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ABCDE del melanoma: guia para establecer el riesgo de melanoma
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Aungue no es el tumor cutdaneo mas frecuente,
si es el causante del 80% de las muertes por
estos tumores

Afo 2021 en Espaia:
incidencia: 8049 casos nuevos
mortalidad: 1056 pacientes

TIPO TUMORAL N
Cavidad oraly faringe 7882
Eséfago 30
Estomago 6930
Colon 28465
Recto 1425
Higado 6695
Vesicula biliar 1648
Pancreas 5280
Laringe 331

kil W
Vagina | 198 ‘Ih&elanumadnpid 3049
Mama

3500
Cérvi utering 1326
(Cuerpo utering FAR
Ovario 3584
Prostata 9002
Testiculo 1510
Rinn {sin pelvis| 8626
Vizjiga urinaria 2154
Encéfalo y sistema nervioso 4n
Timides 6,084
Linfoma de Hodgkin 1539
Linfomas no hodgkinianos 9943
Mieloma 3082
Leucermias 6411
Otros 18,046
Todos axcepto piel no melanoma 279260

Incidencia y mortalidad

Tabla 2. Estimacion de! ndmeto de nueves casas de cancer en Espania para el o 2023 sequn tipo tumeral (exduidos los cinceres cutdneosnd.  Tablas, Fallecimisntos por turvores en Esparia en 2021, por causy, ambos sexos.
meiznama) {ambos sexos).

Total
Tumpores 113662
Tumor maligno del labio, de [a cavidad bucal y de ka faringe 2451
Tumar maligno del esdfago 1780
Tumar maligno del estdmaga 4833
Tumor maligno del colan 11021
Tumor maligno del recto, de |a parcidn rectosigmaide y del ana 4m7
Tumar maligno del higada y vias biliares intrahepdticas 5.066.
Tumor maligno del pancreas 7663
Otros tumores malignes digestivas 2515
Tumor maligna de fa laringe 1.158
Tumor maligno de la tréquea, de los branquios y del pulman 2438
Otros tumares malignes respiratorios e intratordcicos 476
Tumores malignos del huesa y de los cartilagos articulares 352

‘ I Melanoma maligna de la piel 11056 I

Otros tumares malignos de la piel y de los tejidos blandas 1675
Tumot maligno de la mama G614
Tumor maligno del cuella del titers 637
Tumot maligno de otras partes del iters 1628
Tumor maligno del ovario 1978
Tumores malignos de otros drganas genitales femeninos 626
Tumor maligno de fa pristata 5889
Tumores mallgnos de otros drganos genitales masculinos 180
Tumar maligno del rifian, excepto pelvis renal 2270
Tumor maligno de la vefiga 444
Otras tumaores malignes de las vias urinarias 1770
Tumar maligno del encéfalo 3175
Otros tumores malignes neurolagices y endacrines 624
Tumor mationn de sitios mal definides, secundarias y de sitios no especificades 4336

https://seom.org/images/Las cifras del Cancer en Espana 2023.pdf




Factores de riesgo

NEWIIE * jiIExposicion solar!!
Factores geneticos

Fenotipo cutaneo
Historia familiar MC

Historia personal MC




Test moleculares

Genomic Classification of Cutaneous Melanoma

* Es recomendado solicitar las siguientes mutaciones driver y
determinaciones para un diagndstico confirmado de melanoma

e Primary Ne26s (° Melastatic estadio IIB, IIC, Il (resecable o no) y IV:
melanoma melanoma
Driver Oncogenes in Melanoma t - Normal ‘_ . Normal
—— Syee S - BRAF V600
o £ 77 - PTEN, IDH1, VEGFR/PDGFR, others ) CWV Whole P. ' MIRNA/RNA Protein
4 Mutaton! Number | genome Expression | Expression | - NRAS
mmamwm
Triple wild-type _ kit
- Py TP Pt Lo e
BNRAS amplifications  overexpression complex - en estadio IV
rearrangements

uNFL - preferiblemente melanoma de mucosas y lentiginoso acral

L L}

Expresion PDL-1 (Nivo + Ipi financiado en PDL1 negativos, entre

OtFOS!

® GNAQ/ GNA11

8 Other
* Unicamente tenemos opciones de tratamiento dirigido para los

melanomas con mutaciones BRAF, pero la determinacién del
resto de mutaciones es importante para identificar pacientes con
posibilidades futuras de tratamientos emergentes y para poder
derivarlos a unidades con ensayos clinicos dirigidos.

LI~ 30% LI~ 25% TTI~25% LI~ 40%
Immunotherapies (mAb against immune checkpoints, high dose IL-2)

The Cancer Genome Atlas Network. Cell. 2015;161(7):1681-1696.

Cutaneous melanoma: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-upAnnals of Oncology 30: 1884-1901, 2019. Majem M et all SEOM clinical guideline for the management of cutaneous melanoma (2020). Clin Trans| Oncol. 2021 May;23(5):948-960. doi: 10.1007/s12094-020-02539-9.
Epub 2021 Mar 2. PMID: 33651321..
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Estadificacion del Melanoma AJCC 82 edicion
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Importante seleccion de pacientes: impacto del estadio en el riesgo de

recaiday probabilidad de supervivencia
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Algoritmo de tratamiento Enfermedad localizada

N+ : clinically lymph node

EXCISIONAL BIOPSY SLN: sentinel lymph node

Pathological confirmation

|

pTis  pTia pT1b to pTéb
cNOMO cNOMO cNOMO

Any cN+

) -

Wide margins
e

Lymphadenectomy

Wide margins

plr2 eNOMO 1 cm
pT3apT4b cNOMO

Wide margin
0.5 cm

Wide margin
lcm

2 cm
+
SLN

US-BASED FOLLOW UP or

Lymphadenectomy MSLT-1I

SLN - LN DECOG

Systemic adjuvant therapy

Maigm M et all SEOM clinical euideline for the manasement of cutanegus melanoma (2020} n
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Algoritmo de tratamiento Enfermedad localizada

N+ : clinically lymph node

EXCISIONAL BIOPSY SLN: sentinel lymph node

Pathological confirmation

= ' e "
cNOMO cNOMO

e

Wide margins

Wide margins

wm:f;:;:gm Wldi::rgm plr2 eNOMO 1 cm +
pT3apTdb cNOMDO Lymphadenectomy
2cm
-
SLN
N S
US-BASED FOLLOW UP or

SLN+ Lymphadenectomy MSLT-I
DECOG

Systemic adjuvant therapy

Maigm M et all SEOM clinical euideline for the manasement of cutanegus melanoma (2020} n



Adyuvancia en melanoma
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Tratamiento adyuvante melanoma

Aprobaciones tratamiento adyuvante en melanoma Elll y Ell

Nivolumab

FDA
December 2017 Pembro Pembro Nivo

EHE ¥ IIC ENB y IIC
Interferon a-2b Peginterferon a-2Zb Ipilimumab 2 X

December 1995 March 2011 October 2015 Dabrafenib +
Trametinib

Interferon a-Zb Interferon a-2a
June 1997 June 1999 Nivolumab Pembrolizumab = Pambre Nivo
EMA EMA ENE v IIC ENB N

Dabrafenib +
Trametinib
EMA

Curaneoes: medanoma: ESMO Cimcal Pracnee Gudelnes dor dugnoss, trestment and fofiow upfnrads of Oncodogy 30: 1884-1001, 1019, Majem M o 28 SEQM dincad mtu'ﬂ-cmdmwm (IOI0) Cien Trare! Ooood. 2071 Moy 3395 548 S50, dot: 10 10075120548 001539 9.
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Combi AD

N = 870

Current
analysis
RFS, DMFS
Median
follow-up,
60 months®

Primary

Updated
analysis?
RFS, DMFS

analysis'
RFS, DMFS, 0S
Median
follow-up,
34 months®

Key eligibility criteria® Median
follow-up,
44 months®

Completely resected cutaneous
melanoma

BRAF V600E/K mutant
Stage II1A, 1B, or HIC (AJCH

Resection = 12 weeks before
randomization

No prior systemic therapy

ECOG PS 0-1
Stratified by:
+ BRAF mutation (V600E or V600K)
+ Disease stage (llIA, 11IB, or IlIC)

Dabrafenib
‘ 150 mg BID
+

Trametinib
2mg QD

2 matched
placebos

[ zo—-ch—;ol:z:»z-]

Primary endpoint: RFS

Treatment Secondary endpoints: OS, DMFS, FFR, safety

- -
(12 months)
AJCC 7, American Joint Committee on Cancer Staging Manual, 7th edition; BID, twice daily; DMFS, distant metastasis: free survival; ECOG PS, Eastem Cooperative Oncology Group performance status; FFR, freedom

from relapse; 05, overal ; QD, once daily; ), T ree survival.
1 COMBI-AD is registered at ClinicalTrials.gov (NCT(1682083).  Median follow-up shown is far the dabrafenib plus trametinib arm.
1. Long GV, et al. N Engl J Med. 2017;377:1813-1823; 2. Hauschild A, et al. J Clin Oncol, 2018;4:1382-1388.

