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antiPD1tantiCTLA4 iIBRAF+IMEK

Inicio de respuesta Inicio rapido de
mas prolongado respuesta terapéutica

Respuesta duradera

después de suspension

Posibilidad de
suspender fratamiento

58% grado 3-4
reversible

Infravenosa Via oral
Hospital de dia domiciliaria
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Inmunoterapiaq,
enf. autoinmune e

inmunosupresores

Rieng de brO'l-e Bron.JImunoThrC ooooo 2021
de enf. autoinmune 33% ipi+nivo
Riesgo de Rossi. Immunotherapy 2022

pérdida de trasplante —>

Eficacia de inmunoterapio
con inmunosupresores

trasplante renal



Overall Survival

1.00 1
Median OS
Baseline immunosuppression = 11 months
Not on baseline immunosuppression = 31 months
0.75 p = 0.005
0.50 -
0251
0.00 4
0 20 40 60

Months

Brown LJ, et al. J Immunother Cancer 2021
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El factor critico para la foma de
decisiones terapéeuticas es maximizar las
posibilidades de supervivencia a largo
plazo

Choice of First-Line Therapy in

Metastatic Melanoma
Gibney & Atkins. Cancer 2019



El factor critico para la foma de
decisiones terapéeuticas es maximizar las
posibilidades de supervivencia a largo
plazo

En este sentido, y hasta ahora, el mejor
resulfado de supervivencia a 3 anos o
proporciona la combinacion
nivolumab-ipilimumab

Choice of First-Line Therapy in

Metastatic Melanoma
Gibney & Atkins. Cancer 2019
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hat, if Any, Role Is There for
RAF-Targeted Therapy In
- BRAF-Mutant Melanoma?

Ryan J. Sullivan, MD*

“Una posible estrategia para optimizar los IBRAF
consistiria en administrarlos en pacientes con |la menor
carga tumoral, como puede ser en adyuvancia.

En este escenario los resultados son similares a la
iInmunoterapia y ademads, la eficacia de la terapia
antiPD1 en caso de recaida durante el tfratamiento con
iInhibidores de BRAF es elevada®.

Journal of Clinical Oncology* 2022
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PFS Probability

Mejor respuesta terapéutica
a IBRAF+IMEK en pacientes
con LDH normal y baja
carga tumoral*

Normal LDH, SLD<66 mm, organ sites<3

- Normal LDH, SLD<66 mm, organ sites23
Normal LDH, SLD266 mm
— LDH 21 to <2xULN
| T — : LDH22xULN
| i |
24 36 48

Schadendorf y cols. Eur J Cancer 2017
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Adjuvant therapy in stage
I1I/IV

Level of recommendation A

EADO Melanoma Guidelines B RS Rayt roamls
Eur J Cancer 2022

Evidence-based recommendation

Adjuvant therapy (anti—PD-1 or
targeted therapy) shall be offered to all
patients in stages ITIA — IIID and
fully resected stage IV.

Adjuvant anti—PD-1 therapy can be
offered to patients in stages ITIA —

ITID and fully resected stage IV
irrespective of the mutational status.
Adjuvant BRAF/MEK inhibitor
therapy can be offered to patients with
BRAFV600 E/K mutation in stages
IITA — IIID.

For stage IIIA with nodal metastasis
of less than 1 mm in diameter, the risk/
benefit ratio should be carefully
discussed with the patient.

De novo literature research [69—71]
Consensus rate: 100%




FDA AEMyYPS

Melanoma con metastasis
Ipilimumab = ganglionar >1mm después de
diseccion completa

Melanoma con metastasis
Nivolumab ganglionar o a distancia después
Melanoma con metdastasis de reseccion completa
ganglionar o a distancia
después de reseccion completa

Melanoma estadio IIB, IIC o Il
después de reseccion completa

Melanoma estadio Ill, con mutacion

Melanoma B.RAFV609E'K con BRAF V600, después de reseccion No financiado
metastasis ganglionar

completa

Pembrolizumab

Dabra+Trame

Vemura+Cobi

Encora+Bini
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Neoadyuvancia
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Inicio de
respuesta

Duracion de
respuesta

Off-treatment survival

Toxicidad

Administracion

antiPD1+antiCTLA4

Inicio de respuesta
mas prolongado

Respuesta duradera

después de suspension

Posibilidad de
uspender tratamiento

Toxicidad irreversible
potencialmente grave

Infravenosa
Hospital de dia

iIBRAF+IMEK

Recurrencia raplda
después de suspension

Tratamiento mantenido

58% grado 3-4
reversible

Via oral
domiciliaria
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iBRAF+IMEK T —



Las terapias diana podrian
considerarse como primera linea en
pacienfes con baja carga tumoral y
en aqguellos con progresmn rapida,
sinfomatica y potencialmente letal

en el corto plazo
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BRAF V600 mutant
metastatic melanoma
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| |
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|
e J J J
| i
Marial Elaiaied BRAFi + MEKi Anti-PD-1 + BRAFi + MEKi
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Giunta et al. Ther Adv Med Oncol 2020



