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1. TIL therapy : long survivors confirmed (again)

2025 ASCO

ANNUAL MEETING

Lifileucel in patients with advanced
melanoma: 5-year outcomes of the

C-144-01 study

Theresa Medina, MD', Jason A Chesney, MD, PhD?, Harriet M Kiuger, MD3, Omid Hamid, MD*, Eric D Whitman, MDS, Mike Cusnir, MD, Sajeve A Thomas, MDY,
Martin Wermke, MD?, Evidio Domingo-Musibay, MD3, Giao Q Phan, MD', John M Kirkwood, MD', James Larkin, MD, PhD', Jeffrey Weber, MD, PhD'3*,
Friedrich Graf Finckenstein, MD™, Jeffrey Chou, MD, PhD', Brian Gastman, MD*, Xiao Wu, PhD', Rana Fiaz, MD'4, Amod A Samaik, MD'
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+ The ORR was 31.4% (complete response [CR], 5.9%; partial response [PR], 25.5%), and 79.3% of
patients had a reduction in tumor burden

* The median duration of IRC-assessed response was 36.5 months (95% CI: 8.3-NR)

+ 31.3% (15/48) of responders completed the 5-year assessment with ongoing responses
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2. With longer follow-up, the survival benefit of starting with immunotherapy
becomes even more pronounced, particularly at 5 years

Updated DREAMseq OS: Step 1 +/- Step 2
July 2021 July 2024
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3. Adjuvant NIVO-RELA: negative trial

2025 ASCO

ANNUAL MEETING

Nivolumab plus relatlimab vs nivolumab alone for the
adjuvant treatment of completely resected stage llI-
IV melanoma: primary results from RELATIVITY-098

Georgina V. Long, Paolo A. Ascierto,? Jun Guo,? Sunandana Chandra,* Ahmad A. Tarhini,? Eva
Munoz Couselo,® Michele Del Vecchio,” Andreia C. de Melo,? Helen Gogas,® Reinhard Dummer, '°
Margaret Callahan,'! Dirk Schadendorf,2 Peter Kélblinger,' Gaelle Quereux,'* loannis Thomas, '®
Bohang Chen,'® Alicia M. Y. Cheong,'” Patrick Djidel,'® Sonia Dolfi,'® Hussein A. Tawbi'®

"Melanoma Institute Australia, The University of Sydney, Royal North Shore and Mater Hospitals, Sydney, NSW, Australia; 2Istituto Nazionale dei
Tumori IRCCS “Fondazione G. Pascale,” Napoli, ltaly; * Peking University Cancer Hospital & Institute, Beijing, China; “Northwestern University,
Chicago, IL, USA; °H. Lee Moffitt Cancer Center & Research Institute, Tampa, FL, USA; “Vall d’Hebron Hospital, Barcelona Spain; "Fondazione IRCCS
Istituto Nazionale dei Tumori, Milan, Italy; %Brazilian National Cancer Institute, Rio de Janeiro, Brazil; *National and Kapodistrian University of
Athens, Athens, Greece; °University of Zurich, Zurich, Switzerland; 'Memorial Sloan Kettering Cancer Center, New York, NY, USA; "2University of
Essen and the German Cancer Consortium, Essen, Germany; *Paracelsus Medical University, Salzburg, Austria; '*Nantes University Hospital, Skin
Cancer Unit, Nantes Cedex, France; *University of Tuebingen, Tuebingen, Germany; “Bristol Myers Squibb, Princeton, NJ; "Bristol Myers Squibb,
Uxbridge, United Kingdom; "*Bristol Myers Squibb, Boudry, Switzerland; '“The University of Texas MD Anderson Cancer Center, Houston, TX

Primary endpoint
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Abstract number LBA9500
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RELATIVITY-098: study design

+ Treatment to 1 yr,
e - ble
Key eligibility criteria Stratified by (EATETES) UNEEIEE
+ Aged 2 12 years - AJCC V8 stage e
* Completal resected e o  Patients followed for a min
SEED T of 8 yrs or until death, lost
= ECOG PS 0-1 G " to follow-up, consent
USA/Canada Austraia™ e G e
i +Endpoints included
- Rest of world - RFS (primary)
- 05 (key secondary)
- DMFS, safety, PFS2
(other secondary)
- Biomarker analysis
(exploratory)

+ Prior systemic
anticancer
treatment
prohibited®

+ 163 sites across 24 countries
+ Clinical cutoff date (LPLV): December 16, 2024
«  Minimum follow-up:9 23.4 months
+ Median follow-up:® 26.7 months
RELATIVITY.098 (NCTOS002569) Seage 1 mm trmor i L) st II8/C/D orstage IV . 'Excusions incluced prior imeunatharapy, LAG-3, and BRAFLMEK!trastrent. ‘cluding sl

patients vith mucosal melanom, stage I tage VA, stago V8, and stage IVC. Time from the ast subjoct randomization to th cinical utoff date. “Hadian time betwoen randomization
i the (e o alve date o ceath,

¥ Long 10 PrO,

RFS (%)

60

40

20

75%
(95% Cl, 72-79)

Events

mRFS, mo

(95% ClI)

HR (95% Cl)

P value

214
NR
(30.8-NR)

213

33.1

(31.0-NR)
1.01 (0.83-1.22)
0.928

64%

tom

(95% Cl, 59-68)

62%
(95% Cl, 58-66)

&o—©0

——= NIVO + RELA

NIVO

No. at risk

NIVO + RELA 547 482 440 413
NIVO 546 484 430 408

RELATIVITY-098 (NCT05002569).

