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MUTACIONES ONCOGÉNICAS EN 
NSCLC

1.Chevallier M, et al. World J Clin Oncol. 2021;12(4):217-237; 2. O’Leary CG, et al. Transl Lung Cancer Res. 2019;8(6):1119-1124; 3. Bustamente J. et al. Agents to treat BRAF-mutant lung cancer, Drugs in context, 2019;8:212566; 4. Planchard D, et al. Ann Oncol. 
2018;29:iv192-iv237..

• NSCLC es el subtipo de cáncer de pulmón 
más frecuente (en torno al 80-85% de los 
casos diagnosticados). 1

• La mutación en KRAS es la mutación 
oncogénica más común en NSCLC. 1

• La mutación BRAF tiene una incidencia en 
torno al 1-5% (~2%) en NSCLC según algunas
series. 1-2 El 50% son de clase I tipo V600E. 3

• Las mutaciones BRAFV600 son 
generalmente mutuamente excluyentes 
con EGFR y KRAS, así como 
reordenamientos de ALK y ROS-1. 4



CARACTERÍSTICAS CLÍNICAS MUTACIÓN BRAF V600E NSCLC

1. Ibiayi D et al. Clin Cancer Res; 25(1) January 1, 2019. 2. Lin Q et al. J transl Med 2019;30;17(1):298. 3Dankner M, Maxwell J, Rose AAN. The evolving treatment landscape for BRAF-mutated non-small cell lung cancer. Transl Lung Cancer Res. 2024;13(4):930.
Marcel Weisweg. E J cancer 2021



TIPOS DE MUTACIÓN BRAF

Hanrahan et al. Nat Rev Clin Oncol 2024
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Mazieres Julien, Toulouse University Hospital, France

ENROLLED PATIENTS
BRAF mutations

n = 194

NSCLC
n = 118

V600 mutations
n = 101

V600E : n=97
V600D : n=1
V600K : n=2
V600M : n=1

Non V600 mutations
n = 17

G466A : n=1
G466V : n=3
G469A : n=3
G469V : n=1
N581S : n=3
G596R : n=1
K601E : n=3
K601N : n=2

Analyzed for efficacy and safety
n = 100

Analyzed for efficacy and safety
n = 15

Enrolled patients (AcSé trial)

Mazières J et al. WCLC 2018 (OA 12.05)





1. Riely GJ, et al. J Clin Oncol. 2023;41(21):3700-3711; 2. Riely GJ, et al. J Clin Oncol. 2023;41(21, Suppl. Study Protocol):S1-S121.
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Riely GJ, et al. J Clin Oncol. 2023;41(21):3700-3711. 

ESTUDIO PHAROS - MAXIMUM CHANGE FROM. BASELINE IN THE SUM OF 
DIAMETERS OF TARGET LESIONS BY INVESTIGATOR ASSESSMENT*



ANTITUMOR ACTIVITY ENDPOINTS AND DURATION OF RESPONSE BY 
IRR2

Endpoint by IRR Treatment naïve (n=59) Previously treated (n=39)

Objective response rate (95% CI), %a 75 (62, 85) 49 (32 to 65)

Complete response, n (%) 12 (20) 5 (13)

Partial response, n (%) 32 (54) 14 (36)

Stable disease, n (%) 10 (17) 12 (31)

Progressive disease, n (%) 2 (3) 3 (8)

Not evaluable 3 (5) 5 (13)

DOR, median (95% CI), monthsa 40.0 (23.2, NE) 16.7 (7.4 to NE)

DOR ≥6, months, No. (%) 33 (75) 14 (74)

DOR ≥12, months, No. (%) 28 (64) 8 (42)

DOR ≥24, months, No. (%) 20 (45) 5 (26)

Time to response, median (range), monthsa 1.9 (1.1-5.6) 1.7 (1.2-16.5)

DOR, duration of response; IRR, independent radiology review; NE, not estimable
PHAROS: encorafenib plus binimetinib in BRAF V600E mNSCLCJohnson ML et al. J Clin Oncol. 2025. DOI:10.1200/JCO-25-02023.