CM 238
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*  Estadios llIB-1lICy IV resecados
*  Frente a Ipilimumab

NIVO 3 mg/kg IV Q2W 1 year
(" pati - 4 and treatment duration
atients with: ‘ 1Pl placebo IV
- High-risk, Stratifiedby: | Q3W for 4 doses, Follow-up
ComPie'aelY 1) Disease then Q12W from week 24 (current: minimum
;.e::: Ile—c stage: lIB-C (n = 453) 48 months)
or stage IVe vs IV Mia or it
melanoma M1bvs IV M1c IP1 10 mg/kg IV ndpoints
c * Primary: RFS
* No prior 2) Tumor Q3W for 4 doses,
SKS‘E""C PD-L1 status® then Q12W from week 24 * Key secondary:
therapy at a 5% cutoff ‘ and 0s, safety
+ ECOGPs 0/1 NIVO placebo IV Q2W + Exploratory:
: (n =453) ( DMFS

OR|C 1325/KEYNOTE-54: Study Design

PART 2: POST RECURRENCE
—

KN 054

Stratification factors:
¥ AJCC-7 Stage: IIIA (>1 mm metastasis) vs. IlIB vs. 1IC 1-3 positive lymph nodes vs. IIIC 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

PART 1: ADJUVANT THERAPY

Pembrolizumab
200 mg IV Q3W
until
progression or
recurrence, up to
2 years

Pembrolizumab

200 mg IV Q3w
1 year

Placebo
IV Q3w
1 year

Total of 18 doses

UNBLINDING/cross-over:
Anti-PD1 for all or just as good if only for those at time of recurrence?

Part 2
Rechallenge/Crossover

Part 1
Adjuvant Therapy

Pembrolizumab 200 mg
IV Q3W or 2 mg/kg
(pediatric)

Recurrence Pembrolizumab 200 mg
IV Q3W or 2 mg/kg

(pediatric)

lity Criteria
ears

Follow-up

Until progressionor
recurrence, up to 2
years

Placebo IV Q3W Recumrence

Unblinding

Endpoints

Stratification

CM 76k

Primary endpoint
Treatment naive « RFS by i
patients x 12y with Koy et NIV IV 480 mg
- c“’“”":‘“ Bl Secondary endpoints uw
reslecte stag_eh - 05 Optional NIVO open- per patient
melanoma \_ﬂ' : : + Safety label (within < 3 y) eligibiity
standard wide local o Stratify by T + DMFS after recurrence and chaice
. excision 2.q | category - PFS2 > 6 months
. Estadios Il B :«eg;hmid sen;_inzl posttreatment NIVO or
ymph node biopsy PBO IV i any time PBO
Exploratory endpoints ¥
*  Frente a placebo awior IR
N=790 12 manths + Treatment-free
n=264 interval
+ Quality of life
Blinded NIVO/PBO treatment °°S‘;:m}pm?:;fe ;;5,::,:,”0
Hauschild.ASCO 2020.Dummer et all.NEJM sep 2020
Ascierto et all.Lancet sept 2020.Weber. Weber J, et al. SMR 2021. . Estadios ||B/C

Eggermont AMM, et al. N Eng J Med 2022
Luke J, et al. ASCO 2023
Long GV, et al. SMR 2022

*  Frente a placebo
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OBJETIVO PRIMARIO:
RFS
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89 vs 79

92 vs 87

SLR (%) 52 vs 36 50 vs 39 55 vs 38 76.2vs 63.4
SLM (%) 65 vs 54 59 vs 52 61vs 44 84.4vs74.4
EA g.3-4 (%) 14 15 17
Discont. EA (%) 4 ND 17
TOX.PERSISTENTE

Tiroidea -- 21 20 15

DM -- 3 2 0.4
Insuf. adrenal -- 1.5 1 2.1

10
17

19
1
2

Datos a 5 anos Datos a 3 anos

Datos a 1 ano

Hauschild.ASCO 2020.Dummer et all.NEJM sep 2020

Ascierto et all.Lancet sept 2020.Weber. Weber J, et al. SMR 2021.
Eggermont AMM, et al. N Eng J Med 2022

Luke J, et al. ASCO 2023

Long GV, et al. SMR 2022

Almudena Garcia Castafio.SEOM2023



En resumen...

Adyuvancia segun evidencia cientifica Adyuvancia financiada en Espaina

 Estadios IIB/IIC  Estadios IIB/IIC
 Pembrolizumab/Nivolumab * Pembrolizumab/Nivolumab
 Estadios IlIA (N1 con > 1 mm)  Estadios IlIA (N1 con>1 mm)

« Dabrafenib + Trametinib (BRAFm) - DabraWib (BRAFm)
* Pembrolizumab

 Estadio IIIB/IIIC/IIID  Estadio I1IB/IIC/IIID
* Dabrafenib + Trametinib (BRAFm) * Dabrafenib + inib (BRAFm)

 Pembrolizumab/Nivolumab * Pembrolizumab/Nivolumab

e Estadio IV resecado e Estadio IV resecado
* Nivolumab * Nivolumab



Melanoma metastasico

Terapias dirigidas

Inmunoterapia
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El pasado...

Melanoma Metastasico

1.0 4
@D
- - .= 0.8
Supervivencia Global del = Median OS
r _ = 0.6
Melanoma Metastasico del § p-= o
F'e L] - = 0.44
Meta-analisis de 2008 = -
a 0.2 4
0 1r2 2Td 376
Time (months)
El presente...
SG en 1L Melanoma avanzado
100
—  CHEMO
20 weighted averages — BRAF
80 1st line — BRAF + MEK
~ CTLA-4
L == :l::a N Response rates
60
50 Anti-PD1/CTLA4: 50-55%
40 Anti-PD1: 35-40%
30 Anti-BRAF/MEK: 70%
Anti-BRAF: 50%
20 Anti-CTLA4: 15-20%
10 Os Chemo: 10-15%
(]
0 - 10 15 20 25 30 35 40 45 50

Months after treatment start

Ueurel S et al Eur J Cancer 2020

Survival Function

10

09

08

or

08

05

e | (n=18,370)

Stage 11(n=9,269)

11 (w=3307)

04
03
02
01 Stage IV (1=7.972)
oo i - r - -
o0 25 50 5 100 125 150 175 200
Survival Time in Years
Balch et al, CA CancerJ Clin 2004
NIVO « IPI (n = 314) IPl (n = 315)
Median, mo (95% CI) 721 (38.2NR)  36.9 (28.2.58.7) 19.9 (16.8-24.6)
HR (95% CI) vs IPI 0.53 (0.44-0.65)  0.63 (0.52-0.77)
HR (95% CI) vs NIVO* 0.84 (0.68-1.04)
100 §
< NIVO+IPI
%01 ~+ NIVO
20 4 - IPl
704
0 4
z
o 50
3
%0 4
304
20 4
10
0
036 9 12151821242730333639424548515457606366697275788184879091% %
No. at risk Mongpe
NIVO+IP1 314292 265 248 227 222 210 201 199 197 187 187 179 172 149 164 163 159 158 157 156 154 153 150 10 15 14 1O M1 138129 8 7 O

NIVO

1Pl

ISEIIT AWM ENIBIBIBINITINS NN T HO T A ANEA KOS EDRT M5 0

Hodi FSet al, ASCO 2022
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Arsenal terapeutico para el melanoma avanzado

Pre-1998 > Approvals without positive, randomized trials
1998-2011 = No approvals

2011- 2022 -> 13 approvals Nivolamab?
&
Licensed for the treatment of : 3 Nobel Prize in Physiology or
BRAFV0 mytant melanoma Pembrolllzumab Medicine! e
T-VEC? James P. Allison and Tasuku Honio,

for their discovery of cancer therapy by

L AL NAANAPAANIG NS
- inhibition of negative immune requ{atlon

[ Cobimetinib + vemurafenib'® ]

High-dose IL-2
o S
[ Dabrafenib + trametinib!! ]

Fotemustine? [Encorafenib + binimetinib“‘]

I Inili b4 Dabrafenib®
Daca rliazme B ‘mfma Nivolumab + ipilimumab ]

T

|
[ 1970s l 1988 l 1999 l l 2011 . 2012 l 2013 l 2014 l 2015 l 2016 l 2017 l 2018 l 2019 I 2022
|

Nivolumab + ipilimumab is approved for treating advanced
(unrectable or metastatic) melanoma in adults’

All treatments have been granted market authorisation by the EMA, unless otherwise stated. MOA, mechanisms of action; mOS, median overall survival; BRAF, B-Raf proto-oncogene; T-VEC, talimogene laherparepvec.
1. Dacarbazine SmPC. Available at: https://cima.aemps.es/cima/pdfs/es/ft/62333/62333_ft.pdf. 2. Interleukin-2 SmPC. Available at: https://cima.aemps.es/cima/pdfs/es/ft/62287/FichaTecnica_62287.html.pdf. 3. Fotemustine

SmPC. Available at: https://cima.aemps.es/cima/pdfs/es/ft/62561/FichaTecnica_62561.html.pdf.

