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SCRUM-Japan MONSTAR-SCREEN adaptive platform

trials to accelerate precision oncology innovations
— focusing on metastatic colorectal cancer clinical
Sy / development —
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Agenda in My Talk

e SCRUM-Japan

* CIRCULATE-Japan
 Beyond Genomics
 Toward global platformer


プレゼンター
プレゼンテーションのノート
Today’s agenda here in this slide, brief introduction of Japanese circumstance for Current Treatment Strategy for mCRC followed by Rogorafenib Success Story and Recent CRC clinical trials highlighted of regorafenib for mCRC. 
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Challenges for the Future of Colorectal Cancer

Genomic markers in mCRC
with existing or potential matched therapies

RAS mut +/-
PIK3CA/PTEN mut

KRAS G12C inh

. . . PIK3CA/PTEN mut
Polo-like Kinase inh

Kinase inh Gene fusion
MET inh  MET ampl

: HER2 ampl )
anti-HER2 POLE mut Wild-type

\M,SI-F\M/heI:/I . anti-EGFR mAb*
BRAF non-V600

anti-PD1/L1 + anti-CTLA4

BRAF V600E
BRAF inh + anti-EGFR mAb* +/- MEK inh

* mAb: monoclonal antibody Modified citation from reference Dienstmann R, Tabernero J, et al. ASCO Edu. Book2018
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SCRUM-Japan

SCRUM-JapanD{&Hll

the Nationwide Cancer Genome Screening Project as Academic-Industrial
Collaboration for Individualized Medicine in Japan
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SCRUM-Japan GI-SCREEN,
GOZILA and MONSTAR-SCREEN

2015 2016 2017 2018 2019 2020 2021
s
1 o8 1
= 3 ! GI-SCREEN Completed in Apr 2019
et 2 i Launched in Feb 2015
.g ' GI-SCREEN-MSI Completed in Mar 2019
2 ! Launched in Oct 2015
€ = ' Plasma OncoBEAM CRC RAS Completed in Feb 2018
2 Z 1 Launched in Jun 2017 <GOZILA Ongoing
a = 1 = 4
& ° : GOZILA
e e 1 Launched in Jan 2018 .

g‘<zf S o : Qﬂu Ongoing
£ [Be53 ! MONSTAR-SCREEN
g FGg Genome I Launched in Jul 2019 e - :
E Transcriptome I VIS NS A Ongoing
) Proteome '
S 53 Microbiome : MONSTAR-SCREEN-2
2 859 P . | SCRUM-Japan Launched in May 2021 Ongoing

= ®s Artificial Intelligence : Registry

== Planning Launched in Jul 2017

_M_'.‘ a " ‘ th a " ‘

Cancer Gastrointestinal cancers Gastrointestinal cancers Solid tumors Solid tumors
Sample size | 5743 7000 2206 2750
Molecular Tissue DNA/RNA targeted sequencing | Plasma DNA targeted sequencing Tissue and plasma DNA targeted Tissue and plasma WES/WTS, and buffy
profiling (oca) (Guardant360) sequencing (F1CDx and F1L CDx) coat WES (CARIS assay)
Fecal microbiome Tissue IHC (HER2 and PD-L1)

(16S sequencing, shotgun metagenomic | Multiplex IHC
sequencing, single-cell metagenomics)

Status Completed Active recruitment Completed Active recruitment

Abbreviations: F1CDx, FoundationOne CDx; F1L CDx, FoundationOne Liquid CDx; IHC, immunohistochemistry; OCA, Oncomine Comprehensive Assay; WES, whole exome sequencing;
WTS, whole transcriptome sequencing.

Nakamura Y, Yoshino T, et al.: Cancer Science. 2021.
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SCRUM-Japan®DProjectE{&I&

Stage 0 Stage 1 Stage 2 Stage 3 Stage 4
Carcinoma Localized Early Locally Late Locally Metastasized
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¥ENCI-MATCH & SCRUM-Japan & DLEER
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Liquid Bx SCR

SCRUM-Japan ctDNA Screening Platform

As of Nov 2021

Stage IV Gl Cancers mainly
Since Jan 2018

CURE a patient J Gastrointestinal Cancer

7x(3) N=2206

Stage IV solid tumors
Since July 2019



Ongoing Clinical Trials

Tumor-specific
approach

Liquid Bx SCR

SeNone

3 . HER2 amplification
OJECL

Trastuzumab + Pertuzumab
(TRIUMPH)

BRAF V600E MT

SCRUM-Japan GI-SCREEN

Eribulin (BRAVERY)

BRAF non-V600E MT

!

