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NADINA - Trial Design

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 L TinD
with at least 1 LN no MPR (pPR or pNR; > 10% vital tumor cells):
metastasis start no later than week 12 with
< ditional in-transi q3w 11 courses NIVO 480mg q4w (BRAFwt) or FU p—>
<3) allowed 46 weeks DAB 150mg bid + TRAM 2mg qd (BRAFV600E/K)
. N?T§Sf4anti-?tlé +/- parallel adjuvant RT"
anti- -4, anti- -
3, BRAFi+MEKi
= Stratified for BRAF, e start no later than week 12 with U 1—
continent, and in- AND 12 courses NIVO 480mg g4w +/- adjuvant RT"
transit metastases

B * adjuvant radiotherapy according to patient’s and
physician's decision allowed

PET/CT,
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NADINA - Objectives and Endpoints

* Primary endpoint
= Event-free survival: time from randomization until an event, being defined as
progression, recurrence, or death due to melanomal/treatment.

« Key secondary endpoint
= Overall survival

+ Secondary endpoints

Pathological response rate: MPR (pCR + near pCR), pPR, pNR
Recurrence-free survival

Distant metastasis-free survival

Treatment related, and unrelated adverse events

Surgical complications

Health-related quality of life (asco 2024, LBA9584, poster #368)
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NADINA - Patient Disposition

62 patients did not meet the eligibility criteria
28 had (suspicion of) stage 1V melanoma

485 patients were screened 12 withdrew consent
11 had no pathologically proven,
P  — » macroscopic, nodal stage Ill melanoma
(423 p,ﬁ,nsg)m,, randomized and 5 had unresectable stage Ill melanoma
were @d in the intention-to-treat 2 had relevant comorbidities
population 2 had inadequate organ function
I 2 had a second malignancy

212 were assigned to the 211 were assigned to the

neoadjuvant group adjuvant group

3 Y v
’ 3 did not undergo surgery
ﬂfnzt:;::;eoadluvam 208 patients underwent surgery 1 had progression, 1 withdrew
b consent, 1 was ineligible
] |
v - - N
14 did not undergo surgery 198 underwent surgery 170 started adjuvant NIVO 38 did not start adjuvant
3 had toxicity ‘ treatment
5 had progression v 29 had recurrence
S had surgery after cutoff 3 refused adjuvant treatment
120 achieved MPR -> did not
1 unknown receive adjuvant treatment 6 were on treatment at cutoff

66 started adjuvant treatment
12 did not (yet) start adjuvant
treatment

At data cut-off (January 12, 2024)@ follow-up of 9.9 mont 9 patients were still on treatment (31 neoadjuvant, 68 adjuvant arm)
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NADINA - Primary Endpoint: Event-Free Survival (EFS)

EFS probability

T

N

° | — Neoadjuvant
—— Adjuvant

o

o I
0 6

# at risk (censored)
Neoadjuvant 212 (0) 126 (71)
Adjuvant 211 (0) 100 (57)

2024 ASCO #ASCO24 seesewten By Christian U, Blank, MD PhD

wrrreaton requred Yo reus

se Conta

T 1
24 30

T
12

Eventg/N: Neoadjuvant: 28/212; Adjuvant: 72/211
HR= 0.32 (]99.9% CI: 0.15 - 0.66 ), p <0.0001

1

N Ao

Months from randomization

77 (111) 34 (152) 5 (179)
53 (89) 23 (116) 6 (133)
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NADINA - EFS According to BRAF Mutational Status

BRAFV60E’K mutation BRAF wildtype

z z
3 ] +
8 8
- w -
i |
i w
o~ ~N
o "1 5 (=] s
— ze_oadluvam Events/N: Neoadjuvant: 15/112; Adjuvant: 41/112 a0 ’/‘\‘393d1“tva“‘ Events/N: Neoadjuvant: 13/100; Adjuvant: 31/99
. djuvant HR= 0.29 (99.9% CI: 0.11 - 0.79), p<0.0001 . gtk HR= 0.35 (99.9% CI: 0.12 - 1.03), p=0.0014
o T T 1 T 1 o T T T T 1
0 6 12 18 24 30 0 6 12 18 24 30
Months from randomization Months from randomization
# at risk (censored) # at risk (censored)
Neoadjuvant 112 (0) 63 (40) 38 (61) 18 (81) 3 (94) Neoadjuvant 100 (0) 63 (31) 39 (50) 16 (71) 2 (85)
Adjuvant 112 (0) 48 (32) 25 (47) 11 (60) 4 (67) Adjuvant 99 (0) 52 (25) 28 (42) 12 (56) 2 (66)
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NADINA - Pathologic and Radiologic Response

Pathologic Response Radiologic- versus Pathologic Response
100% - 6.6% | — 4.2% =pCR 100 #pCR
2.4% LA mnear-pCR
mnear pCR
= 7% PER 80 oPR
R
= =pNR upNR
- o
.g = Progression § 60 m Progression
o
- 50% » Not reported/ no A Not reported/
z surgery* o —— no surgery
2 )
S [
a2 Z
g
o 25%
20
0% 0 CR PR so PD
luabl
Local assessment Central review ;‘:2;',‘:9:;3:

* Central review was completed for all patients who underwent surgery. At data cutoff,
9 patients had not (yet) undergone surgery (4.2%); 5 patients had surgery after data cutoff.
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RFS probability

== pCR near pCR pPR == pNR :

0.0 v T v . v
0 6 12 18 24 30
Months from surgery
Number at risk
pCR4 100 60 46 17 1 0
pNR{ 56 29 11 1 0 0
0 6 12 18 24 30
ASCO ‘s
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NADINA - No Novel Safety Observations

Neoadjuvant Adjuvant
n=212 n=208

Any adverse event 204 (96.2%) 194 (93.3%)

