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My Agenda

« Adjuvant stage IIB & ITIC

* Neoadjuvant melanoma

« New combinations knocking at the door

 Neoadjuvant in Lad-CuSCC could become a new standard ?

 Neoadjuvant in Merkel carcinoma lights and shadows



CheckMate 76K biomarker analysis
Presented by Georgina V. Long

CheckMate 76K primary endpoint: RFS':2

100 89%
95% Cl, 86-92
901 g
* Minimum follow-up
£ 7.8 month
79‘y = £ months
_ 70+ Wk 7‘; - » Median follow-up
& ¢o- ( S )E — NIVO 15.8 months
b ; — PBO 15.9 months
o E :
) 50 :
40+ |
E NIVO (N=526)  PBO (N = 264)
30 ' Events, n 66 69
70+ i [Median RFS, mo (95% CI) | NR (28.5-NA) | NR (21.6-NA)
= NIVO ' | stratified HR (95% CI) 0.42 (0.30-0.59)
104 = PBO ! |stratified, log-rank P <0.0001
0 T T T t T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. at risk
NIVO 526 492 444 364 261 185 116 54 19 6 2 0
PBO 264 243 205 161 119 77 40 20 11 3 2 0

« Adjuvant NIVO significantly prolonged RFS and had a manageable safety profile’
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Association between biomarkers and RFS within NIVO
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CheckMate 76K biomarker analysis
Presented by Georgina V. Long

and PBO treatment arms: higher vs lower? biomarker levels

Biomarker evaluable population

Biomarker assessed

’ N (% of 790)

CRP levels (log,, pg/mL) 739 (94%)
Tumor mitotic rate (mitoses/mm?2) 711 (90%)
CD8 IHC (%) 707 (89%)
TMB (log,,, mut/exome)? 658 (83%)
BRAFY690 status (WT vs MUT) 658 (83%)
IFNy-sigP 638 (81%)
% PD-L1 expression on tumor cells 300 (38%)

Unstratified HR

el o34 0

NIVO vs PBO
——i 0.43 (0.31-0.61)
Higher +—e&—H 0.29(0.17-0.48)
Lower —— 0.44 (0.29-0.66)
Higher +—e—3 0.27 (0.17-0.44)
Lower Coie 0.50 (0.33-0.74)
Higher i 0.35 (0.22-0.55)
Lower = 0.56 (0.36-0.87)
Higher . S 0.43 (0.24-0.76)
Lower e 0.52 (0.28-0.94)
Higher —r—i 0.50 (0.34-0.74)
Lower ——ri 0.34 (0.22-0.52)
Higher . 0.42 (0.29-0.60)
Lower b 0.45 (0.29-0.69)
1 L | 1 1 1
0.125 0.25 0.5 1 2 4 8

G
Favors NIVO

HR (95% CI)*

—_—
Favors PBO

4 Events, n Events, n Unstratified HR® (95% Cl)
it (patients, N) isement (patients, N) higher vs lower*

NIVO 48 (425) —e— 0,59 (0.41-0.86)

IFNy-sig 105 (638)
PBO 57(213) o 0.91 (0.651.27)

THB (0g,, [ wvo 54 441) —— 066 (0.49-0.0) |

mut/imer 13468 A IFNy-sig
PBO 58 (217) Ho— 120 (0.89-1.61)

[ nvo 57 (464) e 0.60(0.39-0.90) | . B

CD8 IHC (%) 17(707) 4 (D8IHC

PBO 60 (243) 4 0.97(0.71-1.33) v RP
[ Mvo 60 (493) = 1.37(1.00-1.8) |

CRP (logy, pg/mL) 125 (739)
e it i 09206912 Are associated with improved
NIVO 22 (189) = 0,82 (0.60-1.12) i

Tumor PD-L1 (%)  51(300) RFSin NIVO arm
PBO 29(11) H 0.9 (0.87-1.12)

Mitotic rate NIVO 59 (470) He- 1.1 (0.87-1.41)

a 123(711)
(mitoses/mm?) PBO 64 (241) o 1.19.(0.94-1.51)
T 1

+ Patients treated with NIVO had prolonged RFS compared with those treated with PBO across all subgroups

T
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Favors higher level HR (95% CI) Favors lower level




CheckMate 76K biomarker analysis
Presented by Georgina V. Long

RFS outcomes based on IFNy-sig, CD8 IHC, and TMB: median cutoff2

1004
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704
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W 50
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201
10-
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NIVO, 4 IFNy-sig

L, _NIVO, ¥ IFNy-sig

CD8 IHC

100-
90
80
707

0 —
ly-sig R 1 -
e P gg PBO, # CD8 IHC
PRRWIENYE. & o PBO, ¥ CD8 IHC
HR, 4 IFNy-sig, NIVO vs PBO: 30 HR, 4 CD8, NIVO vs PBO:
0.26 (0.14-0.48) S50 0:35(0.19-0.62)
HR, ¥ IFNy-sig, NIVO vs PBO: 10 HR, ¥CD8, NIVO vs PBO:
0.50 (0.30-0.83) 0.53 (0.33-0.86)