T
12 15 18

T
21 24

Months

395 376 360
385 370 355

334 284
345 295

27

94
103

Presented by Georgina V Long MD PhD, Melanoma Institute Australia

30

75
79

33

3
4



4. Neoadjuvant trials: both confirm benefit with longer follow up

2025

3-year survival with neoadjuvant-adjuvant
pembrolizumab from SWOG S$1801

Sapna P. Patel, Megan Othus, Victor G. Pristo, Michael C. Lowe, Elizabeth |. Buchbinder, Yuanbin Chen, G. Paul Wright, Jr., John
Devoe, Ankit Mangla's, Alexandra

iyngstrom, Christopher Lao, Thach-Giao Truong, Chandra, Kari Kendra, Craig
Ikeguchi, John Kirkwood, Larissa Korde, James Moon, Vernon K. Sondak, Antoni Ribas

Abstract 16010
20 October 2025
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.. .. g
Adjuvant Arm } 18 cycles pembrolizumab
L . 200 mg IV q3 wk
Resectable -
= < "+ 1:1randomization
clinically
assessable -
melanoma ™ 3 cycles (
Neoadjuvant pembrolizumab }
L AmM___ | 200mgIVq3wk

15 cycles
pembrolizumab 200

mg IV q3 wk )

congress
BERLIN

Two-year clinical update and first biomarker analyses of the
phase 3 NADINA trial comparing neoadjuvant nivolumab plus
ipilimumab versus adjuvant nivolumab in resectable stage IlI
melanoma

M.W. Lucas, A.M. Menzies, P. Dimitriadis, S. Wijnen, M. Lopez-Yurda, R.A. Scolyer, B.W. van de Wiel,
R.P.M. Saw, A. Kuijpers, A. Torres-Acosta, J. Sanders, M.S. Carlino, J.W.B. de Groot, E. Kapiteijn, K.P.M.
Suijkerbuijk, P. Rutkowski, S. Sandhu, A.A.M. van der Veldt, G.V. Long*, C.U. Blank*

Major pathologic response (MPR; pCR or near pCR; < 10% vital

stage Iil de novo or tumor cells): start follow-up, CT q12w

recurrent path proven
resectable melanoma

no MPR (pPR or pNR; > 10% vital tumor cells):
start no later than week 12 with
11 courses NIVO 480mg qaw (BRAFwt) or
46 weeks DAB 150mg bid + TRAM 2mg qd (BRAFV600E/K)
+/- parallel adjuvant RT*

with at least 1 LN
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Neoadjuvant immunotherapy improves distant control and may translate into
an OS benefit with longer follow-up
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Option of no adjuvant in case of MPR after 2 cycles IPI-NIVO (64%)
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NADINA and Pennsylvania
study: selecting adjuvant
treatment according to MPR

Neoadjuvant
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MPR, major pathologic response (<10% residual viable tumor). DNA Whole Genome Sequencing data was analyzed on the Sarek/NF core pipeline, and the equivalent of the FDA approved cutoff was

367 mut/Mb. The 10-gene interferon gamma signature (Ayers et al, JCI 2017) was calculated on RNA sequencing data. The optimal cutoff was determined based on MPR in the neoadjuvant arm.
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BERLIN GERMANY
17-21 OGTOBER 2025

Final, 9-year results from the CheckMate 238 phase 3

trial of adjuvant nivolumab vs ipilimumab in resected

stage IlIB-C or IV melanoma

Paolo A. Ascierto,' Michele Del Vecchio,? Barbara Merelli,*> Helen Gogas,*

Ana M. Arance Fernandez,’ Stéphane Dalle,® Charles Lance Cowey,’” Michael Schenker,?
Caroline Gaudy-Marqueste,® Jacopo Pigozzo,° Ivan Marquez-Rodas, ' Marcus Butler,2
Anna Maria Di Giacomo,'* Mark R. Middleton,'# Oleg Gligich,'s Luis De La Cruz-Merino,®
Raheela Soomro, "7 Dhanrajsinh Rathod, 7 Margarita Askelson,'” James Larkin®

RFS

Events, n

Median RFS, mo (95% Cl)
HR (95% CI} HIVO vs IP1

100 -,

61.1 (42.9-89.2)

238 265

0.76 (0.63-0.90)

IPI

24.2 (16.6-35.1)

RFS (%)

0 T

T
30 36 42

48 54 60
Months

T T T
0 6 12 18 24
No. at risk
NIVO 453 355 312 285 265 249 240 227 212 198 177

IPI 453 316 255 222 203 183 176 170 159 149 136

1
66 72 78 84 90 96 102

153 146 142 139 134 134 125
122 117 115 113 110 107 103

T
0

1
108 114

102 0

76

0

CheckMate 238 study design

5. Longer follow up of djuvant nivo: no OS benefit

Patients with
- High-risk, Stratified by
completely resected 1) Disease stage:
stage IlIB-C 11IB-C vs IV Mta or
or stage IV* 0 Mib vs IV Mic
DR 2) Tumor PD-L1
- No prior systemic et )
therapy 5% cutoff
- ECOG PS5 0-1
Database lock. May 15, 2017' Jan 30, 20202
Follow-up, minimum 18 months. 48 months
RFS HR (95% CI) 0.65 (0.51-0.83)° 0.71(0.60-0.86)
DMFS HR (95% CI) 0.73 (0.55-0.95) 0.79 (0.63-0.99)
05 HR (95% CI) = 0.87 (0.66-1.14)

