutkowski, Friedegund Meier, Lukas Flatz,
Caroline Gaudy-Marqueste, Mario Santinami, Francesco Russano, Imke von Wasielewski, Thomas
Eigentler, Michele Maio, Iris Zalaudek, Sebastian Haferkamp, Pietro Quaglino, Paolo Antonio Ascierto,
Claus Garbe, Caroline Robert, Dirk Schadendorf, Katharina C. Kahler

DAROMUN®
immunocytokine ciblant la

fibronectine

Antibody
L19 Cytokine TNF
Cytokine IL2 d f@ Selective Cytotoxic and
~ localization vasculotoxic activity

Immune
modulation

on tumor

Fibromun®
assemble un trimére de TNF-a
via trois fragments scFv L19

Darleukin® +
combine 2 fragments scFv L19
fusionnés a I'lL-2

» utilisent le scFv L19 pour adresser les cytokines a la tumeur,
» induction d’'une réponse immunitaire locale (et abscopale)
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|1. Diagnosis of CMM with locally advanced disease (stage IlIB/C; AJCC 7th Ed.), eligible for
complete surgical resection.

2. One injectable cutaneous, SC, or LN lesions (= 10 mm) or multiple injectable lesions (in
aggregate = 10 mm).
3. Prior anti-tumor treatments allowed, wash-out period 4 weeks.

Exclusion criteria
1. Uveal and mucosal melanoma or melanoma with unknown primary (after study amendment).
2. Evidence of distant metastases at screening (FDG PET-CT).

situ, treated BCC, superficial bladder tumors, second primary melanoma in situ or any ca
curatively treated =5 years prior to study entry.

3. Previous or concurrent cancer distinct in primary site or histology, except cervical carcinoma in

ncer

Chez 35% des
patients dans le
bras Daromun
- ICl adjuvante
dans 86% des cas

PIVOTAL - Trial design (1:1 Randomization)

T

I3 \
1 ARM 1 I
1 Ly J
1 = DAROMUN 1 weekly injection for 4 weeks I
1 ! .
I [Surgery of all lesions within 4 weeks ] ! /
Ll
| &) ;2 1 4
= @ I § ¥ r T i
___________ | T T T T T T T T T T I I !
o Y | Randomization d1 d8 d15 d22 Safety FU visits i e |
i . \ I visit < 4 weeks , (Every 3 months) 1 h b 4
i Prior surgery, | 1 Y : i Post- "
. . . i - 1
i irradiationor | \ | Surgery P Adjuvant "
B R e e “ K therapyat !
' treatment E SRS SRS SR TSRSt T SRS s |I investigator's ii
! . - ) &
allowed! b | o ARM 2 i |1 discretion i
7 1 . . . \ s
= Surgery of all lesions within 4 weeks !
"""""""" : ! e ——— 1
) ' :
- —~ ¢ 3 — 1
: @ X : !
i T T T T T T T T T T ! .
! Randomization FU visits i
' : <4 weeks | (Every 3 months) E
L '
[} 1

1 Surgery

Danielli et al., Cancer Immunol Immunother, 2015, 64, 999;

Primary Endpoint

= RFS (time from
randomization to
progression or
death)

Secondary endpoints
= OS

= DMFS

= LRFS

= Safety (AEs, ADA*)

= Pathological
response (study
amendment)

*Anti-Drug Antibody

N
\
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RFS - Blinded Independent Central Review

DMFS (Secondary Endpoint)