[ Any grade 23 AE 100 (47.2%) 71 (34.1%) ]
Surgery related AE ' 120 (60.6%) 151 (72.6%)

[ Surgery related grade 23 AE ' 28 (14.1%) 30 (14.4%) |
Systemic treatment related AE ? 181 (85.4%) 123 (72.4%)

[ systemic treatment related grade 23 AE 2 /63 (29.7%) 25 (14.?%)\])

[Death due to treatment related AE \\ 0 1(0.5%

1 The surgery safety population included all patients that underwent surgery (necadjuvant n=198, adjuvant n=208).
“The systemic treatment safety population included all patients that received at least one dose of systemic treatment (necaduvant n=212, adjuvant n=170).
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Conclusions

+ Together with SWOG 1801, NADINA defines neoadjuvant immunotherapy as
the new standard of care for macroscopic stage Ill melanoma

« NADINA is the new template for other malignancies implementing a

neoadjuvant immunotherapy regimen followed by response-driven adjuvant
therapy

2024 ASCO v. Christian U. Blank, MD PhD ASCO ANRCAN SOCKTY 08
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* COMBI-AD study. Actualizaciéon a los 96 meses.

e KEYNOTE-942. Actualizacion a 3 anos.
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204 ASCO COMBI-AD: A Double-Blind, Placebo-Controlled, Phase 3 Study

ANNUAL MEETING

Primary Updated onger term Current final)
analysis' analysis? | analysis® analysis
RFS, DMFS, RFS, RFS, 0s
0S DMFS DMFS RFS, DMFS
Median Median Median Median
follow-up, follow-up, follow-up, follow-up,
+ 34 months B 44 months B 60 months RRIUUINEHIGE
Trametinib N
2mg QD

— n=432 Last patient
last visit was
on July 31, 2023

n=438

Long-Term Follow-Up for

Key eligibility criteria

Adjuvant Dabrafenib Plus e o

* BRAF V600E/K mutant

Trametinib in Stage [I| BRAF-  preersstet

randomization

Mutated Melanoma: Final Lo ek — -
ReSUItS Of the COMBI'AD StUdy Stratified by: Gt Secondary sndpoluts: OF, DES, FER, seety.

Dabrafenib
150 mg BID

2 matched
placebos

CZO——I)N—gOUZ>W)

+ BRAF mutation (V60OE or V60OK) | 2013:2014 2015 2017 2018 2020 2023>

Axel Hauschild, Reinhard Dummer, Mario Santinami, Victoria Atkinson, Mario * Disease stage (llA, llIB, or 1IIC) o
' 0 ' ‘ '0S! C al SEs.
Mandala, Barbara Merelli, Vanna Chiarion-Sileni, Andrew Mark Haydon, Jacob RFS, DMFS, MSS

Schachter, Dirk Schadendorf, Thierry Lesimple, Elizabeth Ruth Plummer,
James Larkin, Monique Tan, Sachin Bajirao Adnaik, Paul Burgess, Tarveen
Jandoo, Georgina V. Long

1. Long GV, etal. N Engl J Med. 2017,377:1813-1823; 2. Hauschild A, et al. J Clin Oncol. 2018;4:1382-1388; 3. Dummer R, et al. N Engl J Med. 2020;383:1139-1148.

2024 ASCO #ASCO24 eresenten By: Dr Georgina V. Long ASCO stncan 00

MON Megured £ reuse; contact permasos Sanco oy KNOWLEDGE CONQUERS CANCES




XVIl JORNADAS ONCOLOGICAS 207 =1 —

Fundacién Biomédica Miguel Servet

ARAGON - NAVARRA - RIOJA

Relapse-Free Survival (ITT) Overall Survival (ITT)

100%
100% - 2
90% -
o 90%
o 80%
w 80% 4
@ 4 70%
2 70% =
Q ° —
K] << 60%
7] 9% =
2 60% _g 50% -
oy o
E 60% g_ 40% -
<L of o
= 40% & 30% -
° 30% - Arm n Events Median, months (95% CI)
T Am n  Evenls Median, months (95% CI) 20% | D+T 438 125 NA (120.7, NA)
g 20% 1D+T 438 198 93.1(47.9, NA) 10% - Placebo 432 136 NA (No—tA
g  |Pacebodsz 26 &(12.7,22.1) HR: 0.80; P
o 10%- HR: 0% - 95% Cl (0.62, 1.0
. T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0% 4 95% CITe43-0.63) 0O 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100104108112116120124128
0 10 20 30 36 40 50 60 70 80 90 96100 110 120 130 b s SRR Time From Randomization (Months)
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 8 2 O
Patients at Risk 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 N5 67 26 4 o o°
D+T 438 372 281 242 229 22 201 183 163 157 147 139 123 56 1 ]
Placebo 432 243 178 158 147 143 133 123 112 103 99 96 92 39 2 0 End of study 31 July 2023. Median follow-up: D+T 100.0 (0—125) months: Placebo 82.5 (1-122) months.

Conclusions Subgroup Analysis: Effect of Treatment on RFS by BRAF V600
Mutations (ITT)

< Longest follow-up (up to 10 years) in adjuvant treatment of stage Ill melanoma
BRAF V600E Mutations BRAF V600K Mutations
* Durable improvements in RFS and DMFS with dabrafenib plus trametinib over placebo S —