0
0

No. at risk
NIVO, 4 IFNy-sig 220
NIVO, ¥ IFNy-sig 205
PBO, 4 IFNy-sig 100
PBO, ¥ IFNy-sig 113

T

3 6 9 12 15 18 21 24 27 30 33

Months
193 120 52 9 2
171 99 48 9 0
T 46 18 6 1
88 50 16 5 1

0
0 3 6 9 1215 18 21 24 27 30 33

Months
No. at risk
4 CD8 IHC 240 208 127 52 9 2
¥ CD8 IHC 224 187 108 56 10 0
4 CD8 IHC 114 91 50 17 5 1
¥ CD8 IHC 129 99 60 20 6 1

Adjuvant NIVO prolonged RFS over PBO across all biomarker subgroups

TMB

NIVO, 4 TMB

% NIVO,v TMB

R 601 e

£ 507 PBO, ¥ TMB
& 40 i

304 HR,# TMB, NIVO vs PBO: PBO, 4 TMB

0.23 (0.12-0.43)

HR, ¥ TMB, NIVO vs PBO:
0. 62 (0 39- 1 01)

0
0 3 6 9 121518 21 24 27 30 33

20+
10+

Months
No. at risk
4 TMB 225 187 115 53 12 2
v TMB 216 190 114 56 7 0
4 TMB 106 78 43 15 2 0
v TMB 111 90 57 21 9 2

« High CD8 IHC, IFNy-sig, and TMB were associated with prolonged RFS within the NIVO arm

3Median cutoffs: CD8 IHC, 10.88; IFNy-sig, 0.04; TMB, 322 mut/exome.
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DMFES: ITT Population

Median follow-up: 27.4 months'
158 DMFS events

90 . ’
3 80.
©
> L
£ 1. 12-mo rate 24-mo rate
- 0 0
2 gg';f gg;of Median (95% Cl), mo
£ s - NR (NR-NR)
& 50 NR (NR-NR)
s
¢ 404
2
= 2ls Events HR
g 20, n (%) (95% CI) P Value
Pembro 63 (12.9)
10, 0.4 0.0029
Placebo 95 (19.4) (0.47-0.88)
0 L] L] 1 I 1 L 1 I: 1 L L] 1 L}
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time, months
No. at Risk
487 480 469 456 443 421 375 318 217 157 79 35 5 0
489 482 465 448 424 406 363 303 204 156 65 37 5 0

Long GV et al. Lancet Oncol. 2022;23(11):1378-1388.

Median follow-up: 39.4 months

193 DMFS events

100 -
< 90 - i
S 804
2
& 704
2 60 36-mo rate Median (95% Cl), mo
p 84.4% NR (NR-NR)
g 50 - 74.7% NR (NR-NR)
(7]
©
= 40 4
=
s e Events HR
250 n (%) (95% Cl)2
- Pembro 74 (15.2) 0.59
Placebo 119 (24.3) (0.44-0.79)
0 1 1 1 1 1 1 1 1 1 1 1 I 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time, months
No. at Risk
487 480 469 456 444 434 427 417 396 376 322 276 185 130 71 22 5 0
489 482 463 449 427 412 402 389 372 350 287 243 176 131 62 32 T 0

JJ Luke et al ASCO 2023




RFS by Stage

Recurrence-Free Survival, %

No. at Risk
309 301293 285276 272 266 263 255 242 204 169 115 77 43
316 310297 283 264 252 244 236 226 214 172 140 96 70 31

70

60 -

50 4

40 -

30 1

20

10 -

0

Stage IIB

Events HR
n (%) (95% CI)
Pembro 64 (20.7) 0.58
Placebo 103 (32.6)  (0.43-0.79)

36-mo rate

Median
(95% CI), mo
NR (NR-NR)
NR (NR-NR)

Time, months

Data cutoff: January 4, 2023.
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Recurrence-Free Survival, %

No. at Risk

100
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Stage lIC

Events HR
n (%) (95% ClI)
Pembro 49 (28.7) 0.65
Placebo 69 (40.8)  (0.45-0.94)

36-mo rate
71.4%
58.0%

Median
(95% CI), mo
NR (NR-NR)
NR (NR-NR)

0

Time, months

— T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

171166 161 154 148 139 132125114109 94 83 56 38 19 6 2 0
169 164 152 145 130 125 118 114 105 97 80 70 53 43 20 12 2 O
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mRNA-4157-P201/KEYNOTE-942 (NCT03897881) Study Design