NIVO 3 mg/kg IV Q2W and
IPI placebo IV Q3W for 4 doses,
then Q12W from week 24

1Pl 10 mg/kg IV Q3W for 4 doses,

treatment duration

(n = 453)
1-year maximum Endpoints.
* Primary: RFS®
+ Key secondary:

then Q12W from week 24 O
and NIVO placebo IV Q2W + Exploratory:
(n = 453) DMFS, PFS2, MSS
1-year maximum
treatment duration
March 16,2021 February 24, 2023¢ [ November 12, 2024
62 months 84 months 107 months

0.72 (0.60-0.86) 0.74 (0.62:0.88)
0.79 (0.63-0.99) 0.82 (0.66-1.01)
0.86 (0.66-1.12) 0.89 (0.70-1.14)

DMFS

Events, n 159 178
200 4 Median DMFS, mo (95% CI) NR (77.1-1R) 83.8 (44.9-NR)
HR (95% CI) MIVO vs IPI 0.81 (0.65-1.00)
g
Ll 1
z i 48%
a °
20
0 T 1 1 T 1 T 1 1 T ; 1 1 1 1 1 T : 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114
No. at risk Months
NIVO 370 318 2590 265 244 233 224 213 202 187 171 153 145 144 143 141 140 136 108 0O
IPI 366 291 253 234 219 205 193 189 181 169 156 143 142 139 133 129 127 123 94 0O 11
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Events, n 128 142
Median 0S, mo (95% CI) MR HR

MSSa

(n = 453)

Events, n 108 121
Median MSS, mo (95% Cl) HR NR
HR (95% CI) NIVO vs IPI 0.87 (0.67-1.12)

100+ HR (95.03% CI) NIVO vs IPI 0.88 (0.69-1.11) 1008
78%
0,
80 76% 80 —— 74%
- 65% g
g 0 g
@ ]
S 404 s 40
20 204
O T T T T T T T T T T T T T T T 1 0 T T T T T T T T T T T T T T T 1
(1] 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114
i Months . Months
No. at risk No. at risk

NIVO 453 447 427 405 383 366 350 338 325 313 297 260 246 234 228 222 220 215 170 O
IPI 453 441 416 395 373 350 340 324 317 296 284 255 242 236 225 219 213 209 158 0O

NIVO 453 447 427 405 383 366 350 338 325 313 297 260 246 234 228 222 220 215 170 O

IPI 453 441 416 395 373 350 340 324 317 296 284 255 242 236 225 219 213 209 158 0O

Changing Role of Adjuvant Therapy in Stage Ill Melanoma

Paul B. Chapman, M.D.,! and Jedd D. Wolchok, M.D., Ph.D.!

The concept of adjuvant therapy for cancer was
developed at a time when systemic cancer treat-
ment was limited to cytotoxic chemotherapy that
could only be administered intermittently but

rarely resulted in a complete response. Skipper'
and others hypothesized that if treatment were
started early in the disease course, before the
tumor was clinically apparent and when the tumor

N ENGL | MED 394;4 NEJM.ORG JANUARY 22, 2026

“Since one third of patients are not going to have a relapse, a strategy of deferring therapy would spare patients from the risk
of permanent endocrinopathies (in 10 to 15% of patients) and other, rarer, permanent adverse events or isolated instances of

treatment-related death”