« Overall survival and melanoma-specific survival were numerically improved (not 8 r g
ST A e . o . i 80% o 0%
statistically significant) with D+T vs placebo, despite post-relapse systemic therapy 's - 's .
8 o 8 roud
= 20% risk reduction for death with dabrafenib plus trametinib over placebo (P=0.063) 5 oo%: 51% i il
o -
« 22% reduction for risk of death due to melanoma with dabrafenib plus trametinib over placebo 2 som e 2 som-
E: 0% R ,3>93/,°‘ s 36% 35% :é aom
« BRAF V600E showed a benefit for OS with dabrafenib plus trametinib over placebo § s A n  Events Median, S G e PO § st Amm n Events Median, months (95% Cl) 36%
- BRAF V600K population did not appear to have an OS benefit from adjuvant dabrafenib plus gﬁ"*- Pl io ags aael am 6':: ‘(;7%9'22‘?), § g [ e ((2;26'5&':?)
trametinib although caution warranted given this small subgroup =4 HR: 0.52 =1HR: 0.59
%4 95% CI (0.42, 0.63) %] 95% CI (0.32, 1.09)
- No new safety concerns S 4 & 1216 20 24 28 32 95 40 44 48 52 S5 G0 64 58 72 75 60 B4 68 52 95 150104 106 112116 120 124 128 § ¢ B 12 15 2 2« 78 32 %0 40 44 46 % 5 G0 04 G 72 7o %0 56 08 92 96 WOIN WB1IZ IS 1OTH
= = e = Time From Randomization (Months) Time From Randomization (Months)
= No irreversible toxicities during the long-term follow-up Patents ik )

« Skin and other cancers incidence was similar in each arm

One patient had a BRAF VB00E mutasion and a BRAF VE0OK mutation and is included in the BRAFVB00K subset
End of study 31 July 2023. Median follow-up: D+T 100.0 (0—125) months; Placebo 82.5 (1-122) months.
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2024 ASCO mRNA-4157-P201/KEYNOTE-942 (NCT03897881) study design

ANNUAL MEETING . : : P b
ndomized, phase 2, open-labe in patients with adjuvant resected melanoma at high risk of recurrence
Individualized neoantigen therapy mRNA 41 57 Combination treatment arm: mRNA-4157 (V940) + pembrolizumab - 2
- .
Up to 1 year of pembrolizumab treatment ) Primary endpoint:
' ' Key eligibility criteria ) mRNA-4157 (V840) 1 mg IM Q3W for up to 9 doses + ryRFS point
V940) plus pembrolizumab in resected melanoma: Fy
' * Resected stage IIIB,® N (n=107)
IC, 111D, or IV cutaneeds o
melanoma T Secondary endpoints:
3-year update from the mRNA-4157-P201 ;
+ Complete surgical resection £ 5 b
KEYN OTE 9 4 2 t H I within 13 weeks prior to 8 | Stratified by disease stage safety, tolerability
' rla first pembrolizumab dose ,_ﬁ\
+ Disease free at study entry ¥ Follow-up:
Jeffrey S. Weber,' Muhammad Adnan Khattak,2 Matteo S. Carlino,’ Tarek Meniawy, Matthew H. Taylor, George Ansstas,® « ECOG PS score 0-1 N Control treatment arm: pembrolizumab monotherapy upto 5 years foll'owing
Kevin B. Kim,” Meredith McKean,® Ryan J. Sullivan,® Mark B. Faries,' Thuy Tran," C. Lance Cowey,"? Theresa M. Medina,"® . Tiesue available forNGS - Up to 1 year of pembrolizumab treatment ‘ the first dose of
Jennifer M. Segar, Victoria Atkinson, s Geoffrey T. Gibney, ¢ Jason J., Luke,'” Elizabeth |. Buchbinder,' Georgina V. Long,”®  \_ J Pembrolizumab 200 mg IV Q3W for up to 18 cycles pembrolizumab
INT Research and DevelopmentAuthor Group,*#'2 Robert S. Meehan® w L )
*Manju Murnsse‘y,"0 Igor Feldman,® Vasudha Sehgal ® Huzhang Mao,® Jia Guo, Min Liu® Anjali Rao,” Wei Zheng,# Praveen Aanur,® Lakshmi Srinivasan® Mo Huang,"! Tal Zaks *
Michelle Brown ¥ Tracey Posadas® 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)
"Laura and Isaac Perimutter Cancer Center at NYU Langone Health, New York, NY, USA: Hollywood Private Hospital and Edith Cowan University, Perth, Austraka: "Melanoma Institute Primary analysis triggered after a minimum of 1-year planned follow-up® (November 14, 2022 data cut) and at least 40 RFS events
Austrakia and Westmead Hospital, Sydney, Austraka; ‘Saint John of God Sublaco Hospital, Subiaco, Austraka; ‘Earle A, Chiles Research Institute, Portland, OR, USA; “Washington Univer have been observed. DMFS analysis was prespecified for testing following positive RFS in the ITT population
School of Medicine, St Louis, MO, USA; "California Pacific Medical Center Research Institute, San Francisco, CA, USA; *Sarah Cannon Research Institute, Nashvile, TN, USA; *Massachi
General Hospital, Boston, MA, USA; "“The Angeles Clinic and Research nstitute, Los Angeles, CA, USA; '"Yale-New Haven Hospital, New Haven, CT, USA; ““Baylor Charles A, Sammon : ;
Cancer Center, Dallas, TX, USA, "“University of Colorado, Aurora, CO, USA; “University of Arizona Cancer Center, Tucson, AZ, USA; "*Princess Alexandra Hospital, Woolloongabba, Aut Supportive analysis was triggered after a minimum of 2 years of p:?nned follow-up* (November 3, 2023 data cut
"%Lombardi Comprehensive Cancer Center, Washington, OC, USA; TUPMC Hilman Cancer Center, Pittsburgh, PA, USA; *Dana-Farber Cancer Institute, Boston, MA, USA; "“Melanoma Median planned follow-up*: ~3yrs
Institute Australia, Sydney, Australia; “Moderna, Inc., Cambridge, MA, USA; 'Merck & Co., Inc., Rahway, NJ, USA
Palents with stage BB dsease were il only If relipse occurred mihin 3 MONINS Of Pror iurgery of Curative intent. BACCordng 10 the 83 aton of the Amercan Jont Commadiee on Cancer SIaging Manull "0Oetned &5 v Bme Fom Ihe Arst dose aale (Of cate of randomation if nit
sponsof@d by Modorna, Inc" lﬂ coHaboratIon Mth Moer Sharp & Dohmo LLC' a SUbs'dlary Of MMCK & CO., Inc" Rahway' NJ‘ USA IF!'l )G PS Fu.:ixr‘ &yjd,xo“:“-: Oncology Group performance status. IM. ntramuscutar ITT, intent.to-reat, IV, intravencus, NGS. next-generation sequencing. Q3W, every 3 weeks
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Sustained improvement of RFS primary efficacy endpoint