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

Combination treatment arm: mRNA-4157 (V940) + pembrolizumab 4 N
’ Up to 1 year of pembrolizumab treatment Primary endpoint:
Key eligibility criteria MRNA-4157 (V940) 1 mg IM Q3W for up to 9 doses + REScd '
. Resected stage B pembrolizumab 200 mg IV Q3W for up to 18 cycles
liC, D, or IV S (n =107)
cutaneous melanoma I\ Secondary endpoints:
« Complete surgical resection 3 . . DMFS,* .
within 13 weeks prior to 8 Stratified by disease stage® safety, tolerability
first pembrolizumab dose &%
« Disease-free at study entry — .
&i . : Follow-up:
. ECOG PS score 0-1 Control Ljre:ﬂr:rent arrfn. pe?brollzurgfb ntionottherapy up to 3 years following
. ; p to 1 year of pembrolizumab treatmen the first dose of
< T lable for NGS — : —_—
isstie avarable for ) Pembrolizumab 200 mg IV Q3W for up to 18 cycles pembrolizumab
(n =50)
. J

Designed with 80% power to detect an HR of 0.5 with >40 RFS events (with a 1-sided alpha of 0.1)
DMFS analysis was prespecified for testing following positive RFS in the ITT populationf
Median follow-up?: 23 months for mRNA-4157 (V940) + pembrolizumab

24 months for pembrolizumab monotherapy

- mRNA-4157 (V940) is an individualized neoantigen therapy designed to target an individual patient’s unique tumor mutations and
~encodes up to 34 neoantigens

2023 ASCO #ASCO23 presenten By: Adnan Khattak, MBBS, FRACP, PhD ASCO by
KNOWLEDGE CONQUERS CANCER

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org



MRNA-4157-P201/KEYNOTE-942 Met the Primary Efficacy Endpoint:
RFS'

100 4 12-month RFS  18-month RFS
1 1
1 I
1 83.4% I78 6% + Censored
80 T ! l:mlo + :
! il p—iz
1
1
& blj : . I, i
& | : bt ottt :
(T 1 1
® 40 : l

MRNA-4157 (V940) in combination with pembrolizumab was well-tolerated without an
increase in immune-mediated AEs compared with pembrolizumab monotherapy

F = U.uZuvu
| : . pembrolizumab 40.0 (20/50)

O T T T T T T T T T
0 20 40 60 80 100 120 140 160
Time From First Dose of Pembrolizumab (weeks)
Number at Risk
mMRNA-4157 (V940) +
pembro[izumab 107 92 85 73 49 24 20 8 1
pembrolizumab 50 42 40 37 28 13 6 1 0

The primary endpoint was investigator-assessed RFS (defined as the time from first dose of pembrolizumab until the date of first recurrence [local, regional, or distant metastasis], a new primary melanoma, or death from any cause) in the intention-to-treat population. The
primary analysis for RFS was specified to occur after all patients completed >12 months on study and 240 RFS events were observed. Descriptive analysis specified to occur when 251 RFS events observed. *The hazard ratio and 95% Cl for mRNA-4157 (V940) plus
pembrolizumab versus pembrolizumab is estimated using a Cox proportional hazards model with treatment group as a covariate, stratified by disease stage (stages B orllIC or llD vs stage IV) used for randomization. The P value is based on a 1-sided log-rank test stratified by
disease stage (stages B or llIC or D vs stage IV) used for randomization

1.Khattak A, et al. Presented at the American Association for Cancer Research® (AACR) Annual Meeting; April 14-19, 2023; Orlando, FL, USA. Oral presentation CT001.

2023 ASCO PRl ) presenteo ex Adnan Khattak, MBBS, FRACP, PhD ASCO) sy
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DMFS by ctDNA Status at Baseline * ctDNA positive in 15%;
unbalanced between 2 arms

100 4= l-+i--_+--+-ﬂ»-+-m--ﬂﬂ-—r+n— b = W o et o
R i -t * ctDNA has prognostic value
80 | by "1 HR neg vs pos: : 0.149; 95% CI: 0.263-0.862
ot K -H-I- i * Early separation of 2 arms among neg- ctDNA

o I pts, HR: 0.225
g 60 |
) - -H+ .
s » Unbalanced TMB in the 2 arms:
D L 1 11 -

40 1 S HR 0.254 (95% Cl: 0.106, 0.607) with

adiustment by TMB

MRNA-4157 (V940) in combination with pembrolizumab was well-tolerated without an
increase in immune-mediated AEs compared with pembrolizumab monotherapy

Number at Risk

ctDNA-neg: mRNA-4157 (V940) + pembrolizumab = = - 77 73 69 57 K] 18 15 6 1
ctDNA-neg: pembrolizumab = == 33 K] 2 2 18 7 4 0 0
ctDNA-pos: mRNA-4157 (V940) + pembrolizumab = 13 8 6 5 3 1 1 1 0
ctDNA-pos: pembrolizumab =—— 2 0 0 0 0 0 0 0 0
mRNA-4157 (V940) + pembro  mRNA-4157 (V940) + pembro pembro se%;?A9515 presented by Matteo S. Carlino
vs pembro Events, % (n/N) Events, % (n/N) LS
HR (95% Cl)? Minimal residual disease by circulating tumor
ctDNA-neg 0.048 (0.006, 0.380) 13(177) 273 (9133) Y
in resected high-risk melanoma patients treated
ctDN A-pOS NE 615 (8/1 3) 100 (2/2) with mRNA-4157 (V940), a personalized cancer

vaccine, and pembrolizumab.