BRAF V600 mutant
metastatic melanoma

|—Brain metastases I
No Yes
| |
|—Symptoms—| Symptoms
r corticoides L
No Yes No Yes
|
I LDH—| ‘l' J’ ‘L
¥ Elaystad BRAFi + MEKi Anti-PD-1 + BRAFi + MEKi
or Anti-CTLA-4 or
' I I ¢ clinical trial or clinical trial
: BRAFi + MEKi
Low burden High burden Anti-PD-1 of

(SLD <44 mm) (SLD >44 mm) 4 Anti-CTLA-4

|| J or

clinical trial

BRAFi + MEKi
BRAFi + MEKi Anti-PD-1 or
or + Anti-CTLA-4 clinical trial
Anti-PD-1 or
+ Anti-CTLA-4 clinical trial
or
clinical trial

Giunta et al. Ther Adv Med Oncol 2020
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Combination Dabrafenib and Trametinib Versus
Combination Nivolumab and Ipilimumab for
Patients With Advanced BRAF-Mutant Melanoma:

The DREAMseq Trial

brazo B

brazo A

Atkins et al. J Clin Oncol 2022



Combination Dabrafenib and Trametinib Versus
Combination Nivolumab and Ipilimumab for
Patients With Advanced BRAF-Mutant Melanoma:
The DREAMseq Trial
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Combination Dabrafenib and Trametinib Versus
Combination Nivolumab and Ipilimumab for
Patients With Advanced BRAF-Mutant Melanoma:
The DREAMseq Trial

Todos los subgrupos de
pacientes (BRAFV400,
PSO, LDH normal, baja

carga tumoral)
desarrollaron
supervivencias mas
prolongadas en los

5 5=0.01 fratados con nivo-ipi
A como primera lineo
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Combination Dabrafenib and Trametinib Versus
Combination Nivolumab and Ipilimumab for
Patients With Advanced BRAF-Mutant Melanoma:
The DREAMseq Trial

Duracion de la
respuesta mas
prolongada en |os
pacientes fratados
CON NIVO-Ipi COMO
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Combination Dabrafenib and Trametinib Versus
Combination Nivolumab and Ipilimumab for
Patients With Advanced BRAF-Mutant Melanoma:
The DREAMseq Trial

bbrazo A brazo B

59,5% 53,1%

Toxicidad
Grado =23 brazo C brazo D

53,87% 50,0%

Atkins et al. J Clin Oncol 2022



En pacientes con melanoma BRAF
mutado la combinacion nivolumab-
ipilimumab seguida de inhibidores de
BRAF-MEK, en caso necesario, debe ser
la secuencia ferapéutica de eleccion
oara la mayoria de los pacientes

Atkins et al. J Clin Oncol 2022
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. Em?r%'hens.ve NCCN Guidelines Version 1.2023
N

Network®

Metastatic or

unresectable =

disease

Melanoma: Cutaneous

* Preferred regimens
» Combination checkpoint blockade
(preferred)
0 Nivolumab/ipilimumab (category 1)e:/:9:h
¢ Nivolumab and relatlimab-rmbw
(category 1)¢
» Anti-PD-1 monotherapy®fi
¢ Pembrolizumab (category 1)
¢ Nivolumab (category 1)
* Other recommended regimens
» Combination targeted theraPy if BRAF
V600-activating mutation)k.tm
¢ Dabrafenib/trametinib (category 1)
¢ Vemurafenib/cobimetinib (category 1)
¢ Encorafenib/binimetinib (category 1)
» Pembrolizumab/low-dose ipilimumab®
(category 2B)

—_—

Disease
progression,
intolerance,
and/or
projected risk
of progression
with
BRAF-targeted
therapy

—_

« Systemic therapy
» Preferred regimens
¢ Anti-PD-1 monotherapy
— Pembrolizumab
— Nivolumab
¢ Nivolumabl/ipilimumab®9
¢ Nivolumab and relatlimab-rmbwA
¢ Pembrolizumab/low-dose |p|||mumab for progession
following anti-PD-1 therapy®f
¢ Combination targeted therapy with BRAF V600-
activating mutation*m
= Dabrafenib/trametinib
» Vemurafenib/cobimetinib
* Encorafenib/binimetinib
» Other recommended regimens
¢ Ipilimumab®
¢ High-dose IL-2"
» Useful in certain circumstances
¢ For activating mutations of KIT
— KIT inhibitor therapy
(eg, imatinib, dasatinib, nilotinib, ripretinib)
¢ For ROS1 fusions
— Crizotinib, entrectinib
¢ For NTRK fusions
— Larotrectinib, entrectinib
0 For BRAF fusions and non-V600 mutations®
— Trametinib
O For NRAS-mutated tumors (for progression following
immune checkpomt inhibitor therapy)
— Binimetinib (category 2B)
¢ Combination therapy
— Pembrolizumab/lenvatinib"
— Ipilimumab®/intralesional T-VEC
(category 2B)
¢ Combination BRAF/MEK + PD(L)-1 checkpoint
inhibitors
(eg, dabrafenib/trametinib + pembrolizumab or
vemurafenib/cobimetinib + atezolizumab)
0 Cytotoxic agents”
¢ Consider best supportive care for poor performance
status (See NCCN Guidelines for Palliative Care)




cMonoterapia antiPD1
VS iBRQL-I-iMEK?
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Seleccion tratamiento_
sistemico de primera linea
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Carga tumoral
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