LIQUID BIOPSY, SOLID FINDINGS: New insights into pathogenesis
and cisplatin resistance in testicular germ cell tumors
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INTRODUCTION MATERIAL AND METHODS
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CONCLUSION

Somatic variants in primary tumors — reflecting TGCT pathogenesis — were mainly identified in genes related to spermatogenesis or testis development, the Hippo
signaling pathway and genomic stability maintenance. Variants detected only in metastases — associated with cDDP resistance — were enriched in genes involved in
DNA-damage response and epigenetic regulation.

Liquid biopsy detected on average 34% of variants shared between primary tumors and metastases, supporting its value for minimal residual disease monitoring.

Of the variants exclusive for metastases, on average 12% were captured in cfDNA.
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prim = primary tumor; meta = metastasis

DISCUSSION

* Primary tumors harbored variants associated with impaired germ-cell development and disrupted Hippo signaling pathway, in line with a developmental origin of TGCTs.

* |n contrast, metastases exhibited alterations in DNA-damage response pathways and epigenetic regulation, indicating that resistant clones may arise through enhanced DNA-damage
tolerance mechanisms and modified epigenetic regulation. Key candidate genes will be functionally validated in the next phase of the project.

* Liquid biopsy showed value for minimal residual disease monitoring, identifying an average of 34% of shared tumor variants. cfDNA detected lower proportion of metastasis-exclusive
variants with an average of 12%, likely reflecting limited sampling in some patients during disease progression.
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