Clinical Significance of Fusion in Melanoma: A Real-World Cohort Study

Ahmed K. Alomari, MD', Tolulope Adeyelu, PhD?, Mark Mochel, MD?, Hassan Ghani, MD?, Isaac Brownell, MD#, Michael R. Sargen, MD#, Danielle Vargas de Stefano, MD>, Andrew Elliott,
PhD?, Sapna Patel, MD®, Ryan Sullivan MD’, Matthew Hadfield MD8, Dekker Deacon, MD, PhD?®, Sheri Holmen, PhD?, ?Ari Vanderwalde, MD, James Hamrick, MD?, Farah Abdulla, MD?

Indiana University, 2Caris Life Sciences, Phoenix AZ, 3Virginia Common University, “National Institute of Health, Phoenix Children’s Hospital, éUniversity of Colorado, "Mass General
Brigham Cancer Institutute, 8Alpert Medical School of Brown University, 2University of Utah.

CARIS
PRECISION ONCOLOGY
ALLIANCE

Table 1: Fusions Types and Mutations Across Melanoma
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Histopathologic Review of Primary Melanoma Cases (nh = 76)
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» Clinical outcome analysis (=300 cases) demonstrated no overall survival (OS) advantage by fusion
type. Patients with BRAF-Fusion showed worse survival from initiation of immunotherapy compared
with BRAF-mutation and not different when compared to DriverNegative (lacking BRAF/NF1/RAS
mutation) patients.

 |Immune cell infiltration within the tumor microenvironment
was estimated by RNA-seq deconvolution approach —
quanTliseq.
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« There was no statistically significant correlation between various histopathologic features of primary
melanoma and specific fusions. The macrophage M1 signature was statistically lower in RAF1
fusion primary melanoma relative to BRAF fusion primary melanomas.

Conclusion

* Real-world overall survival (rwOS) was derived from
Insurance claims data and analyzed using Kaplan—Meier
estimates from initiation of immune checkpoint inhibitor e read 13475 30765
therapy to last contact. Kamino bodies 5.79% 4/69
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« Pathogenic fusions occur in approximately 3% of melanomas and are enriched in triple-wild-type
and TERT promoter—mutant tumors.

« BRAF fusions continue to represent the most frequent pathogenic fusion in melanomas.

« Fusion types may define distinct biological subsets with potential clinical implications.

« This represents the largest clinicogenomic characterization of melanoma fusions to date, providing a
foundation for future studies.
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* Primary melanoma cases were reviewed by 4
dermatopathologists to integrate histopathologic features
with molecular characteristics.
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Figure 1: Histopathological review of various fusion types in primary melanoma cases
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