4. Yervoy (ipilimumab) EPAR. Available at https://bit.ly/2HKYrVk. 5. Zelboraf (vemurafenib) EPAR. Available at

http://bit.ly/2yv9Ro7. 6. Tafinlar (dabrafenib) EPAR. Available at http://bit.ly/Zhoic54. 7. Opdivo (nivolumab) EPAR. Available at https://bit.ly/2HSwQxq. 8. Keytruda (pembrolizumab) EPAR. Available at http://bit.ly/2ZhlLyVm. 9.
Imlygic (T-VEC) EPAR. Available at http://bit.ly/2yvzh52. 10. Cotellic (cobimetinib) EPAR. Available at https://bit.ly/2KxoME6. 11. Novartis Press Release, September 2015. Available at http://bit.ly/1L03WoK. 12. Opdivo
(nivolumab) Variation Assessment Report. Available at https://bit.ly/2lc3Bct. 13. Press release: The Nobel Prize in Physiology or Medicine 2018. Available at: https://www.nobelprize.org/prizes/medicine/2018/press-release/. 14.
P1erre Fabre Press Release, September 2018. A\ranlable at: https://bwnews.pr/2MP210x. 15. Nwolumab SmPC (2020, AEMPS). 15-In July 2022, the CHMP has adopted a positive opinion for the marketing authorization of Opdualag™ forthe first-
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Seleccion del tratamiento

Area de formacién virtual SEOM

MAPK Pathway As Oncogenic Driver for Melanoma

<5% melanomas (mucosal, acral) Kit inhibitors: Imatinib, nilotinib, dasatinib

20% mel (>age)

40% to 50% melanomas (sage)

@, I—BRAF inhibitors: Vemurafenib, dabrafenib, encorafenib

@ '—IEK inhibitors: Trametinib, cobimetinib, binimetinib

ERK) |—ERK inhibitors

Oncogenic cell
proliferation
and survival

Xing Y, et al. Cancer. 2010;116(9):2234-2241. Curtin JA, et al. N Engl J Med. 2005;353(20):2135-2147. Curtin JA, et al. J Clin Oncol. 2006;24(26):4340-4346.

Van Raamsdonk CD, et al. N Engl J Med. 2010;363(23):2191-2199. Ribas A, et al. J Clin Oncol. 2011;29(suppl): Abstract 8509.

msoon. 2009 ASCO
ANNUAL MEETING

Treatment decision based on patient's characteristic

Patient history Organ system function,
(eg, autoimmune disease) especially cardiac function

Patient’s wishes and

lifestyle factors Mutational status

Performance status

Disease Tempo

PRESENTED BY

Adaptada Paolo Ascierto at 2019 ASCO Annual Meeting
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Terapias dirigidas

Disefio ensayos clinicos = P » Caracteristicas de los pacientes similares:

unresectable locally

* COBRIM o Py v * Mediana edad: ~55 afios
(PFS) oot © | e oieor ¢ Sexo masculino: 51-60%

therapy for Nemurafanib withdrawal of

et « PS0:~70%
* LDH elevada: <% en Columbus (24-29)

+ BRAF VEODE vs VE00K 05 Analysis | Analysis

‘ oy R G y > en CoBRIM (43-46)
* COMBI-v oo [ ek H « BRAF V600E: 70-90%
(0S) ‘ W . /| i « Mic: ~60-65%
: |0 previa solo en COLUMBUS

* COMBI-d
(PFS)

* Brazo comparador:
* Vemurafenib en monoterapia
(en el Combi-D, dabrafenib)
e Datos muy homogéneos

Dabratend « ramennib
150mg BID + 2mg qd
nalll

COLUMBUS

+ COLUMBUS e - " PFS:/m
(pFS) !e‘_;::rpnmﬁvst- w ;?1 i ° RO: 50%
o [ L SRR — * SG:17m

1.Robert et al NEJM 20152. Long G.V. et al. NEJM 2014.3.Larkin et al NEJM 20144..Dummer ASCO 2018
Dummer R. et al Lancet Oncol 2018; Long G.V. et al. NEIM 2014; Long G.V. et al Lancet 2015; Long G.V. Ann Oncol 2017, Robert C. et al NEJM 2014, Robert C. et al ESMO 2016; Larkin J. et al NEIM 2014, Ascierto P.A. et al E

Lancet Oncol 2016. Hamid O. et al Cancers 2020. McArthur.SMR 2019. Dreno et al. J Clin Oncol 36, ASCO 2018 (suppl; abstr 9522). Dummer, Lancet Oncol 2018. Ascierto, Eur J Cancer 2020. Dummer, JCO.2022.
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Terapias dirigidas: eficacia y tolerancia

] COMBIv/COMBId CoBRIM COLUMBUS

RO (%)

SLP a 5 afios (%) 19 14 22.9
SGm (meses) 25.9 22.5 33
SG a 5 anos (%) 34 31 34.7
Tox. g.3-4 (%) 48 65 64
Suspension del tratamiento (%) 14 15 14

Resultados a 5 afnos con terapias dirigidas...

5-year OS: 31% 5-year OS: 34% 5-year OS: 34.7%
5-year PFS: 14% 5-year PFS: 19% 5-year PFS: 22.9%

Probability (%)
susEEDABEE

DIEINERAND NI NAELNHTOREANBNE

vemurafenib + cobimetinib dabrafenib + trametinib encorafenib + binimetinib

Ascierto et al CCR 2021 Robert et al NEJM 2019 Dummer et al JCO 2022
Dummer R. et al Lancet Oncol 2018; Long G.V. et al. NEIM 2014; Long G.V. et al Lancet 2015; Long G.V. Ann Oncol 2017, Robert C. et al NEJM 2014, Robert C. et al ESMO 2016; Larkin J. et al NEIM 2014, Ascierto P.A. et al 23
Lancet Oncol 2016. Hamid O. et al Cancers 2020. McArthur.SMR 2019. Dreno et al. J Clin Oncol 36, ASCO 2018 (suppl; abstr 9522). Dummer, Lancet Oncol 2018. Ascierto, Eur J Cancer 2020. Dummer, JCO.2022.



Efectos adversos. Terapia dirigida

+ La mediana de tiempo de resolucién de los efectos adversos es <3 meses
en la mayoria de los casos, excepto para reduccién del valor de LVEF
(vemurafenib monoterapia).

+ La mayoria de los efectos adversos son manejables con reduccion de
dosis de alguno de los dos fArmacos o ambos.

+ La mayoria de efectos adversos responden correctamente al manejo médico
ambulatorio.

+ La discontinuacion por toxicidad en terapia dirigida es infrecuente.

CAMPUS
SEC>

Area de formacién virtual SEOM

[Table 4. Select adverse drug reactions, warnings, and precautions.

D/T* viC E/B*
ADR, % n=209 n=247 n=192
All grades Grade 3/4 All grades Grade 3/4 All grades Grade 3/4
General
| Pyrexia 571 7 28 2 18 4
Peripheral edema 25 14 12.6 [31] NR 13 1
Chills 31 0 10 0 0 0
Gastrointestinal disorders
Nausea 34 05 41 1 41 2
Vomiting 25 1.0 24 1 30 2
Diarrhea 30 14 60 6 36 3
Arthralgia 26 09 36 [31] 2.41[31] 26 1
Skin
Rash 42 0 7337] 17137] 22 1
Aameiform dermatitis 10 [33] NR 16 [31] 2[31] 4.4[23] 0[23]
PPE syndrome 5[33] NR 6[34] 0[34] 6.2 [23] 01[23]
TaSCCs 3 NK (5 NK 75 U
Basal cell carcinoma 33 NR 45 NR 1.6 0
LV dysfunction ¥ 6 NR 9[34] 2[34] 7 1.6*
reatine kinase increased ™ Not monitored 79 14 58 ]
Photosensitivity 71 2[31] NR 46 4 4[23] 0.4 [23]
Liver function tests ¥
ALT increased 44 38 68 11 29 6
AST increased 60 43 73 8 27 3
ALP increased 50 1.0 71 7 21 1
Hemorrhage 19 1.9 13 1 19 32
Ocular toxicity
Serous retinopathy Not monitored ** 2611+ NR 20+ 3
Visual impairment NR NR 15 <1 20 0
Uveitis 2[33] NR 2[34] NR 4 0
‘enous thromboembolism 2858 NR NR NR 6 0
ECG QT prolonged 0.8 [33] 0[33] NR 1.6[31] 0.5 0
Hypertension 25 6 15 4 11 6

1.Robert et al NEJM 2015.2.Larkin et al NEJM 2014.Dummer ASCO 2018. hamid O. et al Cancers 2020

24



Inmunoterapia

Anti-CTLA-4 y Anti-PD1, mecanismos de accién: distintos pero complementarios

Lymph node Tumor microenvironment
Immune
activation
Anti-PD-1
CTLA-4 Signaling pathway PD-1 Signaling pathway
« Induces de novo anti-tumor T-cell responses':2 * Restores anti-tumor T-cell function’®
+ Enables adaptation to evolving tumor2:3 + Enhances pre-existing T-cell response’
= Promotes emergence of memory T-cells* « Increase cytokine production’?

= Causes compensatory increase in tumor PD-L12

Figure extracted from Hassel JC, et al. Cancer Treat Rev. 2017%
CTLA-4, cytotoxic T-lymphocyte antigen 4; PD-1, programmed cell death protein 1; APC, antigen presenting cell; TCR, T cell receptor; MHC, major histocompatibiloty complex.

