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Liens d’intéréts

Frais de congres, expertise, formation, investigation d’essais cliniques pour:

= BMS, MSD, Novartis, Pierre Fabre, Sanofi, Sun
Pharma, Regeneron, Immunocore
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Le buzz en onco-dermatologie

NADINA trial

Response-driven neo-adjuvant combination of ipilimumab + nivolumab vs adjuvant nivolumab

Study Design

E Major pathologic response (MPR) (s 10% vital tumor cells):
start follow-up

Resectable stage 1|

melanoma, with at - - -
least 1 macroscopic, Pathologic partial or non- response (> 10% vital tumor cells):

pathologically proven, 11 courses NIVO 480mg qdw (BRAFwt) or
LN metastasis. 46 weeks DAB 150mg bid + TRAM 2mg qd (BRAFVB00E/K)
+ parallel adjuvant RT

Stratification for
BRAF, continent, and
in-transit metastoses 12 courses NIVO 48

A% e NEW ENGLAND
%/ JOURNAL of MEDICINE
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# Beyond year 3 according to institutes/country standards; * during adjuvant therapy four-weekly lab
Lucas MW et al, TPSS605, ASCO 2022

LBA2: Sunday, June 2,1:00-4:00PMCT
Plenary Session, Hall B1

2024 ASCO paxsentenuy: Karakousis GC, Michielin O, Tetzlaff MT, Tsai KK ASCO smcraoms
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L'’ere du néo-adjuvant dans le mélanome

Biological & Early Clinical Rationale for Neoadjuvant Immunotherapy

Adjuvant immunotherapy

Versluis, Long and Blank, Nat Med 2020;

2021 ASCO sexsowreo . Christian U. Blank, MD PhD ASCO arussiess
wesamtaton n 2sserty of Ihe s ard A0 Perrrason resured b reuse. coriact SerTrasons Pasce org
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L'’ere du néo-adjuvant dans le mélanome

Biological & Early Clinical Rationale for Neoadjuvant Immunotherapy

Adjuvant immunotherapy OpACIN (Phase1)
neoadjuvant ipilimumab + nivolumab
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Versluis, Long and Blank, Nat Med 2020;
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Quelles molécules? Quels schémas? Quel ratio B/R?
Quelle attitude post-néo-adjuvante?

Plusieurs essais...dont I'essai SWOG 1801= modele de I'approche néo-adj
applicable en routine

Selected key neo-adjuvant checkpoint blockade trials

1.0+ Landmark 2-year EFS: 72% v. 49%

T 09 Hazard ratio 0.58 — = ( )

3 —{ N Phase Il

ugn 0.3 =y Neoadjuvant-adjuvant group (; Phase Il N o L J

g 0.7+ et e e e e b e e —

% 06+ /

§ 0.54 Adjuvant-only group ( PRADO®: Ph 11, 99 pts

:'HS G * lpil+nivo3

Z 034 * Population: stage Il B=D, macro met

% gt * Endpoint: pRR, RFS

- * pRR 72%, MPR 61%

& 0.14 P=0.004 by log-rank test 3

00 ——— : ' -neo':
T Nadina®: Ph Il 420 pts OpACIN-neo’: Ph I, 86 pts
o B2 « Ipi + nivo neo-adj * Ipi 1/3 4 nivo 3/1 neo-adj, 3 arms
Months since « Population: stage Ill, macro met =\ * Population: sta(se I, ;nacro met
No. at Risk + Endpoint: EFS 5 * Endpoint: |, pR(<50%), pCR, Il RFS
Neoadjuvant—adjuvant group 154 96 69 46 25 17 1 s / $1801% Ph I, 3134 pts : * pR 65-80%, 24 m RFS 84%
Adjuvant-only group 159 98 67 40 22 10 2 * Pembro neo-adj and adj
Patel SP et al , NEJM 2023 * Population: stage Ill b,IV
* Endpoint: |, EFS; II, OS, PCR, DCR
Stades III Patel, NEJM 2023 « EFS HR=0.58, MPR=53% j)| (TR———
* ’
, * Nivo + rela neo-adj and adj
Macro-ganglionnaires (ou IV) resecables e ollled )
* pCR 59%, MPR 66%, pR 73%

\
N

T Cell

IRozeman, ASCO 2020; *Amaria, ASCO 2021; 'Patel, ESMO 2022; *https//clinicattrials gov/study/NCTD4949113; ‘Refjers Nat Med 2022

024ASCO . Kot 0 o T T ASCO =
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1er essai néo-adj de phase 3 dans le mélanome

Bénéfice significatif sur I'EFS d’'une combo par rapport au standard (antiPD1 adj)

HR a a 0.32
p<0.0001

Prés de 60% des patients recevront
seulement 2 cures d'ICI (6 semaines)

> Meilleure réponse pathologique ->
meilleure survie sans rechute ->
0S??