12



6. Longer follow up of RELATIVITY: confirm rela-nivo as a option for 1st line

ar. LSRN AT Of LENGET £ (U |
': }‘_ 100 Evenbupatients, ns 1200555 [N
RELATIVITY-047 E "* - 1“2 it
Study design ASCO 2023 o K £ LTSRN 41540 B4}
E 80 HE 255 £ ETE LS e BT
i g : B
* RELATIVITY-047 is a global, randomized, double-blind, phase 2/3 study )
. . 2 w0
Key eligibility criteria Primary endpoint -E
« Previously untreated, r|<_> * PFSby BICR® [ :':5,: e
unresectable, or R Secondary endpoints E &0 4 s At 1 o
« ECOG PS 0-1 « ORR by BICR® 'E 31 € Wieolumat +
w4 w ralattinab
Stratified by: LAG-3,¢ PD-L1,¢ BRAF, and AJCC v8 M stage E : bibvenlenrais
Endpoints were tested in hierarchy: PFS > 0S - ORR x :
a M
Database lock March 9, 2021 October 28, 2021 October 27, 2022 a H iz 18 T
Min. follow-upf 1.3 months 8.7 months 21.0 months [r—— Weonths
Median follow-up 13.2 months 19.3 months 25.3 months Mivolumab + 155 158 47 ¥ 1 L1 a3 Ful ¥ S0 = 50 1 ]
Endpoint(s) PFS per BICR 0S, ORR per BICR, and Updated PFS per BICR, 0S, and relatrrah
updated PFS per BICR ORR per BICR Mevalimah 189 151 s w2 1] ] s a5 13 £ 1 ¥ 2 o
{C} Mevoihumrab ¢ relelimat Mivalumal 100 - Eventu/pabent, rH 1ELES TIEE
4 5 Everipatenh, 0N 13 1A !-d;nl:ﬂ.rn: [T . [TE)
T 1955 €1} JBLD b R 1251 o 458}
Ha Wadian 613, ;e HR &Y B0 4 R L, 7L v
E W O, Ti7 L 198 £} [Nk B 141 b &Y HE (955 C1) GTT 64 B B8]
B0 4 5 . .
] HE (955 C1) 0.7 058 sl = {95 O, (366 Ty
E 1 sivie o TT F o ~- 1 1, .3 s 0,7 SR
i [IRT] R, ey T - = 1 S DR IR e, ik ST
TR : i Ba o ERG BB T E ' (¥ 0, (420 LT
i " ) i :
i " - N Fivalumak + 3 404 i Wzl umas +
i s s e — i : rebeilimak
& a0 i [ & -
& " ' Mvabirab '
' L] i I
1 ) "
§ ' B '
E| n
i l - :
] ' a T + T T
] H 0 & 12 18 T8
L} T T T - T T Ko, at vk Months
L & 11 18 24 n 8 Mrvolemah = 155 -] m 2 4 i 186 1 4 136 i ] 105 4 o
ol hrradz
B, ik ivalumab 189 m 253 224 21 1 188 181 s 128 B = m o
Mvohmah = 188 & 1M M1 I 1w 1B 1Em 1 1 m 108 b ]

——— . L Lipson et al. EJC 2025 13

Hivolumal 157 m isy 14 11 b1 168 1 L1 108 L e an 0



OFirst-Line Nivolumab Plus Relatlimab Versus Nivolumab Plus
Ipilimumab in Advanced Melanoma: An Indirect Treatment
Comparison Using RELATIVITY-047 and CheckMate 067
Trial Data

NIVO + RELA (n = 355)

Any AE 352 (99) 161 (45) 344 (96) 139 (39)
Georgina V. Long, PhD, MBBS' (3; Evan J. Lipson, MD* (); F. Stephen Hodi, MD; Paolo A. Ascierto, MD*(3); James Larkin, MD, PhD°(3); TRAE 301 (85) 78 (22) 262 (73) 43 (12)
Christopher Lao, MD®, Jean-Jacques Grob, MD, PhD" (3; Flavia Ejzykowicz, PhD*; Andriy Moshyk, MD, MSc (); Viviana Garcia-Horton, PhD*; X X X X
Zheng-Yi Zhou, PhD* (3; Yigiao Xin, PhD, MSc (); Jennell Palaia, PharmD, MS® Laura McDonald, PhD, MSc; Sarah Keidel, BM BCh*; Leading to discontinuation 61 (17) 34 (10) 3109 14 (4)
Anthony Salvatore, PharmD, MBA®, Divya Patel, PharmD*; Leon A. Sakkal, PharmDF ); Hussein Tawbi, MD, PhD‘“@ and Treatment-related deaths2 4 (1) 2 (1)
Mirk Qohadandnet M2 e
100
80 -~
) 60 i, NIVO + RELA
x : 157% NIV + IPI
O 40 - : ;
NIVO-IPI PREFERED IN:
20 : | 1. absence of tumor PD-L1 expression,
: : 2. presence of brain metastases,
0 . . . ; . . . . T T . 3. acral or mucosal primaries,
0 6 12 18 24 30 36 42 43 54 60 66 4. elevated LDH,
Time (months) 5. and possibly BRAFv600-mutated
lo. at risk: tumor
VO + RELA 339 295 263 237 212 195 170 141 111 105 21 0
0 0 14

VO + IFI 297 280 211 185 184 174 167 21 0 0



7. Cell therapy with TCR-T: high activity melanoma cutaneous and uveal

Anzu-cel (IMA203): TCR-based Therapy Targeting PRAME

PRAME is expressed in more than 50 cancers Mechanism of action of anzu-cel
(investigational product) -
ot % PRAWE® 4
Indication ents'
Patients'

anzu-cel
(IMA203)

Cutaneous melanoma
Uterine carcinoma
Uterine carcinosarcoma

Mucosal melanoma
Ovarian carcinoma (clear cel, endometroid)
Squamous cell NSCLC

Triple-negative breast carcinoma

Smallcell lung cancer

Esophageal smallcell carcinoma

Renal papillary cel carcinoma
Cholangiocarcinoma

HER2-eniched breast carcinoma
Adenocarcinoma NSCLC

Head & neck squamous cell carcinoma
Hepatocsllular carcinoma

Patient Journey

SCREENING/MANUFACTURING TREATMENT / OBSERVATION  FU

HLA-A*02:01 Testing

blood

Anzu-cel

Leukapheresis One-time infusion

Prevalence'

. Manufacturing
of anzu-cel

~2 weeks turnaround time

PRAME Testing Lymphodepletion Low Dose IL-22
Biopsy or archived tissue Fludarabine 30mg/m? 1M IU SUBQ Days 15;
Cyclophosphamide 500mg/m? 1M 1U SUBQ BID Days 6-10
Days 6103

