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genda

« Adyuvancia:
» Estadios IIB/C:
- KEYNOTE-716: Pembrolizumab vs placebo
- CHECKMATE 76K: Nivolumab vs placebo

» Estadios llI:
- KEYNOTE-54 / EORTC 1325: Pembrolizumab vs placebo
- CHECKMATE 238: Nivolumab vs Ipilimumab
- COMBI-AD: Dabrafebib-Trametinib vs placebo

 Neoadyuvancia
- SWOG S1801: Pembrolizumab perioperatorio vs Pembrolizumab adyuvante
- NADINA: Ipilimumab-Nivolumab neoady + nivolumab ady vs nivolumab ady

* Futuro



¢Aumenta la SLE? o,
¢Cudl es la tasa

de RCp?

éAumenta la
supervivencia?

¢Queé toxicidades

inmunomediadas?




¢Aumenta la SLE?

¢Cudl es la tasa
de RCp?

éEstoy curado?

éCual
es mi riesgo de
muerte?

¢ Cual
es mi riesgo de
recaida?

éAumenta la
supervivencia?
i Qué toxicidades N .
tQ éQue pasa si
reaparece la
enfermedad?

inmunomediadas?

¢Qué
toxicidades
tendré?




_ ol

— ¢Cuando la adyuvancia?

El paciente en el
centro, pero de verdad

- Alto riesgo de recaida

« Aumento de Supervivencia (¢, T SLE?; ¢ Tratamientos efectivos en
enfermedad avanzada?)

 Tratamiento poco toxico (0 compensa el riesgo)



Rate per 100,000

ncidencia y pronostico

Melanoma of the Skin
SEER 5-Year Age-Adjusted Incidence Rates, 2017-

2021
By Stage at Diagnosis, Both Sexes, All Races / Ethnicities, All Ages

SEER stage
Localized
Regional

Distant

Regional Distant

All SEER stages combined

5-year relative survival rate

>99%

4%

35%

94%

‘

SEER Database



Survival Probability
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Melanoma-Specific Survival Probability

ncidencia y pronostico
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¢Qué hacer en
1By IIA?
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Gershenwald, Ann Surg Oncol 2018



stadio IIB: ¢ Estoy curado?

T3b subcategory Keynote 716
32 1001
] 90_W:
£ 801 o miu wis Median, mo (95% CI)
5 70 e ., NR(NRtoNR)
@ 60 24-mo rate NR (NR to NR)
:T: 50 1 Events HR gggz‘
§ a0 n (%) (95% CI) i
o 301
£ - Pembro 30 (15.0%) 0.57
é 10{ Placebo 50 (25.0%) (0-36-0.89)
u0 3 6 9 1'2 1'5 1'8 1;1 24 2'7 3I0 3'3 3'6 :':9
No. at Risk Time, months
200 194 188 182 174 168 151 129 90 67 32 15 1 0 - T4a Schategory
200 195 189 180 169 158 139 112 70 54 20 13 1 0 S~ 100+
g 807 Median, mo (95% Cl)
@ 707 g™ 37.2(NR to NR)
@ 60 NR (30 to NR)
(] -l
& 507 Events HR gg_ﬂ/‘: Kate
S 407 n (%) (95% CI)  i75 6o,
£ >o] Pembro 16 (14.7%) 48
& 104 Placebo 31 (26.7%) (0.26-0.90)
0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at Risk Time, months
109 107 104 102 100 95 85 73 46 31 16 6 1 0
116 115 109 104 95 91 85 69 44 34 12 7 2 0

Long, ASCO 2022



stadio lllA: ;Estoy curado?

Alive and Recurrence Free (%)

No. at risk:

100 -
90 A
80 A
70 -
60 -
50 A
40 -
30 A
20 -
10 -

Keynote 054

3 years, 82.6%
(95% Cl, 67.0% to 91.3%)

3 years, 67.4%
(95% Cl, 49.1% to 80.4%)

Treatment arm EV/No. HR (99% CI)
Pembrolizumab 7/42 0.43 (0.13 to 1.43)
Placebo 14/40 Reference

Stratified log-rank P = .063

Pembrolizumab 42

Placebo

40

38
37

|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
Il
1

1 I I T 1 I

12 18 24 30 36 42 48
Time (months)

37 36 34 34 15 4 0
35 32 29 28 15 3 0
Eggermont, JCO 2022



stadio IIB/IIC: KEYNOTE 716
Part1

Pembrolizumab 200 mg
(2 mg/kg up to 200 mg for
Key Eligibility Criteria patients <18 yrs)
.+ Age 212 years IV Q3W for 17 cyclesP

* Histologically confirmed,

surgically resected,
recurrent stage IIB or |IC
disease per AJCC 8t ed

No prior systemic or
radiation therapy

ECOG PS of 0 or 12

Placebo IV Q3W

Follow up: 52.8 months
Luke, Lancet 2022; Luke, JCO 2024



stadio IIB/IIC: KEYNOTE 716

Events n/N Median (95% Cl),

48-mo

81%
70%

Events n/N Median (95% CI), HR

(95% ClI)

Pembro 134/487 (28) NR (NR-NR) Pembro 86/487 (18)

NR (NR-NR) 0.59
NR (59.9-NR) (0.45-0.77)

