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Largest ever ctDNA study in testicular cancer shows Signatera significantly outperformed standard of care tumor

markers

AUSTIN, Texas--(BUSINESS WIRE)-- Natera, Inc. (NASDAQ: NTRA), a global leader in cell-free DNA and precision
medicine, today announced the publication of a peer-reviewed manuscript in the Journal of Clinical Oncology -
Precision Oncology (/CO PO). The paper features results from a multi-institutional study evaluating circulating

tumor DNA (ctDNA) as a prognostic biomarker for patients with germ cell tumors (GCT), including testicular cancer.

Testicular cancer represents approximately 95% of all GCTs1 and is the most common malignancy in men aged 15-
35.2 Serum tumor markers (STM) play a central role in the management of testicular cancer, but their utility is
limited since they can be normal or falsely elevated in a substantial proportion of patients. While early stages can
be cured with surgery alone or with the addition of chemotherapy and/or radiotherapy, a subset of patients may
receive chemotherapy that may not be necessary. Having reliable biomarkers to stratify recurrence risk and guide

these decisions is a critical challenge in advancing care for this patient population.

This multicenter, retrospective study analyzed 324 plasma samples from 74 patients with testicular cancer, across
stages I-Ill. Signatera was used to assess ctDNA levels before, during and after treatment. Results demonstrated
that Signatera-positivity was significantly associated with shorter event-free survival (EFS) in both post-surgical and
surveillance settings. By comparison, conventional STMs did not consistently correlate with outcomes. When

assessed together during surveillance, ctDNA outperformed STMs in predicting EFS. Key findings include:

e The Signatera-based ctDNA-positivity rate pre-surgery was 91.6% for stage |, and 100% for both stage Il and
1
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e Post-surgery (<12 weeks), Signatera-positive patients had a significantly shorter EFS compared to Signatera-
negative patients (EFS HR: 5.11, p=0.019). In contrast, patients with elevated STMs showed no significant
difference in EFS compared to those with normal STM levels (EFS HR: 2.97, p=0.149).

e In the surveillance setting, Signatera-positive patients experienced a significantly shorter EFS compared to
Signatera-negative patients (HR: 12.45, p<0.0001) . This was not reflected in patients stratified by STM levels
(HR: 1.74, p=0.194).

“These findings demonstrate that ctDNA can identify which patients with testicular cancer are at high risk of
recurrence or progression,” said Nabil Adra, M.D., associate professor of medicine at Indiana University and
principal investigator of the study. “This study gives us new key evidence on the potential of ctDNA to meaningfully

improve how we monitor and manage this disease.”

“Testicular cancer is the most common cancer in young men,” said Minetta Liu, M.D., chief medical officer of
oncology at Natera. “Serum tumor biomarkers are widely used but often leave gaps in decision-making. These
results, which represent the largest published study of ctDNA in testicular cancer to date, highlight the unique value

of Signatera to reliably detect molecular residual disease and predict clinical outcomes.”
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About Natera

Natera™ is a global leader in cell-free DNA and genetic testing, dedicated to oncology, women's health, and organ
health. We aim to make personalized genetic testing and diagnostics part of the standard-of-care to protect health
and inform earlier, more targeted interventions that help lead to longer, healthier lives. Natera's tests are
supported by more than 300 peer-reviewed publications that demonstrate excellent performance. Natera operates
ISO 13485-certified and CAP-accredited laboratories certified under the Clinical Laboratory Improvement

Amendments (CLIA) in Austin, Texas, and San Carlos, California. For more information, visit www.natera.com.

Forward-Looking Statements

All statements other than statements of historical facts contained in this press release are forward-looking

statements and are not a representation that Natera’s plans, estimates, or expectations will be achieved. These
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forward-looking statements represent Natera's expectations as of the date of this press release, and Natera
disclaims any obligation to update the forward-looking statements. These forward-looking statements are subject
to known and unknown risks and uncertainties that may cause actual results to differ materially, including with
respect to whether the results of clinical or other studies will support the use of our product offerings, the impact of
results of such studies, our expectations of the reliability, accuracy and performance of our tests, or of the benefits
of our tests and product offerings to patients, providers and payers. Additional risks and uncertainties are
discussed in greater detail in “Risk Factors” in Natera's recent filings on Forms 10-K and 10-Q and in other filings
Natera makes with the SEC from time to time. These documents are available at www.natera.com/investors and

WWW.secC.goVv.

Investor Relations: Mike Brophy, CFO, Natera, Inc., investor@natera.com

Media: Lesley Bogdanow, VP of Corporate Communications, Natera, Inc., pr@natera.com

Source: Natera, Inc.
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