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Goals

« To understand the facilities and personnel required to
Implement genomic medicine.

« To understand the structure of medical care systems
iInvolving genomic medicine.

« To understand treatment options based on genomic
testing.
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« Japan’s system for providing cancer genomic medicine

« Flow of oncogene panel testing and required system and
personnel
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Informed consent

Sample selection and preparation

Specimen submission and receipt of reports
Expert panel

Explanation of results and selection of treatment
Genetic counseling

« Building a collaborative system, such as establishment of
supervising departments and committees

.t Genomic testing and treatment based on results

ntents of this sit
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Japan’s System For Providing Cancer Genomic Medicine
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Main Qualifying Requirements For Designated
Core Hospitals For CGM (Facility)

The facility should have:

« A pathology laboratory with third-party certification.

« An established department that conducts genetic counseling and has a
collaborative system with other clinical departments.

« An established department that manages information related to cancer
genomic medicine.

« A system for providing information to the Center for Cancer Genomics and
Advanced Therapeutics (C-CAT).

« A system for appropriate storage and management of biological samples,
including surgical specimens of different organs.

« An established department to oversee cancer genomic medicine.
« A system able to provide information to patients.
« An established department for medical safety management. 6
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Main Qualifying Requirements For Designated
Core Hospitals For CGM (Personnel)

The personnel should include

Doctors with specialized knowledge and skills in pathology.

Clinical laboratory technicians with advanced expertise in handling pathology specimens.
Doctors with specialized knowledge and skills in genetics.

Staff with specialized genetic counseling skills related to genetic medicine.

Staff to provide supplementary explanations on gene panel tests and collaborate with
departments that provide genetic counselling.

Staff to manage clinical information and genomic information related to cancer genomic
medicine.

Specialists with sufficient knowledge on molecular genetics and cancer genomic
medicine.

Specialists with sufficient knowledge on bioinformatics when sequencing is performed in-
hospital.
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Flow Of Oncogene Panel Testing And Required System And Personnel
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Informed consent and testing
Doctor/nurse (provision of supplementary explanation)
Administrators (medical accounting/medical information)

& Sample selection and preparation

Pathologist/clinical laboratory technician

Specimen submission

Outsourced tests

and receipt of report

suitable DB

Analysis - -'-" \
5SS

Clinical laboratory technician and

= Reference/jud
gement using  Test report administrators (information

= — || awmanagement
— ’m E)xpert panel

P - Pathologist, molecular geneticist,
oncologist, medical geneticist,

Secondary use of any contents of this site for commercial purposes is prohibited.

-

/’ treatment

ﬁl&M
1

Establish an overseeing
department; Build a
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Establish committees
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Explaining results and selecting
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Oncogene Panel Testing Explanatory Document
And Consent Form

« Creating explanatory documents and consent forms: A template* is created and

df lect . dical d * In Japan, there is a model document that
prepared Tor electronic medical records has been examined by the national council

[Content of explanatory documents] [Content of consent forms]
v Purpose of the test, advantages and limitations v Consent related to the test |
(including potential treatment) v Whether the information can be explained to
v Test methods the patient’s family
o _ _ v' Whether information on hereditary tumors
v Possibility of detecting a hereditary tumor should be provided
v Number of days required to explain the results v Whether the data will be provided to and used
and whether the informationd» can be explained by third parties
to the patient’s family v Whether the data can be used by the testing
v Handling genomic data (collection and use of company

information, use in the testing company) (Procedures for changing decision)

« Explaining the test and obtaining consent: Doctor
« Providing supplementary explanation about the test: Nurse, CRC, etc. (for research)

« Storage of consent forms
9
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Establlshlng A System For Ordering Tests

« Organize the content required for gene panel test inspection;
consider whether orders for testing should be created using an
online database or paper forms, and determine details (who, what,
when) of order placement.

 When using pathology specimens, there are two separate
procedures: @ checking the suitability of the specimen (for e.qg.,
tumor cell ratio measurement) and @ conducting the gene panel
test, and these may be ordered together or separately.

