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Inform critical decisions in MIBC
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Many patients undergo
unnecessary adjuvant therapy after
surgery, while others miss out on
beneficial treatments’

Up to 50% of patients will
develop metastases following
cystectomy and it can be
difficult to determine treatment
response quickly?

Existing tools can fall short at
identifying risk of recurrence after
cystectomy

Identify patients at risk of relapse who may benefit from adjuvant therapy and
monitor response to immunotherapy "3
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Lack of ctDNA clearance
during neoadjuvant
treatment may predict
recurrence better than
pathologic response.®

MRD assessment after
cystectomy helps identify
which patients may benefit
from adjuvant treatment’*

ctDNA can detect
recurrence up to 245 days
before clinical progression

(median 96 days)®

98% of patients with an
increase in ctDNA after 2
cycles of immunotherapy

did not derive an

objective response in a

pan-tumor trial®

Aarhus University Study: Signatera™ status at all assessed timepoints was highly
prognostic of patient outcomes®

68 locally advanced MIBC patients with 656 plasma samples collected longitudinally with a median follow-up of 21 months

RFS in relation to ctDNA after cystectomy
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> Signatera™ ctDNA status before
neoadjuvant chemo, before cystectomy,
and after cystectomy was highly prognostic
of patient outcomes?®

> Signatera™ ctDNA status was a stronger
predictive factor for recurrence than lymph
node status or pathologic staging with a
lead time to clinical recurrence of up to 245
days (median=96 days)®




IMvigor010: Signatera™ positivity after a single timepoint post-cystectomy
may predict who will benefit from adjuvant immunotherapy treatment™#

Phase lll, randomized clinical trial of atezolizumab vs observation in high-risk adjuvant MIBC

OS by ctDNA status*
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> CtDNA-positive patients had a significant
survival benefit when treated with
atezolizumab (OS, HR = 0.59).4

> No treatment benefit was observed in
ctDNA-negative patients treated with
atezolizumab (OS, HR = 1.38).*

> >75% of patients with detectable ctDNA
post-surgery in the observation arm
recurred by 20 month follow up.

IMvigor011 (ongoing): Patients who remain serially Signatera™ negative post-cystectomy
may be spared adjuvant therapy, underscoring the value of longitudinal monitoring®

Phase lll, randomized double-blind study evaluating the efficacy of atezolizumab in patients with high-risk MIBC who are

ctDNA-positive post-cystectomy
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Signatera™ ctDNA-negative patients who
were untreated had:

> OS rates of 100% at 12 months and
98% at 18 months.®

> DEFS rates of 92% at 12 months and
88% at 18 months.®

Signatera™ is covered by Medicare and a growing number of

commercial payers for monitoring patients with MIBC as well
as any patient being treated with immunotherapy




Real world case study: 60 year old male with
MIBC and persistently positive Signatera™ ctDNA
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Case features modified to protect patient confidentiality. No treatment recommendations are made or should be implied.

The most comprehensively validated MRD assay
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Extensively validated

Signatera™ has been validated in

>65 peer-reviewed publications studying
>6,500 patients across >25 tumor types’
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Deep experience
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Signatera™ has been used to manage over
175,000 patients and has been ordered by

more than 1/3 of US oncologists’

Signatera™ can be run at any time point on the core biopsy or surgical resection and is covered
by Medicare and a growing number of commercial payers for MIBC patients and any patient
being treated with immunotherapy

Learn more about Natera’s Oncology Portfolio:

Empower-

Hereditary cancer test

Altera
Tumor genomic profile

References

NO O

Empower™ for hereditary cancer testing which analyzes up to 81 genes across 12+ common hereditary

cancers (panel can also be customizable, up to 190 genes) to help guide surgical and therapeutic decisions.)

Add on Altera™ Genomic Profiling test which utilizes whole-exome and whole-transcriptome sequencing to

identify clinically relevant biomarkers that may help guide treatment selection for advanced cancer patients—
no additional sample needed.
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