CtDNA was NE at baseline for 20.4% (32/157) patients from this study due to unavailability of the sample at baseline (nRNA-4157 (V940) + pembrolizumab, n = 15; pembrolizumab monotherapy, n = 14) or insufficient number of RaDaR® variants identified by WES (quality control
flag: mRNA-4157 (V940) + pembrolizumab, n = 2; pembrolizumab monotherapy, n = 1). Results limited by small sample size and event number. ¢tONA, circulating tumor DNA

2023 ASCO PIRTOR]  reesonco or Adnan Khattak, MBBS, FRACP, PHD ASCO) s
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« 1strandomized trial to show improvement in DMFS (and RFS) with a
personalized neoantigen therapy approach

« mMRNA-4157 (V940) + pembrolizumab showed significant improvement in
RFS and DMFS compared to standard of care pembrolizumab in high-risk
resected melanoma

 Well-tolerated:; no increase in irAEs in combination arm

« Received Breakthrough Therapy Designation from FDA in February 2023,
and PRIME Designation from EMA in April 2023

2023 ASCO #ASCO23 Katy K. Tsai, MD
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Who should receive neoadjuvant therapy?

« Clinical Stage Ill Melanoma
 RECIST measurable lymph node disease
- +/- resectable in transit metastases

A Intention-to-Treat Population
1004
904
80+
704
60+
P<0.001
40+
304
20+
104
O

Recurrence-free Survival (%)

so- Hazard ratio, 0.65 (97.56%

Nivolumab: 154 events/453 patients

Cl,0.51-0.83)

©
Ipilimumab: 206 events /453 patients

o 3

No. at Risk
Nivolumab 453 399
Ipilimumab 453 364

353
314

9 12 15
Months

332 311 291

269 252 225

18 21 24
249 71 5
184 56 2

27

(= =]

| 1264 patients enrolled

358 not randomized

309 no longer met critena
37 withdrew consent

9 other

2 poor/noncompliance

1 administrative reason

v

906 patients randomized

h 4

Weber et al. N Engl J Med 2017; 377: 1824-35
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453 assigned to nivolumab 3 mg/kg
. 453 in efficacy ITT population

. 452 in safety analysis (1 withdrew

consent)

l

453 assigned to ipilimumab 10 mg/kg
453 in efficacy ITT analysis and
safety analysis

T
" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY
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What neoadjuvant immunotherapy data

exists so far?
Nivolumab + Relatlimab

Clinical
Stage Il /IV
Melanoma
N=30

rela

I—O‘H—H—*

w— Path response =
=== No path response p=0005

Probability of Recurrence-Free Survival
00 02 04 06 08 1.0

T T T T T T
5 10 15 20 25 30 35

ot

Months After Surgery
pc R Path response 21 2 19 16 12 7 1 0
No path response 8 7 7 5 5 1 0 0

2 doses neoadjuvant nivo + rela—>
surgery - 10 doses adjuvant nivo +

0% Grade 3 /4 toxicity in neoadjuvant setting
26% Grade 3 /4 toxicity in adjuvant Setting

Amaria et al. Nature 2022; 611: 155-60

2023 ASCO #ASCO23 presenten By: RN Amaria, MD
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

Adrenal Insufficiency 4 (13%)
Transaminitis 2 (8%)
Hyponatremia 2 (8%)

Myalgia 1 (4%)
CPKincrease 1 (4%)
ASCO nsins
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Other combinations to explore

8 & 8

o

8

A
e

Change in tumour size from baseline (%)

8

Patients
B ocrR W NearpCR [ pPR I pNR [ No operation

Arm 1 Arm 2 - Arm 3
Pembro + Vibo Pembro + Geba Pembro Alone

- N W
coo0oo0oo
LA 1L 1

From Baseline,
o
1

e
& L
o

ge From Baseline, %

Change From Baseline, %
nge
bR =
==
(|

pck vk 3 ock one > pcr one
Near-pCR No surgery . Near-pCR - No surgery . _ Near-pCR No surgery -
pPR NE Rt pPR - - pPR

2023 ASCO m eresenten sy: Jedd D. Wolchok, MD, PhD, FAACR, FASCO
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Relatlimab + nivolumab:
Amaria et al., Nature, 2022

Pembrolizumab + vibostolimab:
Dummer et al., AACR, 2023

ASCO s
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Depth of pathologic response