= Désescalade thérapeutique (pas
d’adjuvant pour >50% des patients)
= Moins de toxicité* T

100%

= Gain en qualité de vie

by
= Réduction des colits = H I
i
glﬂ

#

Local assessment Central review

NADINA - Primary Endpoint: Event-Free Survival (EFS)
S _
© |
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tb o
N —
° | — Neoadjuvant Events/N: Neoadjuvant: 28/212; Adjuvant: 72/211
= Adjuvant HR=0.32 ( 99.9% CI: 0.15 - 0.66 ), p <0.0001
g I | I I 1
0 6 12 18 24 30
Months from randomization
# at risk (censored)
Neoadjuvant 212 (0) 126 (71) 77 (111) 34 (152) 5 (179)
42%  =pCR Adjuvant 211 (0) 100 (57) 53 (89) 23 (116) 6 (133)
e wnear-pCR
e | e eceningun ASCO s
®Progression —_——
» Not reported/ no
surgery*
MPR: 50.0% * Méme si la combo double le % d'effets indésirables de grade 3-4 (30%

vs 15%), 7% insuffisance corticotrope

www.onco-nouvelle-aquitaine. fr



Réponse pathologique= nouveau

Ou comment prédire |'avenir...

NADINA - RFS According to Pathologic Response

2024 ASCO

f—t+— i
> =
=
©
o]
[
Q
n
w
(14
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== pCR near pCR =~ pPR == pNR
0.0
0 12 18 24 30
Months from surgery
Number at risk
pCR4{ 100 46 17 1 0
pNR{ 56 11 1 0 0
0 12 18 24 30
v Christian U. Blank, MD PhD ASCO

e asen sered by teose trtas Serraeen e o) KNOWLEDGE CONQUERS CAN

Consensus INMC:

Amaria, Lancet Oncol 2019

= standardisation lecture histopathologique

= Rationalisation méthodologie des essais, identification biomarqueurs clinico-

pathologiques, moléculaires et radiologiques

« biomarqueur de survie »

Tetzlaff, Ann Oncol 2018

-% tumeur résiduelle viable

-Signes de régression tumorale :

nécrose, fibrose, stroma

inflammatoire, macrophages pigmentés
-Réponse pathologique: pCR, near pCR, pPR, pNR

Pathologic Response category Residual viable
in melanoma tumor (as a % of
vs‘ONAL NEo, total tumor bed)
,33“; J"f;, Pathologic complete response 0
= Z| | (pCR)
I N M C Pathologic near complete 1-10 I
response (pnCR)
AN ADA Y
5 . Pathologic partial response (pPR 11-50
4’°M,4 coNsoq gic pa Sp (PPR)
Pathologic non-response (pNR) 51-100
Maijor pathologic response (MPR) I*
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L'adjuvant le grand perdant? Stades I1I ou IV réséqués

Non... on peut booster I'adjuvant par un vaccin personnalisé a ARNm

= Actualisation a 3 ans, phase 2, essai Keynote-942: Pembro+/-
vaccin

= ESMO 2023: avantage significatif sur la RFS et la DFMS

LBAGSTZ

2024 ASCO

ANNUAL MEETING

Mécanisme d’action du V940

Individualized neoar!tlgen th_erapy MRNA-4157 < Vaccin a ARNm personnalisé codant jusqu’a 34 néoantigénes

(V940) plus pembro'lzu mab in resected melanoma: <« Permet de potentialiser la réponse immunitaire médiée par les lymphocytes T
3-year update from the mRNA-4157-P201 spécifiques des néoantigénes produits

(KEYNOTE"942) trial i Azson ,;;_"'“‘"f ---------------- '

proten necartigen < - 2o oo T cell
Jeffrey S. Weber,' Muhammad Adnan Khattak,? Matteo S. Carlino,* Tarek Meniawy,* Matthew H. Taylor,® George Ansstas,® E ' ioro v il | - TeR
Kevin B. Kim,” Meredith McKean,® Ryan J. Sullivan,® Mark B. Faries,'” Thuy Tran," C. Lance Cowey,'? Theresa M. Medina,’® = \ (\/ S\ \f— s . NY

Jennifer M. Segar,'* Victoria Atkinson,'® Geoffrey T. Gibney,'® Jason J. Luke,'” Elizabeth |. Buchbinder,' Georgina V. Long,'
INT Research and Development Author Group,?®#'2 Robert S. Meehan®

[

[

[

' 1

' '

f '

N ' B o 1S HA

1 1 Protem

' 4 [s) ' _ @ chain o
*Manju Mornssey.™ Igor Feldman ™ Vasudha Sehgal ™ Huzhang Mao, ™ Jia Guo,™® Min Liu.* Anjall Ra0.* Wei Zheng, ** Praveen Aanur *® Lakshmi Srinivasan * Mo Huang.** Tal Zaks ™ \ f ] \ : - -~
Michelie Brown * Tracey Posadas™ | S——e. ¥ 2 ‘8

' | ' .~ «

1 '

f '

' 1

' '

' 1

' '

| '

\ '