1. Pardoll DM. Nat Rev Cancer 2012;12:252-264. 2. Wei SC, et al. Cancer Discov 2018;8:1069-1086. 3. Wei SC, et al. Immunity 2019;50:1084-1098. 4. Das R, et al. J Immunol 2015;194:950-959.

5. Wang C, et al. Cancer Immunol Res 2014;2:846-856. 6. Brahmer JR, et al. J Clin Oncol 2010;28:3167-3175. 7. Hamanishi J, et al. Proc Natl Acad Sci U S A 2007;104:3360-3365. 8. Hassel JC, et al. Cancer Treat

Rev. 2017;57:36-49.
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Anti-CTLA4: Ipilimumab
Anti-PD1:
* Pembrolizumab
* Nivolumab
Anti-CTLA4 + Anti-PD1:
* Nivolumab +
Ipilimumab
Anti-PD1 + anti-LAG3:
* Nivolumab +
Relatlimab
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Inmunoterapiaen | St

Area de formacidn virtual SEOM

" 100 4y Ipilimumab

80 \

:: Median OS, months (95% CI): 11.4 (10.7-12.1) m O n Ote ra p i a

% \ 3)!5!‘ OS rate, % (95% Cl): 22 (20-24)

\,
30 ~

o I T T

- SGm (meses) 37.3 2.7 12 [:38.7
22 1:23.5
SG a 5 ainos (%) 39 40 12 L.:43
22:32

Proportion of patients alive (%)
8

T T T T T T T T T T T

0 12 24 36 a8 60 72 84 9% 108 120

Patients at Risk
Ipilimumab 1861 839 370 254 192 170 120 26 15 5 0

2018 20 10, 13000
1200, JC0 191400 3794

JOURNAL OF CLINICAL ONCOLOGY _ * Pooled analysis (12 estudios, 1861
pacientes pretratados/ no tratados)
- * Se observa “aplanamiento de la curva”
a los 36 meses.
* Largos SUPERVIVIENTES

SLPm (meses) 5.1 3.4

36% BRAFm

KN 006:

Ensayo de fase 3, abi y controlado en el que participaron pacientes con melanoma
avanzado (iresecable o melaslésnco) no tratados previamente con ipilimumab y que habian recibido no mas de un

CM 066: Study Design and Endpoints'-

65% en 19 Iinea

Ll Treat until progression tratamiento sistémico previo'
Eligible patients with 3 mgfk9+ vV Q2w or unacceptable toxicity? P
Se aleatorizo a
unresectable stage Ill or IV PBO - KEYTRUDA 10 mg/kg IV cada 2 semanas
nEkanona {N = 428) waw M gremisedogy esim it
- Double-blind n=210 Primary melnoma hasta la aparicion de progresion
* BRAF wild type ouble-blin irresecable o de la enfermedad o toxicidad
“Tregtment nal (206 treated) + Overall survival metastasico que inaceptablet?
ent naive Secondary no habian sido g KEYTRUDA 10 mg/kg IV cada 3 semanas
Stratified by PBO + Progression-free survival pm"f;:lz‘ll]f:: 7 = (N=277)'
+ PD-L1 status va2aw + Objective response rate ipilimumab y que 4 ciclos o hasta la aparicion de
(2 5% cell-surface staining x  Tumor PD-L1 expression® habian recibido $ Progresion de ls enfemiedad,
“tnu DTIC 1 tratamiento Ipilimumab 3 mg/ky IV cada 3 semanas toxicidad inaceptable, decision
cutoff) 1000 mg/m? IV Q3W + EORTC QLQ-C30 Seavio’ (N=7 78 del investigador de suspender
+ M stage n=208 Exploratory el tratamiento o retirada del
o i i 13
[P — + EQ-5D Criterios de valoracién del ensayo ? consentimiento del paciente

« Principales: SLP evaluada mediante una EROI conforme a los criterios RECIST, version 1.1, y SG

Robert et al. NEJM 2014; Robert et al. Journal of Clinical Oncology 2020 383937-3946. Robert C, et al. N Engl J Med. 2015;372:2521-2532. Robert C. Lancet Oncol. 2019 Sep;20(9):1239-1251.
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Progression-Free Survival Overall Survival
o - - - - ’ ; . P TR T TP ALY
CM 067' ANTI PD 1 + ANTI CTLA 4 . . 0 ;s Median, mo (95%Cl) 7.1 (38.21R) 3.9 (28.258.7) 19.0(16.82.6)
= = Median PFS, mo (95% Cl) 11.5 (8.7-19.3) 69(5.1-10.2) | 2.9(28-3.2) NaTaw LmeRE 2 2 ) v s ey
. i HR (95% Cl) vs IPI 0.42 (0.35-0.51) | 0.53 (0.44-0.64) - it USRI eHNG  GHEEL
5-year follow up of a randomized, double-blind, s NIVO+IPI
phase 3 study to compare NIVO+PI or NIVO NIVO 1 mglkg + o e = = » + NIV
alone with IPI alone? IP13 mglkg Q3W for 100- ® - 1Pl
n=314 4 doses then 0l —— NIVO+IPI -
NIVO 3 mglkg Q2W a0l | i "
Stratify by: 704 z 48%
- w 0 .
Unres_ectable or + BRAF status Treat until g ° 0 T_‘—_':‘"— W—%
metatastic melanoma i o 507 14 143 P
) + AICCMstage N =316 NIVO 3mglkg Q2w + [EEEELELLY E i " ik 142
* Previously untreated BB  PI-matched placebo or ‘ e H oo '
+ Tumor PD-L1 P al : 132% e Wi o & 2
+ 945 patients umor unacceptable 4 ' 132% ' 299, b lgn 1oy e
expression < 5% foxici o ! 110% | 8Y% i i H s
versus 2 5% xicity 10 : . S LN ” i ! !
A 5315 5 5 S T S T e et ke
c rl "d .nu. PFs dos. |P]3 mg[kg st 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 " o Mgn(hg J ’ .
o-primary endpoints? were an in n=315 for 4 doses + o. at is Months R
the NIVO-containing arms versus IPl alone NIVO-matched placebo " N‘!‘:Vio':\Pl 314218 174 155 136 131 124 117110104101 97 95 91 90 88 82 79 76 69 45 19 2 0 NIVOHIPL - 14290 26518 217 LI N0 159 193 167 181 179 17765 64 363 154 198157 156 151 153 150 W7 16 14013 11 BB 88 7 0
NIVO 316177 151 132 120 112106103 97 88 84 B0 78 76 73 71 68 66 65 60 40 13 1 0 NIVO 116250 266265231 244201 151 181 175 170 154 158 150 5 12 41 135 137137 134 12 120 126 125124 1021 120 18T 54 4 0
i H‘—‘f 3‘5136 * 53 i i ZS' PRGN 8 T 1Pl MMM EBNEDB BBV NN T U T AASMMBIGQEYNS 0
Database lock: July 2, 2019; minimum follow-up of Descriptive analysis. NR, not yet reached. Larkin J, et al. N Eng! J Med 2019:381:1535-1546.
60 months for all patients
NCT01844505 Patients alive and treatment-free at 6.5 years
4The studv was not powered for a comparison between NIVO+IPI and NIVO.AJCC, American Joint Committee on Cancer. H
On study therapy B Received subsequent systemic merapy . Treatment-free (off study treatment and never
received subsequent systemic therapy)
’ . . . . . . . NIVO + Pl {n = 145) NIVO (n = 122) IPl (n = 63)
Caracteristicas de los pacientes bien balanceadas: Toxicidad g.3-4 (%): 31 vs 8 vs 14
e Milc~58% Pero la SG no se ve resentida en
* LDH elevada™ 36% el brazo de N + | en caso de cese

* PDL1+"~23% de tratamiento por toxicidad
* BRAFmM~31% (SG 51 vs 52%)

Median follow-up 80.8 mo [range 74.0-86.3) Median follow-up 80.8 mo (range 76.4-85.3) Median follow-up £1.0 mo [range 77.0-85.6)
Larkin J et al. N Engl J Med 2019. Hodi FS, et al. Long-term survival in advanced melanoma for patients treated with nivolumab plus ipilimumab in CheckMate067. Pdster #9522. J Clin Oncol 40, 2022 (suppl16). 27
Presentado en la reunion de la Sociedad Americana de Oncologia Clinica (ASCO); Junio 2022; Chicago, IL (USA). Wolchok.ASCO2021.




| E A Key eligibility criteria : i
\ + Previously untreated, [T R Ve (]
£ unresectable, or R Lt
; M metastatic melanoma = 11
Anti-PD-1 e NVO 480 mg1¥ QAW
n nti-FL- v Q4 .
Relatlimab RN LLE i
Anti-LAG3 g Stratiﬁca.zlionfacmrs * ORR by BICR®
J - U6

-
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RELATIVITY-047 : Anti-PD1 +Anti LAG

Study design
ACTIVATED
TCELL + RELATIVITY-047 is a global, randomized, double-blind, gated, phase 2/3 study
N=714
Primary endpoint
+ PFShy BICR¢

Secondary endpoints

+ PD-L1® Databaselock dat Harch, 2011 | October 28, 202 Endpoints were tested
/ . BRAF v, 70 1 3 in hierarchy

L « PFS 05 ORR

TUMOR l'\‘ « AJCCv8 Mstage = Primary endgoint | Pri
CELL "1 |

PFS by BICR 0s

Caracteristicas de los pacientes bien balanceadas pero...