Pooled analysis of patients with melanoma treated with neoadjuvant 1O

e e — S

;\? 90 - Yo

T 80-

% 70

Q z' -~ pNR

= 1 =PpPR

§ 404 - pear pCR L\_.}L‘i‘é;l_——

€& 30{ ~pCR

§ 20 - log-rank P < 0.001

C 10 4
o+

0 3 6 9 12 15 18 21 24 27 30 33

Follow-up (months)
tenzies et al, Nat Med 2021

2023 ASCO sresenreo ev: Myriam Chalabi, MD PhD ASCO sosrase
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Take Away

* Neoadjuvant immunotherapy leads to high rates of MPR and pCR in a variety
of solid tumors

+ MPR and pCR after neoadjuvant |0 are associated with excellent outcome

+ De-escalation of systemic therapy, less extensive surgery and omission of
surgery realistic options to consider

* Need for predictive biomarkers

2023 ASCO masono . Myriam Chalabi, MO PhO ASCO aizay
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Optimizing the use of our immunotherapies:

* De escalating duration of IPI/NIVO therapy in metastatic patients with FATE
e could we reduce to one injection?

e Optimizing adjuvant and neoadujvant treatments
* Neoadjuvant anti-PD1 monotherapy for high IFNy score

* Neoadjuvant combination IPI3/n|vol for low IFNy score and/or positive ctDNA
* Adiuvant IF* ™"~ & e e

e

'\/\/ =
N e W

C.Robert Asco 2023 Poster discussion




RELATIVITY-047

PFS by BICR PFS per investigator

Updated primary endpoint 100 O+ ELA YO+ B
90_ (n = 340) (n=298)
00+ mPFS, mo 10.2 4.6 80 Events, n n7 170
\ 1 (95% C|) (65-148) (3.5-6.5) f Median, mo (95% CI) 12,0 (8.2-15.8) 11.2 (8.4-18.1)
0l | HR(O5%C)  0.81(0.67:0.97) 10- HR (9% CIY 107 (0.87-4.32)
'” -~ 60 o
60 : 48% & 50
) 9541, 43:53) e
i \ 38% Y 40
L 0 g e (0501, 3344)  3qy :
— % | : m&e 5y k2 | o
E ™ i : . 33 36) NIVO + RELA 30 1 : 3
| 0 [ [ G 0 |
20 - :(954 Cl, 32-42) | 31:/, 979 NIVO 20- |
E i (95% Cl, 26-36) i (95% C1, 22-32) :
: | : 104 — NIV + RELA | :
0 T Tt T T T T T T T T T T 1 — NVO+IPI | :
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0 T T T T T T T T T
s Nonths 0 6 2 18 4 0 B £ & 5
NIVO+RELA 355 221 188 165 144 130 123 108 92 & 70 53 49 49 4 23 3 0 Months
NIVO 359 194 152 128 116 109 101 89 76 68 56 44 41 39 35 17 3 0 No. at risk
NIVO « RELA 340 194 159 125 97 76 9 49 9 0

RELATIVITY-047 (NCT03470922). Median follow-up: 25.3 months.
Descriptive analysis. Statistical model for HR: stratified Cox proportional hazard model. Stratified by LAG-3, BRAF mutation status, and AJCC M stage. PD-L1 was removed from stratification NIVO + P 298 166 129 16 105 81 1 0 0 0
because it led to subgroups with < 10 patients.

HA Tawbi et al ASCO 2023



05

RELATIVITY-047

Updated secondary endpoint - 05
00 - m0s, mo NR 3.2
- 05%C) (15N (52458
04 - 955 01, 7241) HRO5%C) 082 (0.67-1.02
. e (95%C,567) 549 VO + REL
60 N, 5%l 4959) 5% ;
9 60 | T2 ' b | o, 457)
" | (95%CI,67-76) b o VLN S i
O 4- | | 05%Cl, 563 | 48% Ty NIVO
| | (95501, 4354 142%
i i | } (95 CI, 36-49)
- | | | |
0 | I | J: | | | i | | | % | | | i |
003 6 9 121518 21 24 27 30 33 36 39 4 45 48 5
No. at risk Months
NIVO +RELA 355 334 305 287 270 258 241 226 197 179 160 136 128 122 120 78 26 2
NIVO 359 329 301 278 253 238 224 211 185 162 144 118 106 104 100 64 17 0

RELATIVITY-047 (NCT03470922). Median follow-up: 25.3 months.