Surgery ~ + DAROMUN + Surgery Data cutoff date Surgery  + DAROMUN + Surgery Data cutoff date
1.00 e 1y RFS 2y RFS 3y RFS May9%,2025 1.00 A 1y DMFS 2y DMFS 3y DMFS May:3t;2023
Events / n Events / n
o7 DAROMUN + Surgery 49/122 %8 DAROMUN + Surgery 32/122
66/124 40/124
3 p-value: 0.005 (log rank) z p-value: 0.029 (log rank)
§ 0.50{ —------------ Fmmam e § 0.50
: ' HR: 0.59 (95% CI: 0.41 - s ; HR: 0.60 (95% CI: 0.37 -
2 25.5% 0.86) ¢ 0.95)
0.25 ] 5 0.25 E
(for all patients) ; :
0.00 : ' Median: 16.7 0.00 : ! Median: 28.0
01234567 8 91011121314151617 18 19202122 23 24 2526 27 28 29 30 31 32 33 34 35 36 01234567 891011121314151617 181920212223 24252627 2829 30 31 32 33 34 35 36
Number at risk Months . S beraiiide Months
12495 91 80 70 66 46 4039 33 33 32202625 2221 20 16 15 14 14 14 14 121111 11 1010108 8 7 5 2 2 g:ﬁ@mm;;ﬁ:g;e?eweeks (B5%CEA-710) 124195 91 80 70 66 46 40 39 33 33 32 20 2625 22 21 20 16 15 14 14 14 14 1211 1111101010 8 8 7 5 2 2
mm 12285 80 71 67 66 55 50 50 48 48 47 42 38 37 35 33 31 20 28 28 27 26 25 24 21 20 19 18 17 17 17 17 16 12 11 7 Surgery: 2.3 weeks (95% CI: 2.0-2.9) 12 mm 12285 80 71 67 66 55 50 50 48 48 47 42 38 37 35 33 31 29 28 28 27 26 25 24 21 20 19 18 17 17 17 17 16 12 11 7 14
Trai di Effet systémique des injections intra-lésionnelles
raitement adjuvant
0,
* pour 30% dans le bras DAROMUN
o L] L]
* Pour 40% dans le bras chirurgie
DAROMUN + Surgery Surgery i
TRAESs in >10% of patients, n (%) (n=118) (n=119) ’*K,‘Q{"\ )
ANY GR GR=3 GR=4 ANY GR GR=3 GR=4 e -H N“\’._ L x
Any 110 (93.2) 31 5263) 1(0.8) 40 (33.6) 8(6.7) 0 YX\\\«.:\ % !
Injection site reaction 79(66.9) g 13(11.0) N - 0 - - . ?&W\’; pl Yon s
Pyrexia 57 (48.3) \_ 1(08) A - 0 - ! AN Lpartd
y (48.3) N 1(0-8) s \E
Chills 57 (48.3) - - 0 - -
Nausea 26 (22.0) - - 0 - -
Fatigue 18 (15.3) 1(0.8) - 0 - -
Headache 16 (13.6) - - 0 - -
Influenza like iliness 14 (11.9) - - 0 - -
Vomiting 14 (11.9) - 0 - - .
www.onco-nouvelle-aquitaine. fr
Alanine aminotransferase increased 12 (10.2) 1(0.8) - 0 - -




Conclusion (1)

() Pour les stades III la stratégie adjuvante est plus que menacée par la stratégie néoadjuvante,
d’autant plus avec les données de survie globale décevantes...

() La combo-ICI néoadjuvante va t-elle/doit-elle étre le standard?

() L’intérét des anti-PD1 en adjuvant pour les stades IIB-IIC se confirme:

» réduction du risque de récidive/déces ~ 40%
» réduction du risque de métastases a distance ~ 30-40%
> Profil de tolérance connu/attendu, acceptable (mais a considérer ++)

+¢* En attendant les données de Survie Globale....

() En attendant les données avec le vaccin a ARN....

() Enfin une stratégie intra-tumorale disponible?
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Wolchok JD et al. NEJM 2024

ORIGINAL ARTICLE

inal, 10-YearjOutcomes with Nivolumab
plus Ipilimumab in Advanced Melanoma

J.D. Wolchok, V. Chiarion-Sileni, P. Rutkowski, C.L. Cowey, D. Schadendorf,
J. Wagstaff, P. Queirclo, R. Dummer, M.O. Butler, A.G. Hill, M.A. Postow,

C. Gaudy-Margueste, T. Medina, C.D. Lao, |. Walker, |. Mdrquez-Rodas,
J-B.A.G. Haanen, M. Guidoboni, M. Maio, P. Schiffski, M.5. Carlino, S. Sandhu,
C. Lebbé, P.A. Ascierto, G.V. Long, C. Ritchings, A. Nassar, M. Askelson, M.P. Benito,

W. Wang, F.5. Hodi, and J. Larkin, for the CheckMate 067 Investigators®

CheckMate 067: study design

randomized,
double-blind, phase 3 study to compare
NIVO + IPI or NIVO alone with IPI alone?