ESTUDIO PHAROS ESMO 2025 UPDATE: PROGRESSION-FREE
 SURVIVAL BY IRR (DATA CUTOFF: MARCH, 2025) 

16

21
(15)

months: 9.3 (6.2 to 24.8)

Johnson ML et al. J Clin Oncol. 2025. DOI:10.1200/JCO-25-02023

Primera línea de tratamiento Segunda  línea de tratamiento



ESTUDIO PHAROS ESMO 2025 UPDATE:
OVERALL SURVIVAL (DATA CUTOFF: MARCH, 2025)

months: 47.6 (31.3 to NE)
Median (95%  CI),

95%

Johnson ML et al. J Clin Oncol. 2025. DOI:10.1200/JCO-25-02023

Primera línea de tratamiento Segunda  línea de tratamiento



ESTUDIO PHAROS – ORR, SLP and OS BY IRR IN PATIENT SUBGROUPS: 
AGE, SEX, ECOG PS

Johnson ML et al. J Clin Oncol. 2025. DOI:10.1200/JCO-25-02023

Treatment naïve Previously treated

Characteristic
n ORR, %

(95% CI)

mPFS
(95% CI),
months

mOS
(95% CI),
months

n ORR, %
(95% CI)

mPFS
(95% CI),
months

mOS
(95% CI),
months

Age group, years

<65 23 74 (52 to 90) 24.9 (5.6 to NE) 51.2 (19.8 to NE) 13 38 (14 to 68) 9.0 (1.9 to NE) 32.6 (3.4 to NE)

≥65 36 75 (58 to 88) 30.4 (15.7 to NE) 39.3 (25.4 to NE) 26 54 (33 to 73) 9.3 (6.2 to 24.8) 22.7 (14.1 to 31.1)

Sex

Women 33 70 (51 to 84) 30.7 (15.7 to NE) 47.6 (21.5 to NE) 19 53 (29 to 76) 9.3 (7.4 to 24.8) 30.3 (20.7 to NE)

Men 26 81 (61 to 93) 30.2 (9.2 to NE) 51.2 (19.6 to NE) 20 45 (23 to 69) 7.3 (3.6 to NE) 14.7 (6.7 to NE)

ECOG PS

0 19 74 (49 to 91) 30.7 (15.7 to NE) NE (35.7 to NE) 86 (42 to 100) 18.4 (7.4 to
NE) 32.2 (22.7 to NE)

1 40 75 (59 to 87) 30.4 (9.2 to NE) 32.9 (20.3 to 
61.4) 41 (24 to 59) 7.5 (5.4 to

24.8) 20.0 (9.1 to 32.6)
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Mazières J, Drilon A, Lusque A, et al. Immune checkpoint inhibitors for patients with advanced lung cancer and oncogenic driver alterations: results from the IMMUNOTARGET registry. Ann Oncol. 2019 May 24. pii: mdz167. doi: 
10.1093/annonc/mdz167

Qué impacto tiene el inh BRAF en pts con mut BRAF en el contexto actual inmuno?.







Clinical outcomes of patients with BRAFV600-mutated metastatic NSCLC (mNSCLC) receiving first-line (1L) 
dabrafenib+trametinib vs other standard of care in real-world practice. Roll of immunotherapy 

Dabra  + trame

Dabra  + trame

Qt basada pt

Qt basada pt

Dabra  + trame

Dabra  + trame

Qt basada pt + inmuno

Qt basada pt + inmuno

Barbara Melovsky. ESMO 2021
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ESTUDIO PHAROS - ORR, SLP and OS BY IRR IN PATIENT SUBGROUPS: 
PREVIOUSLY TREATED

Treatment naïve Previously treated

Characteristic
n ORR, %

(95% CI)

mPFS
(95% CI),
months

mOS
(95% CI),
months

n ORR, %
(95% CI)

mPFS
(95% CI),
months

mOS
(95% CI),
months

Previously 
treated with IO

No N/A 15 33 (12 to 62) 9.0 (3.6 to 18.4) 20.7 (8.6 to NE)

Yes N/A 24 58 (37 to 78) 13.8 (6.2 to NE) 26.6 (14.1 to NE)

Johnson ML et al. J Clin Oncol. 2025. DOI:10.1200/JCO-25-02023



Pharos: Subsequent anticancer 
treatmentsPatients, n (%) Treatment naive (n=59) Previously treated (n=39)

Received at least 1 subsequent anticancer systemic treatment 34 (58) 10 (26)

 First subsequent therapya

Immunotherapy-based regimen 19 (56) 4 (40)

 Monotherapy 7 (21) 2 (20)

Combination with chemotherapy or other immunotherapy 12 (35) 2 (20)

Chemotherapy-based régimen without immunotherapy 5 (15) 3 (30)

BRAF ± MEK inhibitor 10 (29) 3 (30)

 Received ≥1 subsequent BRAF ± MEK inhibitora 13 (38) 3 (30)

Received ≥1 subsequent anticancer radiotherapy treatment 9 (15) 4 (10)

aCalculated out of the patients who received at least 1 subsequent anticancer systemic treatment (34 treatment-naive patients and 10 previously treated patients).