CtDNAREHT

+ Cetuximab

Encorafenib + Binimetinib
(BIG BANG)

(Guardant360)

MET amplification

o

Cabozantinib + Panitumumab
(METBEIGE)

Re-challenge with anti-EGFR
mAb (PURSUIT)
H DS-8201a (HERB)

RAS WT
Non'CRC GI HER2 amplification
bTMB-High

Tumor-agnostic

Nivolumab (bTMB-H basket)

TAS-120 (TiFFFANY)

approach &% | Any FGFR alteration
CIDNAREH % —
HER2 lificat

(Guardant360) SR

VvV Y

DS-8201a (HERALD)

ROS1 fusion

BRCA mutation

N=5,000

Brigatinib (Barossa)

Niraparib (NIR-B)

NEW

NFE2L2 mutation

Sapanisertib (TRIGATE) 10
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Nakamura Y, Yoshino T, et al.: Nat Med. 2021
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Waterfall plot showing the change in the sum of the

ORR in tissue* (n=27), ctDNA* (n= 25)

longest diameters of lesions from the baseline to and SCRUM-Japan Registry (n= 13) patients.
the best post-baseline investigator assessment.

Best confirmed response
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Nakamura Y, Yoshino T, et al.: Nat Med

. 2021



F12EAFBIDPFS

Tissue-based stratification (PFS) ctDNA-based stratification (PFS)
1. ] 1.
(P Median PFS 00 Median PFS
09- . Months (95% CI) (? . Months (95% CI)
g dg : — Favorable 6.2 (4.0-NR) g ds : — Favorable 5.6 (4.2-NR)
3 07 — Unfavorable 2.2 (1.3-4.3) 2 07 — Unfavorable 1.6 (1.3-4.0)
§ 06 ’ HR = 0.28 (95% CI, 0.11-0.74) E $ ’ HR = 0.14 (95% CI, 0.05-0.39)
5 o 5 o
8 g o
g 03 - el 8 0?3 - ———
o o
¢ | ¢
0]: 1 1 1 1 1 1 1 1 (]]: 1 1 1 1 1 1 1 1
09 3 6 9 1 1 1 2 2 ) 3 6 9 1 1 1 2 2
Number at risk 2 5 8 1 4 Number at risk 2 5 8 1 4
(number Time since enroliment (number Time since enrollment
censored) (months) censored) (months)
Favorable 9 7 5 3 3 2 2 0 Favorable 13 11 6 3 3 2 0
Unfavorabl (0) (0) (0) (0) (0) (0) (0) (2) Unfavorabl (0) (0) (0) (1) (0) (0) (0) (2)
e 20 7 1 0 e 16 4 0
(0) (0) (0) (1) (0) (0) (0)
tissue-based favorable factors ctDNA-based favorable factors
- tissue CN > 68.7 - ApCN > 16.7
- no concurrent RTK/RAS/PI3K alterations - no concurrent RTK/RAS/PI3K alterations

Nakamura Y, Yoshino T, et al.: Nat Med. 2021
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TRIUMPH SBERTIONERFNRUFY RN AT S — ctDNA fraction (PFS)
< 1.0
SBIERICITDNEUFY R ATS — S 09 Median PFS
2 084 Months (95% CI)
5 0.
o 11 vy ) ———— - ® 0.7 - — ctDNA decreased 5.0 (1.4-14.7)
PILYAR T+ NSRAYARTHOR Y 0.6 - — CtDNA increased 2.2 (1.2-3.1)
q‘I: 05 _ HR = 0.30 (95% CI, 0.13-0.72)
SARBIIAET AR FRANERT LT2is 5 0.4
EIEL 9 0.3 A
3JDFEﬁ'f§ @ 02 | |
o
o 0.1 4
a 0.0

3 6 9 12 15 18 21 24

Number at risk
(number censored) Time since enrolment (months)
CtDNA decreased 14 (0)11 (0) 5 (0) 3 (1) 3(0) 2 (0) 2 (0) 0 (2)

o

ctDNA increased 14 (0) 4 (0) 1 (0) 0 (0)

Uy RINAAT S —([CRDIHRFH

Nakamura Y, Yoshino T, et al.: Nat Med. 2021
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Nakamura Y, Yoshino T, et al.: Nat Med. 2021



s DESTINY-CRCO1 .

DESTINY-CRCO1 Study Design

Final analysis of an open-label, multicenter, phase 2 study (NCT03384940)

6.4 mg/kg dose of T-DXd
administered Q3W (all cohorts)

Cohort A: )
Patients AERZ Primary endpoint
(IHC 3+ or IHC 2+/ISH+) « ORRY (cohort A) Primary analysis

*Unresectable and/or metastatic CRC n =53
*HER2-expressing (central confirmation)

(Data cutoff:
August 9, 2019)

Secondary endpoints

* RAS/BRAFV600E wild type - 4., * ORRP" (cohorts B and C)
22 prior regimens . (F;I;S
¢ Prior anti-HERZ2 treatment was allowed Final analysis
; ; ; Cohort C2: * DOR Datab lock:
- Excluded patients with a history of or HERD IHG 1+ « DCR (Database lock:
current/suspected ILD e « Safety and tolerability December 28, 2020)

Primary analysis of cohort Al Patient disposition at final analysis®

* Results yielded promising antitumor activity and a manageable * No patients remain on treatment

safety profile
* The median follow-up was 27.1 weeks at data cutoff

e At the end of the study, median follow-up was 62.4 weeks for cohort
A, 27.0 weeks for cohort B and 16.9 weeks for cohort C

CRC, colorectal cancer; DCR, disease control rate; DOR, duration of response; HER2, human epidermal growth factor receptor 2; HER2+, HER2-positive; IHC, immunohistochemistry; ILD, interstitial lung disease; ISH, in situ hybridization; ORR,
objective response rate; OS, overall survival, PFS, progression-free survival; Q3W, every three weeks; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; T-DXd, trastuzumab deruxtecan.
aA futility monitoring analysis was done after 220 patients in Cohort A had 12 weeks of follow-up to inform opening of Cohorts B and C. PORR was based on RECIST v1.1 in all cohorts. °Data presented are from the full analysis set.