Previously untreated,
unresectable, or
metastatic melanoma

Stratify by:
* BRAF status
*AJCC M stage

* Tumor PD-L1
expression

< 5% vs

> 5%

n=314

n=316

n =315

v

NIVO 1 mg/kg +
IPI 3 mg/kg Q3W for

4 doses then
NIVO 3 mg/kg Q2W

NIVO 3 mg/kg Q2W +
IPI-matched placebo

IPI 3 mg/kg Q3W
for 4 doses +

NIVO-matched placebo

Treat until
progression or
unacceptable

toxicity

Endpoints:
Co-primary®:
PFS; ‘@5
Secondary:
ORR,
descriptive
efficacy
assessments,°

safety
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C Progression-free Survival
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Pour les patients n’ayant pas progressé¢ apres 3 ans survie tres
prolongée espacement des surveillances par imageries +++

B Melanoma-Specific Survival among Patients Alive and Progression-free at 3 Yr
5-Yr Estimate 10-Yr Estimate
(95% CI) (95% Cl)
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f) Qui commence en cas de mutation BRAF600 ?
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Combination of encorafenib and binimetinib followed
by ipilimumab and nivolumab versus ipilimumab and
nivolumab in patients with advanced BRAF-V600E/K
melanoma: the primary analysis of an EORTC
randomized phase Il study (EBIN)

Caroline Robert, Caroline Dutriaux, Felix Oppong, Michal Kicinski, Emilie Routier, Eve-Marie Neidhardt,
Xavier Durando, Barouyr Baroudjian, Philippe Saiag, Caroline Gaudy-Marqueste, Paolo A. Ascierto, Ana
Arance. Michelangelo Russillo. Jean-Luc Perrot. Anne-soohie Govaerts. Emanuel Bihrer. Bastian

2 years

*Not i (N Nivolumab 480 mg
resectable § Q4W IV
or
metastatic
melanoma
*BRAF Ipilimumab 1 mg/kg +
V600E/K | Encorafenib 450 mg | & nivolumab 3 mg/kg WS Nivolumab 480 mg @% Encorafenib 450 mg
mutation + binimetinib 45 mg ’ Q3W IV + binimetinib 45 mg

4 doses
‘—'
12 weeks Y

1 week

mm s Investigator’s choice

*Stratified by stage/LDH (unresectable stage lI/M1a with LDHSULN vs M1b/M1c with LDHSULN vs ULN<LDH<2ULN vs
LDH>2ULN) and center

Objectif principal: Evaluer le bénéfice en terme de survie sans progression de I’induction par TC avec la double-immuo

www.onco-nouvelle-aquitaine. fr



% alive and without progression

PFS in LDH subgrot

LDH<ULN

Treatment group Events/N
— Control 3771
=== Enco+bini induction 4271

At 2 years (95% CI)

T
6 9 12 15 18 21 24 27 30 33 36 39 42
Months from randomization
Patients at risk
—71574639312319141210 8 7 2 1 0
——716647 3527221714127 6 5 4 3 0

% alive and without progression

PFS in the ITT population (primary analysis)

12 weeks (95% Cl)

99 (95-100)

62 (53-70)

(64:80)
56 (47-64)

% alive and without progression

73 Median (95% Cl): 9 (7-13) vs 9 (5-14) months

24 months (95% Cl)
35 (26-44)

-

29 (20-38) '_‘—L1_|,

12 15 18

21 24 27 30 33 36 39 42

Treatmentgroup Total Eventfl HR (90% CI Ay A
Control 135 83 Reference K ll} \‘)
Enco+biniinduction 136 90 Q§0.87 (0.67-1.12) /
6 months (95% Cl) Stratified Logrank P-value: O® - ——,

135
136

LDH>ULN

Treatmentgroup Events/N
— Control 46/64
= Enco+biniinduction  48/65

At 2 years (95% CI)

25 (14-37)

T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months from randomization
Patients at risk
— 64292319141010 9 6 4 4

4
5558302216119 7 6 4 2:2

86
124

1nec
- -

% alive and without progression

Months from randomization
Patients at risk

45 33 29 23 18 14

43 33 26 21 18 11

PFES in subarouns of liver metastasis at baseline

LDH>2ULN

Treatment group Events/N
o Control 12114
= Enco+bini induction 12116

At 2 years (95% CI)

25 (8-47)
I

'8 (0-29)

|
T T T T T T T T T T T T

L
0 3

6 9 12 15 18 21 24 27 30 33 36 39 42

Months from randomization
Patients at risk

—14 432290 1 11
—1614 5 4 4 3 22211

g
o
7]
o
2
=]
o
2
a
-
5
o
s
=
3
°
-
©
2
©
B

Liver metastasis at baseline

Treatment group  Events/N
o Control 27132
== Enco+bini induction 29/41

At 2 years (95% Cl)

28 (15-43)
L.