' 1

f '

o280

- |
'Laura and isaac Perimutter Cancer Center at NYU Langons Health, New York, NY, USA: ‘Hollywood Private Hospital and Edith Cowan University, Perth, Australia; ‘Melanoma Institute INT mRNA s t‘wt g P N
Ausiraia and Westmoad Hospital, Sydney, Australa; Saint John of God Sublaco Hospital, Subiaco, Austraia; “Earle A. Chiles Research Insttute, Porttand, OR, USA; "Washingion University - k‘ ”
) W
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General Hospital, Boston, MA, USA; “The Angeles Clinic and Research Institute, Los Angeles. CA, USA. '"Yale-New Haven Hospial, New Haven, CT, USA. "Baylor Charles A. Sammons
Cancar Center, Dallas, TX, USA: “University of Colorado, Aurcra, CO, USA. “University of Arzona Cancer Canter, Tucson, AZ. USA,; ""Princess Alexandra Hospital, Woolloongabba, Austraia;
“Lombard Comprahansive Cancer Canter. Washington, DC, USA; VUPMC Hillman Cancer Center, Pittsburgh, PA, USA: "Dana-Farber Cancer Institute, Boston, MA, USA: "Melanoma
Institute Austraka, Sydney, Australia, “Modema, Inc.. Cambridge, MA, USA; “'Merck & Co,, Inc, Ratway, NJ, USA,

School of Medicine, St Louls, MO, USA; "California Pacific Medical Centor Research institute. San Francisco, CA, USA. 'Sarah Cannon Research Insstute, Nashvile, TN, USA; "Massachusetls
~

Sp d by M , Inc., In collaboration with Merck Sharp & Dohme LLC, a subsidiary of Merck & Co,, Inc,, Rahway, NJ, USA. Endopliaets, T\
4 ’ Nuckeus. Totcutom N
2024 ASCO  JIRTTITY  rovwnow Jefirey S. Weber, MD, PhO ASCO =nney
ANN MEET Prosarnstun n prgety f Fu et ovt A1) Pormesms. (epeted he wvae sweed pomermm—ral)amen @y KNOWLIDOL CONQUIRS CANCER

Weber JS, et al. Presented at ESMO 2023. Abstract LBA49; Weber JS, Lancet
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fl\ Résultats actualisés pembro+ V940

Sustained improvement of RFS primary efficacy endpoint Sustained improvement of DMFS secondary endpoint
100 4 ] & 3 90.9%  89.3% 89.3%
* = SO 79.4% 76.6%  74.8% Fassared i R — : : ! Elasond
] — ' ' ' -§ 1A14.1 ' l s
§ 80 - - ' ' 3 80 ' s :A15.1 1A20.6
i 172 ia168  'a192 g 76.8%,  74.29%) |
i 62.2%; - - £ o0 : | 68.7%)
- 7 1 60.0%: 55.6%' % i ' i
8 40- ! ! i) 8 404 | | '
c 1 1 1 [ 1 1
E ! ! ! 5 1 1 '
5 1 ' ' g 1 ' '
g 20 : : : b 20 4 1 1 |
= | ' ' 8 : : :
0., ; ; ! ! ! - y y T 8 04 , T { } u y T T T
0 6 12 18 24 30 36 42 48 2 0 6 12 18 24 30 36 42 48 54
Patients at risk Time from first dose of pembroli b ( hs) Patients at risk Time from first dose of pembrolizumab (months)
MIRIA-S1E7 (YO0} + 307 87 83 77 52 29 12 6 1 o mRNA415T (VO40)+ 107 88 82 78 52 30 12 6 1 0
pembrolizumab pembrolaumab
Median Events, Hazard ratio Median Events, Hazard ratio
(95% CI), months % (n/N) (95% Cl)® (95% Cl), months % (nIN) {95% Cl)®
mRNA-4157 (V840) + mMRNA-4157 (V940) +
pembrolizumab . 23.4(261107) o.su; (g.gsos:-;.ooe) sl NE 10.3 (11/107) 0.384 (0:472-0.865)
44.0 (22/50) ) NE 26.0 (13/50) 5
2024 A”SC_O pssentionr. Jeffrey S. Weber, MD, PhD ASCO = 2004 ASCO rcume. ey S. Weber, MO, PR e ASCO e

Réduction de 49% du risque de récurrence ou de déces

Réduction de 62% du risque de métastase a distance ou de déces
Comparé au standard = pembrolizumab monothérapie

Pour les mélanomes a haut risque => Phase 3 V940-001 en cours

Avec 3 ans de recul . .,
(IIB a IV reseques)
Sans potentialisation des irAEs liés a I'antiPD1

www.onco-nouvelle-aquitaine. fr



i) Enseignement stades précoces

Mélanome « a haut risque »: IIB-IIC-III-IV résécables

= Maladie microscopique
(residuelle) ou macro limitee

= Ratio B/R a traiter a établir

= Considérer I'absence d’adjuvant
dans certains cas

= Si TTT: préférer les approches
moins toxiques basees sur
antiPD1 seuls

= Quelques cures néo-adj up-front
+++

Maladie
macroscopique/facteurs
péjoratifs

Tres haut risque de rechute
Ratio B/R a traiter: B>>R

Préférer les approches les plus
efficaces, basées sur combo

= Adjuvant seul booste?
= Néo-adj ipi+nivo +/- adj?