1. Siena S et al. Lancet Oncol. 2021;22(6):779-789.

ASCO GaSTrOinfeSTin8| - PRESENTED BY: Takayuki Yoshino, MD ASCOG éﬁfﬁt%ﬁgf&?
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Best Percentage Change From Baseline in the Sum
of Diameters of Measurable Tumors

-100

8
'.5 DESTINY-CRCO1
d

Best Percentage Change in Tumor Size in Cohort A and OS in All Cohorts

Best Percentage Change in Tumor Size

Overall Survival

100+

HER2 IHC 3+ or IHC 2+/ISH+ Cohort A (n = 49?)
N |HC 3+

n IHC 2+/ISH+

Prior anti-HER2 treatment

40+

20+

O+

No. at Risk

Cohort A

* HER2 IHC 2+/ISH+ with an NRAS mutation® Cohort B

80+

60+

OS, %

HER2 [HC 3+ or IHC 2+/ISH+ Cohort A
HER2 IHC 2+/ISH- Cohort B

HER2 IHC 1+ Cohort C

Censor

Cohort C

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; OS, overall survival.
The line at 20% indicates progressive disease. The line at —30% indicates partial response. 24 patients from the full analysis set were excluded since 1 patient had no measurable target lesion and 3 patients had no postbaseline data. "By local

assessment. Reprinted from The Lancet Oncology, Vol 22, Siena S et al. Trastuzumab deruxtecan (DS-8201) in patients with HER2-expressing metastatic colorectal cancer (DESTINY-CRCO01): a multicentre, open-label, phase 2 trial. Pp 779-789,
2021, with permission from Elsevier.
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SCRUM-Japan GI-SCREEN & GOZILA Studies
Achievements of GOZILA Project

Sequencing success rates for tissue Trial enrollment rate in patients Interval between enrollment to
and ctDNA genotyping with actionable alterations genotyping studies and
ans matched clinical trials
100% -
() | — |
0.1% 10 - 60/632 (9.5%)* _
. 80% A
X raans, . < 8- Median
o % quantity not = 5.9 months
s 60% 1 N sufficient Z 6- 126/3,055
— . (\] o o/ )k —
3 40% | 89.4% g, (4.1%)
S o Median
3 20% - L 2 1.0 month
0
0% T ] ! I *Twenty-six patients 0 Iz le I6
were overlapped. Months
Objective response rate Progression-free survival
P = 0.69 (Fisher’s exact test) Median
= f 1 100 - N  Events 95% Cl { .
s 20 4 21/126 12/60 (20.0%) @ (months) =
% 181  (16.7%) u: S 80 126 115 2.8 (2.2-3.3)
g 187 SF 60- 60 54 24 (13-33)
(%] T (%)) =
S 12 A § 2 40 - HR =1.07 (95% Cl, 0.77-1.47), Log-rank test P =0.70
2 10 A o 3
n ow
g 2 i & 20
= i
-E g i 0 T T T T T i
o 5 0 3 6 9 12 15 18
o ! ! No. at risk Time (months)
o GI-SCREEN 126 53 25 12 7 4 1
GOZILA 60 24 11 6 4 0 0

Nakamura Y, Yoshino T.: Nat Med 2020.




Huge DBs in GI-SCREEN, GOZILA, etc.

OncoKB

GI-SCREEN MSI DB

Enables cross-search among DBs
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Global Collaboration to Promote Each Platform

cancernetwork.com — ORIGINAL RESEARCH

OPRACTICAL PEER-REVIEWED PERSPECTIVES

e Ay - Comparing GOZILA and COLOMATE: Ongoing
o PGy | Umbrella/Basket Trials Examining Genetic

‘Eﬂlggg;g::gﬁgﬁﬁgfga's . Testing in Gastrointestinal Malignancies

lrointestinal Mallgnancles ‘ _. ®, Hideaki Bando, MD*: Yoshiaki Nakamura, MD*: Daisuke Kotani, MD: and Takayuki Yoshino, MD

GASTROINTESTINAL CANCER

REVIEW ARTICLE
L

PERSPECTIVE BY

Takayuki Yoshino, MD, PhD
The COLOMATE Platform:

The Gurrent Molecular Treatment

Landscape of Advanced Golorectal «T An Indispensable Initiative
Cancer and Need for the Promoting True Precision Oncology
COLOMATE Platform Prioritized for Patients With Cancer—From

| o ” 7 ”
Kristen K. Ciombor, MD, MSCI'; Jeremy C. Jones, MD?; John Strickler, MD?; Tanios S. Bekaii-Saab, MD*; Christina Wu, MD? M / \YB E to M U ST B E

Yoshino T. Oncology (Williston Park). 2021.