« Appropriately link both specimens for TN paired tests, which
require both pathology and blood specimens.

« Establish a system that links with the accounting system.

« Required personnel

» Clinical laboratory technician: Organizes the content required for test orders
» Medical information department: Establishes the ordering system. 10
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Selection And Preparation Of
Histopathologic Specimens

« Required procedures
» Appropriate fixing and storage during sampling

» Sample selection (considering how long the sample has
been stored so far, etc.)

> Tumor cell ratio measurements

» Sample preparation for specimen submission (compliance
with procedures to avoid contamination)

« Required personnel
» Pathologist: Diagnosis of suitability of pathology specimens

» Clinical laboratory technician: Collection and processing of
blood specimens; preparation of pathology specimens
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Specimen Submission And Receipt Of
Report

The specimen and request form are submitted in accordance
with the regulations of the testing company. ool g

« The test data is returned from the testing company’s portal site
and is then appropriately received and stored.

« Necessary information, such as genomic information and clinical |.

information, is collated for each patient to enable consideration
by the expert panel.

« Required personnel

» Clinical laboratory technicians: Submission of specimen and request
form, receiving test data

» Medical information department staff: Establishes a system to manage
data safely
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C-CAT Survey Results e —

« In Japan, the Center for Cancer Genomics and Advanced
Therapeutics (C-CAT) publishes the results of C-CAT -
surveys as reference data for gene panel test results, using | .. —
information from patients who consented to collection of
genomic information.

« The C-CAT survey results include the evidence level of the genetic
mutation and information on related clinical trials. This information
must be referred to during consideration by the expert panel.

« Required personnel

» Clinical laboratory technicians: Receives and stores C-CAT survey results

» Medical information department staff: Establishes a system to manage data
safely
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System Required To Conduct Expert Panels

 Clinical information and reports are checked in advance by the core

members (for e.qg., doctors and researchers well-versed in molecular
genetics, clinicians involved in early clinical studies, and clinical
geneticists), the results are interpreted, and an evidence level is
allocated using various genome databases and clinical trial databases,
as needed.

» Genome databases: COSMIC, gnomAD, etc.

» Clinical trial databases: ClinicalTrials.gov, NIPH Clinical Trials Search, etc.

« When conducting an expert panel via a Web conference with a
Cooperative hospital, it is necessary to use a web conference system
and data sharing system that satisfies security standards.

« Contracts are signed with Cooperative hospitals to agree on matters
such as handling of personal information and cost burden., .. e -
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Expert panel

« The expert panel considers the following to appropriately interpret the
results of the gene panel test:

» The quality of the specimen and analysis data

The patient’s clinical information

The significance of genetic anomalies

Corresponding therapeutic drug and level of evidence
Candidate drugs (including investigational drugs)
How to deal with secondary findings, if detected

« Members

» Clinician (attending physician)
> Clinician involved in early clinical trials
> Pathologist Held once a week.
» Genomic researchers and doctors familiar with molecular In each Session, 2510 40 cases are
genetics examined in 1to 1.5 hours.
Discussions are held via web conferences
with Cooperative hospitals.

*In the National Cancer Center Hospital

VV V VYV

> Clinical geneticists
> Certified genetic counselor
> Bioinformatician; When conducting sequencing in-hospital
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Explaining Test Results, Selecting Treatment

« Treatment strategies are decided by the attending physician

depending on the patient’s condition, test results, and expert
panel report.

« The test results* are handed to the patient, and the doctor
explains their interpretation of the results and the
recommended treatment.

* The expert panel report and C-CAT survey results are
subject to medical record disclosure, so they are not

given directly to the patient. 6 A
» The patient is referred to departments that (\”‘
provide genetic counseling, if necessary. =
« Required staff organization } kb
> Clinician: Confirms test results, decides and explains e ( )
treatment strategies to patients A ’ 4

» Nurse/cancer genomic medicine coordinator: Supplementary explanation, .
collaboration with other departments
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Genetic Counseling

« Using the explanatory document and other information, it is essential to
explain in advance about the possibility of discovering secondary findings
related to germline mutations, such as hereditary tumors.