Placebo 198/489 (40) 59.9 (57.6-NR) (0.50-0.78) Placebo 137/489 (28)
1

48 54 60
193 66 9
167 66 9

Luke, Lancet 2022; Luke, JCO 2024



stadio IIB/IIC: KEYNOTE 716

T3b subcategory
32 1001
-gt' 90 -
£ 801 e imiu wis Median, mo (95% CI)
5 70 e ., NR(NRtoNR)
@ 60 24-mo rate NR (NR to NR)
:T: 50 1 Events HR gggz‘
§ a0 n (%) (95% CI) e
o 301
g 25 Pembro 30 (15.0%) 0.57
é 10{ Placebo 50 (25.0%) (0-36-0.89)
u0 3 6 9 1'2 1'5 1'8 1;1 24 2'7 3I0 3'3 3'6 :':9
No. at Risk Time, months
200 194 188 182 174 168 151 129 90 67 32 15 1 0 - T4a Schategory
200 195 189 180 169 158 139 112 70 54 20 13 1 0 S~ 100+
g 807 Median, mo (95% Cl)
a 707 g™ 37.2(NR to NR)
3 607 NR (30 to NR)
(] -l
& 507 Events HR gg_ﬂ/‘: Kate
S 407 n (%) (95% CI)  i75 6o,
£ >o] Pembro 16 (14.7%) 48
& 104 Placebo 31 (26.7%) (0.26-0.90)
0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at Risk Time, months
109 107 104 102 100 95 85 73 46 31 16 6 1 0
116 115 109 104 95 91 85 69 44 34 12 7 2 0

Long, ASCO 2022



RFS (%)

90
80
70 -
60
50
40
30
20
10

No. at risk
NIVO

PBO

stadio lIB/IIC: CheckMate 76K

100 <

s (9% Cl, 86-92)

(95% Cl, 74-84)

No financiado

e

=3

PBO

Events, n/N

Median, mo (95% Cl)
Stratified HR (95% Cl)
Stratified, log rank P

NR (28.5-NA)

69/264

NR (21.6-NA)
0.42 (0.30-0.59)
< 0.0001

- NIVO
-~ PBO
[ [
3 6
492 444
243 205

Follow up: 15.8 months

30 33

Kirkwood, Nat Med 2023



¢ Adyuvancia Estadio 1lI?

Surgery Observation
Standard of care
pre-2010
Surgery Adjuvant IFN-a
2015 |
EORTC 18071 Surgery Adjuvant CTLA-4

1. Eggermont AMM, et al. Lancet. 2008;372:117—-126; 2. Mocellin S, et al. J Natl Cancer Inst. 2010;102:493-501;
3. Eggermont AMM, et al. N Engl J Med. 2016;375:1845—-1855; 4. Eggermont AMM, et al. N Engl J Med. 2018;378:1789-1801;
5. Weber J, et al. N Engl J Med. 2017;377:1824-1835; 6. Patel SA, et al. ESMO 2022 & N Engl J Med. 2023;388:813-823;
7. Blank CU, et al. N Engl J Med. 2024;00:00-00; *1-yr EFS rates estimated from KM curve. Long ESMO 2024
7



Patients with:

* High-risk, completely
resected stage IlIB/
lliIC or stage IV
(AJCC T7th edition)
melanoma

* No prior systemic
therapy

*« ECOG 01

Stratified by:

1) Disease stage: IlIB/C vs IV M1a-M1b vs IV M1c
2) PD-L1 status at a 5% cutoff in tumor cells

Minimum Follow up: 7 years

‘

stadio IlI: CheckMate 238

NIVO 3 mg/kg IV Q2W

and
IPI placebo IV
Q3W for 4 doses o
then Q12W from week 24 ollow-up
Maximum
treatment
IPI 10 mg/kg IV duration of
Q3W for 4 doses 1 year

then Q12W from week 24
and
NIVO placebo IV Q2W

Weber, NEJM 2017; Ascierto, ESMO 2023



RFS (%)
3

40
30
20
10 +
0

NIVO IPI
(n =453) (n =453)
Events, n 230 264

Median, mo (95% Cl)  61.1 (42.9-NR) 24.2 (16.6-35.1)

42%

HR, 0.74 (95% CI, 0.62-0.88) !

139%

 38%

No. at risk

0 6 12 18 24 30 36 42 48 54

Months

NIVO 453 355 312 285 265 249 238 224 209 190
IPI 453 316 254 221 202 187 175 169 159 147

60 66 72 78 84 90 96

164 133 126 122 119 16 0
130 112 109 106 102 13 0

stadio lll: CheckMate 238

NIVO IPI
100 - (n = 370) (n = 366)
90 Events, n 155 174
80 Median, mo (95% ClI)  NR (70.5-NR)  84.0 (44.9-NR)
il 60%
< 60- s )
v 504 —
L 55% :52% .
3 40 | 50%
30
20 -
10 - '
" HR, 082(95%CI 066101)

0 6 121824303642485460667278849096
Months
No. at risk

NIVO 370 317 289 262 241 230 220 207 196 178 156 132 125 123 123 15 0
IPI 366 291 253 233 218 204 192 188 180 166 152 134 133 130 123 13 0

Weber, NEJM 2017; Ascierto, ESMO 2023



stadio lll: CheckMate 238

NIVO
(n = 453)

Median, mo (95% Cl)

230

61.1 (42.9-NR) 24.2 (16.6-35.1)

3
~
w
[T
o

HR, 0.74 (95% CI, 0.62-0.88) !