Global Collaboration led by ours (representative example)

Unification of International Diagnostic Criteria

International Harmonization of Provisional
Diagnostic Criteria for ERBB2-Amplified
Metastatic Colorectal Cancer Allowing for
Screening by Next-Generation Sequencing Panel

Satoshi Fujii, MD, PhD?!; Anthony M. Magliocco, MD, FRCPC, FCAP?; Jihun Kim, MD, PhD?; Wataru Okamoto, MD, PhD?;
Jeong Eun Kim, MD, PhD®; Kentaro Sawada, MD, PhD®; Yoshiaki Nakamura, MD, PhD®; Scott Kopetz, MD, PhD7;
Woong-Yang Park, MD, PhD?®; Katsuya Tsuchihara, MD, PhD?; Tae Won Kim, MD, PhD!?; Kanwal Raghav, MD, MBBS7; and

Takayuki Yoshino, MD, PhD® Fujii S, Yoshino T. JCO Precision Oncology, 2020

World's First Guideline for Tumor-agnostic Precision Oncology in Advanced Solid Cancer

JSCO—ESMO—ASCO—JSMO—TOS: international expert consensus
recommendations for tumour-agnostic treatments in patients with solid
tumours with microsatellite instability or NTRK fusions

T. Yoshinol*, G. Pentheroudakisz, S. Mishimal, M. J. Overmang, K.-H. Yeha, E. Babas, Y. Naitos, F. Calvo7, A. Saxenag,
L.-T. Chen®, M. Takeda'®, A. Cervantes™’, H. Taniguchil, K. Yoshida'?, Y. Kodera™?, Y. Kitagawala, ). Tabernero™, H. Burris'® &

J-Y. Douillard Yoshino T, Ann Oncol. 2020
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MONSTAR-SCREEN

Solid tumors

Microbiome
Assess temporal changes in cancer biomarkers thorough systemic therapy



Present & next generation clinical trial designs

a. Present clinical trial design; reactive treatment for secondary resistance

ctDNA analysis

Treatment A = / -> Identified resistance gene X
by ctDNA analysis

X inhibitor (mono or in combination with another agent)

X inhibitor plus treatment A (staged combination)

b. Next generation clinical trial design; preemptive treatment for secondary resistance

gene alteration
DB Al

Al-based
prediction of
secondary = Treatment A plus X inhibitor
resistance gene X
by treatment A

Yoshino T. COLOMATE challenge to overcome resistance in metastatic colorectal cancer. Oncology (Williston Park). 2021 Oct
21;35(10):656. doi: 10.46883/0NC.2021.3510.0656. PMID: 34677923.
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— ESMO congress 2021
Microbiome JSCO 2021, Plenary session
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SCRUM-Japan GENESIS Project

Al/ML

Pharmaceutica
1

]

-

BunASRREY S~
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National Cancer Center Hospatal Easg

Collaboration

hospiﬁ .ﬁlﬁ
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Research
insti

Government

SCRUM-Japan GENESIS

Public interest
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A,

Cloud Ace

Al oncology integrated
analysis data store

Genomedig

Study participation
facility

28 SCRUM-Japan Genesis

Genomedia

il
iy

PAPPARE

a

—

Various Al algorithms will be created based on

"\ Google Cloud

™

Cloud Ace
Cloud environment

On premise environment

”

Study participation
facility

Study participation
facility

Study participation
facility

s

Study participation
facility

Yoshino T, et all. Oral presentation at Google Cloud Next '19
https://www.youtube.com/watch?v=iO4xlaJw_Jc



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

Al/ML

SCRUM-Japan GENESIS Virtual Sequencing Project

irtual .
¥eguencmg vaQ

© 7 =) HE staining ) dissection m—) NGS sequencing m-———) Genetic alteration identification

Virtual Sequencing

Development of prompt & accurate genome alteration estimation method
using Al image processing

- —— Gene X / w0
: /] ,

Validation b
Verification

Learning by 0s

- — GeneY

Training dat data
- ~— GeneZ wl &
- _/— 00 05 10
FFPE section image and genome Virtual Sequencing algorithm Verify the accuracy of the
analysis results, collected by algorithm using verification
SCRUM-Japan data

Yoshino T, et all. Oral presentation at Google Cloud Next '19
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https://www.youtube.com/watch?v=iO4x1aJw_Jc

TPR: True positive rate

TPR: True positive rate

Overview of predictive model creation for each
pathological morphological features.
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Validation Set 2 (247 pts)
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Fujii S, et al.: ASCO-GI2021 #112.
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Agenda in My Talk

e SCRUM-Japan
 CIRCULATE-Japan
 Beyond Genomics
 Toward global platformer


プレゼンター
プレゼンテーションのノート
Today’s agenda here in this slide, brief introduction of Japanese circumstance for Current Treatment Strategy for mCRC followed by Rogorafenib Success Story and Recent CRC clinical trials highlighted of regorafenib for mCRC. 
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—Stage IVHl (RXSHDHA) 5
ENREFRE* (RXRRVHA) DEEERFEFEA DI

Precision Oncologyh\5 Precision Onco-surgery/\

Stage IVERSHILZSHY AU = Ja pan- |

SCRUM-Japan

2018F2H M5 e
S MR IRFRE
(MRD; minimal residual disease)
BRERBEFE A\ DPkEK
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H 24\ _ EHEESNDINARE (HR) o2&, IR
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iIEMRDICKDBFE') XD DERINHE

MRD= Minimal Residual Disease /J\}RFRZ.