I
13 (4-29)

12 15 18 21 24 27 30 33 36 39 42

Months from randomization
Patients at risk

% alive and without progression

No liver metastasis at baseline

Treatment group Events/N
— Control 56/103
== Enco+bini induction 61/95

At 2 years (95% CI)
41 (30-52)

28 (18-40)

— T T T T T T T T T T
9 12 15 18 21 24 27 30 33 36 39 42
Months from randomization
Patients at risk
51 40 30 26 20 15 11 9
42 29 23 18 14 11 7 4
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) Qui commence en cas de mutation BRAF600?

2-year PFS
Phase II fnb:';ﬁ;)mc Arm A: ipit/nivo3 35% 74%"
Arm B: E+B x 12 weeks — ° T VA
ipi1/nivo3 — E+B 2 BEYl
Phase II aigg)g“)"B'T Arm A: E+B — ipi/nivo 46% 65%
Arm B: ipilnivo — E+B 65% E
Arm C: E+B x 8 weeks — 5 BB
ipi/nivo — E+B 2L B9
Phase 111 azsé\sn;lsm @_) D+T 42% E
Arm B: D+T — ipi/nivo 19% 52%

ASCO Robert et al., abstract LBA9503
2024 , . Ascierto et al., JCO, 2023
ANNUAL MEETING #ASCO2 Comparalsons tkins et al, JCO, 2023 A

indirectes!!!
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RELATIVITY-048

Efficacy and safety of triplet nivolumab, relatlimab,
and ipilimumab in advanced melanoma: results from

Paolo Antonio Ascierto,' Reinhard Dummer,? Caroline Gaudy-Marqueste,* Samantha Bowyer,*
Evan J. Lipson,® Eleonora Ghisoni,® Mark R. Middleton,” Barbara Ratto,® William Joseph Jackson,®
Alicia M. Y. Cheong,? Sourav Mukherjee,® Jenny Wu,® Georgina V. Long'®

Phase 1/2, nonrandomized trial: advanced melanoma expansion cohort (Part 2B)

metastatic melanoma

* Prior neoadjuvant/adjuvant I-O | NIVO 480 mg Q4W + \ Secondary.endboints
therapies permitted > 6 months RELA 160 mg Q4W + . PFS¢ ;YINV (prates St6and
prior IPI 1 mg/kg Q8W P

« ECOG PS 0-1 12 months)
» Patients with controlled brain
metastases? were allowed

Primary endpoints

« Key safety (AE, SAE, AEs leading to
discontinuation)

» ORR,¢ DCR,? median DOR? per INV

Key eligibility criteria
* Previously untreated advanced
unresectable, or

Key exploratory endpoints
« OS (rates at 1 and 2 years)
> 0.4-55.0)¢

Overall study — phase 1/2, nonrandomized trial evaluating [-Otriplets for patients with select solid tumors

Part 1: dose finding for I-O triplets in select solid tumors (except primary CNS); Part 2: specific tumor-type expansion cohorts
« Part 1A/2A: NIVO + RELA + IDOi
« Part 1B/2B: NIVO + RELA + IPI

Patients (%)

Ul
o

H
o

w
o

N
o

—_
o

BOR per INV

- (N = 46)?
1 59%
| Ng5% Cl, 43-

CR: 17%
| (n=28)

17%

PR: 41% B 15%

: =0y =9 (n=7)
CR+PR(ORR) SD PD |

2024 ASCO #ASCO24
ANNUAL MEETING
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Sty
OS at 48 mos PFS at 36 mos Grade 3/4 TRAEs
CM 067
Ipi+Nivo (n=314) 53% 39% 59%
RELA 047
Nivo+Rela (n=355) 52% 31% 21%