*Outpatient admin

IMA203: Duration of Response in Melanoma Efficacy Population

375395
50 > 4"-”4;743

» 100 Cutaneous Uveal Melanoma All Melanoma?®
é Melanoma Melanoma (other)

3 n=14 n=16 n=3 n=33

@

2 cORR 50% (7/14) 67% (10/15) 1/3 56% (18/32)
':5 E 50 ORR 57% (8/14) 69% (11/16) 2/3 64 % (21/33)
52 DCR 93% (13/14) 88% (14/16) 3/3 91% (30/33)
o

e

a g 1.4

51

£

g E ........ M. PR

®“ o

£g

e s

gh-

2

o

o

1; Melanoma efficacy population excludes 1 u
out of study due to P!

nfirmed) objective responss ve disease; RECIST, Response

1007 Cutaneous Melanoma Uveal Melanoma All Melanoma
n=14 n=16 n=33
mDOR [mo], (range) NR (4.2, 32.6+) 11.0 (1.8+,31.6) 12.1(1.8+, 32.6+4)
mFU [mo] 16.7 13.4 13.4

a
8
T

PR

&
g
T

Change in Sum of Longest Diameter
of Target Lesions from Baseline [%]
°

———_—+»ongongatmontn 18
———r— " —gnsonguntimonin 33

»ongoing at month 33

A A A A A A

1 A 1 A T t

0 3 6 9 i b 15

Months post T cellInfusion
Sose o e T RREE :“ﬁ o ¥ Gngoin
= Tiheer Tamsh S AME - abee soing
: - ADLS13 o ADLS2E - ADLAOG T hostr - ADLSI & scons st spproumately week's,
e manih 3 and then every 3 menths

Wernke et al . ASCO 2025. 15
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Efficacy and Safety of Anzutresgene Autoleucel (IMA203),

a PRAME-directed T-cell Receptor T-cell Therapy, in
Patients with Previously Treated Advanced or Metastatic
Uveal Melanoma from a Phase 1 Trial

S.P. Patel', A.M. Tsimberidou?, J.J. Luke®, W. Alsdorf, A. Busse’, S. C. DeVane®, S. Hengler’, N. Hilf’, M.A.

Kursunel’, A. Mayer-Mokler’, D. Pankové, C.M. Britten’, M. Wermke?, L.F. Hernandez-Aya +
Tniversity of Colorado, Aurora, CO; 2University o Texas MD Anderson Center, Houslon, TX;

Univerity of itsburgh, Pitsburgh, PA; “University Mecical Genter Hamburg-Eppendort, Hamburg, b 4 9
Germany; cine B, Berln, Germany Inc, Stafford, T;
 Tuabingen, Germany; Dresden, Dresden, Germany;

SUniversity of Miami, Miller School of Medicine, Mlzml 4 | B

Sapna Patel, MD
Presidential Symposium Il
Proffered Paper #16000

20 October 2025

Median OS: not reached (range: 4.3+, 34.2+)

12-month OS: 71%

100

g |

© 1 i
c- T E L 1
0 6 12 18 24

Time (months)

nts at risk 16 14 7 3 1
s 0 1 4 5 5

CRS Dynamics

0] 100
Copies of this presentation obtained %0
through QR, AR andor text key codes + Median day of onset (range): 1 (0, 3)
are for personal use only and may not 50 Bt
be reproduced  without  written ) . X
permission of the authors. N * Median duration, days (range): 9 (2, 27)
g *  Most CRS resolved by day 14
0 60
4
9 * No long-term CRS
£
2
& 4w
s
a
30
Grade
20 .
3
10 H:
4 . [ B
° 35 42 49 56

28
Study Day

g Confirmed ORR*: 67% (10/15)
E = *all responses confirmed PR
S ORR: 69% (11/16)  DCR: 88% (14/16)
Q =
QR

4
e U7
23
2
Ss -18
s 8 23
£EQ
n S 38 L
22 50 - 04
g8 [ PD >
g [ sD
S8 PR
=g I cPR
3 P ongoing

400 n=16
,“ N3 & o S N N S B 8 op & 3 N N
vpﬁl }9\3’W & Vp@% QV"? vp\w% \@\3‘ }9\'“ V&“& @\9" g\sx ‘?.QVH }9‘? }&ﬁ @‘HW ‘?9@“

Data cutoff: Sep 24, 2025.

Uveal melanoma population excludes 1 patient with ongaing unconfirmed PR from cORR; *Maximum change of target lesions and RECIST1.1 response at different timepoints. *Patient off study at data culoff date (withdrew consent)
14/16 patients had liver target lesions with median best change of longest diameter of liver target lesions (range) of -49.6% (-100, 10)

¢PR. (confirmed) partial response; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease; PD, progressive disease; ORR, objective response rate: DCR, disease control rate at week 6.