Minimal Residual

EHETHAE Tumor DNA _ Disease
EHYDFRULNZDT Detection =
BBV AN BRI DE
A.,»--‘J ' .
— .j - 1
*Eié.‘ﬂ’ﬂtﬂﬁfﬁj\ B No Minimal
(RARUFRE) o Residual Disease
Normal DNA —=

R 26

t F#18YTechnology[C K D RIGUIFREABFRE Z IEIEIC FRITJE C/5 D aJREME J

Yoshino T. ESMO 2019
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fiT % MRDS{ficDAssay SIGNATERA

Personalized and Tumor-Informed Methodology Means Each Patient Gets Custom-Built Assay

Analyze sequencing of Select individual- Obtain whole blood Cell-free DNA Analyze ultra-deep
tumor tissue and specific, clonal, @ samples at longitudinal e extraction and patient- NGS datain
matched normal blood somatic variants timepoints (eg, every 3 specific multiplex PCR plasma to detect
at initial timepoint and design custom months) followed by NGS presence of ctDNA
primers for each
patient

EIOV-LER REBICHRIL  HRILINRIVIC ctDNAFZERIEIC KD
(EBBRKIUESD INRIVEER KDEZHUVD BROFHRE

R P | x € 200 Lead | Radiographic
; %; - - . - . E time | recurrence
~— b 3 2 V
: % Ve 3 o
A YIRY 1ty » g mp S wo|af
1] 5
\ 1 2 3 4 9]
. . 1S
" ‘ Timepoints ' ER g
2 @ ctDNA (+)
g O CctDNA (-)
ND
=

Can detect as few as
1 genomic tumor equivalent
in 10 ml of blood
(VAF = 0.01%)

Days after surgery

Reinert T, et al.: JAMA Oncol 5:1124-1131, 2019.




Cross-comparison of Predictivity

16.5%*

Hazard Ratio (odds ratio) of relapse in CRC

1.27 1.33 1.38
0.73
— ] T I
MMR Status Tumor Grade Stage |l Oncotype DX This Assay
(MSS vs. MSI-H) (high vs. low) (T4 vs. T3) (Score per 25U) (Pos vs. Neg)

*Tarazona N, et al. Abst #4009 ASCO 2020
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Ideal Precision for Localized CC
~From Precision Oncology to Precision Onco-Surgery

ctDNA
negative
Trrnnne CtDNA
Locally advanced '!"!"!"!"!I!I!"!"!"!' analysis ’
colon cancer ?????????? —
F1iHARAY
Trereeneee

® £
3 g g .\"‘-‘.-

T
L
4
4
TreereeTen
ctDNA
positive

From overall recurrence control
Extract a truly therapeutically beneficial population

Observation or

less intensive
» adjuvant
treatment:

De-escalation

'I"M"I"I"I"I"I"I"I' More intensive
piteenine Mg
.......... juvant
annnm treatment:
119199111 Escalation
Teeeeeeee




Overall Architecture of
CIRCULATE-JAPAN

e CIRCULATE-Japan project is large platform enrolling resectable CRC (clinical stage Il to V) to evaluate the
clinical utility of ctDNA analysis. The study comprises of one observational (GALAXY study) and two
randomized phase Il trials (VEGA and ALTAIR trial)*

Schema of CIRCULATE-Japan project e

Experimental arm

A 4

—» ctDNA negative

—> CctDNA positive ctDNA | e F/U for VEGA

7 years trial

Negative Control arm
T CAPOX 3 months

A 4

N=5,000

E Stock Pre-op . S .
o Samples 1 v GALAXY | =
. . ARRN .
= | Enrollment . Stage II/Ill WES > stud .
. colon cancer 4 weeks 12 weeks 24, 36, 48, 72, and 96 weeks Yy .
: ' LR AR AR ERERERERENERERENRERNERERNERERERERERERERERERERERNERERERRNRERNRRERNRNRRERNNN] EEEEEEENESR :
* Key eligible criteria Sttagle I/m E s e B
= Clinical stages Il to IV CRC recta’ cancer . l Experimental arm
= who can undergo complete . . FTD/TPI F/U for
T curgi . Resectable . i N=240 7 years ALTAIR
= gical resection . : 6 les
. Stage IV . Post-Op i &t trial
. . CAPOX :
= . ctDNA > :
'IIIIIIIIIlllIIIIIIIIIIIIIIIIIIIIIIIIIIIII. P ey e 4cyC|eS é

