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NSCL-20. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form 
without the express written permission of NCCN®. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org. Chevallier et al. WJCO 2021
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Yaeger et al. Can Discov 2019, Dankner et al. Oncogene 2018, Dagogo-Jack et al. CCR 2019
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NCCN Guidelines® for NSCLC (V1.2026). NSCL-32. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express 
written permission of NCCN®. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
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Planchard et al. Lancet 2016, Riely et al. JCO 2023



© National Comprehensive Cancer Network, Inc. 2025, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or 
by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.

BRAF-mutated NSCLC: BRAF + MEK Inhibition

SCHOOL OF MEDICINE
@ADesaiMD

Aakash Desai, MBBS, MPH

• Overall Survival was superior with chemoimmunotherapy, especially in patients with smoking exposure

Di Frederico et al., ASCO 2025
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Drilon et al Nat Med 2020, Wolf et al NEJM 2020, Paik et al NEJM 2020, Wolf et al ASCO 2021, Felip et al WCLC 2021, Lu et al Lancet Resp Med 2021
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Camidge et al ASCO 2025
NCCN Guidelines® for NSCLC (V1.2026). NSCL-36. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced 
in any form without the express written permission of NCCN®. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
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Li et al. NEJM 2023, Chiu et al. Drug Safety 2023
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Le et al. NEJM 2025

Sevabertinib [Not FDA Approved] 
(Cohort F: Treatment Naïve)
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ROS1 fusion NSCLC: Biology
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Drilon et al. Nat Rev Cancer 2021

NCCN Guidelines® for NSCLC (V1.2026). NSCL-30. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved. 
These guidelines and this illustration may not be reproduced in any form without the express written permission of 

NCCN®.  To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
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Hsu et al. ASCO Daily News 2025
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Subbiah et al. Nat Med 2022, Zhou et al. NEJM 2023
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Repetto et al. Cancer Treatment Reviews 2024
NCCN Guidelines® for NSCLC (V1.2026). NSCL-33. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be 
reproduced in any form without the express written permission of NCCN®. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
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[Not FDA Approved]

Drilon et al. NEJM 2024
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NSCL-37. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this 
illustration may not be reproduced in any form without the express written permission of NCCN®. 

To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
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1. BRAFm NSCLC: Class I vs II/III, Dabrafenib + trametinib or Encorafenib + binimetinib as BRAF + 
MEK inhibitors for V600E 

2. MET-altered NSCLC: MET exon 14 skipping mutation - Crizotinib, Capmatinib and Tepotinib FDA 
approved; Teliso-V approved for high MET expressing nonsquamous NSCLC patients

3. HER2 mutant NSCLC: Second line targeted therapy options: Fam-trastuzumab deruxtexan, 
Zongertinib, and ado-trastuzumab emtansine; sequencing remains an open question; TKIs 
moving to the first line?

4. ROS1 fusion-positive NSCLC: Multiple TKIs in 1L: Entrectenib, Repotrectinib, Taletrectinib, and 
Crizotinib - certain differences in side effect profiles - CNS penetrant drugs preferred

5. RET fusion-positive NSCLC: Selpercatinib and Pralsetinib remain 1L choices

6. NTRK fusion-positive NSCLC: Multiple TKIs in 1L: Larotrectinib, Entrectinib, Repotrectinib -
certain differences in side effect profiles - CNS penetrant drugs preferred

7. NRG1 fusion-positive NSCLC: Zenocutuzumab approved in 2L

Key Takeaways
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Thank you!
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