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Escalating Urgency To Address the Unmet Need

e Overall, 70% of cancer deaths are attributable to cancers without an effective screening strategy’
e Traditional cancer by cancer screening strategies cannot effectively address this need

e Multi-Cancer Early Detection (MCED) tests, well-suited to detect highly lethal cancers, should be
recognized as distinct from and complementary to traditional breast, colon and cervical cancer
screenings

e Community health systems, integral to any population-level screening strategy, are increasingly
able to identify and engage individuals at risk for multiple cancers but lack comprehensive
screening tools

e Current modeling suggests the potential to save 100,000 additional lives annually when
complementing existing cancer screening studies?
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MCED Study Design and Endpoint Considerations

e MCED testing is fundamentally different from existing “one test, one cancer” screening strategies,
and study endpoints should be tailored to the distinct advantages of a shared cancer signal and
aggregate cancer detection

e Head-to-head comparisons between MCED detection of a single cancer type versus performance
of an established single cancer screening modality would not be clinically meaningful

e Given rapid improvements in technology, we would argue against mandates for mortality endpoints
as the timeframe for study results would provide insight on out-of-date technology

e Recognizing AJCC Stage Groups define populations with similar prognoses, the conversion of a
significant percentage of patients from advanced stage (lll/IV) to early stage (I/ll) would represent
a clinically meaningful endpoint

e FDA should consider surrogate and patient-centric endpoints for population cancer screening that
have been suggested in the literature, such as stage shift!, stage-specific incidence, quality-of-life
outcomes, the proportion of patients treated with curative intent intervention (eg, surgery?) and/or
modeled cancer-specific mortality®
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Accelerating Insights for MCED in the Community Setting

e Robust clinical validation of MCED performance currently exists in peer-reviewed literature and
demonstrates remarkable consistency across retrospective and prospective studies with a
compelling positive predictive value and high specificity

e Sarah Cannon has pioneered a national support infrastructure, including a broad retrospective
protocol, to support community providers and patients while accelerating knowledge generation

e Our experience has demonstrated the feasibility of primary-care based MCED offerings:

o Across a sample size of more than 1,600 patients tested, 14 individuals had a cancer signal detected; of
those, 11 persons have completed diagnostic evaluation to date

o Among the 6 confirmed cancers, 3 were early stage one cancers including Stage 1 Oropharyngeal cancer,
Stage 1B pancreatic adenocarcinoma, Stage IB breast cancer — all three have received curative intent
treatment

o Amongst the 6 confirmed cancer diagnoses, the average time to confirmation/resolution was 44.17 days
(median = 43.5 days)

o Among 5 false positives, only one patient required an invasive procedure that was well tolerated
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Conclusions

« MCED platforms represent a promising new paradigm to address a critical unmet need
related to detection of highly lethal cancers

« Study endpoints should recognize the unique nature of MCED testing versus traditional
“‘one test, one cancer” screening and should embrace appropriate surrogate endpoints
for cancer-specific mortality that allow for timely and actionable insights

« Community health systems, likely to be critical to the success or failure of any population
level screening programs, should be key participants in study design efforts and well
represented in clinical trials
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Thank You!
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