“Whol . ositive i Control arm

ole exon sequencin i
I ; _CI g ALTAIR Placebo —
ctDNA monitoring 6 cycles

In case of performed NAC

1. Taniguchi H, et al. Cancer Sci 2021.




Signatera Performance in CIRCULATE-JAPAN

Gene selected for ctDNA assay CtDNA demct'fﬂgrate e = Eit-ﬂurgew
Selected for 25 patients (n=72, 1.6%) 109 1 - (ne) freers -surgery
] oy fr -
/ /H% f | Selected for 4 patients (n=68, 1.5%) %’W 1 ® 'T:EE'
; /; Selected for 3 patients [n=212, 5%) Eﬁ‘“ 1
. - §
//}/ 4 r ie n= 3-'“]' .
//?;/) / Selected for 2 patients (n=743, 5%) %
////// ¥ / = Selected for only one patient (n=3330, 75%) glﬂ' .
4,425 genes selected for 400 pﬂtiEf‘ItS O o
Stage | Stage Il Stage Il N tage R
"History of chemotherapy prior to surgerny withn 6 months.
v’ Pre-surgical ctDNA detection rates of 95% in stage II-1ll disease and greater than 90% overall.
v’ Longitudinal relapse sensitivity of 92%, which has improved to >93% in the most recent analysis.
Updated results will be presented at future conferences in mid-2021.
v’ Exceptionally low tissue failure rate of 2.1% and plasma failure rate of 0.4%.
v' Of the 4,425 genes selected for analysis across these 400 patients, only 3% were common to four or

more patients, reinforcing the value of an MRD test that is personalized to each patient’s unique

genetic signature. _ _
Yukami H, Yoshino T, et al. ASCO 2021, Abstract #3608

https://www.natera.com/company/news/natera-to-present-clinical-data-from-largest-prospective-mrd-guided-trial-in-colorectal-cancer-at-the-2021-asco-annual-meeting/



DFS by post-op-4w ctDNA status in
overall population (pStage II-III)

%
100

80

60

DFS

40

20

Number at risk

Negative 597
115

Positive

S L AL R e v

Median follow-up time: 11.4 months
Data cutoff: Nov 19, 2021

ctDNA
— Negative
— Positive

6M-DFS 12M-DFS
ctDNA Events/N (95%CI) (95%CI) HR = 13.3
Negative | 22/597 | o250 | 03 e 95% CI, 8.0 to 22.2, P<0.001
— 73.0% 55 5o, Sensitivity for recurrence, 67.6%
Positive 46/115 (63.9-80.2) | (44.8-65.0)
) ) )
0 6 12 18
Months after surgery
584 223 0
84 31 0

DFS, disease-free survival; HR, hazard ratio; CI, confidential interval DFS curve was estimated by the Kaplan-Meier method.
HR and 95%CI were calculated by the Cox proportional hazard model.

Kotaka M, et al.: ASCO-GI2022 #9.



DFS by ctDNA dynamics from post-op-4w to 12w

%
100

80 4

60 -

DFS

40 -

20 T

HR = 15.8 (Pos > Pos vs. Pos > Neg)
95% CI, 5.7 to 44.2, P<0.001

ctDNA dynamics Neg > Neg >
— Pleg- —— P8BS >
Naon ac
dynamics Neg > Neg | Neg > Pos | Pos > Neg | Pos > Pos
Events/N 31/660 13/32 4/62 50/84
6M-DFS 98.0% 62.5% 100% 58.3%
HR 0.8 9.2 Reference 15.8
959%CI 0.27-2.15 3.0-28.4 - 5.7-44.2
P 0.60 <0.001 - <0.001

Number at risk
Neg > Neg 660

Neg > Pos 32
Pos > Neg 62
Pos > Pos 84

9 15
Months after surgery

490 60
15 0
46 5
23 0

Median follow-up time: 11.4 months
Data cutoff: Nov 19, 2021

Landmark analysis at the post-op-12w was performed.
DFS, disease-free survival; HR, hazard ratio; CI, confidential interval
DFS curve was estimated by the Kaplan-Meier method.
HR and 95%CI were calculated by the Cox proportional hazard model.

Kotaka M, et al.: ASCO-GI2022 #9.




ctDNA clearance rate

Cumulative Incidence of ctDNA clearance pStage I-1V

%
100 —

80 — — W/ ACT
68% — W/O ACT
60 —

40 — HR = 9.3
: 95% CI, 4.6 to 18.9, P<0.001

T T T T
3 6month 9 15 21

_ Months after surgery
Number at risk

W/ ACT 96 23
W/O ACT 87 62

Landmark analysis at the post-op-12w was performed. HR was adjusted by sex, performance status, and pStage.
ACT, adjuvant chemotherapy; HR, hazard ratio, cumulative curve was estimated by the gray s test. HR and 95%CI were calculated by Fine-Gray sub-distribution hazard model.