139%

0%

DMFSS (%)

éHasta cuando
hacer seguimiento?

NIVO IPI
(n =370) (n =366)
Events, n 155 174

Median, mo (95% ClI)  NR (70.5-NR)  84.0 (44.9-NR)

HR, 0.82 (95% Cl, 0.66-1.01) '

0 6 12 18 24 30 36 42 48 54

NIVO 453 355 312 285 265 249 238 224 209 190
IPI 453 316 254 221 202 187 175 169 159 147

60 66 72 78 84 90 96

164 133 126 122 119
130 112 109 106 102

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96

Months

NIVO 370 317 289 262 241 230 220 207 196 178 156 132 125 123 123 15 0
IPI 366 291 253 233 218 204 192 188 180 166 152 134 133 130 123 13 0

Weber, NEJM 2017; Ascierto, ESMO 2023



A. Stage IlIB

NIVO IPI
100 4, (n =166) (n = 147)
90 - ) Events, n 69 77
80 Median, mo (95% Cl)  NR (61.1-NR)  42.3 (21.8-NR)
70
S 60 - et VO 53%
30 - | ; '
20 -
10 :
0 HR, 0.73 (95%CI 0.53-1. 01)
0 6 12 182430 364248 546066 7278849096
Months
No. at risk

NIVO 166 135 122 115 109 100 96 93 85 78 63 49 46 45 44 7 i 0
IPl 147 117 99 87 80 74 71 68 65 60 57 46 45 44 43 6 0

stadio lll: CheckMate 238

B. Stage IlIC

NIVO IPI
100 (n = 202) (n=219)
90 ¢ Events, n 116 133
80 4 ¢ Median, mo (95% Cl) 41.5 (22.1-62.4) 16.8 (10.8-29.6)
70 -
g 60 -
m 50 A
& 40 7 " Q00— H '
30 ;38% 536% 534%
20 - ' = :
10 A
0 HR, 078(95%CI 0.60-1. 00)
06121824303642485460667278849096
Months
No. at risk

NIVO 202 158 137 120 109 103 100 90 8 75 67 55 52 50 49 5 0
IPl 219 144 110 9 8 79 74 72 67 60 51 46 44 43 40 4 0

Weber, NEJM 2017; Ascierto, ESMO 2023



C. BRAF mutant

NIVO IPI
100 » (n = 187) (n =194)
90 - Events, n 96 11
80 - { Median, mo (95% Cl)  68.6 (35.0-NR) 25.5 (15.9-55.1)
70 -
g 60 -
g 50_ : :
0=  44% | 42%
30 - E § :39%
20 4 '
10 - :
§ HR, 0.80 (95% Cl, 0.61-1 06)
0 6 12 182430 364248 546066 72 78849096
Months
No. at risk

NIVO 187 142 126 119 110 104 96 91 87 79 7 59 54 51 51 12 0
IPl 194 143 113 98 91 84 79 77 72 70 60 49 47 45 45 5 0

stadio lll: CheckMate 238

D. BRAF wild-type

NIVO 1Pl
100 -4, (n =197) (n=212)
90 % Events, n 104 126
a0 Median, mo (95% Cl)  50.2 (36.3-NR) 16.6 (11.6-35.1)
70 |
g 60 -
w 50_
[T
& 40 ,
30 - 39% 36% 135%
20 : : =
10 - :
" HR, 0.70 (95%CI 0. 54091)
0 6 121824303642485460667278849096
Months
No. at risk

NIVO 197 155 137 122 113 106 103 96 8 78 66 51 50 49 47 2 0
IPl 212 139 110 93 8 81 76 72 68 61 57 51 50 49 45 7 0

Weber, NEJM 2017; Ascierto, ESMO 2023



stadio lll: CheckMate 238

A. OS in all patients
NIVO IPI
(n = 453) (n = 453)
Events, n 121 132
100 + Median, mo (95% Cl) NR NR
90
80 - il
70 - i .
7% 172% Po—
60 E ! 169%
& = '
s 50
© 4-
30
20
10 ‘
0 HR, 0.89 (95%CI 0.70-1. 14)
0 6 12 182430364248 5460667278849096
Months
No. at risk

NIVO 453 447 427 405 384 367 351 338 325 313 296 251 236 227 218 26 0
IPl 453 442 417 396 374 351 341 323 316 296 282 246 237 232 221 25 0

EORTC

éBeneficio en
Supervivencia?

