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Agenda

PAST to Present: SCRUM-JapanMD AR
» Tissue NGS* Screening (SCR) and stratified clinical trials
> Data Base (DB)

» Liquid Bx SCR and stratified clinical trials

> International Collaboration

TODAY: 7thapJ 0> 1 FOBLE

» Liquid Bx & Microbiome (MB)
> Artificial intelligence /Machine Learning (Al/ML)
» CIRCULATE-Japan (C-J))

TOMORROW: Translating Multi-Omics into Clinical Utility

*Next Generation Sequencing
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Utilization of Real World Data

Comparison of Endpoints in Each Sub-study with Data in SCRUM Japan Registry

SCRUM Japan Registry
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TRIUMPH; PROGRESSION-FREE SURVIVAL
WITH TRASTUZUMAB AND PERTUZUMAB

Liquid Bx SCR

Tissue positive ctDNA positive
— All(N=17) — All(N=15)
= ctDNA RAS/BRAF/PIK3CA/ = ctDNA RAS/BRAF/PIK3CA/
100% ERBB2 WT (N = 11) 100% ERBB2 WT (N = 11)
= ctDNA RAS/BRAF/PIK3CA/ = ctDNA RAS/BRAF/PIK3CA/
80% - ERBB2 MT (N = 5) 80% - ERBB2 MT (N = 4)
60% 1 60% A
40% A 40% A
20% 1 20% A
0% T T T 0% L T T
0 2 4 6 0 2 4 6
Time (months) Time (months)
No. at Risk No. at Risk
All* All
17 11 7 2 15 9 6 2
Quadruple WT Quadruple WT
11 10 7 2 11 9 6 2
Any MT Any MT
5 0 0 0 4 0 0 0
* Including one patient without a ctDNA result
Median PFS, Median PFS,
months (95% CI) months (95% CI)
All 4.0 (1.4-5.6) All 4.0 (1.3-5.6)
ctDNA RAS/BRAF/PIK3CA/BRAF WT 5.6 (2.8-7.7) ctDNA RAS/BRAF/PIK3CA/BRAF WT 5.6 (1.3-6.2)
ctDNA RAS/BRAF/PIK3CA/BRAF MT 1.4 (0.5-1.8) ctDNA RAS/BRAF/PIK3CA/BRAF MT 1.4 (1.2-1.8)
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Utility of Circulating Tumor DNA Sequencing for Precision Medicine in [ ta48x5®

Advanced Gastrointestinal Cancer: SCRUM-Japan GI-SCREEN & GOZILA Studies.
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International Harmonization of Provisional
Diagnostic Criteria for ERBB2-Amplified
Metastatic Colorectal Cancer Allowing for
Screening by Next-Generation Sequencing Panel
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JSCO—ESMO—ASCO—JSMO—TOS: international expert consensus
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SCRUM-Japan GENESIS Virtual Sequencing Project
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Al/ML

Preliminary result for gene X .

CURE a patient

AUC 0.94 in ROC*

_ *Gene X positive prediction for whole
e slide images under prespecified
o 08 conditions.
T
0.2

FPR

Only a previous study* showed an AUC from 0.640 to 0.856 to predict for 10 genes in patients with lung cancer.

*Coudray N, et al. Nature Med. 2018

Yoshino T, et all. Oral presentation at Google Cloud Next 19

21 | SCRUM-Japan Genesis https://www.youtube.com/watch?v=i04xlaJw Jc



https://www.youtube.com/watch?v=iO4x1aJw_Jc

«0’ ECFHAFERAREA

BARERAFRAFEMRE

i
E5NVA n =
i

National Cancer Center Japan AMED

BERRENL

DEYRNRAFT—IC&ENABEIEERDEREZBIET

= F alomib Ve

B
#7014 M CIRCULATE-Japan | 12 B
—BaBLAAERRICL- it RB AR EH T HER RS ERB LA —

20206 A 10H
EIHRRAREARLSARREE2—
ENHERMAREEAN B AERF AR

[REDORAUH]

o HNELARMNTONIRENABESAICHL UFIRNAFTO—CLEDABEFIEERDE
Bx#B#ET 70PN CIRCULATE-Japan (Y —Falb—hox/ ) 12 #Hi1zI23I5 EI(FELT =,

o [ERS 150 BERDBHEBT. RALGLDA M/ EERE D ERRICLHRRERR
EOEMTEERARRRABRERELET.

