AACR Annual Meeting 2024 Abstract#1312 Overview:

A Study of the Clinical Utility of NTRKs
Only vs Comprehensive Gene Fusion

Gene fusion events involving 1100+ genes occur in 30% of patients across 33 cancer classifications.

| | Fusions in druggable pathways occur in 5% of patients, while NRTKs are only detected in 1.2% of the
Panel Testing from a Single Assay patients.

Plattorm The 5 most frequent druggable fusions account for 52% of all detected actionable gene rearrangements.
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Results: The prevalence of fusions in the cohort was 30.5% involving any of the 1104 (QC, 3 Fusion callers + Machine Learning algorithms= High confidence
TargeTed genes by the assay (27% in {:rame, 20% out of frame, and 41% oThers). (report) /Low confidence fusions (confirm by RT-PCR+ Sanger) - IV. Fusion Interpretation and Reporting
Druggable fusions were present in 5.1% (422) of patients, where 53% were female with a

median age of 68 years old, and 47% were male with a median age of 70. However, A. Figure 1: Solid Tumor Gene Fusion RNA-Seq assay workflow = Count of samples with other fusions not in Targeted panel
when filtering only for NTRK fusions, only 104 patients had an NTRK fusion (38 NTRK1, 10 = Count samples with only NTRKs
NTRK2, 56 NTRK3), while an additional 318 patients had detected fusions from the 19 —— = Count of samples with Targeted panel genes not including NTRKs
genes targeted panel. These druggable fusions had the following prevalences; ALK 0.6 %, Fusion Transcript Prevalence of Actionable Genes = Samples concurrent NTRK and Targeted Panel
BRAF 0.3%, FGFRT 0.2%, FGFR2 0.3%, FGFR3 0.4%, FGFR4 0.0% n=4, MET 0.4%, 80 C. Figure 3: Proportion of positivity comparing all fusion detections to those of drug
NOTCHT 0.0% n=1, NOTCH2 0.2%, NRG1 0.2%, PDGFB 0.0% n=3, PDGFRA 0.1%, - targetable genes (19 genes) and NTRK fusions.
PDGFRB 0% n=0, RAF1 0.2%, RET 0.5%, ROS1 0.2%, excluding NTRK positive cases. The 70 -
incidence of NTRK 1/2/3 fusions was 1.25%, while 3.8% of patients have other fusions .
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Conclusions: Actionable fusions showed a combined prevalence in the clinical setting of 30 TP IR, 2 Hi
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5.1%. This study demonstrates that when fusion testing is performed, four times more . LMNANTRK1, 12
patients can benefit from a therapeutic option when testing for these 19 genes compared
to the widespread panel of the current clinicians’ favorite choice composed of only NTRK 10 l Median 69 70
fusions. More data and education are needed to change the testing paradigm of treating . m I I = B
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considerations are equal, to increase cancer care access.
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B. Figure 2: Drug targetable gene fusions and the distribution of their prevalence. 4 N I O
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