= 100 4 + Censored
o 79.4% 76.6% Ll
® _“L\—‘N— [ 2 1 2
% 80 - '
1
: A17.2  afe6  at9.2
o,
£ 62.2%,  60.0% :
g 404 : : '
g 1 I |
3 1 1
o 20
: o
01, T y 1 ’ ! : r - :
0 6 12 18 24 30 36 42 48 54
Patients at risk Time from first dose of pembrolizumab (months)
WRNA-4157 (VO40) ¥ 107 87 83 77 52 29 12 6 1 0
pembrolizumab
Median Events, Hazard ratio
(95% CI), months % (n/N) (95% CI)?

mRNA-4157 (V940) +

et i NE 23.4 (25/107)

0.510 (0.288-0.906)
P=0.019°

42.51 (16.59-NE)

44.0 (22/50)

e o= 22k
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Overall survival shows encouraging trend with mRNA-4157 (V940) -

pembrolizumab
100+ + + Censored
# g i
= '
& 1
2 60 -
@ '
= 1
g 40 :
3 i
20 '
'
1
0+ U
o 6 12 18 24 30 36 42 48 54
Patients at risk Time from first dose of pembrolizumab (months)
RNA-4157 (V940)+
e pimbrognumat, 107 100 92 90 65 35 14 6 1 0
Median Events, Hazard ratio
(95% CIl), Months % (n/N) (95% ClI)2
mRNA-4157 (\_/940)4- NE 3.7 (4/107)
pembrolizumab 0.425 (0.114-1.584)
NE 10.0(5/50)

*The hazard rato and 95% C

2024 ASCO
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Sustained improvement of DMFS secondary endpoint

® 4004 90.9% 89.3% 89.3Y%

a TN—— ' ) ' + Censored

3 I L -

% 80 4 EA14.1 i A15.1 E 20.6

76.8% o

2 oo Sy T42%0 68 7%

@ 1 ' 1

@ 1 ' '

£ o : : :

S 1 ) 1

g ' ' '

= 20 A 1 ' '

z : : :

=] 04 T r + } } T v T T

o] 6 12 18 24 30 36 42 48 54
Patients at risk Time from first dose of pembrolizumab (months)
mRNA-4157 (V940)+ 107 89 82 78 52 30 12 o 1 0
pembrolizumab
Median Events, Hazard ratio
(95% Cl), months % (n/N) (95% CI)2
RNA-4157 (V940) +
2 pembro(lizum;b NE 10.3 (11/107) 0.384 (0.1 72—(1.858)
NE 26.0(13/50) R 59015

A~~~

Conclusions

MmMRNA-4157 (V940) + pembrolizumab demonstrated a durable clinically significant
improvement in RFS & DMFS compared with standard of care pembrolizumab in high-risk
resected melanoma, with a 49% reduction in the risk of recurrence or death and a 62%
reduction of distant recurrence or death with 3 years of follow-up

3-year exploratory endpoint showed an encouraging trend in overall survival with the
combination versus pembrolizumab monotherapy

MRNA-4157 (V940) + pembrolizumab has a manageable safety profile without potentiation of
immune-related AEs compared with pembrolizumab monotherapy

Translational analyses suggest mRNA-4157 (V940) + pembrolizumab may benefit a broad
patient population irrespective of the status of PD-L1, TMB, ctDNA, and HLA heterozygosity
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* |OV-COM-202. Resultados cohorte IA.

 RELATIVITY-047. Actualizacion a 3 anos. Mediana de seguimiento de
34 meses.
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2024 ASCO Study design

ANNUAL MEETING
Combination of encorafenib and binimetinib followed A 2 years
by ipilimumab and nivolumab versus ipilimumab and e
nivolumab in patients with advanced BRAF-V600E/K il 1 Bciehial — Niolimat 80m3— BR nvestaors chie
melanoma: the primary analysis of an EORTC [ Q_ oses
. " metastatic
randomized phase ii study (EBIN) melanoma i
, "BRAF \ Ipiimumab 1 mg/kg +
Caroline Robert, Caroline Dutriaux, Felix Oppong, Michal Kicinski, Emilie Routier, Eve-Marie Neidhardt, VGOOEIK Encorafenib 450 mg MM nivolumab 3mg/kg MM Nivolumab 480 mg S Encorafenib 450 mg
Xavier Durando, Barouyr Baroudjian, Philippe Saiag, Caroline Gaudy-Marqueste, Paolo A. Ascierto, Ana ARG + binimetinib 45 mg Q3W IV + binimetinib 45 mg
. : : > . 4 doses
Arance, Michelangelo Russillo, Jean-Luc Perrot, Anne-sophie Govaerts, Emanuel Bihrer, Bastian ; -
Schilling, Mario Mandala, Paul Lorigan, Alexander C.J. van Akkooi ) 12 weeks L'J
1 week

i , . , *Stratified by stage/LDH (unresectable stage ll/M1a with LDHSULN vs M1b/M1c with LDHSULN vs ULN<LDHS2ULN vs
Funding: Bristol-Myers Squibb and Pierre Fabre LDH>2ULN) and center
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V 9192 vg;:e:(s)o & Treatmentgroup Total Event HR (90% CI)
el —  Contol 135 83  Reference
m— Encotbiniinduction 136 90 0.87(0.67-1.12)

