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ESMO Scale of Clinical Actionability for molecular Targets (ESCAT)

MoseleF., et al. Ann Oncol.2020



Diagnostic
Implement sensible workflows with several feed-back loops

IASLC Atlas of Molecular Testing for Targeted Therapy 

in Lung Cancer. 2023



ROS 1

DrilonA et al. Nat Rev ClinOncol. 2021 Jan;18(1):35-55.

Paciente mas joven. (54ª )

Adenocarcinoma 98%

No fumador

Histología: Células en anillo de sello



ROS 1
Crizotinib. PROFILE 1001

ORR 72%

OS 51 meses

PDF 19.3m



ROS 1
Entrectinib STARTRKn1-2 Trial

Fan Y, WCLC 2022

ORR 67%
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ROS 1
Entrectinib STARTRKn1-2 Trial

Fan Y, WCLC 2022

Por fin 

aprobado en 

España 

1/12/2023



ROS 1
Lorlatinib

Shaw A. Lancet Oncol2018



ROS 1
Lorlatinib

Shaw A. Lancet Oncol2018



ROS 1
On-target resistance (ROS1-dependent): ROS kinase domain point mutations

DrilonA et al. Nat Rev ClinOncol. 2021 Jan;18(1):35-55.



ROS 1
Repotrectinib : TRIDENT-- 1 Trial

Lin et al. ASCO 2023

Metástasis cerebrales incluibles
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ROS 1
Repotrectinib : TRIDENT-- 1 Trial. Safety and BM protection

Lin et al. ASCO 2023

Solo 1 paciente desarrollo mtx 

en SNC en cohorte naÏve

AUGTYROTM FDA approval 15 

noviembre2023 independiente 

de la línea de tratamiento
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Taletrectinib: TRUST I phase II

Li et al ELCC 2023



ROS 1
Taletrectinib: TRUST I phase II. Cohort TKI NaÏve

Li et al ELCC 2023

ORR 92%



ROS 1
Taletrectinib: TRUST I phase II. Cohort Crizotinib pretreated

Li et al ELCC 2023

ORR 

52.6%



ROS 1
Taletrectinib: TRUST I phase II. Cohort Crizotinib pretreated

Li et al ELCC 2023

Por la inhibición dual con TRK



ROS 1
Taletrectinib. TRUST II Interim analysis

Perol et al ESMO 2023 1371P
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Perol et al ESMO 2023 1371P



ROS 1
NVL 520 (Zidesamitinib)

Nuvalent report 2022

Drilon et al. Cancer Discovery 2023

100 mg/dia

Nuvalent results

➢ 2 TKIS: 48- 50%

➢ ROS1 G2032R. ORR 78%

➢ CNS  icORR 78- 100%



ROS 1
NVL 520 (Zidesamitinib)

Drilon et al. Cancer Discovery 2023



BRAF

RiudavetsM et al. Lung Cancer 2022;

Deleciones

Fusiones



BRAF
Outcomes by mutation class. N: 107 

Dagogo Jack, Clin Cancer Res, 2019



BRAF
Retrospective studies evaluating immunotherapy in BRAF lung cancer

RiudavetsM et al. Lung Cancer 2022;



BRAF
Clinical features

Dagogo Jack, Clin Cancer Res, 2019

RiudavetsM et al. Lung Cancer 202

BRAF V600E

Adenocarcinoma
Females 3:1
Micropapillary-
predominant 80% cases 
40% light/never smokers

Non-V600 BRAF mutations

Almost all adenocarcinoma
Almost all male
More mucinous cases??
> 90% smokers



BRAF V600E
BRF113928 study: Design

Planchardet al. J ThoracOncology2022
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BRAF V600E
BRF113928 study: ORR

Planchardet al. J ThoracOncology2022

ORR pretreated 68.4%

CR 5%

ORR NaÏve 63.9% 



BRAF V600E
BRF113928 study: PFS Cohort B

Planchardet al. J ThoracOncology2022



BRAF V600E
BRF113928 study: PFS Cohort C

Planchardet al. J ThoracOncology2022



BRAF V600E
Pharos study

Riely et al. ASCO 2023
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BRAF V600E
Pharos study : PFS



BRAF V600E
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BRAF V600E

Dabrafenib + Trametinib FDA y EMA approved 

2017

NO financiación España

Encorafenib + Binimetinib FDA approval 

October 2023



RET

LinJJ and GainorJ. ClinOncol2023
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NGS

Advantages Comprehensive

Usually high specificity and sensitivity

Challenges Longer turnaround time

High input material for some panels

High cost

Design of the panel (width)

Reduced sensitivity of DNA-only NGS 

for fusions

RNA failure rate
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RET
Diagnostico

Belli C, et al. Ann Oncol2021;32(3):337-350.



