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NCCN Guidelines / Recommendations

NCCN Clinical Practice Guidelines. Non-Small Cell Lung Cancer. Version 4.2021
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Skoulidis F & Heymach JV. Nat Rev Cancer 2019

Only a minority of patients currently benefit
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The Tipping Point

The need to search for low prevalence fusions



Guidelines / Recommendations

Mosele F et al. Ann Oncol 2020
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Based on the presenter´s experience

NGS Sequence thousands of genomic alterations

Advantages Comprehensive profiling
Usually high specificity and sensitivity 

Challenges Longer turnaround time
High cost
High input material for some panels
Reduced sensitivity of DNA-only NGS
Molecular redundancy
Panel design (width)

Next Generation Sequencing (NGS) pros & cons

Seek First to Understand and Then to Be Understood



Zehir A et al. Nat Med 2017

Assay performance as a function of DNA/RNA input
Seek First to Understand and Then to Be Understood



Seek First to Understand and Then to Be Understood
Better sensitivity of RNA-based NGS

NCCN Clinical Practice Guidelines. Non-Small Cell Lung Cancer. Version 4.2021



Kalemkerian G et al. J Clin Oncol 2018

Molecular redundancy
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NGS panel design is important 

Donoghue MTA et al. Nat Cancer 2020

Seek First to Understand and Then to Be Understood



Contents

• Begin with the end in mind

• Seek first to understand & then to be understood

– Next generation sequencing pros and cons

• RET fusions

• NTRK Fusions

• Conclusions



RET Fusions and Mutations

Belli C et al. Clin Cancer Res 2020



RET Fusions
Algorithm: ESMO 

Belli C et al. Ann Oncol 2021



Yang S-R et al. Clin Cancer Res 2020

RET Fusions
Algorithm: MSKCC 
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Cocco E et al. Nat Rev Clin Oncol 2018

NTRK Fusions



NTRK Fusions

Conde E et al. Arch Pathol Lab Med 2020



NTRK Fusions

Marchio C et al. Ann Oncol 2019

Algorithm: ESMO 
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Rosenbaum L. New Engl J Med 2019

Conclusions