6 months (9§% Cl) Stratified Logrank P-value: 0.360

| i * No difference in PFS between the two treatment ams in the unselected
y, 2 054 population of patients
5(26-) | | | |
003  Data supports the hypothesis that patients with high LDR (>2ULN) and those

1/3 paglibres with liver metastases beneft from the sequential approach in terms of PFS
0 3 6 9 12 15 1 0 3 6 39 42 : : ‘ ‘ . :
Monthsfromandorzeion  The primary overall survival analysis wil be performed when the data Is

Patients at risk
— 135 8 60 58 45 33 20 23 18 14 12 11 5 3 0 matu e
16 124 77 8 4 33 26 21 18 1 8 7 5 3 0

% alive and without progression

o
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Multicenter Study of

IOV-COM-202: Phase 2
20241560 Aruel Mostirg atients With Solid Tumors

ot e Lifileucel + Pembrolizumabin

* 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 13%

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

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

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

Treatment Schema

GMP Manufacturing

|OV-COM-202 Cohort 1A

Sajeve Thomas," Helen Gogas,? Young Ki Hong* Gino K. In* Berard Doger de Speville Uribe,® Andrew J.S. Furness, Almudena Garcia Castano,” Simon Hefliger? Enrollment/ NMA-LD

Kai He,® Theresa Medina, " Donald Lawrence,'" Sylvia Lee,'” Juan Martin-Liberal,"® Friedrich Graf Finckenstein, Brian Gastman,* Jeffrey Chou, Rana Fiaz, " Surgical Pembro® nfusic : Pembro Efficacy

san Catlat 14 ) T A 1std ~7t0-6:CY dOSséE Day 0 0 : 3w W -
Melissa Catlett* Guang Chen, Patrick Terheyden' Resection stdose m-sm-mw dos y0or Q3Wor Q Follow-up

'Orlando Heatth Cancer Institte, Orlando, FL, USA; *Laiko General Hospital, School of Medicine, National and Kapodistrian University of Athens, Athens, Greece; *Cooper University Hospital, Camden, NJ, USA; *University of
Southem Califonia, Norris Comprehensive Cancer Centel A
Marqués de Valdecila, Santander, Spain; “inselspital, Bam Un

il °First administration of single-dose pembrolizumab IV 200 mg or 400 mg, tollowed by pembrolizumab IV 200 mg Q3W or 400 mg Q&W for 24 months or until disease progression or unacceptable toxicity.
CY, cyclophosphamide; EOA, end of assessment; FLU, fludarabine; GMP, Good Manufacturing Practice; ICI, 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 Solld Tumors. S
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Efficacy

ORR was 65.2%; CR rate@

Best Percentage Change From Baseline in Target Lesion SOD

Investigator-Assessee
20 A (RECIST v1.1)

BestOverallResponse MipD MsSp MpR MuCR® MCR

ORR, n (%) :
2 (95% Cl) (42.7, 83.6)
° CR 7 (30.4)
a PR 8 (34.8)
E SD 6 (26.1) 2
° )
& PD 1(4.3) z
) NE 143 °
@
£
g All response-evaluable patients

demonstrated regression of
target lesions

N=22°
*The two uCRs have been

’J z. .2 7. 2 7. 2. 7 Vs A Z. z. 7 7. 7. Vs Z. 7. 7. 7 Vs Vs 2

%, v.o& v.% 1% 0% %, % v.)@ %o «z)& e o, 4"9 7‘*{;, %o Yo, v.% 0. %, 7‘63 confirmed post-data cut

Patients

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

Lifileucel Manufacturing (Arm A)

Litieuce! + S N
Tumor
~670 patients Pombrolzumat Finbetio 200 / 00 letion
with untreated 2 . 79 Days 28-29: 60 ma/kg Assessment
et oo Day 3+ 2 days Day 5 + 2 days Day 26 = 7 days 4 ssessmen

metastatic

Long-Term
Follow-Up

melanoma will be

( Pembrolizumab

400 mg
kay%x?aays

#m B: Option to receive “leucel monotherapy after BIRC-verified
i, <D on or after pembrolizumab

Qew starting
Week 10 + 7 days

1:1 Randomization
==
Day©

Pembeotizumab atone

Baseline Imaging

Arm A or Arm B

Day 5 =2 days

Study Endpoints
Dual primary efficacy endpoints
- BIRC-assessed ORR per RECIST v1.1
- Potential for accelerated approval and confirmation of post
anti-PD1 approval based on early interim analysis
- BIRC-assessed PFS per RECIST v1.1

Key secondary efficacy endpoint

. os

Additional secondary endpoints

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

b Safety
"NCT05727904.
BIRC, blinded e
OS. overall survival; PD, prog
RECIST, Respo

FLU. fiudarabine: IL-2, interleukin-2: ORR, objective response rate:
S2, progression-free survival 2; Q6W, every 6 weeks;

:CR. plete response; CY. cyclophosphamide; EFS, event-free su
isease: PD-1, programmed cell death protein-1: PFS, progression-free survivi

- Investigator-assessed ORR, PFS, CR rate, DOR, EFS, PFS2 per RECIST v1.