NADINA= nouveau standard chez les « tres haut risque »?

www.onco-nouvelle-aquitaine. fr
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Comment optimiser le standard-of-care en 1iere L?
antiPD1 +/-antiCTLA4 ou antiLAG3

= Données actuelles

RELATIVITY 047 2-year PFS and OS CheckMate 067 7.5-year PFS and OS

NIVO 4 RELA (n = 355) NIVO (n = 359) NIVO « RELA (n = 35% NIVO (n = 359)
Median PFS, mo (95% C1)  10.2 (6,5-14.8) 46 (3.56.5) Median OS, mo (95% CI)  NR (31.5-NR) 33.2 (25.2-45.8) NIVO + (Bl (n = 314) NIVO (n=316)  IPI(n=315) NIVO + IP| (n = 314)  NIVO (n = 316) 1Pl (n = 315)
s HR (95% CI) vs NIVO 0.81 (0.67-0.97) 1007~ HR (95% Cl) vs NIVO 0.82 (0.67-1.02) 1008 [mdian PFS, mo (O3% € 113 (8.5°20.0) 63 (5.1-16.3) TS5 G85T) 1008 Median 05, mo (9% Cl) 7Y (8.2NR)  36.9(28.2-58.7) 19.9(16.8-24.6)
HR (95% CI) v= IPI 0.42 (0.35-0.51) 0.53 {0.44-0.64) X HR (95% CI) vs 1P 0,53 (0.44-0.65) 0.63 (0.52-0.77) -
901 90+ %1 HR (95% C) v3 NIVO® 75 (0.65-0.97) 2 = %01 HR (95% CI) vs NIVO 0.84 (0.65-1.04) - -
30+ 804 80 80
7204 204 B : 704 704
e o & % C | |
~af U 601 ~ - 2% g""
£ \, Voo, 48 8 oy .o, ’ 50 504
3 S g *1 NN N — £ NVO+PI 8
o -~ 1 38% NIVO + RELA b 4 RS 40 o 04
0 - S < 40 4 - 142% © >
! . ; e : : . . ] ’
w4 137% SNy e e pcres e i ’ INIVO e WL T
1 " 31% foagmns 2 ' ' 204 i 204 NIVO+iPi 1265 133 "
204 ' ' 1 NIVO 204 ' ' . - NIVO ' ' 122%
: : 127% : ] ' g k ! 1Pl
' x i ' \ 104 i 101 oo : i i
1o ) i H 104 ; : . \ i ] ; { H
0 . . s . . + . 4 ‘ r 3 0 . L ‘ ’ . ' 4 v ; n 03 6 9121518212427303336394245485154576063666972757881848790939699 0 3 6 9121518212427 3033 3639424548 5154 57 6063 6669 7175 78 81 84 57 50 93 56 99
0 3 6 9 12 15 18 21 24 27 30 31 3% 39 @ 45 4@ 5 0 3 6 9 12 15 18 21 24 27 30 33 3 39 4 43 4 5 Months Mo ot 1ish Months
g Moatr: e Northy 134 %" " WRHNMNT NN B U S w B0 NPR) « B9 308 N2 N5 248 227 222 21D 2N 19% 993 SKT YER X7V 172 94 164 163 159 138 157 ¥56 164 51 150 047 145 044 141 A1 13009 88 7 O
W W WE WE W N W R M OB M W O & O b 1 0 10 + B N4 N6 ¥ OID 1IN 1 Y W Uy w0 1 0 m 1@ B 1 " ;.;-.g Moy N m noHos ‘; s L; WK% ’ 9 ', "y iy e WIS 263 TSI 20 T0N B RES WE IS ERENIINL N0 YS S N B B4 11 T US N0 o4 O 64 03 1 A 60 M W M YO0
WO M e M S e W W 85 % M W 4 & M W o A 0 WA s M e W M M 34 e M I M i % e e 0 8

Tawbi HA, et al. Presented at the American Society of Medical Oncology (ASCO) Annual Meeting; June 2-7, 2023; Chicago, IL, USA & Online. Abstract 9502. RELATIVITY-048 (NCT03459222). “Not a powered comparison. Hodi SF, et al, Presented at the American Society of Medical Oncology (ASCO) Annual Meeting; June 3-7, 2022; Chicago, IL, USA
) & Online. Abstract 9522,

OS at 48 mos PFS at 36 mos Grade 3/4 TRAEs

CM 067
Ipi+Nivo (n=314)
RELA 047
Nivo+Rela (n=355) 52% 31% 21%

53% 39% 59%

www.onco-nouvelle-aquitaine. fr



f) 1-Triplette antiPD1 antiCTLA4 antiLAG3

IPI faible dose toutes les 8 semaines

16% ALM et muqueux
50% BRAFmM
30% meéta hépatique

<10% maladie cérébrale
controlee

52% Mlc

RELATIVITY-048

RELATIVITY-048: study design

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

Primary endpoints

Key eligibility criteria » Key safety (AE, SAE, AEs leading
» Previously untreated advanced N =46 to discontinuation)
unresectable, or * ORR,? DCR,? median DOR® per
metastatic melanoma INV
* Prior necadjuvant/adjuvant 1-O NIVO 480 mg Q4W +
therapies permitted = 6 months RELA 160 mg Q4W + Secondary endpoints
prior IEimg kg Qb * PFS® per INV (rates at 6 and 12
« ECOG PS 0-1 months)
» Patients with controlled brain
metastases® were allowed Key exploratory endpoints
Database lock: November 1, 2023 -+ OS (rates at 1 and 2 years)

