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1 (i) PPV: CA: A Cancer Journal for Clinicians, March 2010, and (ii) False Positive Rate: Annals of Family Medicine, May 20009.
Prostate screening is an USPSTF grade C.

2 (1) PPV: International Journal of Cancer, May 2019, and (ii) False Positive Rate: JAMA, August 2018

3 (i) PPV: New England Journal of Medicine, May 2013, and (ii) False Positive Rate: Annals of Internal Medicine, April 2015

4 Source for PPV and False Positive Rate: Radiology. 2017; 283(1): 49-58.

5 PPV and False Positive Rate: Abdominal Radiology, August 2016
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[ Oropharyngeal cancer (n=2)
1 Squamous cell carcinoma stage Il
1 Squamous cell carcinoma stage IV

] Lung (n=1)
Adenocarcinoma stage Il

Breast (n=5)

Carcinoma consistent with breast primary RM
Carcinoma consistent with breast primary RM
Carcinoma consistent with breast primary RM
Carcinoma consistent with breast primary RM
Carcinoma consistent with breast primary RM
Liver (n=1) —_ B

No pathology stage |

Intrahepatic bile ducts (n=1)
Adenocarcinoma stage Il

Pancreas (n=1)

' Adenocarcinoma stage Il

Small intestine (n=1) &
Adenocarcinomastagel [/ /
Colon and rectum (n=2)
Adenocarcinoma stage IV
No pathology stage IV
Uterus (n=1)
Endometrial adenocarcinoma stage |
Ovary (n=1)
Serous adenocarcinoma stage |l

Prostate (n=2)
Adenocarcinoma stage IV
Biochemical recurrence, no pathology

Bone (n=1)
Spindle-cell neoplasm stage Il

Of the 29 participants with new cancers,
14 (48%) were stage l or Il

Lymphoma (n=12)

Follicular lymphoma stage |

Follicular lymphoma stage |
Marginal-zone lymphoma stage |
Hodgkin lymphoma stage |

Follicular lymphoma stage Il

Follicular lymphoma stage II

Follicular lymphoma stage Il

Follicular lymphoma stage Il

Diffuse large B-cell lymphoma stage Il
Mature B-cell neoplasm stage IV
Diffuse large B-cell lymphoma stage IV
Recurrent local cancer, no pathology

v Waldenstrom macroglobulinaemia (n=2)
Waldenstrom macroglobulinaemia
Waldenstrom macroglobulinaemia

. Lymphoid leukaemia (n=2)

Chronic B-cell lymphocytic leukaemia
Chronic B-cell lymphocytic leukaemia

M Plasma-cell myeloma (n=1)
Plasma-cell neoplasm

® USPSTF screening
® No USPSTF screening
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~ Assessment of the Implementation of an Investigational Multi-Cancer Early Detection Test Into
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Publications
Study Record Dates

More Information

Study Overview

Brief Summary

PATHFINDER is a prospective, multi-center study in which approximately 6,200 participants will be
enrolled. An investigational multi-cancer early detection test, developed by GRAIL, will be ordered by and
results returned to a study investigator. In cases with a "signal detected" test result (with a predicted or
indeterminate tissue of origin (TOO}), the diagnostic work-up will not be dictated by the protocol, but will
instead be coordinated by the ordering and treating medical team at the enrolling sites based on the
participant's clinical condition, recommendations by each institution's clinical practices, and in

+ Show more

Official Title

The PATHFINDER Study: Assessment of the Implementation of an Investigational Multi-Cancer Early
Detection Test Into Clinical Practice

Conditions @
Cancer
Intervention / Treatment @
* Device: Multi-Cancer Early Detection Test
Other Study ID Numbers @

* GRAIL-007

Study Start (Actual) @
20191212

Primary Completion (Actual) @
2021-12-01

Study Completion (Actual) @
2022-01-05

Enroliment (Actual) @

6662

Study Type @
Interventional

Phase @

Not Applicable

j

|

Blood-based tests for multicancer early detection
(PATHFINDER): a prospective cohort study

Deb Schrag, Tomasz M Beer, Charles H McDonnell lll, Lincoln Nadauld, Christina A Dilaveri, Robert Reid, Catherine R Marinac, Karen C Chung,
Margarita Lopatin, Eric T Fung, Eric A Klein

Summary

Background Multicancer early detection (MCED) blood tests can detect a cancer signal from circulating cell-free DNA
(cfDNA). PATHFINDER was a prospective cohort study investigating the feasibility of MCED testing for cancer
screening.

Methods In this prospective cohort study done in oncology and primary care outpatient clinics at seven US health
networks, a convenience sample of adults aged 50 years or older without signs or symptoms of cancer consented to
MCED testing. We collected blood, analysed cfDNA, and returned results to participants’ doctors. If a methylation
signature indicative of cancer was detected, predicted cancer signal origin(s) informed diagnostic assessment. The
primary outcome was time to, and extent of, diagnostic testing required to confirm the presence or absence of cancer.
This trial is registered at ClinicalTrials.gov, NCT04241796, and is completed.