RET
Restrospective non-specificmultikinase RET inhibitors

Gautschiet al, JCO 2017

Escasa eficacia

mOS 6.8m



RET
Pralsetinib: ARROW Phase I

GainorJF, et al. LancetOncol2021.

INTRACRANEL 

RESPONSE: 52%



RET
Selpercatinib. LIBRETTO 001

Drilon A, et al. J Clin Oncol. 2022; doi:10.1200/JCO.22.00393



RET
Selpercatinib. LIBRETTO 001

Drilon A, et al. J Clin Oncol. 2022; doi:10.1200/JCO.22.00393

Patient Characteristics
Prior Platinum 

(n=247)
Treatment Naïve 

(n=69)

Median age, y (range) 61.0 (23, 81) 63.0 (23, 92)

Sex (%)
Female 56.7 62.3

Male 43.3 37.7

Race (%)

White 43.7 69.6

Asian 47.8 18.8

Black 4.9 5.8

ECOG PS (%)

0 36.4 36.2

1 60.7 58.0

2 2.8 5.8

Never smoked (%) 66.8 69.6

Median prior systemic regimens (range) 2 (1,15) 0

Prior platinum-based chemotherapy (%) 100 -

Prior PD-1/PD-L1 inhibitor (%) 58.3 -

Prior MKI (%) 34.4 -
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ORR by IRC, % (95% CI) 61 (55, 67) 84 (73, 92)

Median DOR estimate, mo (95% CI) 28.6 (20.4, NE) 20.2 (13, NE)

Median follow-up, mo 21.2 20.3

DOR rate at 12 mo, % 73.1 66.1

Median PFS estimate, mo (95% CI) 24.9 (19.3, NE) 22.0 (13.8, NE)

Median follow-up, mo 24.7 21.9

Censoring rate, % 55.9 53.6
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RET
Selpercatinib. LIBRETTO 001

Drilon A, et al. J Clin Oncol. 2022; doi:10.1200/JCO.22.00393
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Aes discontinuación: 

10%
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RET
Selpercatinib: Libretto 431 . Safety

Loong et al ESMO 2023

Aes discontinuación: 

10%

G3 70%

Aes dose reduction 51%

DAR la mejor terapia ANTES



RET
Praseltinib: fase III pendiente
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Garrido et al. ClinTranslOncol.2021.
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NTRK
Larotrectinib

Lin ESMO 2023

Financiacion ESPAÑA 1/10/2023
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NTRK
Mechanism of resistance

Liu Reviem Frontiers 2023



NTRK
Repotrectinib. TRIDENT -1

FDA breakthrouh therapy Oct 2021

Approval China after TKI 

progression Agosto 2023 

Solomon et al . ESMO 2022 1372P



NRG1 & NRG2
Distribution of fusions

Nagasaka et al. Trends in Cancer, March 2022, 
Vol. 8, No. 3
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Zenocutuzumab : eNRGy Trial

Schram M et al. ASCO 2022



NRG1
Zenocutuzumab : eNRGy Trial

Schram M et al. ASCO 2022



NRG1
Zenocutuzumab : eNRGy Trial

Schram M et al. ASCO 2022



NRG1 
Zenocutuzumab. eNRGy Trial

Schram M et al. ASCO 2022

FDA Fast track 

Designation



NRG1 
Zenocutuzumab. eNRGy Trial

Schram M et al. ASCO 2022

FDA Fast track 

Designation



NRG1 
Zenocutuzumab. eNRGy Trial + EAP Program Lung.  N: 105

Schram M et al. ESMO 2023



NRG1 
Zenocutuzumab. eNRGy Trial + EAP Program Lung.  N: 105

Schram M et al. ESMO 2023

•Infusion-related reactionsbin 23 of 189 (12%) patients, 

with no grade 3 or greater events



FGFR 1-3
FIND trial: Erdafitinib Lung cancer

Nogova et al. ESMO 2023



- BUSCAR + BUSCAR + BUSCAR

- Diseñar adecuadamente los ensayos clínicos y ajustados a la escasa población

- Aprobaciones rápidas (SPAIN is different)

Take home message



Muchas Gracias
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