Median follow-up: 49.4 months (range, 0.4-55.0)¢

Overall study — phase 1/2, nonrandomized trial evaluating I-O triplets for patients with select solid tumors

Part 1: dose finding for |-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

Presented by Dr. Paolo Ascierto, Abstract 9504
2024 ASCO sreswieosy:  Sunandana Chandra, MD ASCO amarisny

ANNUAL MEETING Preseviskon o property of I sethor nd ASCD. Permaseon segqunsd ke srse; soniet sermasoTs(jass o ENOWLEDGE CONQUERS CANCER
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f) Resultats PFS per INV: secondary endpoint
RelatiVity'o48 NIVO + RELA + IP|

(N = 46)
RELATIVITY-048 Events 20
. : - 100+ Median PFS, 95% Cl NR (3.9-NR
BOR per INV (primary endpoint) and BICR (exploratory endpoint) i ian PP3, mo (99% <) ‘ )
BOR INV BOR per BICR 80
80 (N Se;(,). 80 (NZ 46)b 62%
70 70 (95% Cl, 46-75) 57%
59% 60— (95% CI, 41-70) 52% 52%
0] %0, 43-73) 60 52% ==, H D — (95% Cl, 35-66) (95% Cl, 35-66)
(95% CI, 37-61) 4 { 5-—]—9— « AP, s
= CR: 17% o L ; | ; ‘ SR
z O=s) by CR: 22% E 40 ; E : :
g gw (n = 10) 7 : ' :
&30 &3 20% ; : i !
ik f:;‘n‘; ‘"‘ﬁ’ (n‘?‘n 20 ks ('1"5) 20+ 1 i E ;
= 9 ﬁ ; z E
‘ CR + PR (ORR) D PD ! CR + PR (ORR) 0 ) 0 T T T ¥ T T T | T T T 1 T T T T T T 1
Safet summa 0 z 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
y ry No. at risk Months
NIVO + RELA + IPI (N = 46) NIVO + RELA + IPI 46 31 25 25 25 24 22 21 21 20 20 18 18 18 18 15 & 5 0 0
Any grade, n (%) Grade 3-4, n (%)
Any AE 46 (100) 27 (59)
Any SAE 27 (59) 17 (37)
TRAE [ 44 (96) 18 (39) o (0}
TRAE leading to discontinuation | 19 (41) 10 (22) » ORR ‘59 /0’ DCR 76 /0 N
Most common TRAEs (2 20%)* . H
chiogs 16 09 0 PFS a 3 ans: 52% avec plateau au-dela de 36 mois
Fatigue 14 (30) 0 =
Hypothyroidsm 124 0 Tolérance acceptable: 39% irAE grades 3-4
Colitis 10 (22) 2(4)
Diarrhea 10 (22) 2 (4)
Lipase increased 10 (22) 6(13) . . .
Vitiligo 10 (22) 0 -
e ——————— o Faible effectif <50 patients, phase 1-2
’
» Treatment-related deaths occurring within 100 days of the last dose of study therapy were due to rectal
hemorrhage and dyspnea (n = 1) and immune-mediated myositis (n = 1) Don nees enco re peu matu res

www.onco-nouvelle-aquitaine. fr




f) Résultats
Relativity-048

Efficacy and safety in combination CPI 1L trials
Checkmate 067, Relativity 047, Relativity 048

Nouveau standard en 1iere L
pour des sous-populations ou

CM 067 .
Ipi+Nivo (n=314) 93% 39% 59% maladies « graves »?

RELA 047
Nivo+Rela (n=355) 52% 31% 21%

OS at 48 mos PFS at 36 mos Grade 3/4 TRAEs

RELA 048

e 72% 52% 39%

Wolchok et al., NEJM, 2017; Hodl et al., ESMO 2018, LBEA44
Tawbi et al., NEJM, 2022; Tawbi et al., ASCO 2023, abstract 9502
Ascierto et al., abstract 9504

2024 ASCO [T reesewieser Sunandana Chandra, MD
ANNUAL MEETING ISl

iy of e suthor and ASCD. Permaneon regunsd kr suse; contact seTrnsorsiesco og
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2- Les thérapies cellulaires autologues par
Lymphocytes infiltrant la tumeur

AntiPD1 + TIL

Environ 50 % des patients
connaitront une resistance
primaire ou secondaire a aux
ICI

Background:
= Lifileucel : FDA-approval en 2iéme |

= Basé sur essai C-144-01, ORR 31.4%,
DoR tres longues chez certains patients
au-dela de 2.5 ans

Quid de son utilisation en
premiere ligne?