Organizador:
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CAS

Efficacy

Lifileucel + pembrolizumab demonstrated durable and deepening responses

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

Duration of Response

1.A-0:3 -
1/A-0'5 - 1 O > (N=15/23)
10+ - — mDOR, months | Not reached (NR)
+/0-07 - - (95% CI) (16.8, NR)
o DOR, n (%)

1A-01* | . 26 months 11 (73.3)

1A-14 | R — 212 months 8 (53.3)

1A-15 | I ——>

1417 | i —— * Median follow-up was 21.7 months

WA 1E | e e . P + mDORwa >

1A-111 { I — -

1A20 | IE— A CRstart Median time to initial response was 2.6

¥V PRstart months

1422 | I— P Ongoing on study :

1A-04° | HIRENES) Progression * 10 of 15#€sponders (66.7%) contyiue on
14-23 | D> M pPembrolizumab dosing study with~angoing response ané

LI T e e . o oo, 2, o Bk 3 s B e i D additional patients (20%) discontinued
0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 follow-up while in response
Time (months) Since Lifileucel Infusion

Conclusions

A single administration of lifileucel combined with pembrolizumab demonstrated:

= Manageable and expected safety profile

TEAEs consistent with the underlying disease and known, manageable safety profiles of single
administration of the lifileucel regimen and continued pembrolizumab

Late AEs consistent with anti-PD-1 monotherapy, differentiated from ICl combination therapies

= Efficacy and durability of responses in patients with ICl-naive advanced melanoma
ORR was 65.2% and CR rate was 30.4%
All evaluable patients demonstrated regression of target lesions
mDOR was not reached, with a high proportion of ongoing responses (median follow-up of 21.7 months)

Rate and depth of responses compare favorably with ICl mono- and combination-regimens for first-line
melanoma patients

These results serve as rationale for TILVANCE-301, an ongoing registrational, randomized
trial assessing lifileucel + pembrolizumab in frontline advanced melanoma
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Nivolumab plus relatlimab vs nivolumab in previously untreated metastatic or unresectable

melanoma (RELATIVITY-047): averall survival and melanoma-specuﬁc survwal

Husseln A, Tawbl,' F. S(ephen Hod},* Evan J. Lipson,* Dirk Schadendorf,* Ptolo ANTOMIG Ay
Jultana

o RELATIVITY-047 |5 a global, randomized, double-tiing, phase 2/3 study In patients with previously untreated,
histelogically confirmed, unresectabie stage Bl or stage IV melanoma (Figure 1)

Figure 1. RELATIVITY-047 study design

Key etighitity criteria NIVO 480 mg + RELA 160 my Primary endpoint

Gy, Foc v oW < PFS by BCR
uweiactadle, or :' Seceadary endpainty
melastatic melanoma -0y

e L

Stratified by: LAG-3." PO-LY," RN, and AXCC vE M stage
Endpoints were lasted in Merarchy: PFS .« 05 -« ORR

= At 3 years of follow-up, the efficacy benefit (PFS per BICR, OS, and confirmed ORR per BICR) with NIVO + RELA
vs NIVO in patients with advanced melanoma was sustained (Figures 2-4)

Figure 2. PFS per BICR

NIVO + RELA _
100 -y, = 358
9 Median PFS, mo 10.2 4.4
% 1) (6.5-15.4 3.%-6.%)
80 HR (95% C1) 0.79 pm\
Z
- 60 - N
<
= N
g .
2 40 n -G
a T— - *
o 1L 31 4 - . - - o
. 7S _——-- T —— - - -
20 4 ( c 35 4) >
5% C1 1-31.9)
v i 1 ¢ )
o T T T T T T T T T u T v T T T T T J
o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
No. at rink Months
Des vo s zation and the earliest date of & 55100, Or Gasth from
any cause. Statistc s i . Stratified by LAG-3, BRAF mutat M stage
PO-L1 was removad from stratifc s 58 ps with < 10 patients

— ‘i‘

80

60

05S (%)

40 ~

20

pdated OS (secondary endpoint)

N Median 0S, mo 51.0
\ 95% Cl) (34.0-NR)

o HR (95% CI) (0.80 (9.66-0.99)

| 1 I 1 L L ' I ] Ll L] i 1 I Ll L 1 1 1

No. at risk

1] 1 1
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
Months
Conclusions

o At 3 years of follow-up, descriptive analyses continued to show benefit for patients with
previously untreated metastatic or unresectable melanoma who were treated with
NIVO + RELA vs NIVO

~ PFS per BICR HR 0.79 (95% CI, 0.66-0.95)

~ 05 HR 0.80 (95% Cl, 0.66-0.99), with the 95% Cl upper bound of the HR for OS now
less than 1

— Sustained ORR difference of 9.85% (95% CI, 2.8-16.8)
= MSS HR 0.75 {95% CI, 0.60-0.94)
NIVO + RELA had sustained benefit vs NIVO beyond Initial treatment and first progression

= The therapewtic benefit of 2L therapy did not appear to be negatively impacted by prior
treatment with NIVO « RELA vs NIVO

No new or unexpected safety signals were identified at this 3.year update
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MELANOMA UVEAL

* Phase Il multi-center study of adyuvant nivolumab in combination
with ipilimumab in patients with high-risk uveal melanoma
(HCRNMEL17-309).Mediana de seguimiento de 3 anos.

* A phase 2 safety and efficacy study of neoadjuvant/adjuvant
darovasertib for localized ocular melanoma.
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Eligibility Criteria
Primary Uveal Melanoma
*  3-yr DMFS 50% or less

2:1 matched External Control
+ GEPClass 2+ LBD 212mm

Ipi 1mg/kg géw+

« Definitively treated w! local therapy Nivo 240mg q2w Control choice:
within the last 6 mo x 48wks +  Contemporaneous databases
+  No prior systemic therapy Historical (c00G1)

combination with ipilimumah in patients with high-risk uveal ~ Definition of high-risk uveal melanoma
GEP Class 2 + LBD 212mm

melanoma (UM) ‘HCRN MEL17309) * Monosoimy 3 + apicai tumor height 28mm
* LUMPO calculator 3-yr DMFS <50%
(any one of the three definitions is eligible) -
Suthee Rapisuwon, Richard D. Carvajal, George Ansstas, Katy K. Tsai, Leonel F, Hemandez- N
Aya, Shahegr Khan, Sunandana Chandra, J. Willam Harbour, Jeffrey A, Sosman, Adi Daud