Descriptive analysis. Statistical model for HR: stratified Cox proportional hazard model. Stratified by LAG-3, BRAF mutation status, and AJCC M stage. PD-L1 was removed from stratification

because it led to subgroups with < 10 patients,

No. at risk

NVO + RELA NIVO + IPI
100 - (n = 340) (n=1298)
Events, n 158 126
90- Median, mo (95% Q1) NR (37.0-NR) NR (31,9-N8)
80 - \1 HR (95% Q) 0.94 (0.74-1.19)
I
10 - !
I
g | |
I I
g % | |
0 4. : :
I
30- | .
I I
20- : :
104 — Hivo vm.g: :
— NVO+IPl 1 I
D | |
I I 1 I I 1 I 1 | I
0 b 12 18 24 30 36 4 48 54 60
Months
MIVO + RELA 340 295 263 238 195 158 123 115 25 0 0
NIVO + 1Pl 298 250 M 194 183 150 1 0 0 0 0

HA Tawbi et al ASCO 2023
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TABLE 1. Patient Demographics and Baseline Characteristics

D1 Pooled®

02"

Characteristic (n=23%4) (n=164)
Melanoma subtype, No. (%)
Mucosal 35 (9.9) 11 (6.7)
Cutaneous 240 (67.8) 122 (74.4)
Acral 50 (14.1) 18 (11.0)
Others 28 (7.9) 11 (6.7)
Unknown 1 (0.3) 2((1.2)
LDH, No. (%)
Normal 183 (51.7) 85 (51.8)
Normal to << 2 < ULN 124 (35.0) 55 (33.5)
= 2 X ULN 45 (12.7) 23 (14.0)
Unknown 2 (0.6) 1 (0.6)
Liver metastases, No. (%)
Yes 121 (34.2) 49 (29.9)
No 233 (65.8) 115 (70.1)
Disease stage at entry, No. (%)
11 22 (6.2) 15 (9.1)
v 332 (93.8) 149 (90.9)
M status at entry,” No. (%)
Mla 39 (11.0) 27 (16.5)
M1b 59 (16.7) 17 (10.4)
M1lc with brain metastases 36 (10.2) 23 (14.0)
M1lc without brain metastases 198 (55.9) 81 (49.4)
Unknown 22 (6.2) 16 (9.8)
2023 ASCO PRESENTED BY:
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Nivo + relatlimab in anti-PD-1
failed melanoma

100 A4 Median PFS, months (95% Cl) e Censored patients
_ 80 2.1(1.91035)
R 604
P a0 29.1(95%Cl, 2421t034.1)
o 21.4 (95% CI, 17.0 to 26.1)
20‘ 1
1 1 il -—r—e
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Time (months)
No. at risk:
34 173 108 8 76 66 58 52 4 36 29 17 122 9 7 5 2 0
100 4 Median PFS, months (95% CI) e Censored patients
__ 80+ 3.2(1.9t0 3.6)
X 60
2 40 27.7 (95% ClI, 20.5 to 35.4)
o ; 16.0 (95% Cl, 10.0 to 23.0)
20 1 :
1 : °
L L L] 1] T T T ] L 1 L Ll L T L T L
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Time (months)
No. at risk:

164 80 5 33 23 21 18 16 13 8 7 5 5 B
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Study design: three serial expansion cohorts in advanced
melanoma setting

Treatment:
Fianlimab 1600 mg + cemiplimab 350 mg IV ) ) o
every 3 weeks, for up to 51 weeks’ Key inclusion criteria

advanced non-uveal melanoma
1L or 2L advanced melanoma patients Primary endpoint >18 years of age
who have never received anti-PD-(L)1 « ORR per RECIST 1.1 criteria ECOG PS of 0 or 1

. At least one lesion measurable
Secondary endpoints by RECIST 1.1

: DoR
1L advanced melanoma patients Key exclusion criteria

who have never received anti-PD-(L)1 DCR

Safety
PK Prior treatment with a LAG-3

targeting agent

Uveal melanoma

» Radiation therapy within
1L advanced melanoma patients with prior 2 weeks prior to enroliment
(neo)adjuvant systemic therapyt, including

13/18 patients who received anti-PD-1

MM1#, Cohort6; MM2#, Cohort 15; MM3#, Cohort 16. *With an option for an additional 51 weeks; TPrior exposure to (neo)adjuvant systemic treatment (including anti-PD-1) with recurrence >6 months after adjuvant therapy.
1L, firstline; 2L, second line; DCR, disease control rate; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance score; IV, intravenous; LAG-3, lymphocyte activation gene-3; MM, metastatic melanoma; NHL, non-Hodgkin lymphoma;
ORR, objective response rate; PD-(L)1, programmed cell death-(ligand)1; PFS, progression-free survival; PK, pharmacokinetics; RECIST 1.1, Response Evaluation Criteria in Solid Tumors version 1.1.
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Significant durable response with fianlimab
(anti-LAG-3) and cemiplimab (anti-PD-1) in