IOV-COM-202: Phase 2, Multicohort, Multicenter Study of Lifileucel +
Pembrolizumab in Patients With Solid Tumors

* Cohort 1A of IOV-COM-202 (NCT03645928) assesses the efficacy and safety of lifileucel + pembrolizumab in patients with
ICl-naive unresectable or metastatic melanoma "

Patients may have received BRAF/MEK inhibitor treatment if they are BRAF mutation positive

Eligible patients must have =1 resectable lesion (21.5-cm diameter) and 21 measurable lesion for response
assessment per RECIST v1.1

* Trial designed as a proof-of-concept study to support a registrational study in the frontline treatment setting

Treatment Schema

GMP Manufacturing

Enrollment/
Surgical
Resection

NMA-LD
Pembro?®

1st dose Day =7 to =6: CY Q3W or Q6W® Follow-up
Day =5 to —1: FLU

Pembro Efficacy

*First admanistration of single-tose pembralizemab IV 200 mg or 400 mg, followed by pembrofizumab IV 200 mg Q3W or 400 mg Q5W for 24 months or until disease progression or unacceptable toxicity.
Y, cyclophosphamide; EOA, end of assessment; FLU, fludarabine; GMP, Good Manufacturing Practice; IC), immune checkpoint inhibitor; IL-2, interleukin-2; NMA-LD, nonmmyeloablative ymphodepletion; pembro,
pembrolizumab; (3W, every 3 weeks; B6W, every G weeks; RECIST, Response Evaluation Criteria in Sobd Tumaors,
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)

ORR: 65%, CR 30%, DoR NR malgré suivi médian de 22

2- Les thérapies cellulaires autologues par Ly

mois

Tox hématologique sévere avec 43% neutropénies fébriles
(lymphodéplétion), SRC (IL2); tox connue antiPD1 ensuite

TEAE/AEs Grade 3/4
210%

Chills 13%

Pyrexia 17.4%
Febrile neutropenia 43.5%
HTN 21.7%
Rash 13%

Neutropenia 100%
Lymphopenia 100%
Leukopenia 95.7%
Thrombocytopenia 95.7%
Anemia 43.5%

infiltrant la tumeur
AntiPD1 + TIL

~80-90%
resolved to
Grade <2 by day
30

Patients

Lifileucel + pembrolizumab demonstrated durable and deepening responses

Heeo Msp Hpr  MuCR® HCR

. ORR was 65.2%; CR rate was 30.4%
Best Percentage Change From Baseline in Target Lesion SOD
20 4 Best Overall Response
£
E
@
§
8
2
o
R
N=22°

Time to Response and Time of Efficacy Assessment for Confirmed
Responders (PR or Better)

1A-03*"

1405
1A-06*
1A-07
1A-12°
1A-014
1A-14
1415
1A17
1418
1A-11"
1A-20
1A-22
1A-047
1A23

A CR start

V PR start

P Ongoing on study

© Progression

e M pembrolizumab dosing

||||||||||||||||||||||||||||||

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 54 56 58
Time (months) Since Lifileucel Infusion

Duration of Response

Responders (N=15/23)

mDOR, months Not reached (NR)

(95% C1) o (168,NR)
DOR, n (%)

26 months 11 (73.3)

212 months 8(53.3)

* Median follow-up was 21.7 months
* mDOR was NR
« Median time to initial response was 2.6 months

* 10 of 15 responders (66.7%) continue on study

with ongoing response and 3 additional
patients (20%) discontinued follow-up while in
response
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Phase 3 en cours

! Faiblesse du comparateur!

Intérét pour: patients jeunes, non comorbides, maladies a facteurs pronostiques

péjoratifs
Problématique de la mise en ceuvre pratique : collaboration nécessaire avec équipes

d’hématologie et utilisation plus large multi-tumeurs

TILVANCE-3012 Global Phase 3 and Confirmatory Trial

Randomized study to evaluate lifileucel + pembrolizumab in frontline advanced melanoma

Enrolling in Europe, North America, and Australia

[ nconcung A 3

Lifilewcel + lative
~670 patients Pembromrumap, | Tumor et Lymphodepietion
with untreated Day 342 days Day5+2days Days 28-29. CY 60 mgig
unresectable or Days 28-32: FLU 25 mgim it
Long-Term
Pembrolizumab Follow-Up
400 mg
QSW starting
Week 10 + 7 days

metastatic
melanoma will be 1:1 Randomization
randomized (Encoliment)
(1:1) ‘Day0

to either
Arm Aor Arm B

Pembrolizumab alone

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

Potential for accelerated approval and confirmation of post anti-

Baseline maging

200 mg
Day 5 + 2 days

Arm B: Option %o receive lifileucel monctherapy after BIRC.verified

PD1 approval based on early interim analysis

BIRC-assessed PFS per RECIST v1.1

.

NCTOS7279%04.