Chrstina Decatur, Denz, Qzisk, Ming T. Tan, Michael 8. Atkins, Sapa P. Patel Primary Endpoint: 3-yr DMFS rate
Secondary Endpoints: mDMFS, mOS, 3-yr OS rate, AEs

Statistical Plan: Kaplan-Meier estimation with augmented inverse probability of treatment weighting (AIPTW)

Abbreviations: DMFS, distant metastatic-free survival, ipi, ipilimumab; Nivo, nivolumab: GEP, gene expression profile: COOG1, cooperative ocular oncology group study No.1; LUMPO, Liverpool Uveal Een )
Melanoma Prognosticator Online;LBD: largest basal tumor diameter iggndt

15-gene GEP2&212mmLBD LUMPO Monosomy3+apical ht28mm

Lombardi Comprehensive Cancer Center, Northwell Health Cancer Insttute, Washington Universty n St Louis, Universy of Calfomia
Sanfrancisco, Universty of Miami Syvester Comprehensive Cancer Center, Columbia Univrsity, Norttwestem Universty, Universy of
Texas Southwestern Medical Center, The Universty of Texas MO Anderson Cancer Center *as of July 1: The Universily of Colorado

70;4 ASCO #ASCO24 sesenteo oy Suthee Raplsuwon MD ASCO mer e iy

KNOWLECGE CONQUERS CANCER
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Percent Alive & Distant Metastasis-Free
3

ro
o
1

Distant metastatic-free survival-AIPTW

Adjustez DMFS probability

Group

Nivo/lpi

LH‘F Control

Median DMFS E
Nivo/lpi: NR (95%Cl: 44.8- not reached) 1
Control: 32.3 months (95%Cl: 29.4-44.8) !

0 20

R ¢

Fundacién Biomédica Miguel Servet

Conclusions

Adjuvant Nivo+Ipi resulted in statistically significant improvement in 3-year DMFS in

patients with high-risk UM compared to historical control
* 3-year DMFS: 70.4% vs 43.4% (RR:0.52; 95% CI: 0.31-0.88, 2-sided p:0.018)

\ 13.4% /
RR 0.52, 95% CI 0.309-0.888

Higher than expected incidence of TRAES with the regimen
* Grade>3 TRAES: 48%

¢ 22 patients (44%) discontinued treatment due to AES

~ adjuvant nivo/ipi

* Nonew safety signal compared to cutaneous melanoma (CheckMate915)

Median follow-up:36.8 mo , o , ) o .
Further investigation of the regimen as adjuvant therapy of high-risk UM is warranted

Tissue, blood, and other correlative biomarkers were collected and studies are ongoing

aseneo oy Suthee Raplsuwon MD

Months after primary treatment

2004 ASCO

#ASCO24 eresenteo oy Suthee Rapisuwon, MD
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Background

Mutations in GNAQ / GNA11 activate PKC Signaling, a genetic driver of Uveal Melanoma

BT W s

Abstract 9510: A phase 2 safety and efficacy study of “““ls ' @;&J &_’%}/ O o,

neoadjuvant/adjuvant darovasertib for localized ocular melanoma T
(NADOM). SO [

Daro
Shackleton, M; O'Day, R; McGrath, L; Lim, L; Conway, M; Glasson, W; Sia, D; Fung, AT; Isaacs, T; McKay, D; McKenzie,
J; Ameratunga, M; Cosman, R; Cherepanoff, S; Brooks, C; Yousif, J; Psaroulis, T; O'Quigley, M; Beaupre, D; Joshua, AM

Prof. Anthony Joshua BSc(Med) MBBS PhD FRACP » Darovasertib is a potent Protein Kinase C (PKC) inhibitor

Kinghorn Cancer Centre, St Vincents Hospital, Sydney, Australia T :
* Documented activity in metastatic uveal melanoma (11% PR; 67% SD)’
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Study Design Outcomes (Treatment Cohort) (May 14, 2024)

Safety Cohert (n=3) Treatment Parameter (n=12) Median (Range in months)

; Optional Duration of Neoadjuvant Treatment 6 (2-6)

Eligible patient \ Necadjuvant | adjuvant e T

Hentified* Darovasertib > Enucleation : : .

identified for 1 month Darovasertib Duration of Adjuvant Treatment 4.6 (1-6)

for 6 months Patients wit Wefastatic Disease 1>
DSMB review
Treatment Cohcrt (n=12) S ol L)
Neoadjuvant Optional Pdhehasel pales3

Eligible patient '\ Darovasertb \ Definitive adjuvant S;‘;j”;”m peagies »

identified” for up to treatment Darovasertib :

6months for 6 months Enucleation 25% (3/12)

Key Points
*Planned to undergo enucleation or unsuitable for nlaaue brachvtheranv due to size. location b024 ASCO » . Prfessoc Anbcny M. 5c (e

NMax Response (Treatment cohort)

- Median Reduction 47%% Max resp A los 6 meses™

FPPrecsaerved Ermaucleation

+« NADOM provides the first prospective evidence that a neoadjuvant treatment
strategy in UM is feasible, tolerable and safe.

Male =7, Female = 8
62 (33-76)
T3a (5)

» Protein Kinase C inhibition with darovasertib can induce tumor shrinkage and
facilitate eye preservation in suitable patients.

« Larger trials are in now progress (NCT05907954) to further quantify visual
and oncological outcomes.

