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Agenda

New biomarker Beyond KRAS exon2 for mCRC
— New window of All RAS testing and BRAF
Multicenter screening project ‘GI-SCREEN’
— For mCRC*
ABC study
— For advanced solid tumors
Nationwide screening project ‘SCRUM-Japan’
— For Gastrointestinal as well as Lung cancers
Final Answer

*mCRC: metastatic colorectal cancer
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B9 DANEDAMEE : KRAS, NRAS, and BRAF
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wﬁfg‘j?e‘fﬂ%jimcwmuIticenter GI-SCREEN project

* Multicenter screening project for Gl cancer
e Starting from Feb 2014
* Validated Central Laboratory Testing
* Funding from NCC-EPOC and etc
* First step
- BRAF, NRAS and PI3CA for mCRC

Our Near-Future Scope for GI-SREEN:

= Adopting NGS by Central Vendor
Expanded to all Gl cancer types
"Development of Corresponding Drugs
*Development of CDXs
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APPENDIX- 2: web-CRF1
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First report in ASCO-GI 2015

Enrollment and consort chart for this analysis

The Nationwide Genomic

Screening Project

for Gastrointestinal

Cancer

in Japan

(GI-SCREEN): Simultaneous Identification of KR AS, VRAS, BRAF and PIK3CA Mutation in
Advanced Colorectal Cancer (aCRC) (GI-SCREEN 2013-01)

Kohei Shitara. Satoshi Fujii, Tadamichi Denda. Takeshi Kajiwara. Satoshi Yuki. Takako Nakajima.
Atrsuo Takashima. Kenta Kawasaki. Takao Tamura. Taito Esaki. Daisuke Namge. Hiromichi Ebi.

Toshihiro Kudo. Hirova Taniguchi. Kiwamu Akagi. Takehar Yamanaka. Atsushi Ochiai. Toshihiko

Doi. Atsushi Ohtsu. Takayuki Yoshino

From Feb. 5™ 2014 to Oct. 315" 2014

-Tumor samples not submitted (n=11)
-Unmet inclusion criteria (n=2)

- KRAS exon 2 status unknown (n=6)
- PIK3CA could not be analyzed (n=2)
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Shitara K,

, Yoshino T. ASCO-GI 2015




First report in ASCO-GI 2015
Screening results of oncogenic mutations (n=575)

BRAF 4.7%

KRAS Ex2
+KRAS minor
0.3%

KRAS Ex2+NRAS
0.3%

KRAS minor

3.7%
KRAS Ex2+BR:\F+PIK3CA NRAS o
0.2% PIK3CA 37,
NRAS+PIK3CA 1.9% e
0.3%  KRAS any+PIK3CA
4.7%

Shitara K, ....., Yoshino T. ASCO-GI 2015
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Analyses of Biopsy samples for Cancer Genomics
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Our Vision between ABC and GI-SCREEN

Transplantation of the Knowledge from ABC to GI-SCREEN (Best Continuity)
to provide a solution to offer best therapy to patients based on scientific evidences

Phase 1 -

Phase2

- Phase3

ABC Study (Site Study)

*Using a new technology as a pilot study

* Focusing more on early phase clinical trials (incl.

POC)

*Conducted by Certified Central Vendor

*Obtain genetic data from newly obtained biopsy

not archival samples

-Targeted # pts is 200-300 pts/year

*Obtain comprehensive data after treatment which

can be used for resistance

*Can track treatment course and genetic changes in
ach patient before and after early phase clinical

e
\trials

|

Nationwide GI-SCREEN

=Using Cancer Panel

* Focusing more on late phase clinical trials
*Conducted by Certified Central Vendor

*Obtain genetic data from newly obtained biopsy or
archival samples

- Targeted # pts is 1000 pts/year

- Obtain targeted genetic changes for the enrollment
to clinical trial

= Accumulate mega data for epidemiology analysis in
Japanese cancer patients (incl. outcome)

= Stocked samples will be used for CDx development
ANeed the IP management /

Need to get more funding from Government, Pharma Companies and etc.

Key Words: ‘Regulation, Compliance, and Transparency to Public’




GI-SCREEN
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Cancer Genome Screening Project
for Individualized Medicine in Japan
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The Missions of SCRUM-Japan
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CURE a patient Gastrointestingl Cancer
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SCRUM-Japan Gl-screen 2013-01-CRC.
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