advanced melanoma: post ad

Tumor reduction

Response endpolnts . ;\? 80 1 73% of patients had any level of tumor reduction . gg
 (n=d0) (n=18) 3 g - cR
Median follow-up (IQR), months 20.8 (11.2-30.8) 11.5(8.9-13.9) 9.7 (4.8-14.1) § g Zg flji
Treatment exposure, median (IQR), weeks 37 (20-81) 35 (15-51) 23 (12-37) ‘gg 204
ORR, (n) 63% (25) 63% (25 56% (10) g % ¥
96% Cl for ORR (46-77) (46-T77) (31=79) 2 _80
DoR, median (95% CI), months NR (12-NE) NR (NE-NE) NR (6-NE) gjgg i . . r . . . . T .
DCR, (n) 80% (32) 80% (32) 67% (12) Patients (n=91)
95% CI for DCR (64=91) (64-91) (41-87) e e e g Duration of response % PD
Best overall response, n) g o[ / o
CR 15% (6) 139% (5) 6% (1) 82 " CR
PR 48% (19) 50% (20) 50% (9) g g il
SD 18% (7) 18% (7) 11% (2) % -; =
PD 15% (6) 15% (6) 28% (5) 8- .
NE 5% 2) 5 2) 6% (1) 2y ——
KM-estimated PFS, median (95% Cl), months 24 (4-NE) 18 (7-NE) 12 (1-NE) = g
30

Months




MATISSE: Included patients

Arm A i
. MrCr)nN 0 Nivolumab Nivolumab gl Wlttlgrser/rcgnsent
6% stadium I/l e 3melke 3 me/kg i

94% stadium II1/IV

Surgery
68% T1-4N0O3 @ —  (+/-PORT)

32% TxN1-3 n=40
Nivolumab
CSCC with an indication for ArmB  3me/kg o Withdrew consent
extensive or mutilating surgery — COMBO ] —tep to surgery
3 mg/kg
n=24 Ipilimumab n=4
1 mg/kg
Week 0 Week 2 Week 4

10 patients withdrew consent to surgery w/wo adjuvant RT and were ‘not evaluable’
according to the primary endpoint of the trial >> accrual of 10 extra patients

9/10 patients refused surgery w/wo RT as they themselves noticed remission of their
cancer upon 2 infusions of immunotherapy only.
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ABSTRACT #9507: The MATISSE trial; Zuur et al. < 10% viable

tumor cells

Nivolumab Nivolumab + Ipilimumab Recurrence-free survival
[ Il |
0 1HHE ER BN« AN« HER 'EEsHEE HEEN EEN ' EEENER EEsoEN"H In 1.00 = e H— i Prior to immunotherapy After immunotherapy 3 months after
[l | T week 0 week 4 immunotherapy
rel ‘ .
re. 075
Fc
S .
9 wi L 050
c
o
o
g -50r M | MPR
= o ©
§ = PPR
g , NPR
o <
£ NI 000
[\
o >k 0 3 6 9 12 15 18 21 24
Time since end of treatment (months)
Number at risk
b 9 9 9 9 6 6 4 3 2
-100 5 m| 18 18 17 15 12 9 5 5 3
§ 8 7 5 4 2 2 0 0 0
MPR 45% 50% @ =| 15 1 11 7 6 3 1 1 0
0 3 6 9 12 15 18 21 2%
o Time since end of treatment (months)
cCR + MPR 54% 58%

Median FU of 13 mo
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Patient characteristics

Conclusions: Neoadjuvant cemiplimab induced a
pathological response in 52% of stage I1l/1V (M0) cSCC
patients with a MPR in 48%. No any G3/G4 AE were

observed.

RECIST Response,

13 (56%)

6(26%)
near-pCR 7 (30%)
pPR 5(22%)
pNR : %) §PL 5(22%) ,

PA Ascierto et al , ASCO 2023



Study design (NCT02488759)

Key eligibility criteria

Histologically confirmed
recurrent/metastatic MCC

0-2 prior therapies for
recurrent/metastatic disease
No prior exposure to I-O
therapy, including anti-PD-(L)1
or anti-CTLA-4

ECOG PS 0-1

NIVO 240 mg Q2W

(n = 25)

Non-randomized

NIVO 3 mg/kg Q2W
+ IPI 1 mg/kg Q6W
43)

(n=

Treatment duration
Maximum of 24 months
Assessments

Tumor imaging Q8W for
the first year of
treatment and Q12W
thereafter

Efficacy: investigator-assessed PFS by line of therapy

Primary endpoint

- ORR=

Secondary endpoints
PFS2

- OS

- DOR=

Exploratory endpoints

- Safety and tolerability

 In the NIVO cohort, mPFS was similar between patients treated in the 1L and the 2L+ setting

« Although subgroup sizes were limited in the NIVO + IPI cohort, mPFS appeared to be longer in
patients treated in the 1L setting than in the 2L+ setting

PFS with NIVO (n = 25)

mPFS, months (95% CI)

