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INTRODUCTION Study Participants PROGRESS TO DATE

S g for b | L and cal _ ded in the US. Canad q c _ o  Participants will be identified from the records of approximately 500 general practices across sectors of North Central
© creening for reast, colorectal, an cervical Cancers s recommended in { € Yo, banada, an most dropean countries, and East London (Figure 2), and are invited by letter to attend a dedicated LDCT scanning unit (Group A) or clinical unit
though guideline-recommended modalities, screening age range, and screening frequency vary substantially.! (Group B)

o  Enrollment of the Group A cohort began in April 2019; Group B enrollment is targeted to start approximately early 2020.

o  Table 1 depicts details of the 3,114 participants enrolled to date (as of August 25, 2019).

o  Evidence for screening for lung cancer using low-dose computed tomography (LDCT) comes from the US National Lung
Screening Trial of asymptomatic individuals with a substantial smoking history, which showed a 20% reduction in lung
cancer mortality? and the Dutch-Belgium NELSON trial, which reported CT screening reduced the risk of lung cancer-

o  When participants call to schedule an appointment, likely eligibility is assessed by the phone screener and an appointment Table 1. Currently Enrolled Group A Participant Demographic and Characteristics
is scheduled at a Group A or Group B unit.

related deaths at 10 years by 26% 2 o  Consent is obtained after eligibility confirmation at the units. No. Participants (n, %)
. . - iCi ' iCi ' ' ' ' Total (as of 8/25/19 314
o However, uptake of LDCT screening in the US has been very low due to barriers at the patient, physician, and healthcare O Part|o|pant§ will be followed for 10 years after the last participant is enrolled via medical records and the national ( )
. . - . . . cancer registry. Ade. vears
system levels (eg, smoking stigma, fear of radiation, lack of awareness of screening guidelines among physicians and ge.y
patients, and variable access).*S o  Data will be collected electronically via case report forms and participant-reported questionnaires. <65 1,563 (50.2)
o Asimple blood test that accurately detects cancer early and identifies its tissue of origin via measurement of tumor cell- Figure 2. Current SUMMIT Study Participant Coverage >65 1,551 (49.8)
free DNA (cfDNA) could reduce the number of false positive results and other potential harms associated with cancer Sex
screening, improve the patient experience, and improve patient outcomes.®’
Male 1,781 (57.2)
METHODS Enfild Female 1,333 (42.8)
o  The SUMMIT Study is designed to validate the ability of a blood test to detect multiple cancer types among a high-risk Raoe/I.Ethmcnty
population undergoing LDCT for lung cancer screening, as well as in a lower risk population. Barnet Finchley Memorial Hospital White 2,290 (73.5)
O The.S_UI\/II\/IIT Stu_dy will also examine the implementation of an LDCT screening service, including the o King George Hospital Black 105 (3.4)
participant experience. Haringey HElELD N o) Southeast Asian/Chinese 192 (6.2)
Forest Redbridge
: Mixed Race 525 (16.9
Study Design | (16.9)
Camden | Hackney S Not Reported 2 (0.06)
o  SUMMIT is designed to enroll 50,000 participants (aged 50-77 years) into one of two study arms (Figure 1): Islington : Barking and .
University College Hospital EN Smoking Status
O  Group A: Individuals at high-risk for lung and other cancers due to substantial smoking history and meet the United (o) Newham : Commer 1,662 (53.4)
States Preventive Services Task Force (USPSTF) LDCT screening criteria or have a 21.3% risk of developing lung ot 1OWT Ha&'etsl | : :
cancer over the next six years based on the Prostate, Lung, Colorectal and Ovarian (PLCO__ ) risk score. Mile End Hospital Current 1,450 (46.6)
o Group B: Individuals not meeting Group A criteria. Not Reported 2 (0.06)
Exclusion criteria: Participants currently receiving treatment (including watchful waiting) for an active cancer Personal History of Cancer
are excluded. Locations currently enrolling participants are depicted. NO 2675 (85.9)
Figure 1. SUMMIT Study Overview : :
° / Study Objectives Yes 437 (14.03)
. L Not Reported 2 (0.06
Data extraction from GP practice o  The primary objectives of the SUMMIT Study are to: P ( )
. . . . . Radiology Report?
o  Validate a cell-free nucleic acid blood test for detection of multiple cancers; and SN ;
o  Examine the performance of delivering an LDCT screening service for lung cancer to a high-risk population Follg-Lp Seen 556 (18.89)
in London. Urgent Referral° 164 (5.57)
Invitation sent ecti .
O Keysecondary objectives are to: “Radiology reporting not yet available/reported for all participants.
o  Compare the cfDNA blood test results to LDCT results; and ®Required upon nodule or other abnormality identified by LDCT.
o  Evaluate behavioral outcomes and participant acceptability associated with an LDCT screening programme. °Required upon abnormality suspicious of cancer identified by LDCT.
Eligibility assessed when potential participant o  Primary endpoints for the SUMMIT Study include evaluating cancer incidence and stage at diagnosis and screening

service performance measures.