Content of this presentation is copyright and responsibility of the author and the sponsor. Permission is required for re-use.
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7. TIL activity in uveal melanoma

NCT03467516 & NCT01814046: Pooled Efficacy of TIL Therapy

Infusion of tumor reactive TIL resulted in significantly greater ORR compared to nonreactive TIL

~ P=0.0006
100+ Total [Reactive TIL® Nonreactive TIL | ND
(n=51) (n=28) (n=19) (n=4)
ORR, % 27.5 42.9 0 50
50+ CR+PR, n 14 12 0 2
NR, n 37 16 19 2

*%k kkkkkkkkkkkk

I Reactive TIL
I Nonreactive TIL

3 ND
NI

size from baseline (%)
S, o©

JEaARaaanadE

L L) L L

SAERBRoAcaamRannat:

% Confirmed CR/PR

Maximum change in tumor

IH19 [
MCc17
MC26
IH04 |
mco3 B
UPMC18
H17 &
mMc20 B

N
P
P
N
P

N
P
UPMC11

UPMC19

UPMC14

UPMCO8
I

v
U
v
v
u

U
=
®
-
-~
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Efficacy

Preservation in a considerable proportion of patients but short term data

18

8. DAROVASERTIB in neoadjuvant uveal melanoma

VIII SIMPOSIO NACIONAL de ONCOLOGIA de PRECISION

therapy designation

Cohort 1: Enucleation

Product of Apical Height and Largest Basal Diameter

28 kB

Z o &

++ o+ F+ +F HEE+ AR HE bR+ O+

Best % Change from Baseline
]

BB 3abtos

Eye Preservation Rate, n (%) 24/42 (57.1)**

Best % Change from Baseline

A

April 2025: FDA breakthrough

A0

209

. III..-_

a 3

20

]
i

40

e

Uveal Melanoma / Rare Tumors
16020 (OptimUM-09: Phase Il Neo-adjuvant
Darovasertib*,Enucleation Prevention and Vision

Preservation in Primary Uveal Melanoma)
Cohort 2: Plaque Brachytherapy

Product of Apical Height and Largest Basal Diameter

-nllllll"lll““llllll
#
#

Reduction in Predicted Risk of
Severe Vision Loss at 3 Years Following PB (N =37)**

Visual Acuity 207200 or Worse

Tumor shrinkage in >80%, Eye Preservation and Potential Vision

Risk Reduction, n (%)

(e.g. no RFS); registration study ongoing OptimUM-10
Marcus Butler, modified by Marco Donia
Content of this presentation is copynght and responsibility of the author. Permézsion is required for re-use.



9. CEMIPLIMAB adjuvant squamous cut

IPOSIO NACIONAL de ONCOLOGIA de PRECISION

2025 ASCO

ANNU MEETING

Phase 3 trial of adjuvant cemiplimab versus
placebo for high-risk cutaneous squamous
cell carcinoma (C-POST)

Danny Rischin,’ Sandro Porceddu,? Fiona Day,? Daniel
Gerard Adams, ! Samantha E Bowyer, 12 Zulfiquer Otty,

E Jackson,” Brian N Stein,® Yungpo Bernard Su,® Rahul Ladwa,®
6 Amarnath Challapalli,’” Axel Hauschild,'® Annette L Lim,!
Vishal Pa 9 Joanna Walke! Maite De Liz Vassen Schurmann,?! P: Javier Cafiueto,?? Flavio Augusto Ferreira da Silva,?* Alexander

Stratigos, Fernanda Damian; 0 Anne E Taylor,?! David R Carr,2 Samuel Harris, Dmitry|Kir5aya; 4
37 N 210 alin 2 0 ~o o] 40

Disease-free survival

1.0+ 92.4%
! 83.1%
I I
08 : : :
4 1 H 1
' I .
o : : 160.4%
5 061 : : .
2 1 H 1
N : : :
g 0.4 4 i E i Cemiplimab
o I I I
= ! ! ! [ Events,n 24 65
o - 0 . 1
— Cemiplimab } ! ! | Median DFS NR (NE-NE) ~ 49.4 (48 5-NE)
0.2 4 I i i | months®
— Placebo i i i HR (95% CI)t+ 0319 (0.199-0511)
+ Censored ' 1 | Paluers <0.0001
0 T T t T T t T T t T T T T T 1

No. of patients at risk:
Cemiplimab 209 172 157 132 116
Placebo 206 161 130 94 82

NE, not evaluable; NR, not reach

"Basaton Kaptan-Meler metnod. 1Stratfed by anatomie reglon of resecte high-sk umor & geographical reglon. “Based on stratfed proporensl azards model, $Two-sided Pvalue. Sgcance threshoid set 10 0.00455 using the O'Bren Fleming apha spending functon

ASCO :

KNOWLEDGE CONQUERS CANCER

2025 ASCO

ANNUAL MEETING

presenten By: Danny Rischin

20 24 28 32 36 40 44

104 83 66 47 33 27 22
69 53 42 36 26 24 18

Presentation i property of the author and ASCO. Permission required orreuse; contact permissions@asco org

48 52 56 60

Phase 3 Randomized Trial (KEYNOTE-630) of
Adjuvant Pembrolizumab Versus Placebo for High-
Risk Locally Advanced Cutaneous Squamous Cell
Carcinoma Following Surgery and Radiation

Shlomo A. Koyfman': Jenny H. Lee®; Laurent Mortier’; Ase Bratland; Noel E. Luna-Romerc?’