M1c: 42.5 vs 35.4%; M1d 1.7 vs 3.1%

> 3 localizaciones mtx: 31.5 vs 24.2%

LDH elevada: 36.6-35.7%

Tratamiento neoadyuvante: 9.3 vs 7.5%

PDL1 -: 59 %; BRAFm: 38.5%; LAG 3 +: 75%

Incluye pacientes con melanoma acral (11.5%) y de mucosas (7.1%)

Updated primary endpoint Updated secondary endpoint

. = - . W n 02
1001y pid ESUY (543 N DLSNA 52488

HR (955 )

80 0.8 (0.670.97) 80 HR (954 1) 0.82 (0.67-1.02)
7 604 = 604 e
[ £ ———— i
: - P
i = —
e 40 0 1 e N
0 e - 0
04 N N | U || S ) 4ttt
001 6 9 T 15 I8 MWW WA A 003 6 9 1 TS B2 MW 0B WAL M
Months

Ho. at ok
e Months 5 2
55 21 W WS W0 I W B

TLOOTM M LW DM e om0

Confirmed ORR by BICR

NIVO (n = 359)
34(29-39)

ORR % (95 C1) 44 (38-49)

Mediana de seguimiento de 2 anos:

e SLPa3afos:31vs27%

e SGadanos:52vs42%

e Toxg.3-4:21.1vs11.1%

* Discontinuidad del tratamiento por tox: 9 vs 3.6%

TAWBI, Hussein A., et al. Relatlimab and nivolumab versus nivolumab in untreated advanced melanoma. New England Journal of Medicine, 2022, vol. 386, no 1, p. 24-34. . 2. Relatlimab and nivolumab vs nivolumab in
previously untreated metastatic or unresectable melanoma: overall survival and response rates from RELATIVITY-047 (CA224-047) Georgina V. Long, ASCO 2022. Presentation number 360385. 3. Nivolumab (NIVO) +
relatlimab (RELA) vs NIVO in previously untreated metastatic or unresectable melanoma: OS and ORR by key subgroups from RELATIVITY-047 Hussein A. Tawbi. ASCO 2022. Presentation Number 9505. Tawbi HA, ASCO 2023
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Dreamseq Trial : phase 3 La mejor secuencia en caso de BRAFm? SES

AIM: to compare the efficacy and toxicity of the sequence of nivolumab/ipilimumab followed by dabrafenib/trametinib to Area de formacisn virtual SEOM
the converse sequence
PATINETS: treatment-naive BRAFV600-mutant advanced melanoma, ECOG 0-1 June 2023
2-year OS
p—

Nivolumab + Ipilimumab Dabrafenib + Trametinib o Nivo/lpi +/- Dab/Tram: 47/135 died
1-1 / N=133 N=24 72 A, 2-yr OS rate 68.3% (95% C1:59.5%, 75.6%)
ORR 46% ORR 48% -] =
G3+ tOXiCit\/: 60% vs E og rank p-value = 0.009
8 s [
\ Dabrafenib + Trametinib Nivolumab + Ipilimumab 52(y B oo ] ]‘
Median follow-up: N=132 N=46 o 0.2-{ Dab/Tram +/- Nio/lpi: 71/132 died | 5-yr OS Rate
27.7 months | 2-yr 0S rate 54.9% AJC: 62.3% (53.5,70.6)
) ORR 43% ORR 30% =0.0095 ©17 (95% Cl: 45.7%,53.2%) B/D: 37.3% (27.4, 47.2)
G3+ toxicity: 52% Pt I T T ALl R A T R A W
Months
Time Interval
CONCLUSION: = e e R o - B
- the treatment sequence beginning with Nivolumab+Ipilimumab resulted in superior OS watrisk)

- The difference became evident at 10 months Atkins M. et al. J Clin Oncol. 2022 SEP

SEQUENTIAL COMBO IMMUNO AND TARGET
THERAPY (SECOMBIT) STUDY: STUDY DESIGN SECOMBIT STUDY: 5-YEAR OVERALL SURVIVAL

ARM A EncofBini PD— Ipi/Niva

Georgetown | Lombardi

100% ARM 8. Ipi/Nivo PO— Enco/Bini
ARM C EncofBini (B weeks - Ipi/Nivo PD—+ Enco/Bini
R ipi/nivo 3 ]
A oW e = until PD Primary endpoint: 5 =% 63%
N - OS g 57%
D <z
- Patients affected by o @ 0%
metastatic Lo Secondary endpoints: = %
enco/bini A6% 45%
melanoma BRAF ! ’ Ipilimumab 3 mg/kg PD ‘ until PD = PFES g HR(95% C)AmBvsA 075 H
VE00 mutated s PRl s 3 TN = Total PFS G 5% epounyanyss  pum PO H
- Sampile size 230 pts A H ¢ = Time to second progression o Pa—
T - % patients alive at 23 years 2l OM  pepar
- ECOGPS:Oor1 1 - Best ORR P R B i ;
= Treatment-naive o ’ Sandwich ‘ ipi/nivo ‘ enco/bini - DOR 1] 8 12 18 24 30 36 42 48 54 60 66
N Encorafenib 450 mg until PD until PD time [months]
Binimetir 45 mg for 8 weeks
. . 2 - ]
: Current analysis: First patient randomized November 2016. Database lock 31st June — § §§ g isé gé gg g % gg 5§ % §
> lib/c— Mla—Milb 2022: 48 months PFS rate, total PFS at 48 months, OS at 48 months, preliminary
» M1c with LDH < 2ULN biomarkers report. Duration of follow-up: the median follow-up estimated with the reverse m{f“’“’ M Ao AR e e i i i
> Milc with LDH > 2 ULN Kaplan-Meier method is 43 months (IQR: 37-51).

Clinicaltrials.gov: NCTo2631447 | POF SUDGrupos mejores resultados en
ERESMD " A caso de LDH elevada y de Mtx en SNC
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Toxicidad de la inmunoterapia en melanoma metastasico SEC»

Neurologic o) Ocular
« Conjunctivitis
Symptoms such as Neuropathy . Uvegtjis, 1?121; retinitis
« Unilateral or bilateral Myelopathy « Scleritis, episcleritis

Guillain-Barre syndrome
Myasthenia gravis-like syndrome
Encephalitis

weakness
» Sensory alterations
» Paresthesia

« Blepharitis

e o o o o o

Meningitis
] J
Skin
Symptoms such as + Dermatitis, erythroderma
e Pruritus « Psoriasis
* Rash - Vitiligo
« Toxic epidermal necrolysis
« Stevens-Johnson syndrome
Signs such as 3 ”
+ Abnormal liver function tests Hepatlc
(eg. AST, ALT) or total bilirubin « Hepatitis
Signs such as Renal
+ Gradually rising creatinine - Nephritis ‘
+ Hematuria « Lupus-like glomerulonephritis 1“ l‘i

* Ankle edema

lirAEs, immune-related adverse events; AST/ALT, aspartate/alanine aminotransferase.

Area de formacién virtual SEOM

Signs and symptoms such as
» Fatigue, headache

Hypo or hyperthyroidism * Mental status Changes
Hypophysitis, hypopituitarism » Abdominal pain, Hypotension,
Adrenal insufficiency abnormal thyroid function tests
Type 1 diabetes and/or serum chemistries

Symptoms such as

« Myocarditis, pericarditis, * Non-specific symptoms (eg.

vasculitis fatigue, muscle pain)*

Pulmonary Signs and symptoms such as

« Pneumonitis + Radiographic changes

* Pleuritis + Shortness of breath
« Interstitial lung disease * Chest pain

» New cough

Musculoskeletal Signs and symptoms such as
« Arthralgia, arthritis « Joint

* Myalgia, myositis pain/swelling/erythema

* Muscle discomfort

* Muscle weakness

N Signs and symptoms
Colitis - Diarrhea

| leitis » Abdominal pain
« Pancreatitis A
.« Gastritis » Blood or mucus in stool
« Gl perforation » Bowel perforation
» Peritoneal signs
* lleus

Grade 3/4 adverse events

* Anti-PD-1: 10-14%

* Anti-PD-1 + anti-CTLA-4: 48-58%
* Anti-PD-1 + Anti-LAG-3: 22%

1. Naidoo J, et al. J Clin Oncol 2017;35(7):709-717. 2. Naidoo J, et al. Ann Oncol 2015;26(12):2375-2391. 3. Villadolid J, et al. Transl Lung Cancer Res 2015;4(5):560-575. 4. Weber JS, et al. Oncologist

2016;21(10):1230-1240. 5. Champiat S. et al Annals Oncol. 2016; 27(4):559-574.
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Systemic Therapy for Melanoma: ASCO Guideline Update S E(.}

Rahul Seth, DO'; Sanjiv S. Agarwala, MD?; Hans Messersmith, MPH® (3); Krishna C. Alluri, MD*(®); Paolo A. Ascierto, MD* (%) ; f\rea de formacién virtual SEOM
Michael B. Atkins, MD® (%); Kathryn Bollin, MD” (%); Matias Chacon, MD® (5); Nancy Davis, MD® (); Mark B. Faries, MD'° (%) ;