18071

100
90
80 7-yr estimate (95% Cl)
707 60.0% (55.0-64.7%)
© 60
2
T 50 ﬂ-ﬁ
2 40 51.3% (46.5-55.9%)
30
Randomized treatment Total Event Median (95%Cl) HR (95%Cl)
20 —— Ipilimumab 475 173 NE(NE-NE)  0.73 (0.60-0.89)
10— Placebo 476 223 7.8 (4.9-NE) Reference
04 Stratified Logrank P-value: 0.002
Patients at risk
Ipilimumab| 475 431 369 325 290 237 164 124 57 8 0
Placebo | 476 413 348 297 273 211 155 128 63 9 0
1 T T 1 T 1 T T T T T
0 1 2 3 4 5 6 7 8 9 10
Years

Weber, NEJM 2017; Ascierto, ESMO 2023; Eggermont, Eur J Cancer 2019
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stadio lll: EORTC 1325/KEYNOTE 054

PART 1: ADJUVANT THERAPY PART 2: POST RECURRENCE
€ —> <€ >

A

Pembrolizumab Recurrence Pembrolizumab
200 mg IV Q3W >6 months 200 mg IV Q3W

1year until
""""""" progression or

Randomized
1:1

Placebo —— e = === - o recurrence, up to
IVasw 2 years
N=1019 1year
Total of 18 doses | UNBLINDING |
UNBLINDING/cross-over:

Anti-PD1 for all orjust as good if only for those at time of recurrence?

Stratification factors:

v’ Stage: IlIA (>1 mm metastasis) vs. llIB vs. IlIC 1-3 positive lymph nodes vs. IlIC 24 positive lymph nodes
v Region: North America, European countries, Australia/New Zealand, other countries
Primary Endpoints:

* RFS (per investigator) in overall population, and RFS in patients with PD-L1-positive tumors
Secondary Endpoints:

* DMFS and OS in all patients, and in patients with PD-L1-positive tumors; Safety, Health-related quality of life

Minimum Follow up: 7 years Eggermont, NEJM 2018; Eggermont, EJC 2024
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stadio lll: EORTC 1325/KEYNOTE 054

A: recurrence-free survival

100 Treatmentarm Total Event HR (95% Cl)
8 90 Pembrolizumab 514 244 0.63 (0.53-0.74)
'§ 80 Placebo 505 316 Reference
ﬁ 70 + Censor

- 0,
§ gg RYEAS O5WEY) o o are (G591CT)
@ 50 56 (51-60) .
3 40 - ) . |50 (46-55)
S 30 [P 136 (32-41)
2 207 | |
“ —
2 10 | |
0 1 1 1 1 1 1 1 1 1
0 1 2 3 4 5 6 7 8 9
Years
Patients at risk
514 378 337 307 276 255 229 73 3 0
505 296 226 209 194 178 160 48 2 0

Eggermont, NEJM 2018; Eggermont, EJC 2024



% alive and recurrence-free

stadio lll: EORTC 1325/KEYNOTE

A: recurrence-free survival

100
90
80
70
60
50
40

30
20
10

Treatment arm Total Event
Pembrolizumab 514 244 0.63 (0.53-0.74)
505 316 Reference

5 years (95% ClI)
56 (51-60)

|39 (34-43)

0

Desde 1-5-2025
financiados llIA y IIIB

R (95% Cl)

0

514
505

Patients at risk

+ Censor

7 years (95% CI)

150 (46-55)

|36 (32-41)

I

|

1 1 1
7 8 9
{3 3 0
48 2 0

Eggermont, NEJM 2018; Eggermont, EJC 2024
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stadio lll: EORTC 1325/KEYNOTE 054

B: distant metastasis-free survival

% alive and metastasis-free

Treatmentarm Total Event HR (95% CI)
Pembrolizumab 514 220 0.64 (0.54-0.76)
Placebo 505 285 Reference

5 years (95% CI) + Censor
7 years (95% CI)

54 (50-59)

|42 (37-46)
I

|

|

| |

T T

5 6 7 8 9

Years
Patients at risk

270 241 78 3 0
199 178 60 2 0

Eggermont, NEJM 2018; Eggermont, EJC 2024
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stadio lll: EORTC 1325/KEYNOTE 054

¢Se benefician
los I11A?

Events / Patients HR & Cl
Pembrolizumab Placebo HR (CI) (Pembrolizumab : Placebo) Interaction test
AJCC-8 classification :
Stage IIIA 17 142 17 140 0.93 (0.38;2.25) . p=0.431 (df=3)
Stage IIIB 63 /163 107 /189 0.58 (0.38;0.87) +
Stage IIIC 136 /267 167 1239 054 (0.40;0.73) _.;_
Stage IIID 151720 15 /19 0.76 (0.30;1.94) : B
N missing = 40 1 |

Eggermont, NEJM 2018; Eggermont, EJC 2024



80+

70+

60

Percentage of Patients

113 R s

39 (95% Cl, 35-45)

'
1
'
1
'
'
1
'
1
1
1
T

59 (95% Cl, 55—64)

No financiado

No.of  No.of Median Relapse-free
Patients  Events Survival (95% Cl)
mo
Dabrafenib+Trametinib 438 198 93.1 (47.9-NR)
Placebo 432 264 16.6 (12.7-22.1)

52 (95% Cl, 48-58)

51 (95% Cl, 46-56)
|

Hazard ratio for relapse or death, 0.52
(95% Cl, 0.43-0.63)

48 (95% Cl, 43-54)
1

"""""" Dabrafenib+trametinib

35 (95% Cl, 31-41)

h L+ Placebo
32 (95% Cl, 26-40)