Cecile Pages Laurent'%; Juan Shen'’; Jianda Yuan'’; Burak Gumuscu'’; Michael Schenker'

FDA and EMA approval oct/nov 2025

Methods: High-risk criteria

Nodal and non-nodal high-risk criteria*

Nodal disease In-transit metastases m Recurrent CSCC

Skin or subcutaneous CSCC that arises within
metastases >20 mm from the area of previously
the primary lesion but resected tumor, plus
not beyond the regional 21 additional feature:
nodal basin

Clinical and/or
radiologic
involvement of
named nerves

ECE with 21 node
220 mm' OR 23 nodes
regardless of ECE

Invasion of cortical
bone or skull base

+ 2N2b disease associated with the
recurrent lesion
« Nominal 2T3

+ Poorly differentiated histology and
recurrentlesion 220 mm diameter

*High-risk CSCC with both nodal and non-nodal features was categorized as high-risk nodal disease.

ce. auracamuar otenson
S Cormon 64 s 370 2025 E25-1085

2025 ASCO PYVSSTY  ruesoosn Danny Risehin

ANNUAL MEE

KNOWLEDGE CONQUERS CANCER

ORIGINAL ARTICLE

f X in B %

Adjuvant Cemiplimab or Placebo in High-Risk
Cutaneous Squamous-Cell Carcinoma

Authors: Danny Rischin, M.D., Sandro Porceddu, M.D., Fiona Day, M.B., B.S., Ph.D., Daniel P. Brungs, M.B., B.S., M.Med., Ph.D,,
Hayden Christie, M.B., B.S., James E. Jackson, M.B., B.S., Ph.D., Brian N. Stein, M.B., B.S., +39 , for the C-POST Trial

Investigators™  Author Info & Affiliations

Published May 31,2025 | N Engl | Med 2025;393:774-785 | DOI: 10.1056/NEJM0a2502449 | YOL. 393 NO. 8
Copyright © 2025
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C-POST: Analysis including 1%t SPT with DFS events

= |n a post-hoc analysis in which SPTs were included with DFS events (recurrence + death), efficacy favored cemiplimab
(HR 0.43; 95% CI: 0.30-0.60) vs placebo.

81.1%
68.4%

Adjuvant cemiplimab improves DFS,
including first secondary primary tumors (HR 0.43)

Probability of event
o
o
1

| Median DFS, mos' | NR(NE-NE) | 217 (12.9-39.2)

Cemiplimab

|
[FR@s%cns | 0430030060 | o

T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
No. of patients at risk: Month
Cemiplimab 209 160 145 115 98 87 68 52 36 24 18 14 5 3 1 0
Placsbo 206 151 120 81 68 53 41 30 26 21 18 12 7 3 2 0 [wegenrolowsmzements
(range 2-64)

method.

Danny Rischin, M.D. Content of tis presentation is copyright and responsibily of the author. Permission is required for re-use.

oy mcongvess

JAMA Dermatology | Original Investigation
Immune Checkpoint Inhibitors in Field Cancerization

and Keratinocyte Cancer Prevention Immune checkpoint inhibitors are associated with

Charlotte Cox, MD, MPhil, MPHTM, BMSt; Susan Brown, BA; Euan Walpole, MBBS(Hons); Edwige Roy, PharmD, PhD;

LexDouset D, PhD: Rl L, MBCHE, 5, WP, s chosrtenra, M, PhD a progressive reduction in actinic keratoses

.. .. 1504
Number of Clinical Actinic Keratoses
at Each Time Point After Starting
Immune Checkpoint Inhibitor Therapy
4
&100
=
g
. T . &
Circles represent individual patients; = Ty
midlines, means; and whiskers, SDs. & . ¢
. 1 (o}
aP < .001, paired t test ht ° °
= o
. B . RE
o] e h ol © g
o4 P o
JAMA Dermatol. doi:10.1001/jamadermatol.2024.5750

Published online February 12, 2025. Before ICI Month 3 Month 6 Month 12

Evaluation time 2 0
Reinhard Dummer, MD



10. Daromun local advanced BCC: 53% pCR, RECIST CR 44%

Median follow up: 44.14 weeks

Danielli et all. ] Immunol Immunot 2015

M1a/lll non resectable
L19-IL2 and L19-TNF once weekly for up to 4 weeks

2025

Favorable activity and safety of intralesional
L19IL2/L19TNF in high-risk laBCC and
lacSCC patients

Pz Cozdo,Hulhap 5. Rakowsi . Hassol J.C. Ll U Kal KC. Wel 4 Ry = Egotor, A T

'

N

< &
Prof. Lukas Flatz, MD i ES -
18 October 2025 ‘\ '

| Gol

Primary endpoint
BORR per RECIST 1.1

RECIST 1.1
N=57 (%)
BORR 57.8
DCR 87.7
CR 25* 438
PR 8* 14.0
sD 17* 29.8
PD 4 7.0
Not Evaluable** 3 5.2

“Unconfirmed: CR: 2, PR: 3, SD: 1 (assessed before 6t
week from treatment start)

** Not Evaluable: missing assessments

mes# 1-tag Flatz

- N
'l Daromun once weekly for 4 \ s

“this presentation is copyright and responsibility of the author. Permission is required for re-use.

