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What we will cover today

« How the circulating tumor DNA = ctDNA test works
« Why does this matter for patients?

e Some current data and future directions
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Traditional tools have limitations measuring cancer
burden and relapse
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What is ctDNA? Tracking Fingerprints in the Blood

Genetic Fingerprints: Every cell in the body contains DNA. §

Macrophage

Cancer cells have altered DNA unique to the tumor. & Normaica

Tumor Cell
0 CTc
Normal fDNA

Natural Shedding: As kidney tumor cells expand, they
release their DNA into the bloodstream.

Liquid Biopsy: By taking a blood sample, specialized
laboratory tests can detect these microscopic tumor DNA
fragments.

Non-Invasive Tracking: This allows doctors to track the tumor
over time. In some cases, it enables assessing if the tumor
has changed (new DNA mutations).
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Critical clinical decisions in Kidney Cancer require
reliable risk assessment tools
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How the ctDNA test works

A one-time analysis of both 7y The testis custom-built and
blood and tissue is performed /  personalized for you

to determine your unique set of :

tumor mutations

Signatera detects the presence
or absence of tumor DNA each
time it is ordered as part of your
routine follow-up blood tests
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ctDNA tells the story of your cancer over time

* Tracking ctDNA levels over
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Post-nephrectomy ctDNA status stratifies recurrence
risk in localized RCC
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ctDNA stratified risk of progression in metastatic RCC
patients during treatment and surveillance

Pre-Treatment PFS by ctDNA status pra-treatment PFS by ctDNA status at landmark
(TRM cohort)

during surveillance
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Suri, Margulis et al. ESMO 2025 — Cohort B: 48 patients with metastatic RCC
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Key takeaways

ctDNA IS STANDARD OF CARE IN MANY TUMORS
WE ARE NOT THERE YET IN KIDNEY CANCER BUT TECHNOLOGY IS IMPROVING

ctDNA is a personalized test that helps determine:

o If there are signs of cancer remaining in the patient after surgery (or initial treatment)
o Whether a patient may benefit from additional treatment to reduce risk of recurrence
o If the treatment is working (tracking disease burden over time through serial testing)
O

If the cancer is returning by detecting relapse earlier than with scans

When used serially, along with other tools, it may provide additional insights and help guide
shared decisions between patients and providers
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THANK YOU

PATIENTS that have contributed to clinical studies
and their FAMILIES
moving the field forward towards better outcomes

PLEASE SUPPORT CLINICAL TRIALS
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