RELA 048

Ipi+Nivo+Rela
(n=46)

Wolchok et al., NEJM, 2017; Hodi et al., ESMO 2018, LBA4«

o Tawbi et al., NEJM, 2022; Tawbi et al., ASCO 2023, abstraci
COmpal‘alSOHS Ascierto et al., abstract 9504

AASCO indirectes!!!
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2024 ASCO Annual Meeting
May 31-June 4, 2024 | Chicago, IL, USA

TUMOR-INFILTRATING
LYMPHOCYTE (TIL) THERAPY

Efficacy and safety of lifileucel, an autologous tumor-infiltrating lymphocyte

cell therapy, and pembrolizumab in patients with immune checkpoint @
inhibitor-naive unresectable or metastatic melanoma: updated results from erikta ——
IOV-COM-202 Cohort 1A from tumor con?pleted. frozen,

tissue o TiLs expanded and shipped back
= to the hospital
Sajeve Thomas,' Helen Gogas,? Young Ki Hong,? Gino K. In,# Bernard Doger de Speville Uribe,5 Andrew J.S. Furness,® Almudena Garcia Castano,” Simon Hafliger,? A
Kai He,® Theresa Medina,'® Donald Lawrence,'" Sylvia Lee,'? Juan Martin-Liberal,'® Friedrich Graf Finckenstein,'* Brian Gastman,'* Jeffrey Chou,'* Rana Fiaz, @
Melissa Catlett,'* Guang Chen,'* Patrick Terheyden'® v

» Lifileucel approuvé par la FDA en deuxieme ligne de traitement
dans les mélanomes avancés
* Taux de réponse 31,4% chez les patients pré-traités ‘ - E

¥
b
Tumor sample Patient gets
100 collected short course of
lymphodepleting
504 o chemotherapy

Patient receives
expanded TiLs,
followed by several
infusions of I1L-2

Hazard ratio for progression or death, 0.50 (95% Cl, 0.35-0.72)
P=0.001

Progression-free Survival (%)
B
L

(@im

TIL

No. at Risk
TIL
Ipilimumab

41 5 13 14 1 10 7 6 5 3 3 2 2
17 3 6 5 3 1] 0 0 0 L] 0 0 0

S

Rohaan MW et al. NEJM 2022

DA

2024 ASCO APP 1{0‘7" n

= .
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% Change From Baseline

v' Patients naifs d’'immunothérapie

v" +/- BRAFi + MEKi

GMP Manufacturing

Enrollment/
Surgical
Resection

Pembro?

1st dose

NMA-LD

Day -7 to —6: CY
Day -5 to —1: FLU

Pembro

Q3W or Q6We

Efficacy
Follow-up

aFirst administration of single-dose pembrolizumab IV 200 mg or 400 mg, followed by pembrolizumab IV 200 mg Q3W or 400 mg Q6W for 24 months or until disease progression or unacceptable toxicity.
CY, cyclophosphamide; EOA, end of assessment; FLU, fludarabine; GMP, Good Manufacturing Practice; ICl, immune checkpointinhibitor; IL-2, interleukin-2; NMA-LD, nonmyeloablative
lymphodepletion; pembro, pembrolizumab; Q3W, every 3 weeks; Q6W, every 6 weeks; RECIST, Response Evaluation Criteria in Solid Tumors.

Suivi médian 21,7 mois

Taux de réponse objective 65,2 %
Taux de réponse complete 30,4 %

20 A

0

=20 4

~40 -

—-60 4

-80 1

-100

Best Overall Response HllpD MSD

HPR

HuCR* HCR

Patients

Nonhematologic TEAEs in 230% of Patients?

O 100% de toxicité hémato

grade3-4
O Un déces (sepsis)

Preferred Terms, n (%) Any grade Grade 3/4
Chils 19 (82.6) 3(13.0)
Pyrexia 18 (78.3) 4(17.4)
Nausea 18 (78.3) 0
e 15(65.2) 0
Fatigue 14 (60.9) 1(4.3)
Febrileneutropenia ~~ 11(478) ~ 10(43.5)
Headache = 11(47.8) 0
Digttheg  SSSI0 A5 5) S 1o
Cough . 10(43.9) 0
Dyspoes . SSSS0(SS J]ORSR o ——
Alopecie =SSO B I
Decreased appetite %@®nH 0o
Hypertension _ 8(34.8) 521.7)
Rash maculopapular - 8(34.8) 3(13.00
Peripheral edema - 8(34.8) 1(4.3) |
Hypokalemia - 8(34.8) O
Abdominal pain 7 (30.4) 0
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TILVANCE-3012 Global Phase 3 and Confirmatory Trial
N
Randomized study to evaluate lifileucel + pembrolizumab in frontline advanced melanoma
Enrolling in Europe, North America, and Australia