Secondary endpoint
Pathological Response

Pathological Response
N=57 (%)
pCR 30 52.6
pPR 3 5.2
pNR 13 22.8
Not Evaluable™* 1 19.3

*** Not Evaluable: pathological assessment not performed

+ 81% of locally assessed pCR were confirmed by ICR
+ Time to CR/PR per RECIST 1.1: 7.14 weeks

BCC - nose

~. £
e ! consecutive weeks ': |' Primary endpoint: \: §
4 N | 1 + BORR per RECIST ) . . . . : o
! High risk, LaBCC bl o or oo -~ .- | ! AfinLaBcC : Daromun: a combination of two immunocytokines, L79IL2 and L79TNF 5
! andLacSCCnot ' | W = 1\’=L [ 1 o
E i or :—: ‘I T T T T I :—4: Secondary endpoints: 1 [
1 refusing I | 1+ Pathological Response : 119 izes an spliced fil in- an oncofetal protein preferentially expressed
! 1 D1 D8 D15 D22 D50 TA | ?
\ surgeryRT | | Safety visit+ TA_ Every 8 weeks| 1 ° [P)’(:Zg 1 durng development and in tumors
\ Y | . [ ] o
--------- i Ab | A+ Safety 4 S
\ Surgery (optional)  ,/  N=====m-mmm-mmmoo ’ Antibody z b3
R, - L19 | Cytokine TNF (_',
a p— i
Cytokine IL2 Selective Cytotoxic and o
ytol nel2 Q2> localization vasculotoxic activity ]
. immune
STATISTICS: moduiaion, Q2D onumor g

>

+ LaBCC cohort: initial 12 patients, 59 additional patients in the expanded cohort (SE 57 patients shown)
+ LacSCC cohort (exploratory): 21 patients included as exploratory analysis (not shown in this presentation)

Weide et al Cancer Immunol Immunother (2017) 66:647-656



10. TVEC neoadjuvant loBCC: 33% pCR, RECIST CR 33%

Post-treatment

nature cancer a

Efficacy and tolerability of neoadjuvant
therapy with Talimogene laherparepvecin
cutaneous basal cell carcinoma: aphasell
trial (NeoBCCtrial)

| ~ Tumor area reduction h
Received: 18 July 2023 Julia Maria Ressler®' ", Maud Plaschka®'2 Rita Silmbrod @' pamc o i Tumar ares reduotion (K}
! . . ] [ Non-pCR
Aommorodd 13 Nowa o2 Victoria Bachmayr®', Lisa Ellen Shaw @', Thomas Silly’, Nina Zila® ", e P w?k
ceptect vem Andreas Stopan', Anna Kuslenicka®', Philipp Tschandl®', Julla Tittes ®', e ]
Published online: 16 Jannary 2025 Florlan Roka', Werner Haslik*, Pater Petzelbauer®'%, Franz Koenlg®, =
7] Chrock for upelt Ralner Kunstfeld', Matthias Farlik ®", Florlan Halbritter ®*, i E
upoates Wolfgang Weninger' & Christoph Hoaller®' k 25

2017 51815 3141 4
Individual patient data

Cycle1 Cycle2 Cycle3 Cycled Cycle5 Cyclef Surgery EOT FU Tumor ares reduction

Neo- .
% adiuvant in patients positive for the PE

. o s - <1 5 T-VEC _‘8 @ pCR
ﬁ-i ‘ A ] . ] * . Injection :§§ DDHHHHH P!

Change from baseline (%)
3

baseline (%)
@
o

. . . . . . . 7~
nett |} I | I ! I . I | romor o
Difficult | f pusoh : :’38
- ' | h 100 4
to-resect ) biopsy wl
BCC miF ST — miF W25 110122678
SCRNA-s
Spatial _ Tumor Spatial iCTCR-i:: Individual patient data
distribution of microenvironment distribution of scBCR § Blood
immune cells immune cells Sl I analysis
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10. RP1 intratumoral : melanoma 2nd line

RP1 is administered intratumorally every 2 weeks

Nivo iv

OR 33%
70% ongoing at 1y

Home > Annals of Surgical Oncology > Article

RP-1Fires Up Tumors but Fails to Get FDA
Approval

ASO Perspectives | Published: 04 January 2026

(2026) Cite this article

Pendiente de nueva
valoracion
FDA en 2026

Wong M (C Robert), JCO July 2025

Driginal Reports | Skin Cancer
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10. Plasma exchange—mediated removal of immunosuppressive factors may help
overcome resistance to immunotherapy in melanoma
IRV ‘RO 11/18 (61%) (primary resistan ORR 40%)
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EA6174: STAMP: Surgically Treated
Adjuvant Merkel Cell Carcinoma with
Pembrolizumab, a Phase Il Trial
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10. Pembrolizumab adjuvant MERKEL
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*EAB174, the first phase Il report of adjuvant immunotherapy in Merkel cell carcinoma,

demonstrated that pembrolizumab given after surgery resulted in a trend toward improved RFS

e Pembrolizumab resulted in significantly prolonged DMFS

* OS data will be presented at future conferences as well as further subset analysis, and will be

important to contextualize these findings for practice

* This is the largest Phase 3 Trial to be conducted in this disease IN THE WORLD
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Conclusiones

Adyuvancia escamoso : cemiplimab
Novedades en cutaneos no melanoma
Terapia celular

Tratamiento intratumorales