BIRC, blinded independent review committee; CR, complete response; CY, cyclophosphamide; EFS, event-free survival; FLU, Budarabine; IL-2, interleukin. 2; ORR, objective response rate;
05, averall 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.

initial PO on or alter pembrolizumat

Key secondary efficacy endpoint

+ 0S
Additional secondary endpoints
BIRC-assessed CR rate, DOR, EFS per RECIST v1.1
Investigator-assessed ORR, PFS, CR rate, DOR, EFS, PF52 per RECIST v1.1

Safety
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3- Rattrapage apres échec ICI

PD-1 Refractory Melanoma: anti CTLA-4/PD-1 PD-1 Refractory Melanoma: LAG-3/PD-1
e sy RELATIVITY-020:

izumab BLed | Nivolumab + Relatlimab
«  Advanced Melanoma 9 ORR 9-2‘12%

{Cutanaous or Mucosal)
*  Price PD-1 Therapy with
Progression

*  Advanced Melanoma
(Cutaneous o Mucosal)
*  Prior PO-1 Therapy with
Progression

¢ Advanced Melnora
(Cutanoous)
< rior PD-1 Theragy with

Progsian | o : ) Ascierto et al, JCO 2023

Ipifimumab
(3mgikg) +
Nwvolumaby
(1 mgg)

Nivolumab + Relatlimab

Nivolumabs (107 3 mgtg) +

Ipmumab {1mg o 3oy Ipilimumab
oR

(3 mg'kg)

Pambrolizumab (200mg) +
Ipitimumiab (1 m/ig)

Iplmumi (3mphg)

o Cemiplimab +
* |pilimumab + * |pilimumab + * |pilimumab + * Ipilimumab + H H
Nivolumab PD-1 Nivolumab Pembrolizumab Flan'lmab
* ORR 23% * ORR 31% * ORR 28% * ORR 29% 0
. lplllmumab » lplllmumab o Iplllmumab = ORR 13.3/0 Cemiplimab + Fiankmat
* ORR 17% * ORR 13% * ORR 9%

+  Advanced Melanoma
= Prior PD-1+-CTLA4
Therapy with Progression

Hamid et al, ESMO 2022

PD-1 Refractory Melanoma: TIL Therapy i ko 10, 6 i

25 Permmaton 1o bor e, covaes sem

Zimmer et al, EJCA 2017 Pires da Silva et al, Lancet Oncol

2024 ASCQ PINT Tl creseureony Meredith McKean MD, MPH | SCRI
ANNUAL MEETIN - vemaraion & grapirty of s muthar et ASCE) Parsmsen soqused b . Soutict povvna: M14TIL L'ﬂleucel

* Advanced Melanoma
*  Prior PD-1 Therapy with
Progression

« Advanced Melanoma
* Prior PD-1 +/- CTLA-4
Therapy with Progression e ORR

31.4%

TIL: ORR 49%
Ipi: ORR 21%

Lifileucel
(Cohorts 2 & 4 Pooled)

Ipilimumab

TIL Treatment (3 mglkg)

Rohaan et al, NEJM 2022 Chesney et al, JITC 2022
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Rattrapage apres échec ICI

The Bar For PD-1 Refractory Melanoma Is ~30%

2024 AS ] - presenteo By Meredilh McKean MD, MPH | SCRI
2024 AS O B e e N O s

s 1 property of B swthor and ASCO). Perreason
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3- Rattrapage apres échec ICI: les pistes

Approaches

Vibostolimab Quavonlimab
« Anti-TIGIT « Anti-CTLA-4

Lenvatinib ATRA

» Multitargeted-TKI « Vitamin A derivative
* 15tline: ORR 43.4% | |+ 18tline: ORR 71%
with pembro with pembro

I
G AR KT WINE W10y 41Me Dy Casl VIBAAR ava
FGIR rhirdon

B Arance et al, SMR 2023
Tobin et al, CCR 2023

2024 Asco #ASCO24 presenten ay: Meredith McKean MD, MPH | SCRI
ANMNUAL MEETING e A F30 muthor and ARCT e

1 Parreasson regerod kor sk, cowsct SeTre e

SX-682

* CXCR1/2 small
molecule inhibitor

Dunne et al, J Clin Oncol 2023

iAo org

Brenetafusp
(IMC-F106C)

+ PRAMEXCD3
bispecific antibody
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KEYMAKER -U02A

Arm 1:
pembrolizumab 200 mg IV Q3W
+ quavonlimab 25 mg V QeW
+ vibostolimab 200 mg IV Q3W

Arm 2:
pembrolizumab 400 mg IV QW
+ quavonlimab 25 mg IV QBW
+ lenvatinib 20 mg PO QD

Arm 3;
pembrolizumab 400 mg IV QEW
+ ATRA 150 mg/m?/day PO for 3 days Q3w

KEYNOTE-029: Phase 1b
Pembrolizumab + Quavonlimab
Melanoma with PD within 12
weeks of PD-(L)1; no prior CTLA4

Deva et al, AACR 2022

ORR: 18%

ORR: 28%

ORR: 0%

ORR: 9%

2024 ASCO - presenteo By: Meredith McKean MD, MPH | SCRI
ANMNUAL MEETING “ASCOZ4

Yesevabos i oroperty of v setor and A

0. Parraason resured Ky seuse; costac! SernoacTsiles

Arm 1 & 2 response rates similar to 2" line
ipi/nivo

Added tox without benefit with adding anti TIGIT
and anti TKI

Biomarker analysis needed

Investment

Toxicit

www.onco-nouvelle-aquitaine. fr



SX-682

Cytopenias top tox but no increased infection risk
36 pts treated with 200mg BID combo

21% ORR at 200mg dose for 19 evaluable pts
Most responders had progressed on ipi/nivo

Ongoing responses > 1 year
ORR: 21%

Included pts with mucosal melanoma and stable brain

mets

Seedor et al, JCO 2023.
Ellis et al, Human Immunalogy 2000.

