Evaluating the Risk of Non-Colorectal Cancers
in Individuals with a False Positive Blood-
based Colorectal Cancer Screening Test

Daniel C. Chung, MD’, Darrell M. Gray Il, MD?*3, Harminder Singh MD#, Rachel
B. Issaka, MD, MAS®®, Victoria M. Raymond, MS’, Craig Eagle, MD’, Sylvia Hu,
PhD’, Darya Chudova, PhD’, AmirAli Talasaz, PhD’, Joel K. Greenson, MD8,
Frank A. Sinicrope, MD?®, Samir Gupta, MD, MSCS'°, William M. Grady, MD&""

1. Massachusetts General Hospital and Harvard Medical School, Boston, Massachusetts; 2. Gray Area Strategies LLC, Owings Mills, MD; 3. Association of
Black Gastroenterologists and Hepatologists, New York, NY; 4. Departments of Internal Medicine and Community Health Sciences, Max Rady College of
Medicine, Rady Faculty of Health Sciences, University of Manitoba & Cancer Care Manitoba Research Institute, Winnipeg, Manitoba, Canada; 5. Public
Health Sciences & Clinical Research Divisions, Fred Hutchinson Cancer Center, Seattle Washington; 6. Division of Gastroenterology, University of
Washington School of Medicine, Seattle Washington; 7. Guardant Health, Palo Alto, CA, 8. Department of Pathology at Michigan Medicine, Ann Arbor, MI; 9.
Mayo Clinic and Mayo Alix School of Medicine, Rochester, MN; 10. University of California San Diego, La Jolla, CA; 11. Translational Science and
Therapeutics and Public Health Sciences Division, Fred Hutchinson Cancer Center, Seattle, WA

Chung, et al.

ACGA 2024

October 25-30, Philadelphia, PA



Background

* Blood-based colorectal cancer (CRC) screening tests offer a non-invasive
screening modality that can be completed at any healthcare encounter.

* Incorporating blood-based testing as a CRC screening option improves
overall screening rates.!%3

* It is uncertain whether additional follow-up is indicated to evaluate “false
positive” blood-test results after a negative colonoscopy.

* To address this question, we report on the one-year clinical outcomes of
individuals in the ECLIPSE study that evaluated the performance of the
Shield cell-free DNA (cfDNA) assay for CRC screening.
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Shield is a cfDNA blood-based CRC screening test!
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ECLIPSE: Prospective, US Based, Multi-Center Study of
Shield Performance to Detect CRC!

* Study enrolled participants from October 2019 — September 2022
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ECLIPSE Enrolled Participants at Average Risk for CRC
and Undergoing Routine Screening with Colonoscopy

= 45-84yearsold History of cancer, inflammatory bowel disease
= Average risk for CRC Hereditary predisposition to CRC or history of CRC in first
= Intended to undergo colonoscopy degree relative
= Consent to blood draw and Colonoscopy within preceding 9 years
colonoscopy within 60 days* Positive fecal immunohistochemical (FIT) or fecal occult
= Consent to follow-up for 2 years as blood test (HSgFOBT) within previous 6 months
per protocol Completed mtsDNA or mSEPT9 testing within previous 3
years
Chung, et al.
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ECLIPSE Enrolled 22,877 Study Participants From 265
Sites in United States

Clinical Validation Cohort

All enrolled participants allocated for
clinical validation

| n=10,179 Not selected through prespecified down-sampling
| n=2,440 Used for specificity interim futility analysis*

Selected Participants

Participants from all enrolled cohort randomly
selected for clinical validation testing

n = 2,397 Not Evaluable

Evaluable Participants

Participants from clinical validation cohort with valid
Shield & colonoscopy results and eligible for analysis

Colorectal Advanced Non-Advanced

Chung, et al. Cancer Adenoma Neoplasia**
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ECLIPSE Study met the Co-Primary Objectives of CRC
Sensitivity and Advanced Neoplasia Specificity?

CRC Sensitivit Lower-bound of 2-sided 95% 83.1%
Y Cl > 65% (72.2, 90.3)
0,
Advanced Neoplasia Lower-bound of 2-sided 95% (888:'69{(; 3)
Specificity Cl > 85% D
Chung, et al. Cl = Confidence Interval; Advanced Neoplasia defined as CRC or Advanced Adenoma
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1-Year Data Indicate the Rate of Non-CRC Malignancies
s Not Increased in False Positive Results

1-year Follow-Up

Number of Follow-up Rate of non-CRC
Results Available malignancies
\ \\ % (95% Cl)
False Positives
640 0.8% (5/640
(Shield Positive and no 698 (92%) (003( 1/8) )
CRC/AA at colonoscopy) ° e
True Negatives
5,502 0.9% (51/5,502
(Shield Negative and no 5,982 (92%) (2)(7 { ) )
CRC/AA at colonoscopy) ° T
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Spectrum of Cancers ldentified at 1 year follow-up

No post-colonoscopy colorectal cancers were diagnosed in either subgroup at 1 year of follow-up
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Conclusions

* In over 600 individuals evaluated in the ECLIPSE study, a “false
positive” Shield test does not appear to correlate with an increased
risk for non-colorectal malignancy at 1 year of follow-up.

* Clinical follow-up is ongoing and will continue to gather two-year
cancer diagnoses in enrolled individuals.

* Current research seeks to understand if false positives are driven by
underlying biological conditions that would be expected to remain
positive on longitudinal testing.

* In individuals with a false positive Shield test, recommendations for
repeat CRC screening should be guided by colonoscopy findings.
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* Thank you
* Healthy individuals who volunteered their participation in ECLIPSE.

* Site investigators and study staff for their collaboration throughout the COVID
pandemic
* Guardant Health Clinical and Technology Development Teams

e Co-authors and study team

* Questions?
* Daniel Chung, MD
* Chung.Daniel@mgh.harvard.edu
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