Kotaka M, et al.: ASCO-GI2022 #9.
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DFS by ACT in post-op-4w ctDNA negative population
(High-risk pStage II-III)

Median follow-up time: 11.4 months
Data cutoff: Nov 19, 2021

%
T T T LTI R
80 - — W/ ACT
—— W/O ACT
N 60 -
L
- 40
= 6M-DFS 12M-DFS
ctDNA Events/N (95%CI) (95%CI)
20 4| W/acT 7/214 (959.%'-690?.5) (929.?'—290@2) Adjusted HR = 1.3
97.5% 94.7% 95% CI, 0.5to 3-6, P=0.63
0 . W/0 ACT 12/317 (95.0-98.7) | (90.5-97.1)
0 6 12 18
Number at risk Months after surgery
W/ ACT 214 211 79 0
W/O ACT 317 309 117 0

HR was adjusted by age, performance status, pStage, and MSI status that are imbalanced between two groups.

ACT, adjuvant chemotherapy; DFS, disease-free survival; HR, hazard ratio; CI, confidential interval.

DFS curve was estimated by the Kaplan-Meier method. HR and 95%CI were calculated by the Cox proportional hazard model.

Kotaka M, et al.: ASCO-GI2022 #9.



Agenda in My Talk

e SCRUM-Japan
 CIRCULATE-Japan
e Beyond Genomics

 Toward global platformer


プレゼンター
プレゼンテーションのノート
Today’s agenda here in this slide, brief introduction of Japanese circumstance for Current Treatment Strategy for mCRC followed by Rogorafenib Success Story and Recent CRC clinical trials highlighted of regorafenib for mCRC. 



Beyond Genomics

Development of Anti-cancer Drugs

15t Gen: 2" Gen:
DNA-alteration Driven Expression Driven & TME-Targeted
Precision Oncology Precision Oncology

Cytotoxic Antibody

Genome
(DNA)

Beyond
Genome —=====
(RNA, Protein)




Hypothesis

Beyond Genomics

v Al-driven multi-omics analysis reveals what is actually happening in

tissues & cells as well as tumor micro-environment.

Clarify More Molecular Blueprint

v Al-driven multi-omics analysis identify candidate multidimensional

biomarkers.

Beyond Single Biomarkers

From Genomics to Multi-Omics with Al
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MONSTAR-SCREEN-2 Architectuzzss=

2021.5 2022.1 2024.3
I N=250*1 Tissue & Blood N=2500 I:I
' - 1st-line advanced solid tumors (N=1500)
Tissue Only Pre-treated advanced solid tumors (N=1000)
e //\ Pre-Trt | Patients who received certain treatment Subsequent Trt
ARIS & fﬁ\ 1 y 7Y B
LIFE SCIENCES Exome (.,/\ ]S
0 LIFE SCIENCES s Ml Exome POSt'Trt
A
MI Transcriptomd N . .
' . Ml Transcriptome .
A ~
/ CARISOME CARISOME
CQD Digital Image Cgb Digital Image /
* Protein/’_"2 * Proteir;/’_“2 /If tumor tissue is available during/after\
S e Trt (N=300), - : .
0 Py > /‘,E\\ | Clinical Data in details (RECIST)
Multiplex IHC 0 MI Exorne
Immunofluorescence =N _
T celI/MCD & MIT| dnsc rl O ”TW& Clinical Data
*3 )
DC/NK cell etc CARISCODEA"
Target-based IHC Molecular Artificial

Multiplex IHC*J

DB

12

Intelligence™

Note: Trt, treatment: ADC, Antibody Drug Conjugate: *1; 15-line CRC, BP, and Prostate: *2; HER2, PD-L1, and HE: *3 Under construction of MDSC Panel


プレゼンター
プレゼンテーションのノート
進捗
PGPV関連
Structure


@ MONSTAR-SCREEN-2: IHC study

Protein

Omics Analysis

-~ )
/7NN —~
' 7=\
GORE @ M Exome
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. MI Transcriptome
¢ CARISOME
\_ /

Localization Analysis

4 d%) Digital Image
*‘ Protein*2

S—

Multiplex IHC
Immunofluorescence

T cell/M® & DC/NK cell etc

Target-based IHC

Incl. ADC
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Strictly Confidentif(/ ONSTAR-SCREEN-2 Data Base ( D B) I N T R——.

(DB Size; 1 PB = 1000 TB)

Free Access Right Funding Companies Can also obtain the IF
for Research & . . :
: . images with annotation
Commercial Use incl. @ ﬁ
IF images
SCRUM DB :

Al-based integrated study

HI'E-rmage‘s. and
Pathqlogrcﬁf DX

) All of the images will
< definitely be essential for
the subsequent studies

Academia as training data
| \\ — "‘: I'E
Permission of Assess for 4 @"@ b -
o» Must upload the
Registered Investigators

annotation for the

for Research Use Only IF image

Note; IF, Immunofluorescence



Structure of SCRUM-Japan & MONSTAR-SCREEN
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MONSTAR-SCREEN|(J:
ARGOD XV /\—=[CIEWZELIZ