Pauline Funchain, MD"' (3); Jason S. Gold, MD'?(%); Samantha Guild, JD'*%; David E. Gyorki, MBBS'* (%) ; Varinder Kaur, MD'®(();

Nikhil I. Khushalani, MD'® (%; John M. Kirkwood, MD'” (%), Jennifer Leigh McQuade, MD'® (%); Michael 0. Meyers, MD'? (%) ;

Anthony Provenzano, MD?°; Caroline Robert, MD, PhD?' (%) ; Mario Santinami, MD** (%) ; Amikar Sehdev, MPH, MD*; Vernon K. Sondak, MD'® (%);

Patients with melanoma | Triple terapia en melanoma BRAF metastasico
No funciona en resultados

Toxicidad

Patients with uveal Patients with cutaneous

melanoma melanoma Secuencias programadas

“De momento sin evidencia suficiente”

Patients with HLA-A*02:01- Patients with unresctable/ Dr. Garcia Arroyo, Corufia, diciembre 2023

2 g All other patients with uveal Eligible for - s
pnsmva',“r;:s:os:::: uveal b iy > muta:‘anl;: :l;n'::suun
- -
i i If ineligible or does not want
Tebentafusp I Enroliment in clinical trials Pnnam:];::;;s:m bie BRAF wild type BRAF mutant (V600) o
Patients with injectable
(cutaneous/subcutaneous/
nodal) unresectable lesions
Treatment options Treatment options ineligible for or who do not
Neoadjuvant therapy Neoadjuvant pamh,nummabl e b prefer recommended
followed by resection and lumab + ipilimumab, Nivolumab + Ipill systemic therapies
5 ipilimumab,
Patients with clinical and adjuvant pembrolizumab KBTS A followed by nivolumab®
resectable stage IlIB-IV
Neoadjuvant therapy clinical
i A BRI Nivolumab + relatlimab I TVEC I
A
/ Jir Nivolumab
P
T <
Strength of recommendation I Pembrolizumab I Dabrafenib + trametinib I
I Strong I Weak
Patients with resected stage Patients with resected stage Patients with resected stage Patients with resected stage ) .
1A 1IB or lIC* IIIA/BIC/D® v Encorafenib + binimetinib
Progression on anti-PD-1
therapy
Treatment options Y Irsatmen: options Vemurafenib+ cobimetinit
emur: + cobimetini
Adjuvant therapy should i
not be offered outside a Adjuvant pembrolizumab BRAF wild type BRAF mutant {V60OE/K) Adjuvant nivolumab
clinical trial
Treatment options L
Adjuvant nivolumab +
" N - Wesen Ipilimumab-containing
Adjuvant nivolumab I Treatment options Treatment options pilimumab, followed by I regimens I Progression on anti-PD-1 Progression on BRAFMEK
nivolumab therapy inhibitor therapy
Adjuvant nivolumab Adjuvant nivolumab
Adjuvant dabrafenib +
trametinib I Ipilimumab I
Adjuvant pembrolizumab Adjuvant pembrolizumab b
I it Anti-PD-1-based therapy

Adjuvant dabrafenib + I



Melanoma uveal

Uveal melanoma

* Uveal melanoma (UM) is the most frequent intraocular malignant

tumor in adults treatment lines*

ICI are largely ineffective in mUM

+ Meta-analysis 24 trials* of ICls’, OS data available for 950 patients receiving different

CAMPUS
SEC>

Area de formacién virtual SEOM

Targeted strategies in Uveal Melanoma

n
* Overall median OS5 was 11.5 (95% Cl: 9.5-13.8) months, with a 1-year OS of 48.6% Gpco9at vaF |_I m«:w:\
(95% CI: 42.3-55.8%) Q ’/"“’\’. / l
SR NN i s ol e i R e i gk e i i e el i o o i ey st s = - L} S =2 AEROTA
* Up to 50% patients deveiop distant metastases, often to tne iiver = For first-iine treatment oniy, median 05 was 11.5 (95% Ci: 9.2-14.6) months - e ROCK | 0 =3 i
i i PES6277Y asGRP3
* For second- and subsequent-line treatment, median OS5 was 11.2 (95% Cl: 8.7-13.7) months e vS-4718 l; mMmoB1 l I‘|’
L iy moe llmes TRUNSIE e
* Benchmarks (Historical) for: GsKz141795 Y v//—\\; \"* I
* This meta-analysis included two prospective studies of ipilumumab plus nivolumab mTOR ) | T~ MEK
(ipi+nive)?3 S \ - VERTERORFIN |
* mPFS 3.3 m and 6m-PFS rate 27% o ) ; evenoumut— T L —gman
* The reported 1-year OS for ipi+nivo used as first-line treatment was 52%' PISK-AKT-mTOR l UM CELL PROLIFERATION AND INVASION I L
PATHWAY

* m0OS 10.2 m and 6m-0S rate 43%

Khoja et al. Annals Oncol 2019; 30: 1370-80

IMCgp100-202: First Positive phase 3 study in mUM

First TCR therapeutic to demonstrate survival benefit T T
*  HLA-A®02:01+
* No prior systemic therapy in
i - o advanced setting
*  No prior LDT, except surgery
- AnyLDH
e 378 patients

0100 pogsie

TCR bispecific targeting
gp100-HLA"02:01

Targating doenain
e TR )

| e complexes
b | Ecior Gomain
=) | sefv.ans GOJ b}, Investigator’s Choice
> Tebentafusp. & (IC) N=126:
Ary T eall N=252 0 Pembro

0 Ipilimurm
1 Dacarbz

Primary endpoint: OS

** Bispecific, soluble TCR: therapelic Secondary endpoints: ORR, PFS, DCR, DoR, Safety

= Affinity-enhanced TCR fused to anti-CD3

+ Designed to redirect T cells to gp100+ melanocytic cells * Baseline characteristics were well balanced’

JESMD

+  Minimum follow-up for OS: 36 months

rapy; LDH:
o: PFS: progress

Piperno-Neumann S, ESMO 2023

* The reported 1-year OS for ipi+nivo used as mixed-line treatment was 56%°

L $ham 1, et o Mhtarona s 20ZHIMAL T
2 Putas IV, 1 .} Cin el 221, 39058
PR ss————

IMCgp100-202: First Positive phase 3 study in mUM

3-year update: OS InITT

OS benefit of tebentafusp maintained vs IC at 3-year follow-up

Tobontatusp Investigator's
choice
0OS, median months 216 169
(@5% C  (19.0. 24.3) (129, 19.5)
Steatified HR (95% C1) 0.68 (0.54 1o 0.87)

Survival Probability

Tebentafusp

investigator's choice
—— T
24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69
Time (months)
No. at risk

Tebentafusp 252 239 218 197 175 157 142 124 106 92 73 64 53 47 32 25 18 13 8 8 5 5 0
1c 126 1710 04 7O 72 66 57 48 2368 31 25 21 17 12 0 7 4 2 1 1 1 1 0

ESMO™™™

cinn foow-up for OS: 36 mon
ruival, ITT: intention-to. treat; |

Piperno-Neumann S, ESMO 2023

MAPK PATHWAY

Khan A, Crit Rev Oneol Hemat Nov 2023

Perfil de toxicidad distinto:
Sindrome de liberacion de
citoquinas

32
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CAMPUS
La incidencia del CCCE se asocia con varios factores de riesgo, destacando SEC
la exposicion directa al sol (20% de tumores cuténeos) e

Area de formacién virtual SEOM

Direct Exposure Male Gender? Immunodeficient
to Sunlight' A ; : Status?
retrospective, multicenter
UV exposure analysis found incidence to | | Immunosuppression
leads to genetic be Eu%her in male patients in organ transplant
and protein (87% recipients and
mutations immunocompromised
associated with status related to
poor keratinocyte certain diseases (e.g.,
differentiation Advanced Age? CLL, HIV) can
and invasion into . increase Incidence of
5 Median age of CSCC

the dermis patients is 70 years CSCC due to

70% of all CSCCs occur on the

head and neck
-Most frequently involved m
locations are the lower lip, external M

ear and periauricular region,

?Eﬁ;gaﬁal;g;:%n%&:&%i%%:%mm: leukemia ; CSCC = cutaneous squamous cell carcinoma; HIV = human immunodeficiency virus; NMSC = forE.h,.aead, ahd s“calp 0 CSCC Paﬁent POpUIQﬁOﬂ
>98 A) | ~1t0 3%
STreclztelcEi ‘ ‘ Ineligible for
Urglwy l’ Surgery/
| Radiotherapy
| |
22 tumor cutaneo no melanoma mas frecuente, tras los basocelulares [ @ 208
< . . ;. =
Varones agricultores, pescadores... (exposicion crénica) -
0 ! Small population,
70% en cabeza y cuello Poor Qutcomes “"t:eprz:::d grect medical naed

> 98% tratamiento quirurgico exclusivo

Schmults CD, et al. JAMA Dermatol. 2013;149(5):541-547.