0 10 20

No. at Risk

Dabrafenib+ 438
trametinib

Placebo

372 281

432 243 178

Median Follow up: 100 months

T T
30 36 40

242 221
158 143

T T T

T
50 60 70 80

Months since Randomization

201 183 163 157

133 123 112 103

1
'
1
'
t
2

T T T 1

84 90 100 110 120 130
147 123 56 1 0
99 92 39 2 0

Long, NEJM 2017; Long, NEJM 2024



stadio lll: COMBI-AD

100% -
90% -
80% -
70% A

[e2]

Q

3~
I

Proportion Alive
(&)
o
N
|

40% -
30% -

Arm n Events Median, months (95% CI)
20% 1 D+T 438 125 NA (120.7, NA)
Placebo 432 136 NA (NA, NA)

10% 1 HR: 0.80; P=0.063
0% - 95% Cl(0.62, 1.01)

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 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100104108112116120124128

, . Time From Randomization (Months)
Patients at Risk

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 173124 75 27 8 2 O
Placebo 432 415 400 377 346 328 308 297 292 282 274 270 264 255 251 248 241 236 233 228 218 216 213 208 201 185 157 115 67 26 4 0 O

Long, NEJM 2017; Long, NEJM 2024



No beneficio
en V600K

stadio lll: COMBI-AD

B Overall Survival with BRAF V600K Mutation

1004
90
80 Placebo
" 70
T
2 604 Dabrafenib +trametinib
I\
o
s
B D = e e e 2 S S 1S S S S S S AL S S e SR 4 i 1 s
S No.of No. of Median Overall
§ 407 Patients Events  Survival (95% ClI)
& 304 il
Dabrafenib+Trametinib 41 15 NR (86.1-NR)
20- Placebo 37 7 NR (NR-NR)
104 Hazard ratio for death, 1.95
(95% Cl, 0.84-4.50)
C 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 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100 104 108 112 116 120 124
Months since Randomization
No. at Risk
Dabrafenib+ 41 38 37 35 35 33 32 31 31 31 29 28 28 27 27 27 27 27 26 25 25 24 23 23 23 22 13 9 6 2 0 O
trametinib

Placebo 37 36 34 31 30 29 29 29 29 28 28 28 27 26 26 26 25 23 22 21 20 20 20 20 20 19 14 9 3 2 O O

Long, NEJM 2017; Long, NEJM 2024



¢, Tratamiento Estadio 1lI?

Surger Observation Med RFS 25.6 mo'
gery 5-yr RFS ~35%
Standard of care

pre-2010

2015

2017-18 HR 0.57 vs surgery alone (RFS)*
KEYNOTE 054 Surgery Adjuvant PD-1 HR 0.65 vs CTLA-4 (RFS)?
CheckMate 238 5-yr RFS ~55%

1. Eggermont AMM, et al. Lancet. 2008;372:117-126; 2. Mocellin S, et al. J Natl Cancer Inst. 2010;102:493-501;

3. Eggermont AMM, et al. N Engl J Med. 2016;375:1845-1855; 4. Eggermont AMM, et al. N Engl J Med. 2018;378:1789-1801;
5. Weber J, et al. N Engl J Med. 2017;377:1824—1835; 6. Patel SA, et al. ESMO 2022 & N Engl J Med. 2023;388:813-823;

7. Blank CU, et al. N Engl J Med. 2024;00:00-00; *1-yr EFS rates estimated from KM curve.

Long, ESMO 2024



¢ Neoadyuvancia Estadio llI?

for adj

Surgeon removes Immunotherapy Activation of few
tumor lesion different T cells T cells search for tumor cells

Immunotherapy Activation of many Surgeon removes Many more, and
different T cells tumor lesion more-diverse, T cells
search for tumor cells

.o g
9 /o

(<]
@0 o

o

Number of clones

Aumentar
el nimero de
antigenos

Informacion
pronostica en la cirugia

60 9 = Clones present at baseline >1fold expanded A
= Clones newly detected A

= Clones present at baseline >1 fold expanded NA
m= Clones newly detected NA

Adjuvant Neoadjuvant

Versluis, Nat Med 2020; Blank, Nat Med 2018
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- Respuesta Patologica

‘

Pathological Complete 0% viable tumour cells
Response (pCR)

Nlesi seieleieesl Gelnenaie - 0 to <10% viable tumour
Response (near-pCR) cells

Pathological Partial >10% and <50% viable
Response (pPR) tumour cells

Seigelesies e sies censies >50% viable tumour cells
(PNR)

Major
Pathological
Response
MPR

pPR

PNR



eoadyuvancia Estadio lll: SWOG 1801

Primary endpoint: Event-free survival

1 scans

1 scans

18 cycles pembrolizumab
200 mg IV g3 wk

1:1 randomization

1 scans
1scans 3 CyCIGS 1 scans 15 cycles
pembrolizumab pembrolizumab 200
200 mg IV g3 wk mg IV g3 wk
¥ radiographic assessment Additional criteria: strata included AJCC 8 ed. stage and LDH, adjuvant radiation allowed, concomitant radiation &

pembrolizumab was not allowed, brain metastasis excluded, uveal melanoma excluded

Scans
( ) Surgery type and extent was required to be pre-specified and carried out regardless of radiologic response to therapy

Patel, NEJM 2023
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No aprobacidn
EMA