Study Procedures S U M MARY

o  Group A study procedures are outlined below:

calls to schedule appointment

o Participants will provide a blood sample, complete a questionnaire, and receive a baseline LDCT. o The SUMMIT Study is designed to determine the performance of this investigational multi-
o Current smokers will receive a smoking cessation intervention. cancer blood test compared to or combined with LDCT for identifying lung cancer, and in
O  At12 and 24 months post-baseline, participants will provide a blood sample, complete a questionnaire, and if a deteoting cancers for which there are no effective soreening tests.
_____________________ current smoker, will receive a smoking cessation intervention.
Participant-reported outcomes related to anxiety and quality of life will be quantified using the SF-12 and EQ-5D o The SUMMIT Study will evaluate the implementation of an LDCT screening programme in the
YO - : - : validated instruments. London population.
E“glb'“ty confirmed E“glb”'ty confirmed o  Participants with a negative baseline LDCT (without lung nodules) will be randomised at their Year 1 visit to either have _ -
LDCT 2 LDCT at 12 and 24 months or no further scans. o The SUMMIT Study may therefore inform new approaches to finding cancer early.
o  Participants with lung nodules at baseline will require follow-up scans in line with the study nodule follow-up protocol.
Blood sample Blood sample o Participants with abnormal LDCT findings suspicious of cancer or other significant incidental findings will receive an
P g P g g
: : : : urgent referral for diagnosis and treatment.
QueSthnnalre QueStlonnalre O Group B study procedures are outlined below: References 6. WHO | Guide to cancer early diagnosis. WHO. http:/www.who.int/cancer/
. . . . . . _ 1. Ebell MH, Thai TN, Royalty KJ. Cancer screening recommendations: an publications/cancer_early_diagnosis/en/. Accessed July 29, 2019.
————————————————————— o  Participants will provide a blood sample and complete a questionnaire at three study appointments (baseline, international comparison of high income countries. Public Health Rev. /. Anlquist DA. Universal cancer screening: revolutionary, rational, and
: . .. . 2. National Lung Screening Trial Research Team, Aberle DR, Adams AM, et Sponsor: The SUMMIT Study is sponsored by University College London
Y1 & Y2 iLDCT O Blood test results will not be returned to phySICIaﬂS or participants in either Group AorB. al. Reduced lung-cancer mortality with low-dose computed tomographic (UCL; London, England, UK), conducted by University College London
screening. N Engl J Med. 2011;365(5):395-409. doi:10.1056/ Hospitals NHS Foundation Trust (UCLH; London, England, UK), and funded
Blood sample Blood sample Statistical Considerations NEJMoaTi02873 by GRAIL. Inc. (Menlo Park, CA, US).
P P s Cglrsjl:nge HC[% I_Auarlwsc:;t gg/r?c’:el—:agérgn(i)r?g;j-kl\e/lrgrl\a/ll-itsl_geiﬁfs g:?ﬁésl\?éLSON Disclosures: AH reports personal fees (advisory board meetings) from GRAIL,
Questionnaire Questionnaire O The evaluation of the cfNA blood test performance will be performed using a nested case-control design: blood samples Randomised-Controlled Population Based Trel. J Thorac Oncol. ltrrlzsotitjsyldgifnghél\é”é?géezerﬁ:rg SEBTJ;C;SSGOFE%EAEC];Z Cvcv)i?ﬁl;fgck
will be analyzed from all participants who developed any type of cancer and a randomly selected subcohort of participants 2018:13(10):8185. doi:10.1016/.jth0.2018.08.012 or options to hold stock in the company. SLQ is supported by a Cancer
( ) ho did not g e e L i S e Fesoarch UK Postdoctor Fouchi (C50604/A21400.
Invited participants are distributed into Group A (individuals meeting USPSTF criteria for lung cancer screening or having a 21.3% risk of . e i e " . ) > _ _ KG, SJ and AH report grants outside the submitted work.
developing lung cancer in the next six year per PLCO__ ) and Group B (Individuals not meeting Group A criteria). At all visits, Group A O I\/Ieastt_JreS of C5)_etrformalnce will include sensitivity, false-positive rate (specificity), positive predictive value, and sri%%rpemz%qgag%gb/xm J Prev Med. 2019;56(1):66-73. doi:10.1016/]. The remaining authors have nothing to disclose.
and B participants answer a questionnaire and provide a blood sample; in addition, Group A participants also undergo LDCT at YO. nega '\_/e predic '_Ve value. | | - | N | | o 5. Raz DJ, Wu GX, Consunii M, et al. Perceptions and Utilization of Lung ©GRAIL, Inc., 2019. GRAIL is a registered trademark of
YO: baseline visit; Y1: year 1 visit (approximately 12 months after baseling); Y2: year 2 visit (approximately 24 months after baseline); o  The evaluation of the implementation of a LDCT screening service, including participant experience, will be descriptive Cancer Screening Among Primary Care Physicians. J Thorac Oncol. GRAIL, Inc. All rights reserved.

GP: general practitioner; LDCT: low-dose computed tomography. with summary results expressed as per 1,000 screen or percentages. 2016:11(11):1856-1862. doi:10.1016/].jtho.2016.06.010
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