SPARK: An International Study of Acquired Resistance to KRAS Inhibitors in KRAS-Driven NSCLC Using Remote Plasma ctDNA

and TissueProfiling CEES

A Dana-Fa_rber Biagio Ricciuti', Hui Jing Hoe', Edoardo Garbo', Alessandro Di Federico?, Danielle Haradon?, Elliot Brea®, Lynette M Sholl3, Cassio Murilo Hidalgo-Filho', Giuseppe Lamberti#, Pietro Scarparone®, Richard M Erwin®, Chiara
P Cancer Institute Ambrogios, Mark M Awad?

'Dana-Farber Cancer Institute, Boston/MA/USA ,°Memorial Sloan Kettering, New York/NY/USA ,3Brigham and Women's Hospital, Harvard MedicalSchool, Boston/MA/USA ,*University of Bologna, Bologna/IT ,°University of Turin, Torino/IT ,5Addario Lung Cancer Medical
Institute (ALCMI), SanCarlos/CA/USA

HARVARD

MEDICAL SCHOOL

Key eligibility criteria and study cohorts

Study objectives

Introduction

Large-scale efforts to systematically characterize Primary objective Secondary objectives Cohort 1: Liquid biopsy Cohort 2: Data sharing

the landscape of acquired resistance

mechanisms to KRAS inhibitors in non-smallcell 1. To elucidate genomic mechanisms of acquired resistance to FDA- 1. To study differences in resistance mutation spectrum across different A _ :

lung cancer (NSCLC) remain lacking. We report approved KRAS G12C inhibitors through next generation KRAS drugs (e.g., adagrasib vs sotorasib). Cohort 1A- Liquid Biopsy - KRAS G12C Cohort 2: Data Sharing

the initial results from the NSCLC cohort of sequencing of circulating tumor DNA. 1.Age 2 18. 1.Age 2 18.

SPARK, 3 non-interventional, > To study dif _ ot ot t giff t 2.Advanced KRAS G12C positive cancer. 2.Advanced KRAS positive cancer.

decentralizedbiospecimen  collection  study 2. To elucidate the landscape of acquired  resistance to  novel ' tt?r:ol: ty elsc-z-;encel\:ls Slrg)[?l\?sagglirrg:t; fannig:?)c rum across direren 3. Systemic progression within the past 30 days on a KRAS G12C  3.Systemic progression on any KRAS inhibitor.

enrolling patients with KRAS-mutant cancers KRAS  G12C inhibitors alone or in combination with other therapies P 9 ' inhi!:)itor. | 4. Patient must have pri(?r tumor genotyp.ing avai!able (tissue or
who experienced disease progression on KRAS using next generation sequencing of circulating tumor DNA. 4.Patient must not have started a new line of therapy before plasma) after progression on therapeutic targeting the specific
inhibitors. SPARK (NCT05272423) was a single- 3. To calculate PFS, time to treatment discontinuation, and OS for signing the informed consent form. KRAS mutation.

coordinating center, non-interventional study 3. To elucidate the landscape of acquired  resistance to  novel patients treated with KRAS inhibitors depending on the resistance

conducted at the Dana-Farber Cancer Institute KRAS non-G12C inhibitors alone or in combination with other mechanism (e.g., on-target vs off-target) and the number of Cohort 1B- Liquid Biopsy — other KRAS mutations
thatenrolled patients with any cancer type who therapies  using next generation sequencing of circulating resistance mechanisms (e.g. single identified mechanism vs multiple 1.Age = 18.

experienced disease progression on KRAS tumor DNA. mechanisms). 2.Advanced KRAS non-G12C positive cancer.

therapies. Thestudy enabled remote participation xploratory objectives 4. To study subsequent treatment outcomes after the development of inhibitor. 2.Known existence of an uncontrolled intercurrent illness including,
through complimentary circulating tumor DNA 1. To compare FoundationOne® Liquid Biopsy results to other acquired resistance to determine if ctDNA testing leads to effective 4.Patient must not have started a new line of therapy before but not limited to, psychiatric illness or social situations that would
(CtDNA) collec’;:on. and ’;umor DNA sequencing | sequencing results when available (e.g. tissue sequencing, other next lines of therapy. signing. impair compliance with study requirements.

obtained at thetime of acquired resistance. e | 3. Participants who have previously enrolled to the study.

Mechanisms of acquired resistance were plasma assays)
characterized and compared across drugs,
tumor types, and treatmentregimens.

Conclusion

Acquired resistance mechanisms after KRAS inhibition Targeting EML4—ALK in KRAS G12C mutant NSCLC with ALK TKI + KRAS G12Ci or panRASI
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