Event-free survival

1.0+
T 0.9+ 2%
2 0.8-
3 o] RO Moot sdimant grovp
g 0.7 |
% 06 :
s Adjuvant-only group
> 0.5"‘
w 1
% 0.4- |
Z 03+ - 49%
i: 0.2-
a 0.14 P=0.004 by log-rank test i
0'0 I I I { I I
0 6 12 18 24 30 36
Months since Randomization
No. at Risk
Neoadjuvant-adjuvant group 154 96 69 46 25 17 1
Adjuvant-only group 159 98 67 40 22 10 2

Patel, NEJM 2023
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eoadyuvancia Estadio llI: SWOG 1801

$1.077
n (%) 24-month RFS (95% Cl) o T-:"t":—'_ e
§0-8' 1 iy — pCR
= oty - - pnCR
0 0 . 2 0.61 S
pCR 40 (38%) 89% (80-100) = i |
(0]
pnCR 16 (15%) 87% (71-100) = 0.4/
pPR 27 (26%) 88% (77-100) £0.2
3
PNR 22 (21%) 70% (53-94) s 0.0% 5 o P 78
MPR 56 (53%) 88% (80-98) No.at Fis Months since surgery
40 34 17 5 pCR
16 12 8 1 pnCR
27 22 9 6 pPR
22 13 7 4 1 pNR

Patel, NEJM 2023



Grade 3-4 adverse events

eoadyuvancia Estadio llI: SWOG 1801

e

Neoadjuvant pembrolizumab 11/152 (7%) -
Surgery 9/127 (7%) 5/141 (4%)
Adjuvant pembrolizumab 14/113 (12%) 18/131 (14%)
Any treatment-related adverse event 12% 14%

Patel, NEJM 2023



Myocarditis

Infusion Reactions

Myasthenic Syndrome

Hyperthyroidism

Thyroiditis

Severe Skin Reactions

Vasculitis

-1

¢Son tan poco
toxicos?

éNotificamos
las toxicidades?

A
°§° o“'&o Median (Range) Time to Onset, Days

" o \‘.\@é O.\é' ? 1 ?O 2?0 3?0 4?0 5?0 6(I)0

7 0.3 0 0.2 @—' Min: 22 / Max: 138
26 U 0.3 OX] I-—@ I Min: 1/ Max: 441
6 0.3 <0.1 0.1 |-@—| Min: 23 / Max: 132
227 1 0.9 0.1 I—@ I Min: 11 / Max: 426
34 Ul 0.2 0.2 } @ = Min: 1/ Max: 352
10 05 01 02 H® Min: 26 / Max: 211
44 21 0.8 0.3 |—® { Min: 2 / Max: 492
382 18.5 1.4 0.5 } @ I Min: 1/ Max: 432
35 ol 0.3 1.2 = @ I Min: 16 / Max: 358
3 0.1 <0.1 <0.1 } @ = Min: 28 / Max: 417

Luke, Eur J Cancer 2024



\

Colitis

Pneumonitis 82 4 2 1.9 I

Sarcoidosis 17 0.8 <0.1 0.4 [

Myelitis

Type 1 Diabetes Mellitus 17 0.8 0.2 0.5 [

Adrenal insufficiency 38 1.8 0.5 0.5 [

oxicidad anti PD-1

éCémo
explicamos al paciente este
riesgo?

62 3 1.2 1.2 I

1 Min: 2 / Max: 465

1 Min: 21 / Max: 431

Min: 37 / Max: 234

1 <0.1 0 <0.1

Min: 179 / Max: 179

Min: 37 / Max: 370

1 Min: 22 / Max: 423

16 0.8 0.1 0.4 }

1 Min: 63 / Max: 424

Encephalitis 1 <0.1 0 0

Hypophysitis 32 1.6 0.4 0.5 }

Min: 203 / Max: 203

1 Min: 4 / Max: 422

Pancreatitis 6 0.3 0.1 <0.1

Uveitis

l Min: 148 / Max: 399

3 0.1 0 <0.1

Min: 175 / Max: 326

Luke, Eur JK Cancer 2024



eoadyuvancia Estadio lll: NADINA

__| Major pathologic response (MPR; pCR or near pCR; < 10% vital FU* —

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

recurrent path proven

resectable melanoma TLND®
with at least 1 LN no MPR (pPR or pNR; > 10% vital tumor cells):

metastasis, additional start no later than week 12 with

in-transit (<3) allowed — 11 courses NIVO 480mg q4w (BRAFwt) or FU* p—>
naive for anti-PD-1, 46 weeks DAB 150mg bid + TRAM 2mg qd (BRAFV600E/K)

anti-CTLA-4, anti-LAG3, +/- parallel adjuvant RT#

BRAFi+MEKi
stratified for BRAF,
continent, and in- | start no later than week 12 with "
transit metastases TLND® 12 courses NIVO 480mg g4w +/- adjuvant RT# il pg
B

Median Follow up: 15.4 months Blank, NEJM 2024; Lucas ESMO 2024



Event-free survival (%)

eoadyuvancia Estadio lll: NADINA

HR 0.32 (95%Cl 0.22-0.48)

84.5%

== neoadjuvant == adjuvant

12 18 24
Months since randomization

100% 1
80% 1
60% 1
40% A
20% 1
0% '
0 6
Number at risk
neoadjuvant{ 212 185
adjuvant{ 211 138
0 6