1. Migden MR et al, N Engl J Med 2018,378:341-51; 2, Falchook GS, et al. J
J Clin Oncol. 2017,35(15_supp|):8503; 4. Cemiplimab SmP

CAMPUS

Tratamiento sistémico

SEQ>

Radiotherapy

Platinum-Based Chemotherapy

* No established standard regimen
* Short-ived remissions (average duration: 3 mo) in up to 60% of patients

Mutation-Driven Targeted Therapy

* EGFR/pan-HER inhibitors
- Cetuximab (RR: 28%)
- Panitumumab(RR: 31%)
- Dacomitinib (RR ASCO 2017: 28%)

Immunotherapy

I/

+ Change of immunosuppressive treatment in organ transplant recipients (OTR) toward mTOR inhibitors J

t + PD-1 antibodies: cemiplimab

Paolo Ascierto.ESM022

Fase I

Fase || EMPOWER CSCC-1'

Inmuno checkpoint inhibitors en CCCE

| !

csce €scc

Cemiplimab* Cemiplimab*

FDA Sep 2018 EMA Jun 2019°%
lllﬂﬂ‘ll a0t

¢

Recurrent/metastatic Locally advanced
cscc
Pembrolizumab$
FDA, July 20217
KEYNOTE-629
N 159p.0RR 50%)

Pembrolizumab*
FDA, June 2020%

cirugia o radioterapia curativa.

Of the currently available checkpoint inhibitors, only cemiplimab™® is approved in the treatment of
advanced CSCC in the US, EU, Canada, and Brazil

Pembrolizumab is only approved in the treatment of advanced CSCC in the US*.

Fase I: 26 p; RO 50%; Mediana tiempo respuesta—> 2.3 meses

Fase ll:

umores solidos en MCohurtr:: m Gmponl 4 . « . s
}s.:ﬂo,\%'m;u:. C=x, ) Seccimse JI085 EORPERD. * Enel 66.3% de los pacientes administrado en 12 linea

sin tratamiento estandar pree S 28

ol C == | lacSGE (7 ¢ RO:46%
DOSIS FIJA

e Nl R tes) « Control de enfermedad: 72.5%
R e it ;f:wml rE ) ° .
ssh.ldian:ucrk;l::m'ranln. P e SLP. 22.1m

Saobm::nunﬂ ) s b SG a 2 anos:61.8%:

“enunpacientocon  observan2RCien CCE . .. > 0 e
GCE metastasico - * Perfil toxicidad aceptable con EAs = 3 < 20% y mejoria significativa

CSCC, cutaneous squamous

PC, available at https://w)

Cancer. 2016:4:70; 3. Papadopoulos K, et al. Presentation at
nes.org.uk/emc; accessed August 2019; 5 Midgen

arcinema; [a, locally advanced; m, m

tatic;
oks; QIW, every 3 weeks; IV, intravenous

20 Oncology, Chicago, IL

en calidad de vida con el cemiplimab (QLQ-30).

31 2017 American Socisty of Clinical Onex
Lancel Oncal, 2020 Feb;21(2):294-305

Area de formacién virtual SEOM




Tratamiento sistemico MRy .

Radiotherapy Inmuno checkpoint inhibitors en CCCE

Cemiplimab
Platinum-Based Chemotherapy l } . .
csce no financiado

Cemiplimab* Cemiplimab*
FDA Sep 2018 EMA Jun 2019%

* No established standard regimen

+ Short-ived remissions (average duration: 3 mo) in up to 60% of patients | en Es Pa na

2019
Mutation-Driven Targeted Therapy #

Recurrent/metastatic Locally advanced
» EGFR/pan-HER inhibitors Parbrolasb? Pt
FDA, June 2020% FDA, July 20217
- Cetuximab (RR: 28%) KemoTGas
- Panitumumab(RR: 31%) El tratamiento con anti PD-1 estd indicado para pacientes con CSCC localmente avanzado o metastasico no subsidiarios de
- Dacomitinib (RR ASCO 2017: 28%) - cirugia o radioterapia curativa.

Of the currently available checkpoint inhibitors, only cemiplimab™® is approved in the treatment of
advanced CSCC in the US, EU, Canada, and Brazil

Immunotherapy

I/

+ Change of immunosuppressive treatment in organ transplant recipients (OTR) toward mTOR inhibitors
+ PD-1 antibodies: cemiplimab

J Pembrolizumab is only approved in the treatment of advanced CSCC in the US*.

Paolo Ascierto.ESM022

Fase | Cohortes de Fase I: 26 p: RO 50%' MEdiana tiempo reSpUGStae 23 Meses
Fase Il

umores solidos en MCohurtr:: m Gmponl 4 . « . s
}s.:ﬂo,\%'m;u:. C=x, ) Seccimse JI085 EORPERD. * Enel 66.3% de los pacientes administrado en 12 linea
sin tratamiento estandar pree S 28
ol C == | lacSGE (7 ¢ RO:46%
DOSIS FIJA
e Nl R tes) « Control de enfermedad: 72.5%
aus&éﬁt&?&gs“ e )
ssmdian:ucrt:l::mm. 3“;92‘:2“;";’"5"&""" / b SLP: 22.1m
Se observauna s b SG a 2 anos:61.8%:
“enunpacientocon  observan2RCien CCE . .. = 0 e
_ CCEmesusico” A * Perfil toxicidad aceptable con EAs = 3 < 20% y mejoria significativa

CSCC, cutaneous squamous

arcinema; [a, locally advanced; m. metastatic;
oks; QIW, every 3 weeks; IV, intravenaus

en calidad de vida con el cemiplimab (QLQ-30).

1. Migden MR et al, N Engl J Med 2018,378:341-51; 2, Falchook GS, et al. J
J Clin Oncol. 2017:35(15_suppl):9503; 4. Cemiplimab SmPC, available at hiips:

mim Cancer, 2016:4:70; 3. Papadopoulos K, et al. Presentation st 2017 American Society of Clinieal Oncology, Chicago, IL
1w ines.org.uk/emc; accessed August 2019; 5 Midgen et al Lancel Oncol, 2020 Feb;21(2):294-305.
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EPIDEMIOLOGIA

e 75-80% de los tumores cutaneos
* Riesgo de segundo BCC: 44% en 3 afos
* Localmente avanzados: 1-10%

* Rara vez metastatiza : 0.003%—0.5%

* El carcinoma basocelular de piel es un tumor frecuente v

- Deben ser evaluados en comité multidisciplinar
- Pueden ser candidatos a tratamiento sistémico

Criterios de alto riesgo de CBCC SEC»

v Diémetro Area de formacion virtual SEOM
> 20 mm tronco/extremidades

v >10 mm en mejillas/frente/cuello

v’ 26 mm en otras zonas de la cara

Bordes mal definidos
Inmunosupresion
Radioterapia previa
Subtipos:
v" morfea, basoescamoso, infiltrativo, mixto, nodular, esclerosante

Criterios que contraindican la cirugia y la RT en CBCla

Négeli MC, Dummer R. Vismodegib (Erivedge). Schweiz Med Forum 2014; 14: 284-286.

>5 CBC en pacientes con sindromes genéticos

CBC>10 mm recidivado tras 2 cirugias en localizaciones
criticas

CBC que infiltra hueso, cartilago u otras estructras
CBC recidivante tras multiples cirugias/RT
CBC en pacientes no candidatos a anestesia general

N NI NI NN

Infiltracion perineural

Inhibidores de la via de hedgehog

Vismodegib
FDA Enero 12

EMA Julio' 13
AEMPS Agosto 13
CCB LA o M sin opciones de cir/RT

Sonidegib = o g
FDA Julio 15 S0 promusve s acrcn ADODE

EM A Agosto' 1 5 "‘““’2‘21‘??2"‘1';.‘ s Profiferacion & D?ferencsamdn g Morfogénesis
AEMPS AgOStOl 15 Figura 1 Activacion de la via Hedgehog (Hh).

CCB LA sin opciones de cir/RT

Ridky, 2007; ACS, 2012; Rubin et al, 2005; Housman et al, 2003; Christenson et al, 2005; Marcil et al, 2000.). Dreier et al, B J Dermatol, 2014 .NCCN 1/2021



CAMPUS

CBCm CBC-la
. H (n=33) (n=63) .\
Estudio pivotal ERIVANCE s i v terare | S E( %
o o 2 30 metes 2 30 my
(26 de 2:\;:;-»-- """;;J']P“‘ nuaimr-u.. Uﬂd;;:;],n de . > g
cBC Duracién mediana 12.9m 14.8m 7.6m 26.2m A 2z :
g localmente de Respuesta Area de formacion virtual SEOM
= avanzado® Tratamiento hasta
gg n=71 Vismodegib oral - Praametion (meses)
5 continuo 9 1C95% 5.6-12.9 5.6-17.0 7.4-NE 9.0-37.6
13 150 mg/di = Toxicidad intolerable
- CcBC es - Retirada del estudio
'§ metastisico
a

n=33 Tiempo medio hasta la MAXIMA REDUCCION DEL TUMOR

(5.5-6.7 meses)

[
Table 1. Efficacy of sonidegib (18-month analysis) and vismodegib (21-month analysis) in patients
| with 1aBCC per RECIST criteria. ra a m I e n O

CBCm CBC-la Sonidegib 200 mg QD [25]  Vismodegib 150 mg QD [26]
(n=33) (n=63) Central View Central View

IRF INV IRF INV Patients with 1aBCC RECIST-like RECIST [ Y 4 (]
sistémico

Respondedores (ORR) 30.3% 45.5% 42.9% 60.3% ORR, n (%); 95% CI 40 (60.6); 47.8-724 30 (47.6); 355-60.6
(Respuesta completa + (n=10) (n=15) (n=27) (n=38) CR, n (%) | 14@212) = v 14(222) |
parcial) PR,n(%) DCR 92.3% “1 26(394) < > 16(254) ! — DCR 82.5%
Enfermedad Estable 63.6% 45.5% 38.1% 23.8% SD, n (%) uo (30.3) 22 (34.9) I
Progresion 3.0% 6.1% 12.7% 9.5% PD, n (%) 1(15) 8 (12.7)-
No evaluable 3.0% 3.0% 6.3% 6.3% Unknown, n (%) 5(7.6) 3 (4.8)
ICQ}?? para la respuesta (15.6-48.2) (28.1-62.2) (30.5- 47.2-717) DOR, median, months 261 —— 95
objetiva 56.0) RECIST, response evaluation criteria in solid tumors; QD, once daily; ORR, objective response rate; CI, confidence

" 0.0011 <0.0001 interval; CR, complete response; PR, partial response; SD, stable disease; PD, progressive disease; DOR, duration
p-valor . . of response.