Findings Between Dec 12, 2019, and Dec 4, 2020, we recruited 6662 participants. 4204 (63-5%) of 6621 participants
with analysable results were women, 2417 (36-5%) were men, and 6071 (91-7%) were White. A cancer signal was
detected in 92 (1-4%) of 6621 participants with analysable results. 35 (38%) participants were diagnosed with cancer
(true positives) and 57 (62%) had no cancer diagnosis (false positives). Excluding two participants whose diagnostic
assessments began before MCED test results were reported, median time to diagnostic resolution was 79 days
(IQR 37-219): 57 days (33-143) in true-positive and 162 days (44—248) in false-positive participants. Most participants
had both laboratory tests (26 [79%)] of 33 with true-positive results and 50 [88%)] of 57 with false-positive results) and
imaging (30 [91%)] of 33 with true-positive results and 53 [93%] of 57 with false-positive results). Fewer procedures
were done in participants with false-positive results (17 [30%] of 57) than true-positive results (27 [82%] of 33) and
few had surgery (one with a false-positive result and three with a true-positive result).
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An update on the ongoing NHS-Galleri trial

8 29 May 2024 & Professor Peter Johnson

e NHSH M ESGraill =S5 REREEZLEH
2026 F By AL R?

Based on data from the first year of the three-year NHS-Galleri trial, NHS England has
decided that it will wait to see final results, expected in 2026, before considering
whether an NHS rollout of the Galleri multi cancer early detection test (the Multi
Cancer Blood Test Programme, MCBT) should go ahead.

NHS England’'s commercial agreement with health technology company GRAIL in November

2020 positioned the NHS at the forefront of an exciting area of healthcare innovation, 52_}% ﬁ ﬁ% é é@ ﬁ_i ]Ié” R 2 "‘5‘%/“— /Z\ ?

and the company's Galleri ® test is now being subjected to one of the most rigorous
investigations in any healthcare system worldwide. Over 140,000 people between the ages of

50 and 77 years have taken part in what is the world's largest prospective trial of a multi 2
cancer early detection blood test. > PPV ? N PV ? i&& ? 4‘%%'}i ?

Using a blood sample taken from a patient, the Galleri test works by detecting a common
signal among more than 50 cancer types, meaning that a cancer could be detected earlier — N
even before a patient experiences any symptoms. 3&%

The NHS-Galleri trial was designed with three consecutive years of screening, and it is vital to
evaluate the primary objective and endpoints at the end of the study in 2026. The primary 2 s -
endpoint of the trial is an absolute reduction in the number of late stage (stage 3 and 4) > ﬁﬂ- é/\ﬁ?% ﬁ % -£~ l i/ﬁ'fk
cancers diagnosed, and cancer-specific mortality will also be analysed after five years of
follow up.

Many successful cancer screening trials have failed to show a stage shift initially, and it is > ﬁ‘ﬂ- é/\ﬁ}% ﬁ%ﬁﬂ iiﬂr’?

frequently observed that the first-year data will differ from the final trial results.

NHS England has reviewed preliminary data from the first year of the NHS-Galleri trial and 2 B S .
did not find them compelling enough to justify proceeding straight away with a large-scale > ﬁji l %q ;F‘%ﬁ 'ﬁ’i é(J %4&7@ I‘i KJ;‘—J $
pilot programme of the test in NHS clinical practice, while we await the final results of the
trial. Committing to accelerate implementation of the test in the NHS at scale would have

been an exceptional step, requiring exceptional data after just one year, and while what we
have seen is very promising, the data so far do not support moving at such a fast pace.

=== BRI AR
EERETIURE www.ipoipo.cn



http://ipoipo.cn/

BILEANELYE, AHRZEREMBRTENABREELAITLNAL

Humina’ GRA:L

W BRI, 3 ANEAFK B

CCGA 15,254 FF R IiEiZ % ff &
After more than two years of figuratively duking it out with U.S. and European
antitrust enforcers — not to mention taking heat from activist investor Carl Ichan - PATHFINDER 6.662 W‘]J ﬁ 1%»_ ,f# MCED
San Diego, CA-based lllumina conceded the fight for Grail in December. Last week, at !
the annual J.P. Morgan Healthcare Conference, lllumina's top executives shared a bit o3 Ve I
more color about the pending divestiture. PATHFINDER? 35'000 & % ]\:D /}R
NHS-Galleri 142,321  KRAUBEAEE 5 &2 Mk &
1 lllumina CEO Jacob Thaysen said the company is working “very diligently to
| eI Y R, with the goal of finalizing the terms by the end of the i Galleri-Medicare 50,000 _ﬁ\_ _9_: «]ﬁ-ﬂ k/\f{i ﬁ,%. ﬁ‘;{i fE
1 second quarter of 2024. He said the divestiture will either be in the form of a capital |
market transaction, or a third-party sale. ] SYMPLIFY 6’242 jﬁ ﬂﬁ 'ié/\ ]fﬁ— /i;ﬁ i&%%
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