116 70 30
81 48 24
12 18 24

No aprobacion
EMA

Major pathological response
(MPR) 60.8%

Pathological complete response
(PCR) 49.1%

Blank, NEJM 2024; Lucas ESMO 2024



Event-free survival

100%
80%
S
g
> 60%
3 H
g 59.7% !
o : :53.9%
T :
< 40%
g
w
20% == neoadjuvant == adjuvant
Events/N: neoadjuvant 35/212; adjuvant 86/211
Adjusted HR 0.32 (95% CI 0.22-0.48)
© Nominal p-value <0.001
0% y -
0 6 12 18 24 30 36
Months since randomization
Number at risk
neoadjuvant{ 212 185 116 70 30 5 0
adjuvant{ 211 138 81 48 24 6 0
0 6 12 18 24 30 36

Distant metastasis—free survival (%)

Distant metastasis-free survival

100%

80%

60%

40%

20%

eoadyuvancia Estadio lll: NADINA

70.4%

162.4%

== neoadjuvant == adjuvant

Events/N: neoadjuvant 29/212; adjuvant 65/211
i Adjusted HR 0.37 (95% Cl 0.24-0.57)

: Nominal p-value <0.001

0% .
0 6 12 18 24 30 36
Months since randomization
Number at risk
neoadjuvant{ 212 189 122 73 31 5 0
adjuvanty 211 155 90 52 24 6 0
0 6 12 18 24 30 36

Blank, NEJM 2024; Lucas ESMO 2024



BRAFV600E/K mutation

30

=
3
[}
o
o D — —
[=%
-
w o
N
P
—— Neoadjuvant Events/N: Neoadjuvant: 15/112; Adjuvant: 41/112
o | — Adjuvant : HR= 0.29 (99.9% CI: 0.11 - 0.79), p<0.0001
IS T T T T 1
0 6 12 18 24
Months from randomization
# at risk (censored)
Neoadjuvant 112 (0) 63 (40) 38 (61) 18 (81) 3 (94)
Adjuvant 112 (0) 48 (32) 25 (47) 11 (60) 4 (67)

eoadyuvancia Estadio lll: NADINA

BRAF wildtype

2
a
[
Qo
°
a
o <
L o
N
&
—_— Negadjuvant Events/N: Neoadjuvant: 13/100; Adjuvant: 31/99
o | — Adjuvant 5 HR= 0.35 (99.9% CI: 0.12 - 1.03), p=0.0014
IS T T T T ]
0 6 12 18 24 30
Months from randomization
# at risk (censored)
Neoadjuvant 100 (0) 63 (31) 39 (50) 16 (71) 2 (85)
Adjuvant 99 (0) 52 (25) 28 (42) 12 (56) 2 (66)

Blank, NEJM 2024



eoadyuvancia Estadio lll: NADINA

Distant metastasis—free survival (%)

.29
100% 1 . 98.2%
——tH—+— 191.7%
o LT 7 A '
60% 1
40%1 == Complete response (PCR)
—}—' Near-complete response (near pCR)
20% 1 == Partial response (pPR)
° == Non-response (pNR)
Events/N: pCR 1/104; near pCR 3/25;
: pPR 3/17; pNR 17/58
0% T T 1 T v r
0 6 12 18 24 30 36
Months since surgery
Number at risk
pCR{ 104 94 62 41 18 1 0
nearpCR{ 25 23 15 9 A 0 0

pPRq 17 16 10 6 2 0 0
pNR1{ 58 44 26 8 0 0 0

0 6 12 18 24 30 36

Blank, NEJM 2024; Lucas ESMO 2024



eoadyuvancia Estadio lll: NADINA

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 (14.7%)

Death due to treatment related AE 0 1(0.5%)

Blank, NEJM 2024



¢, Tratamiento Estadio 1lI?

Obeervation Med RFS 25.6 mo'
5-yr RFS ~35%
Standard of care
pre-2010

2015

2017-18 HR 0.57 vs surgery alone (RFS)*
KEYNOTE 054 Surgery Adjuvant PD-1 HR 0.65 vs CTLA-4 (RFS)?
CheckMate 238 5-yr RFS ~55%

2022 . .

: Response-directed
2024 Neoadjuvant PD-1 . :
NADINA plus CTLA-4 Surgery adJ;\ll?Tli/}:/ltl)E_ll e H R 0.32 vs adjuvant PD-1 (EFS)7

1. Eggermont AMM, et al. Lancet. 2008;372:117-126; 2. Mocellin S, et al. J Natl Cancer Inst. 2010;102:493-501;
3. Eggermont AMM, et al. N Engl J Med. 2016;375:1845-1855; 4. Eggermont AMM, et al. N Engl J Med. 2018;378:1789-1801;
5. Weber J, et al. N Engl J Med. 2017;377:1824—1835; 6. Patel SA, et al. ESMO 2022 & N Engl J Med. 2023;388:813-823;

7. Blank CU, et al. N Engl J Med. 2024;00:00-00; *1-yr EFS rates estimated from KM curve.
Long, ESMO 2024



neoadyuvancia Estadio Il

Necesario mayor seguimiento

Aumento de toxicidad (G3-4: 30% vs 12%)

Muchos no recaen con anti PD-1: jBiomarcadores!

¢, ES necesaria la parte adyuvante tras la neoadyuvancia?

¢, Gambiar estrategia en no respondedores?

