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ctDNA has potential to be used throughout the disease course

Clinical challenges Operation Diagnosis
of recurrence
Diagnosis
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Palliative therapy
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/ ctDNA analysis \

Minimally Invasive, minimal risk, nearly always available

Enables cancer detection and quantification of cancer burden

\ Biological information/insights about cancer biology and evolution /
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ctDNA has potential to be used throughout the disease course
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ctDNA advancements offer many patient benefits

Cancer Risk Monitoring . Treatment Monitoring
) .. . Surveillance ! )
detection determination efficacy selection efficacy

Less invasive alternative to follow-up tissue biopsies
Allows for earlier detection of cancer and recurrence (and may improve outcomes)

Allows for earlier and more frequent monitoring of treatment effectiveness
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Removes barriers for more frequent testing of mutation status

Enables risk adapted therapy
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Application for ctDNA as a potential surrogate marker for clinical outcome:
drug development impact

Surrogate endpoints shorten drug development/clinical trial timelines and lead to
faster filing decision and launch out to patients
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ctDNA has potential to be used throughout the disease course
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Can ctDNA analysis identify the patients in
need of adjuvant chemotherapy?

Operation
Diagnosis
L 1:>E ) Clinical challenge:
Who is at risk of relapsing ?
\ J | )
f f
Symptoms  Chemotherapy?
i
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Can ctDNA detect post-operative residual disease?
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Clinical implication
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Can escalation save lives ?
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Trial Name/Country Pol;.]l::?];:)n Sggf le ctDNA Assay Tlmn_}%';if]:;DNA Trial Intervention Primary Objective
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Clinical implication
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Can we de-escalate and avoid toxicity?
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ctDNA has potential to be used throughout the disease course
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Results during/after chemo
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Clinical implication
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ctDMA-Enriched 2nd Line Adjuvant Therapy Trial

Stage I1/111 Patients who are ctDNA-positive after To demonstrate the superiority of
ALTAIR lorectal cance 1-month post-op and letion of 3 months adj CAPOX  trifluridine/ tipiracil over placebo i
colorectal cancer after 3 months of completion of 3 months adjuvant trifluridine/ tipiracil over placebo in
(UMINODOD39205) [45] or stage IV with 240 Signatera™ ) are randomised to: patients with ctDNA that remains
standard adjuvant
Japan resectable ) CAPOX Standard of care: placebo/surveillance positive after standard adjuvant
metastases Experimental: trifluridine /tipiracil therapy
Patients who are ctDNA-positive after
completion of 3-6 months of adjuvant
FOLFOX /CAPOX are randomised tox
ACT-3 Standard of care: surveillance To demonstrate the superiority of
{NCTML'EPEL-!-I} Stage 111 500 Guardant 3-6 weeks post Experimental: FOLFIRI over surveillance in patients
United States colorectal cancer LUNAR-1™T™ adjuvant chemo {a) FOLFIRI (MSS/BRAF wild-type) with positive ctDNA after standard

(b} Encorafenib /Binimetinib /
Cetuximab (BERAF mutant)
ic)  Nivolumab (MSI-H)

adjuvant therapy
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ctDNA has potential to be used throughout the patient journey

Disease course Surgery

Diagnosis Diagnosis of recurrence
S W >E > P >
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Adj. . Surgery or
Symptoms J Post-treatment monitoring . .g Y
therapy palliative therapy
Early diagnosis Assessmg Personalized therapy
prognosis
Assessing Assessing response
Response

Early diagnosis of recurrence
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