T3b (4)
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TUMOR CUTANEO ESCAMOSO

* Keynote-629. Actualizacion.Mediana de seguimiento > 5 anos.
* De-Squamate
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Pembrolizumab for Locally Advanced or Recurrent/Metastatic Cutaneous Squamous
Cell Carcinoma: Long-Term Results of the Phase 2 KEYNOTE-629 Study

Table 2. ORR per RECIST v1.1 by BICR in the LA cohort, RIM cohort, and total population

Methods

Figure 1. Study design
Eligibility Critweria

FUM cohart
«RiM o500

s Minasurablo dseass (RECIST #1.1)

*ECOGPS Do

A Pambroltzumab S0
300 g N OIW 535 eyclia® e

PO

NEMNAS

A 0t pttin N

B et Rt

< WO

CAealale

LA cohort RM cohort
n=54 n= 10§
WA65T) 3 2 (26 248
in f 1 (42 482
12 (22 130124
2 M (226
1 ‘:'.‘ 0 1 £
.",

ConP e e e et goasate

Figur 4, Duration of treatment and Bme 40 redponds & palients with & conlirmed reaponds per RECIST 1.1 by BICR in the (&) LA eSCC cakort &nd the (B} RIM ¢5CC cahart
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Conclusions

o VN ) o 38 mords of folowu (mecinn Ihow-Lp 631 months n the St pooulsor

PReRroRAMAD MONURera0y COntnund 10 Gamonsiate Lrabie antturor achvey 1 paterts with LA of RIM ¢SCC
oI Ihe cument anyss. ORR, mecan FE5 and medkan OF e consmont win (he intil anslyss ot a mec
1%

W 20m frst 0% 10 crla Cuto! of abproamanaly 15 mongs

1 aoctonal patent in the LA cohort achiewed 3 CF aince the et data cusol!

RETpOrses wite Surabie. wit & mocan DOR of 525 months and 61 2% of respondiins by Kaol

e having exhended cesponses thet lied 230 months

Se confirma beneficio clinico y respuestas
duraderas
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Bl De-Squamate Study Design

20 24 R A Fundacién Biomédica Miguel Servet

A phase 2 study of de-escalation in resectable, locally pp————

Clinical, radiological including FDG PET/ CT complete

advanced cutaneous SquamOllS Cell Cal‘Cin()ma (CSCC) response with mapping biopsy confirmation
with the use of neoadjuvant pembrolizumab.

The De-Squamate study

Ladwa R, Lee J, Porceddu SV, McGrath M, Cooper C, Liu H, Gupta R, Cuscaden C, Nottage M, Clark J, Le D, Pauley M, Gonzalez-Cruz J, Frazer I,
Hughes BGM, Panizza B

Patbol;zltcal
- A response
Primary endpoint Not svakecie R
7%
* The primary endpoint was observed in 17
atients (63%, 95% CI: 42-80 _ ,
pa 1;2; §|5oo) 0 ) panoie - Primary Endpoint
. stable linical e . - - n a
i ° ez Ciiine istopathological response as determined by a combination of pCR: (no viable tumour cells) + mPR:
MR e S (£10% viable tumour cells) + Clinical CR following up to 4 cycles of neoadjuvant therapy
= CCR (48%)
* Treatment de-escalation occurred in 63% i

response

= De-escalation of both surgery and %

PORT was achieved in 48%
= DC'Cscala[lon Of PORT alonc was Pathological CR (pCR) No residual viable tumour cells

aChleVed mn I 5% Major pathological response (MPR) <10% viable tumour cells
Pathological PR (PPR) 11-50% viable tumour cells

Pathological SD/ PD (PPD) >50% viable tumour cells

Clinical CR (CCR) Radiological complete response with negative biopsy
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* NEOADYUVANCIA

-El ensayo fase Il NADINA, muestra beneficio de tratamiento neoadyuvante con
inmunoterapia en un subgrupo de pacientes con melanoma estadio lIl.

 ADYUVANCIA
-A los 8 anos de seguimiento, se mantiene beneficio de DABRAFENIB-TRAMETINIB.

-mRNA 4157 + Pembrolizumab adyvante vs Pembrolizumab, sigue manteniendo
beneficio clinico en RFS, incluso tendencia a beneficio en SG.Pendiente Fase llI.
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* MELANOMA METASTASICO

-EBIN: Pacientes con LDH elevada o metastasis hepaticas, se pueden
beneficiar de recibir terapia dirigida primero.

-IOV-COM-202: Lifileucel + pembrolizumab eficaz y respuestas
duraderas en 12 Linea. Pendiente Fase IlI.

-RELATIVITY-047:Nivolumab+Relatlimab vs Nivolumab en 12 L,
mantiene beneficio y con toxicidad aceptable.
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* MELANOMA UVEAL
-Darovasertib neoadyuvante—> Favorece preservar globo ocular.

-Nivo + Ipi adyuvante aumenta DMFS comparado con control historico,
pero se necesita estudio aleatorizado.

* TUMOR ESCAMOSO CUTANEO
-Keynote 629: Confirma la eficacia de Pembrolizumab.

-De-Squamate: Pembrolizumab neoadyuvante puede desescalar
tratamientos en una poblacién vulnerable.



XVII JORNADAS ONCOLOGICAS

ARAG.N S NAVARRA RI.JA




	Diapositiva 1: MELANOMA Y TUMORES CUTÁNEOS
	Diapositiva 2
	Diapositiva 3
	Diapositiva 4
	Diapositiva 5
	Diapositiva 6
	Diapositiva 7
	Diapositiva 8
	Diapositiva 9
	Diapositiva 10
	Diapositiva 11
	Diapositiva 12
	Diapositiva 13
	Diapositiva 14
	Diapositiva 15
	Diapositiva 16
	Diapositiva 17
	Diapositiva 18
	Diapositiva 19
	Diapositiva 20
	Diapositiva 21
	Diapositiva 22
	Diapositiva 23
	Diapositiva 24
	Diapositiva 25
	Diapositiva 26
	Diapositiva 27
	Diapositiva 28
	Diapositiva 29
	Diapositiva 30
	Diapositiva 31
	Diapositiva 32
	Diapositiva 33
	Diapositiva 34
	Diapositiva 35
	Diapositiva 36
	Diapositiva 37

