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<now Gancer's
Next Move

> Does my patient need adjuvant
chemotherapy?

> |s the treatment working?

> |Is the cancer recurring?

A personalized,
tumor-informed
approach for
molecular
residual disease
(MRD) detection

MEDICARE
COVERAGE




When
to use

Signatera™
MRD test

Response
monitoring

Postsurgical
MRD assessment

Use Signatera™ in the
neoadjuvant setting to
identify and support

a "watch and wait" or
nonsurgical approach
for select patients

Use Signatera™ after surgery
to evaluate the need for
adjuvant chemotherapy

and potentially avoid
unnecessary treatment.

In the neoadjuvant setting

Neoadjuvant . .
Adluvant therapy

Recurrence
monitoring

Use Signatera™ along with
CEA testing and imaging
to detect recurrence earlier.

Assess treatment
response

Signatera™ enables real-
time monitoring of ctDNA
dynamics for early and
sensitive evaluation of
treatment response.

Tailor treatment or surgical strategies based on MRD status using primary tumor biopsy

In the adjuvant setting

The GALAXY study demonstrated Signatera’s ability to predict adjuvant chemotherapy (ACT) benefit in resectable colorectal cancer

ctDNA-positivity at the MRD time point was predictive of inferior overall survival (OS)
36-month OS was 96% in ctDNA negative patients vs. 71.8% in ctDNA positive patients
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In the surveillance setting
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ctDNA status Negative Positive
Events % 1.64 (19/1158) 12.25 (25/204)
24M-0S % * 98.6 (97.5-99.2) 86.6 (79.1-91.5)
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ctDNA-positivity in the surveillance window was predictive of inferior disease-free survival (DFS)'

Evaluation of benefit of adjuvant chemotherapy (High risk stage Il/lll)
MRD-negative patients derived no significant benefit from adjuvant chemotherapy
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adjuvant therapy

Treatment ACT No ACT

*Adjusted for age, gender, Stage, ECOG. Events % 9.63 (55/571) 8.53 (50/586)
**Estimates from landmark time point. 24M-DFS %** 89.11 (85.81-91.68) 89.9 (86.8-92.3)
mDFS (mo) ** NR NR
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Treatment ACT No ACT

Events % 60.68 (88/145) 95.74 (45/47)

24M-DFS %** 35.83 (27.41-44.32) 2.84(0.23-12.35)

mDFS (mo) ** 12.06 (9.30-18.57) 3.55 (3.16-3.95)



Can intervention with ACT in ctDNA positive patients impact survival?

DFS stratified by ctDNA clearance in patients with ctDNA positivity in the MRD window
Sustained ctDNA clearance in response to ACT was an indicator of favorable DFS, compared to
transient clearance (24-month DFS: 89.0% vs 3.3%)
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Suggested ordering cadence for patients with colorectal cancer
Signatera™ is custom-designed for each patient using their own tumor tissue

Weeks Months
(every 3 months) (every 6 months)
w2 W6 w12 w20 M6-M24 M24-M60
(+/- 2 weeks) (+/- 2 weeks) (+/- 4 weeks) (+/- 4 weeks) (up to 5 years)

Tumor Tissue

EDTA Whole Blood
(6 mL K2 or K3)

2x Streck | Plasma - u

(10 mL Tiger Top) 7
Note: Signatera™ test can also be designed using core biopsy tissue.
Contact oncologyce@natera.com to learn more.

Biopsy & surgical resection

.
Track ctDNA dynamics
to enable longitudinal Sinatera™Negstie b e
Not Detected of ctDNA molecules detected
1 1 @ per mL of the patient’s plasma
monitoring

Historical Results

> Signatera™ reports presence/absence of ® Fn
ctDNA and ctDNA quantity in terms of %
MTM/mL for longitudinal assessment
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Clinical application: Value of serial testing in surveillance setting

3 mos

Signatera™ MRD assessment
to monitor for recurrence
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s value

Signatera

e 2,100 patients with stage lI-IV CRC
e Patients who were ctDNA positive post-operatively were shown to have significantly
lower DFS at 24 months than patients who were ctDNA negative
ctDNA status during surveillance was significantly associated with DFS
.............. : e Sustained ctDNA clearance after ACT was significantly associated with >90% DFS

Signatera™ is covered by Medicare for monitoring disease progression, disease recurrence,

or relapse for patients with:
Stage II-IV and oligometastatic colorectal cancer (CRC) in the adju

t and recurrence monitoring settings

Signatera™ is validated across multiple tumor types'©®
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Signatera™ has been developed and its performance characteristics determined by the CLIA-certified laboratory performing the test. The test
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