;,Como incorporarlo en practica clinica?



uturo

A Immune-checkpoint
E::::::::(‘;ers inhibition with or without :::Le: rl:snoj::::on MPR Risk-adapted follow-up
additional therapeutics
Completion lymph Adjuvant
node dissection treatment

e Immune-checkpoint
inhibition

e BRAF-MEK inhibition

e Radiotherapy

e Monotherapy
e Dual or triple
therapy

Lucas, Nat Rev Clin Onc 2023



KEYMAKER-UO2 Substudy 02C Study Design (NCT04303169)

Key Eligibility Criteria

* Age =218 years

* Resectable stage
B, NIC, or ID

melanoma per AJCC
8th ed

* 21 measurable lesion
per RECIST v1.1

+ECOGPSOor1

* No in-transit
metastases within
past 6 months

Neoadjuvant Treatment

Arm 1:
Pembrolizumab 200 mg IV Q3W +
Vibostolimab 200 mg IV Q3W

Pembrolizumab 400 mg IV (C1D8) +
Gebasaxturev IT 3 x 108 TCID,
C1D1, C1D3, C1D5, C1D8, C1D22

Arm 4:
Pembrolizumab 200 mg IV Q3W +
MK-4830 800 mg IV Q3W

Favezelimab 800 mg coformulated with
Pembrolizumab 200 mg IV Q3W

Adjuvant Treatment

Pembrolizumab
400 mg IV Q6W for <8 cycles®

End points

e Primary: Safety and tolerability; pCR rate by
central review

¢ Secondary: Near-pCR rate and pPR rate by
central review and RFS by investigator review

¢ Exploratory: ORR per RECIST v1.1 and EFS
by investigator review; OS

Long, ESMO 2024



Pathological Response Summary
100- I PPR

2’ MPR 58% Near pCR
2 80— . pCR

2

0 19%

0

:

E “7

o 204 38%

2 28%

<

o

Arm 1 Arm 2 Arm 3 Arm 4 Arm 5 Arm 6
Pembro + Vibo Pembro + Geba Pembro alone Pembro + MK-4830 Fave/Pembro Pembro + ATRA
n =26 n=25 n=15 n=25 n =26 n =26
pNR 12% 40% 20% 40% 15% 38%
\ Nosurgery 4% 8% 7% 12% 4% 12%
NE-2 4% 0% 0% 8% 4% 0%

\ Long, ESMO 2024



IFNy high

3
o
>
P
—

Event-free survival (%)

Event-free survival (%)

100% |—r 1 ‘ 93%
L
879 - e i IPI1/NIVO3
80% % — — . IPI3/NIVO1
% 585/0 Monotherapy
60% i i 78%
40%
20%
=0.84
%] : i
0 12 24 36 50
Months since start treatment
High_aPD1 mono 14 14 14 7 3
High_IPI1NIV 52 48 45 a1 0
High_IPI3NIVOY 9 7 7 7 0
0 12 24 36 60
100%
91% 91%
== — IPI3/NIVO1
80% i
165% 61%
60% : :
IPI1/NIVO3
40%
20%
=0.08
0% ’ : :
0 12 24 36 60

Months since start treatment

Lucas, ESMO 2024



iomarcadores

100%

80%

60%

40%

20%

Proportion of patients (%)

0%

-20%

‘

B IFNy high
mIFNy low

Lucas, ESMO 2024



iomarcadores

Tumor mutational burden (TMB)

OpACIN-neo
100 1 93.3% 93.3%
L L0l L m L LIl ]
90 1 . Tt Tttt 1
' [
80 A ' '
' [
70 - H '
L
§ 60 1 ' CY :
@ 50 :63.3 o ' 58.5%
w ' :
w40 4 H '
' [
30 A ' !
.
20 4 ' E
101 p=o00027 | '
0 T T T t T T
0 6 12 18 24 30 36
Time since randomization (months)
Number at risk
TMB > median 30 29 28 27 16 4 1
TMB < median 30 25 19 15 11 6 0

Total mutational

‘

Tumor mutational burden (TMB) PD-L1

Amaria et al. Amaria et al.
NS
NS
P =0.094
10,000 - ————— eNivo oy P=0038 _NS
8,000 - ¢ @ |pi + Nivo o °
150
§ 6,000 - § . .
= 100 A
3 4,000 - 5 .
2’000 n . i E 50 T [ ) [ ]
9 s,‘
S 0-

NR R NR R
Baseline On-treatment

Rozeman, Nat Med 2021; Amaria, Nat Med 2018



onclusiones

* El tratamiento adyuvante del melanoma en estadios IIB/C y Il con anti-PD-1 mejora la
Supervivencia Libre de Recaida

- La neoadyuvancia en estadio Ill clinico mejora la SLE y logra altas tasas de Respuesta
Patolégica Mayor y debemos incorporarla a la practica clinica

+ Se requieren biomarcadores para seleccionar la inmunoterapia mas adecuada (anti—-PD-1 +
anti—-CTLA-4) en cada paciente

- Dado que muchos pacientes se pueden curar, es preciso tener en cuenta la posibilidad de
toxicidades cronicas

« Es preciso incorporar nuevos farmacos o combinaciones para pacientes no respondedores

* Es necesario involucrar al paciente en la toma de decisiones