Lifileucel Manufacturing (Arm A)

to either

Q6W starting

Lifileucel + ative
~670 patients Pembrolizumab Tumo_r Pembrolizumab Pembrolizumab mm'eﬁon
it reated Resection 200 mg 400 mg Days 28-29: CY 60 mg/kg
Day3+2d Day 5 +2d Day 26 + 7 d S 7 Assessment
unresectable or e 2 - i e & =% Days 28-32: FLU 25 mg/m* Period
metastatic £
melanoma will be 1:1 Randomization E Long-Term
randomized (Enroliment) o Pembrolizumab Follow-Up
(1:1) Day 0 £ 400 mg
2
g
o

Arm A or Arm B

Pembrolizumab alone

Study Endpoints
Dual primary efficacy endpoints
*« BIRC-assessed ORR per RECIST v1.1

Pembrolizumab

Day 5 + 2 days

Pembrolizumab
400 mg
Day 26 + 7 days

Week 10 + 7 days

Arm B: Opt

* Potential for accelerated approval and confirmation of post
anti-PD1 approval based on early interim analysis

* BIRC-assessed PFS per RECIST v1.1

NCT05727904.

BIRC, blinded independent review committee; CR, complete respense; CY, cyclophosphamide; EFS, event-free survival; FLU, fludarabine; IL-2, interleukin-2; ORR, objective response rate;
0S8, overall survival; PD, progressive disease; PD-1, programmed cell death protein-1; PFS, progression-free survival; PFS2, progression-free survival 2; Q6W, every 6 weeks;

RECIST, Response Evaluation Criteria in Solid Tumors.

Progression or
new therapy

ion to receive lifileucel monotherapy after BIRC-verified
initial PD on or after pembrolizumab

Key secondary efficacy endpoint

+ OS

Additional secondary endpoints

* BIRC-assessed CR rate, DOR, EFS per RECIST v1.1

* Investigator-assessed ORR, PFS, CR rate, DOR, EFS, PFS2 per RECIST v1.1
+ Safety

www.onco-nouvelle-aquitaine. fr



ORR in 1L with combination immunotherapy and TIL trials

70.00% @
60.00%
50.00%
o 40.00%
(14
o 30.00%
20.00%
10.00%
0.00%
Ipilimumab + Nivolumab + Ipilimumab + TIL + TILin 1L
Nivolumab Relatlimab Nivolumab + Pembrolizumab  Retrospective NIH
— CHSkimats 057 —Relalviy 0¥ ¥ lov-comzo2 1 "%
I N=314 n=355 Relativity 048 Cohort 1A Wolchok et al., JCO, 2022
n=46 =23 Tawbi et al., NEJM, 2022
I — Ascierto et al., abstract 9504
Thomas et al., abstract 9505
Goff and Rosenberg et al., unpublished
[ J
Comparaisons
N ° °
2024 ASCO [P indirectes!!!
ANNUAL MEETING
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() Confirmation de l'utilisation en 1ére ligne IPI NIVO y compris si mutation BRAFV600

Conclusion

() Traitements séquentiels avec induction par TC chez les patients avec LDH élevés et/ou métastases
hépatiques??.... données a confirmer

() Triplette IPI + NIVO + RELA a confirmer dans un essai de phase 111, données prometteuses (ORR 59 %)

() TIL thérapie innovante
() en 1ére ligne ? (a réserver pour les patients réfractaires ?)

() phase III versus anti-PD1 seul

() Pour les mélanomes réfractaires a I'immunothérpaie +/ TC??
() RP-1/NIVO avec taux de réponse de 32,7% avec réponse prolongée

() Lenvatinib + anti-PD1 avec taux de réponse de 21-80% mais réponse courte < 6 mois

2024 ASCO
PNyttt A SC024
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