75% b ficio clinico ( ] ia de progresién en 24 semanas)

Cemiplimab ha mostrado eficacia tras fallo o intolerancia a iHH

Sekulic A et al. New Engl J Med 2012;366:2171-9. Sekulic et al. ASCO 2014; Sekulic et al. JAAD 2015.Dummer.JEADV2020.5tratigos et al.Lancet Oncol 2021

Efectos adversos
| Dermal papillae
function/hair growth

—

| Bitter/sweet responsivity
| Taste buds

Tx: Minoxidil 5% b.i.d. Tx: Nutrition consult

Gluconato de zinc

Estrategias de tratamiento

Reduccién de dosis | 54-70% C?a{d >
L . T , j %

DossqreRmicnites | Myogenic faclors\ 1 Glucose uptake in

Detencién y retratamiento a | Injury recovery muscle/brown adipocytes

-

Tx: Nutrition consult

la p_rggm_s;j n. Tx: Amlodipine 10 mg/day

Levocarnitina

Figure 1. Adverse events associated with hedgehog pathway inhibitors [19, 21, 26, 29].
Abbreviations: b.i.d., twice daily; Tx, treatment.

Lacouture ME ana of Heggehog y Adverse Events Oncol 2016
Hockmann SM Zi o Dysgousia a Ciinical Trial J Dent Res 2005
c: oD JEADY 201

M Lacouture The Oncologist 2016;21:1-12 .Chacén.SEOM23
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EPIDEMIOLOGIA | SEC>
v Es un tumor neuroendocrino que se origina en las células de Merkel LIS
(derivadas de la cresta neural), sin funcién clara.
v" Es un tumor cutaneo raro, <1% de tumores cutaneos
v" En torno a 2800 casos en Estados Unidos al afio AEIOU
v Su incidencia se ha triplicado en los Gltimos 30 afios Asyntomatic; Expanding rapidly; Inmunosuppressed; Old: UV exposed
v" Aumento esperanza de vida
v" Inmunosupresion
v’ Exposicién UV
v' Gran mortalidad, SG a 10 afios 57% en EEUU y 47% en Europa
v" Duplica en letalidad a la del melanoma

TRATAMIENTO LOCAL

v Cirugia primario +/-RDT Unico tratamiento curativo

FACTORES DE RIESGO v' 1-2.cm margen

v" ganglio centinela en ganglios clinica y radioldgicamente negativos
v Linfadenectomia en ganglios positivos clinicos o tras BSGC+
v'  Radioterapia adyuvante: fundamental en estadio I/1l, aumenta SG
- Ganglios clinicamente negativos:
* Zonatumoral a todos, salvo < 1cm y sin invasion
linfovascular
- Lecho ganglionar:

inmunosupresién 60-80% MCPyV * Ganglio centinela positivo y no linfadenectomia
Edad :;:':::puestas Schadendorf 2017 EJC « Ganglio centinela no posible o negativo con
raro<é5a Feng 2008 Science riesgo de falso negativo (por ej, cabeza y cuello)

Adaptada Ivan Marquez.2019. Schadendorf 2017 EJC. IPT avelumab2020. Iwona tugowska.ESM023 n



Schadendorf 2017 EJC.NCCN 2021.Adaptada lvan Marquez.2019

ANERN

Racional para inmunoterapia

- Casos de regresion espontanea.

Enfermedad quimiosensible pero rapidamente quimiorresistente

Regimenes basados en Platino/etopdsido,alquilantes,taxanos...
* No basados en estudios aleatorizados

- Mayor frecuencia en inmunodeprimidos.

- Infiltracion linfocitaria = mejor pronéstico.

CAMPUS
SEC>»
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Tratamiento
sistémico

JAVELIN Merkel 200:prospectivo no aleator en CCM metastasico

Primer farmaco aprobado por la FDA Yy EMA para los

Ensayo fase Il, abierto, multicéntrico para evaluar la actividad clinica y sequridad de
avelumab (MSB0010718C) en sujetos con CCM metastasico’.

Evaluacién tumoral cada 6 semanas
(RECIST v1.1; IERC)

P

Avelumab 10 mg/kg IV
(1-h infusién) cada 2 sem*

Pacientes:

* Histolégicamente.
probado CCMm

« ECOG PS 0-1

=

infusionales, fiebre, fatiga y erupcién

Parte A:
“Endpoint” Primario:

*DoR, PFS, OS
sequridad, Ac-Ave, PK

Parte B:

“Endpoint” Primario:

Endpo;nts 29
*DoR, PFS, OS,

_s_,ggyﬂg_ag Ac-Ave, PK

1. NCT02155647. Available at ClinicalTrials.gov (accessed November 2020). 2. Kaufman HL et al. Lancet Oncol 2016;17:1374-85; 2. Ficha técnica de Bavencio®.

~40% 2 o + lineas
previas

\
Resultados preliminares } 1afic de seguimiento 236 meses de

Tasa supervivencia a 3 anos 32% vs 0% QT

Variables de eficacia (Parte B)

(segan RECIST v1.1, CIRCV)

Tasa de rospuesta objetiva (TRO)
Tasa de respuesta, RC+RP™ n (%)
(IC del 95%)

n

Respuesta completa (RC)™™ n (
Respuesta parcial (RP)™™ n (%)

Duracion de ia respuesta (OR)a
Madiana, meses
(IC del 95%)
Minima, maxima (meses)

= 3 meses mediants K-M (IC del 95%)
= 6 meses mediante K-M (IC del 95%)

= 12 meses mediante K-M (IC del 95%)
= 18 meses mediante K-M (IC dol 95%
= 24 meses mediante K-M (IC del 95%)

(SLP)

o libre de
Mediana de la SLP, meses
(IC del 95%)

et BLE - loe 5 por K-M (IC del 95%)

Tasa de SLP a los 24 meses por K-M (IC del 95%)

Mejor respuesta global (MRG) confirmada
%)

46 (39,7%
(ao,'i "é”i’i

19 (16.4%)
27 (23.3%)

) 52% (34, 67)
{»774_71777

(4 85
51% (42, 60)
419% (32, 50)

31% (23, 40)
20% (12, 30)

Octubre 2020. Disponible en: https://r;i,m__aAaemps.es_/cima/d_qchtmllft/117121400 1/FT_1171214001.html#1-nombre-del-medicamento

(26 meses de seguimiento) | seguimiento
ORR, % (95% IC) 31.8(21.8-431) 33.0 (23.3-43.8) 33.0 (23.343.8)
Confirmada BOR, n (%)
R 8(9.1) 10(11.4) ;lg ((21 6;
PR 20(22.7) 18 (21.6) -
SD 9(10.2) 9 (10.2) 9 (10.2) EMA Y FDA
PD 32 (36.4) 32(36.4) 32 (36.4)
No-CR/no-PD 1(1.1) 0
No evalusble 18 (20.5) 18 (20.5) 18 (20.5) a p p rova | fo r
Duracién de la Respuesta n=28 n=29 N=29
Mediana DOR, meses (95% IC) NE (8.3, -) NE (18.0, ) 40.5 (18.0-NE)
Rango 2.8-17.5+ 28-233+ 28415 Ave I u m a b
6-meses DRR,! % (95% IC) 29.1 (19.5-38.8) 30.6 (20.9-40.3)
Proporcién de la respuesta a 1 afio, % (95% IC) NA 239 (15.4-34.1)
con 26 de * % (95% IC) 92 (70-98) 93 (74-98) 93 (75-98)
Respuestas con 21-afio duracién,® % (95% IC) NIA 74 (53-87) 71(51-85)
Respuestas con 22-afio duracién,® % (95% IC) N/A N/A 67 (47-82) F DA fO r
Respuestas con 23-afio duracion,® % (95% IC) NIA N/A \ 52 (26-73) J

approval for
Pembrolizumab

Resultados
(N=116)



Muchas gracias
por vuestra atencion

Y mucha suerte en el examen!!
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