o KBEMNABEIAH 2500 BEHRIC, BEBICHABRDBEFREELZRELT, BESA
B2 DAV OFILBIEF/ARIL2 ZEHL. EHNICTOBGEFREENFET INFAET,

o RAGULAAITHLTYFIRNAFTO—ITLDBRIRVFHEOERKNA AN GEBATENE,
MEHBEEREDERETHB. BROBHERE. JURELCERORENERLET,

[BE]

EIHRAREAEILIAAFR LU 4—(BER:PE F. REBHRE) ®HR Rk : Kz
. FERAT) (X, KEAA (5 ERSA) ONELARNSMTHOIEBESAZRRIC. P RER
fE#% DNA(ctDNA) *3 1R E T 2RI (VX YR NAF TV ) L&D M ABRIEERDOERERIET T
OY /R CIRCULATE-Japan (H—FaL—hO¥/30) I(IRRERE . Rk HILEREER %
F2)ERIBLEL.

https://www.ncc.go.jp/jp/information/pr_release/2020/0610/index.html

Natera Announces First Patient
Enrollments in Both CIRCULATE-
Japan and BESPOKE CRC Trials
Using Sighatera™ MRD Testing

Two large-scale studies evaluating use of Signatera in colorectal cancer
gain early momentum

NEWS PROVIDED BY
Natera, Inc.—
Jun 18,2020, 09:05 ET

SHARE THIS ARTICLE

000000

SAN CARLOS, Calif, June 18, 2020 /PRNewswire/ -- Natera, Inc. (NASDAQ: NTRA), a pioneer and global leader in cell-free
DNA testing, today announced that enroliment has begun in the CIRCULATE-Japan and BESPOKE CRC trials, with both
studies experiencing strong interest from centers across Japan and the U.S. The studies will measure clinical outcomes
of Signatera molecular residual disease (MRD) testing in resectable Stages II-IV colorectal cancer (CRC).

The CIRCULATE-Japan trial, organized by the National Cancer Center (NCC) Japan, is a prospective, multi-center,
randomized trial that will investigate optimal circulating tumor DNA (ctDNA)-guided treatment strategies for patients
with resectable Stage II-IV CRC, particularly adjuvant chemotherapy decisions based on MRD status. The study will
include 2,500 patients from approximately 150 cancer centers across Japan. The NCC's recent announcement on the
official launch of the CIRCULATE-Japan trial can be found here.

"We are encouraged to see the trial gaining so much early momentum, and we see a great opportunity ahead to
improve treatment decisions for the thousands of CRC patients in Japan, and worldwide, who may not benefit from
adjuvant chemotherapy,” said the study's Principal Investigator, Dr. Takayuki Yoshino of the NCC Hospital East, Kashiwa-
shi, Chiba, Japan. "We are pleased to be working with Natera, whose personalized, tumor-informed ctDNA technology
will allow us to more accurately estimate the risk of recurrence after surgery, as well as detect recurrence earlier for
novel intervention."

https://www.prnewswire.com/news-releases/natera-announces-first-patient-enrollments-
in-both-circulate-japan-and-bespoke-crc-trials-using-signatera-mrd-testing-301079312.html
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Agenda

PAST to Present: SCRUM-Japan®p R

» Tissue NGS* Screening (SCR) and stratified clinical trials
> Data Base (DB)

» Liquid Bx SCR and stratified clinical trials

> International Collaboration

TODAY: #4707’ 0> 1V hOHIE

» Liquid Bx & Microbiome (MB)

> Artificial intelligence /Machine Learning (Al/ML)
» CIRCULATE-Japan (C-J))

TOMORROW: Translating Multi-Omics into Clinical Utility

*Next Generation Sequencing
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