« It is also vital that personnel with specialized knowledge in the interpretation of
germline genetic mutations participate in the expert panel.

« If secondary findings are suspected based on the results of the gene panel test,
a system should be established whereby the patient can receive specialized
genetic counseling if they desire.

« A system that enables definitive testing and support for relatives should be
established, if needed.

« It is necessary to secure a place where privacy is maintained when disclosing

the results. (\
O
W

« Required personnel
> Clinical geneticist
» Genetic counselor

r

J\
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Establishing Departments And Committees
To Oversee CGM

« Various departments and personnel are involved in the implementation of
cancer genomic medicine

« Various issues arise in each department and linked system; therefore, a
committee comprising all involved personnel should be established to
identify and resolve issues faced by the members.

« A department should be established to oversee the processes and
personnel involved in genomic medicine.

« Committee members
» Doctor (molecular genetics, clinical » Pharmacist
geneticists, pathologists, oncologists, » Genetic counselor

CI'_n'_CaI researchers) o o » Medical information department staff
» Clinical laboratory technician (clinical

laboratory department, pathology > Social worker
department) » Administrators
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Current State Of Genomic Testing And
Result-based Treatment In Japan

Implement medical treatment covered by insurance

Oncogene
panel testing

—

Participate in clinical trials, clinical studies (advanced medical
Report care)
‘ /\ Patient ID: xxx
Genetic ) .
aberrations: Patient-proposed healthcare services

XX gene
abnormality

4 Orf-label use (application to institutional
review board)
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In-hospital System For Consideration Of Off-label Use

Research Medical treatment

| Clinical study | | Off-label use

Is there a result from the Expert Panel (EP)?

rYes—Noﬁ

Off-label use 3 :
No subcommittee COhnSIdt_%r |tr|]Eer-
required ospita

1 Recommend L Cannot recommend

Various research- I off-label drugs ‘

related procedures l Cannot apply for off-label use

Off-label use subcommittee
(Attach EP results, C-CAT report, test results, and referral letter to the
application)

$

Implement as treatment, if approved

Implement as
research
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Promoting Registration In Clinical Trials

After Gene Panel Testing

« Utilize list of clinical trials for C-CAT survey results

« Distribute list of clinical trials conducted at this hospital to affiliated Cooperative
Hospitals for CGM

« Utilize clinical trial information sites
» ClinicalTrials.gov (https://clinicaltrials.gov/)
> NIPH Clinical Trials Search (https://rctportal.niph.go.jp/en)

— Connect more patients to treatment by sharing the necessary information
among affiliated hospitals

« Plan and implement physician-led clinical trials based on genomic information
» MASTER KEY Project
> BELIEVE (NCCH1901) study (patient-proposed healthcare services)

— It is essential for academia to also formulate and implement clinical trials to
develop new therapies
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https://clinicaltrials.gov/
https://rctportal.niph.go.jp/en

MASTER KEY Project

« A quality-controlled rare cancer registry and multiple clinical trials
aiming for regulatory approval will operate in parallel to promote
development of therapeutic drugs for rare cancers.

« Expanding to five Asian countries as MASTER KEY ASIA.
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Patient-proposed healthcare services: Using multiplex gene
panel tests

Molecular-targeted treatment based on genetic profiling
(NCCH1901: BELIEVE)
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»
Summary

 The genomic medicine provision system in Japan stipulates several
facility requirements, including the need for quality-controlled
pathology laboratories and proper data management, and
personnel requirements, including having experts in various fields
such as pathology, genetic medicine, and molecular genetics.

« A department must be established to oversee management, build a
collaborative system with related departments, maintain function,
and assign the personnel required for the smooth flow of genomic
medical care.

« Treatment options based on genomic information are limited; thus, it
IS essential to actively promote registration in clinical trials and
promote planning and implementation of new clinical trials.
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