2024 ASCO - PRESENTED B McKean MD, MPH | SCRI
ANNUAL MEETING #ASC024 Yesevabon noopetty of By sothor ad AS 1pmped b cme tavant neTTe we N WD vy

D Perreyeon
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Brenetafusp: Targeting PRAME

Safety and immunogenicity of the CLINICAL TRIALS | DECEMBER 01 2023
PRAME cancer immunotherapeutic in Abstract PR0O18: IMA203 TCR-T targeting PRAME
metastatic melanoma: results of a phase demonstrates potent anti-tumor activity in patients
I dose escalation study . . : :

with different types of metastatic solid tumors

A Guzmer," L Avolin,” € Lewchenko,? A Teston,* J Ubkal *% P A Asclerto,” artin Wesr 3 Als 8 { ben chlas AW. Holdermied . Amir A, Jazaer
L Darmcon.® J J Grob® R fidc,'” 0 Scradendor,’” P Cusilo,'™ A Sartos, " ; A Mayer-Mokar. Reg Ty, A amed ona F. Patel; Ran R Anun Satelll

C Loquai,'" B Dmne,"™ A Hauschind,'® E Schutr TT P Lesrele " N Vashotie " o Cedrik M. Sriter

B Salin," M Ginl," S Jarjak,'™ P M Do Sousa Awas,™ ™ J Leuirnd,'
V @ Brichand,™ ' F F Latvnasn ™ ™

Therapeutic targeting of PRAME with ™"“®CAR T cells in acute
« HLAA02:01 present in myeloid leukemia
0 . .
34-48 /0 In ca u CaSIa n Danielle C. Kirkey, ** Anisha M. Loeb, " Sommer Castro,  Cyd Nourigat MoKay, ' LaKeisha Perking ' Lawra Pardo.” Amanda R. Lecnai'
- 0 - Thao T, Tang,! Mchael R, Loken,” Lsa Bdanschink Brodersan, " Kaeith R, Loeb," Daved A Schenberg,” Quy Le,'" and
population and 20% in AA [

GRIGINAL ARTICLS |

Overall Survival Benefit with Tebentafusp
in Metastatic Uveal Melanoma

Seedor et al, JCO 2023.
Eliis et al, Human Immunology 2000.

i eresenten By Meredilh McKean MD, MPH | SCRI ) ARRICAN SOCNTI Of
204ASCO PR oo ASCO

w and ASZD Parreaseon reameod lor seuse, cossed serrasondao og ENOWLEDGE CONQUERS CANCER
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Abstract Summary

Phase 1/2 studies, signal-seeking

Patients that are heavily pretreated

Range of doseas

ORR: 0%
Not uncommon to have high tox in the early phase setting
Brenetafusp
ORR: 11%
SX-682
ORR: 21%

PD1CTLALITKI
ORR: 28%

2024 ASCO - presenten gy: Meredith McKean MD, MPH | SCRI
e #ASCO24

Yeseviabos i property of B0 setor and AT Parreaseon reseeod bor seuse, cowsc! seTra o T eND
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PRISM-MEL301: First-line advanced CM Phase 3
Folowup

* Previously untreated, advanced _ Nivolumab (q4w) or .
melanoma Nivolumab + relatiimab (q4w)* Key endpoints

+ HLA-A*02:01 - Primary: PFS by BICR

* No prospective PRAME testing - Secondary: OS, ORR
— Stratification factors brenetafusp + nivolumab - Exploratory: ctDNA

+ AJCC M stage (qdw)

+ Prior anti-PD1 adjuvant therapy 2w s
+ BRAF V600 status To 1 year To 2 years

~> Key inclusion criteria

Initial randomization includes comparison of two
hrenetafusp regimens (~90 patients or 30/arm)

(PRISM-MEL301; NCT06112314); see ASCO 2024 TiP poster #TPS9602

2024 Asco eresenteo gy Dr. Omid Harnid ASCO b i i

ANNUAL MEETING IYesevabon 6 property of e setor and ALZD Perreason reaerod or e, cowsct SeTTe SoTsEesn org KNOWLEDGE CONQUERS CANCER
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f) Enseignement stades avanceés

Mélanome stade III-IV non résécables

= En premiere ligne: gold-standard ipi+nivo (mais OS ns améliorée versus PD1
mono)... place pour antiPD1 ou antiPD1+LAG3 (PDL1<1%)

= En 2ieme ligne et +: maladie hétérogene et immuno-réfractaire
-Toujours évaluer |'apport des traitements locaux associés
-Des pistes nombreuses mais restant sous la « barre des 30% »

-Pour l'instant rattrapage par ipi+nivo si maladie réfractaire aux antiPD1 seuls ou
PD1+LAG

-Screening large, RCP moléculaire

En espérant que cette population s’amenuise du fait des progres
considerables en phase précoce
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