PHAROS: encorafenib plus binimetinib in BRAF V600E mNSCLC

Johnson ML et al. J Clin Oncol. 2025. DOI:10.1200/JCO-25-02023
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ESTUDIO PHAROS – ORR, SLP and OS BY IRR IN PATIENT SUBGROUPS: 
SMOKING STATUS1

Treatment naïve Previously treated

Characteristic
n ORR, %

(95% CI)

mPFS
(95% CI),
months

mOS
(95% CI),
months

n ORR, %
(95% CI)

mPFS
(95% CI),
months

mOS
(95% CI),
months

Smoking status

Current/former 41 71 (55 to 84) 24.8 (9.2 to NE) 35.7 (20.3 to NE) 28 46 (28 to 66) 9.0 (6.2 to NE) 20.0 (9.1 to 32.6)

Never 18 83 (59 to 96) 41.8 (16.6 to NE) 61.4 (61.4 to NE) 11 55 (23 to 83) 18.4 (3.6 to NE) 32.2 (8.6 to NE)

Tanto entre los pacientes sin tratamiento 
previo como entre los que habían recibido 
tratamiento anteriormente, la SLP y la SG 

fueron numéricamente más prolongadas en 
los pacientes sin antecedentes de 
tabaquismo que en los que tenían 

antecedentes.1

El tabaquismo se relaciona con una mayor mortalidad en pacientes oncológicos2

Rº pembrolizumab + pemetrexed + platino en KEYNOTE 189: ORR:  48% / mPFS: 9,0 meses / 
mOS: 22 meses3

Rº cemiplimab + QT en EMPOWER-Lung 3 (adenocarcinoma): ORR: 41,3% / mPFS: 7,9 meses /
mOS: 19,4 meses4

Rº  tislelizumab + QT en RATIONALE 304: ORR: 57,4% / mPFS: 9,8 meses/ mOS: 21,4 meses5

1. Johnson ML et al. J Clin Oncol. 2025. DOI:10.1200/JCO-25-02023. 2 Jassem J. Tobacco smoking after diagnosis of cancer: clinical aspects. Transl Lung Cancer Res. 2019 May;8(Suppl 1):S50-S58. doi: 10.21037/tlcr.2019.04.01  3. 
Garassino MC et al. J Clin Oncol 41, 1992-1998(2023).DOI:10.1200/JCO.22.01989. 4. Baramidze A et al. World Conference on Lung Cancer (WCLC 2025), Barcelona, España. 5. Lu, S. et al. Tislelizumab plus chemotherapy as first-
line treatment of locally advanced or metastatic nonsquamous non-small-cell lung cancer (final analysis of RATIONALE-304: a randomized phase III trial). ESMO Open, Volume 9, Issue 10, 103728.

https://doi.org/10.1200/JCO.22.01989
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.- Pharmacological inhibition of the MAPK pathway 
with BRAF inhibitor provokes downregulation of 
DUSP and SPRY  promoting cell proliferation and 
survival

.- Relieving the negative feedback loop
 
.- Overexpression of PDGFR, resulting in an upstream
activation of the pathway that bypasses mutant 
BRAF

Tolerant/Persister Cancer Cells and the Path to Resistance to Targeted Therapy anti BRAF

Mirna Swayden. Cells 2021



New mechanism iBRAF resistenat Autophagy Inhibition in BRAF-Driven Cancers

Mona Foth. Cancers 2021



• Heterogeinedad en mutación BRAF Clase I-III
• Mediana de seguimiento de 4 años, la combinación de encorafenib + binimetinib mostró una

mediana de SG prolongada con 50% supervivientes mutación BRAF V600E sin tratamiento 
previo.

• La seguridad a largo plazo fue consistente con análisis previos1,2, sin que se observaran 
nuevas señales de seguridad con un seguimiento más prolongado.

• En l ausencia de estudios randomizados, diversos grupo de pts se podrían beneficiar de QT-
IO 1º linea. Fumadores activos, BRAF noV600E, alta carga murtacional

• Pero con los datos actualizados 1 línea encorafenib + binimetinib, se deberia considerar la 
primera opción en la mayoría de los pacientes BARF V600E

Resumen y conclusiones