ICGC-ARGO (international Cancer Genome Consortium- Accelerating Research in Genomic Oncology)  Chttps://www.icgc-
argo.org) ICGCICRITDREBTOIY T U b, ICGCOPCAWG TJO Y =D FDEMRE LT, 1oo,ooanrE1§U0)7J“/u(: DN\TE
T AT —HEERL. AFICEEREKRBIRBRZLNTDCEICK>T. EHREE « T HADREFED, BEIE
MDD FHBORIAREZBEI JOY TV b, IREBARZWBD. KB - HTFH - 9&. FAY e DSR4 H1)
P e RAR<EEH - PE - FE - UOIPSEPED 1B3HELSNNERBELT 1\D,

& = Accelerating
i:::m Research in
- Genomic Oncology

International Cancer Genome Consortium

OCCAMS  Craiiiiin . 241h February 2021

L = A
Takayuki Yoshino, MD
National Cancer Center Hospital East, Japan

UNITED KINGDOM tyoshino@east.ncc.go
B o e

bl o CANADA

0
WUl

i 3 . rrance SIS Dear Takayuki,
gocr  EFRERERE. S / )— snran
) wvca paistrabioid {8 " may ) ) )
Bameren SWITZERLAND e 3?& uc We welcome your expression of interest and proposal to become a member of the ICGC ARGO project,
s as part of the International Cancer Genome Consortium. Your proposal has been reviewed by the
"°"° Kond Management Committee and fits well within the objectives and scientific remit set out by the ARGO

project, and we're pleased to accept your project for inclusion. This Letter of Intent document confirms
your proposal details and contains an Enrolment Pack of necessary administrative documents to get
your project formally enrolled in ICGC ARGO.

2020F 128158 ARGON'H3T:2

. Accelerating _
ABG L Bt Bcoosy N 202141988 ARGO Director & DWEBREH
International Cancer Genome Consortium ﬁ%ﬂ 2021&2% 15 ARGO@E%é/E\TjU‘EJ

2021528248 ARGOND S IERSNIDIEER
2021F 4828 ARGON T N T Ddocuments izt

https://www.amed.go.jp/pr/2016_seikasyu 01-04.html
https://www.ncc.go.jp/jp/information/pr_release/2020/0206/20200206.pdf



Structure of ARGO

ICGC-ARGO
Executive Board
ICGC-ARGO
Independent Advisory Committee[\| —m—————— oo
ICGC-ARGO ICGC-ARGO

Management Committee Scientific Forum
Data Access Compliance Office |f ———mm™p———— -—=--=------=---=-=-=-=-=-=-~-

(DACO)
y / ICGC-ARGO
Working Groups
Technologic Tls_su.e & PUb!IC & Ethics, Policy & . D.ata. Education &
Clinical Patient Phenomics [|Coordination & Pathology ..
Advancements . Governance Training
Annotation Engagement Management

WG where | am a chair (renewal to the Clinical and Metadata working Group)
WGs that wish to participate from MONSTAR

https://www.icgc-argo.org/page/105/icgc-working-groups
e EEE—_———_—_—_—_—_———



Regularly & Longitudinal Report
In the Snapshot in The Lancet Oncology

» Form a joint team to judge

» Fair & Competitive Way
» Monthly Contest

> Authorship Policy (3+3+ARGO WG)
» 15t report focus on the diagnosis with multi-omics
> 2nd report focus on treatment outcome

Dear ICGC ARGO Program leads,

On behalf of the Clinical and Metadata Working Group | write to you with an
exciting opportunity. ICGC ARGO has secured a regular feature in Lancet
Oncology (IF = 41) to highlight the work of the ICGC ARGO

community. Lancet Oncology has a perspective section which includes
“Snapshots”- snapshots describe challenging, precision medicine-informed
cases discussed by clinical teams in tumour boards or multidisciplinary team
meetings. Attached is an example. Snapshot articles are around 750 words
and one figure or table to fit on one page. They will be updated in future
issues of the journal (every 3-4 months) to provide a continuous case history
over time (standalone case reports will not be considered).

We invite all our programs to submit an Expression of Interest via this short
form if you have a proposal or case study you would like considered for
publication in the snapshot series. The EOl's will be reviewed by an internal
team and selected for publication. We encourage you to submit your EOI as
soon as possible to be considered as the editor is keen to progress
immediately. Any questions please get in touch.

Snapshot *"®
ICGC-ARGO precision medicine: familial matters in pancreatic

cancer

Milella M, Luchini C, Lawlor RT, Johns AL, Casolino R, Yoshino T,
Biankin AV; ICGC-ARGO. Lancet Oncol. 2022 Jan



https://www.icgc-argo.org/page/140/clinical-and-metadata-working-group
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Agenda in My Talk

e SCRUM-Japan
 CIRCULATE-Japan
 Beyond Genomics

 Toward global platformer


プレゼンター
プレゼンテーションのノート
Today’s agenda here in this slide, brief introduction of Japanese circumstance for Current Treatment Strategy for mCRC followed by Rogorafenib Success Story and Recent CRC clinical trials highlighted of regorafenib for mCRC. 
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Toward global platformer
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