100 Overall —a— 21.32 (9.20-62.52)
90— 1L —— 24.87 (9.20-62.52)
2L+ —_—= 21.32 (1.22-NA)
804 & -.-I_
70+ 1_ l-._L—
g 60— " e
w50
vl 1
= 40 e e ol e e s s s s s () e s s s s -0
30
20
10—+
O_
1 T 1 T T 717 1T T T T 1T T T T T T T T T T T T T 1
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Months
Number of patients at risk
Overall 25 20 17 16 14 14 10 8 7 6 5 5 5 5 5 5 5 4 4 4 4 2 1 1 o}
T 15 14 12 1110 10 6 5 5 4 3 3 3 3 3 3 3 3 3 3 3 1 0 0 O
2L>. 10 6 5 5 4 4 4 3 2 2 2::2 2 Z2 2 2 2 1 1 1 1 1 1 1 [0}

PFS with NIVO + IPI (n = 43)

1004 mPFS, months (95% CI)
Overall —_—— 9.49 (3.71-24.34)
90 1L —_— 15.43 (3.81-25.95)
I 2ot —_O— 2.74 (0.69-8.02)
80
70
1
—~ 60 I_I
xR 1 .
- 50 h
v =
- I I e
£ 4ol A e
1 hq
30 — -y
1 =
20 ] o - O = — A ——————®
10+
0_
T T T T T T T T T T T T T T T T T
(0] 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months
Number of patients at risk
Overall 43 29 23 21 20 19 17 14 14 11 10 9 9 7 6 6 2 2 1 0
1L 33 24 20 19 18 17 15 12 12 9 8 7 7 6 5 5 2 2 1 o
2L+ 10 5 3 2 2 2 2 2 2 2 2 2 2 1 1 1 (o] (o] (o] o

Database lock: December 13, 2021. Median follow-up (range) was 65.52 months (1.2-70.2) in the NIVO cohort and 24.44 months (0.8-57.3) in the NIVO + IPIl cohort. 1L, first line; 2L+ second or
later line; IPI1, ipilimumab; mPFS, median progression-free survival; NA, not applicable; NIVO, nivolumab; PFS, progression-free survival.
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CheckMate 358

Efficacy: OS by line of therapy

 Although subgroup sizes were limited in both cohorts, mOS appeared to be
longer in patients treated in the 1L setting than in the 2L+ setting

0S with NIVO (n = 25)

100 | mOS, months (95% Cl) 100
i Overall —_—f— NA (23.26-NA)
90 | 1L ——

n

mOS, months (95% ClI)
NA (36.99-NA) 90} I\ ?Lverau —— gggg 5?15;3%{)
4 e - —IL - NA (1.22-NA) | i I_ 2L+ -Q= 8.56 (0.76-NA) |
« While the non-randomized trial design limits comparisons between cohorts, our

results do not suggest additional efficacy (ORR, PFS, OS) with the addition of
P

30

20 20

10 10

0 0
12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72

| O I T T 1
0 3 6 9 0 3 6 9 1
Months

0S with NIVO + IPI (n = 43)

2 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Number of patients at risk

Months
Number of patients at risk
Overall 25 23 20 20 20 19 19 18 17 17 17 17 17 16 16 15 14 14 14 13 13 12 1 Overall 43 36 31 28 26 26 23 23 22 21 19 18 15 15 14 11
1L 15 15 15 15 15 14 14 14 13 13 13 13 13 12 12 12 11 11 11 10 10 9
2L+

050
7 3 0 iL 33 29 25 23 22 22 19 19 19 18 17 16 13 13 13 10
10 8 5 5 5 5 5 4 4 4 4 4 4 4 4 3 3 3 3 3 3 3 3 2 0

6 6
6 6
2L+ 10 7 6 5 4 4 4 4 3 3 2 2 2 2 1 1 0 O

oN N
oNN
O oo

Database lock: December 13, 2021. Median follow-up (range) was 65.52 months (1.2-70.2) in the NIVO cohort and 24.44 months (0.8-57.3) in the NIVO + IPI cohort. 1L, first line; 2L+ second or
later line; IPI, ipilimumab; mOS, median overall survival; NA, not applicable; NIVO, nivolumab; OS, overall survival.
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Take away key points

Adjuvant stage TIB & IIC: confirmed efficacy, select pts with higher risk to
improve efficacy

Neoadjuvant melanoma: we should move on quickly, no debate on the efflca!
Best r'ggllmen duration, de-escalation of S and post-surgery therapy do not justify
more delay

New combinations knocking at the door: La 3i rela’rllmab or Fialnimab) plus PDIi,
confirmed activity, efficagcy comparable ?o |p(|/n|vo and a better smlep’ry profile.

Neoadjuvant in Lad-CuSCC could become a new standard ?

Neoac]io]uvan’r in Mer'kel carcinoma llgh’rs and shadows Anti PD1 treatment confirms
n‘sI ef £ icac lc? ‘& e neoadjuvant setting, no clear benefit from IPI/Nivo, better
selection neede



