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Increasing numbers of Targeted Therapies
available in Non-Squamous NSCLC
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Current England access situation, November 2023

Therapy approved in the UK NHS funded therapy

EGFR common/rare erlotinib, gefitinib, afatinib, dacomitinib, osimertinib, erlotinib, gefitinib, afatinib, dacomitinib, osimertinib,
EGFR adjuvant osimertinib osimertinib

EGFR exon 20 insertions  mebecertinib, amivantamab mobocertinib

ALK 1stline crizotinib, alectinib, ceritinib, brigatinib, lorlatinib crizotinib, alectinib, ceritinib, brigatinib
ROS1 crizotinib, entrectinib crizotinib, entrectinib

BRAF V600 dabrafenib-trametinib dabrafenib-trametinib

NTRK larotrectinib, entrectinib larotrectinib, entrectinib

MET exon 14 skipping tepotinib tepotinib

mutations

RET selpercatinib, pralsetinib selpercatinib

KRAS Sotorasib, adagrasib sotorasib

HER2

National Cancer Drugs Fund List. September 202. Available at: https://www.england.nhs.uk/wp- o _ e
content/uploads/2017/04/NationalCDE List verl.277 -22092023 MASTER-.pdf Please refer to individual SmPCs for full details of indications and posology



'ts not just about radiological response

B Progression-free Survival, Overall Intention-to-Treat Population
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Zhou C, et al .N EnglJ Med. 2023 Oct 21. doi: 10.1056/NEJM0a2309457. Epub ahead of print.



Additional lines of therapy

‘ Confirmed ALK-positive ‘

Alectinib Crizotinib Ceritinib Brigatinib
(TA536) (TA406) (TA500) (TA670)

A 4 A 4

Ceritinib Brigatinib
(TA395) (TA571)
v v

[ Lorlatinib (TA628) ]
v
Carboplatin, Paclitaxel, atezolizumab and Platinum doublet chemotherapy
bevacizumab in combination (TA584)
v \4

Please refer to individual
SmPCs for full details of

( Nintedanib and docetaxel* (TA347)
5 indications and posology

Please consult the individual NICE technology appraisal guidances for further information. * Licensed in NSCLC (not specifically ALK+ patients)
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Appropriate Treatment Needed to Improve
Outcomes
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Singal et al. JAMA. 2019 Apr 9;321(14):1391-1399. doi: 10.1001/jama.2019.3241.



Comprehensive testing needed
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Estimated probability of survival
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Impact of delaying initiation of anaplastic lymphoma kinase inhibitor treatment on survival in patients with advanced non-
small-cell lung cancer Sheinson et al.Lung Cancer (2020) 143 Pages 86-92 (DOI: 10.1016/j.lungcan.2020.03.005



Need for Biomarker status for MDT discussion

2020 One-year survival estimates by stage
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Figure 1. Stage
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Overall survival from diagnosis of stage IV anaplastic lymphoma kinase gene rearrangement positive (ALK-positive)
NSCLC. The 95% confidence interval is indicated by the shaded area.
Pacheco et alJ Thorac Oncol. 2019 Apr;14(4):691-700. doi: 10.1016/j.jtho.2018.12.014. Epub National Lung Cancer Audit Report 2020

2018 Dec 30. PMID: 30599201; PMCID: PMC7310567. https://www.rcplondon.ac.uk/projects/outputs/nlca-annual-report-2022
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Genomics give important insights into behaviour
and response to other treatments
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Biomarker Status Impact on Surgically Treated Lung Cancer

ROS-1
2%

BRAF
2%

MET
Other 3%

59%

KRAS
10%

NTRK RET

Adjuvant _ o
Commor? EGFR Surgery chemotherapy Osimertinib
Mutations (if appropriate)
Neo-Adjuvant
chemotherapy- Surgery
EGFR/ ALK | immunotherapy
Wildtype Adjuvant
S chemotherapy Adjuvant Immunotherapy
urgery : . . :
(if appropriate) (if received chemotherapy

Presentation title and PDI1 >509%)



Barriers to Precision Therapy : a Team Problem
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Complex Pathways
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.. Evolvin Complexity of pathways: Pressure from patient
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Need equitable access

Molecular testing in advanced lung cancer*
« *UK NHS 2017
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Single Gene Testing is detrimental to comprehensive molecular testing
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Clive’s Timeline
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Dependencies
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Pathway
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summary

* Lung Cancer is not just one disease

* Timely and comprehensive genomic analysis key component
* Not just in stage IV!

* Multiple barriers to overcome
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