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The buyers group
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Overall objectives:

A patient and clinical need-driven approach

= Increasing the benefit for patients from NGS by combining cancer gene
testing with pharmacogenetics

= Application scenario: common and rare cancers; relevance for other
diseases

=  Positive health-economic effect
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A holistic patient-centered pharmacogenomics approach

> To enable best therapeutic option for a specific patient
including targeted therapies and supporting medications

» To take advantage of established reibursement systems
for primary diagnosis
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Overall objectives:

= Bringing NGS closer to bedside by providing integrated
information from NGS and e-medication in proper presentation to
medical doctors for supporting therapy decision making at bedside
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Presenting NGS results to clinicians and patients:

E-medication provides decision support for drug selection
considering drug interactions

E-medication is already integrated in EMR

Integration of reports from cancer gene testing,
pharmacogenomics testing and e-medication provides key support
for therapy decision making at bedside
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Overall objectives:

Achieving regulatory compliance

= Integrated and standardized workflow from patient (sample) to patient

(therapy decision) for improved performance and compliance with
regulatory requirements

= Modularity of the workflow to address needs of rare diseases and to
enable use of ,lab-developed tests"
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Official Journal of the European Union

REGULATION (EU) 2017/746 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL
of 5 April 2017

on in vitro diagnostic medical devices and repealing Directive 98/79/EC and Commission Decision
2010/227/EU

« Scientific validity
« Analytical performance
« Clinical performance
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forPersonalize TABLE 1 Representative next generation sequencing-based gene panel tests

Panel test

Oncomine Dx
Target Test

MSK-IMPACT

FoundationOne
CDx

NCC Oncopanel

Todai OncoPanel
CANCERPLEX
OncoPrime

PleSSision

OmniSeq
Advance

P5 report

-, No data; PMDA, Pharmaceuticals and Medical Devices Agency (Japan).

No. of
targeted
genes

23 genes

468 genes
324 genes

114 genes

464 genes
435 genes
223 genes
160 genes

144 genes

52 genes
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Enrichment
approach

Amplicon

Capture
Capture

Capture

Capture
Capture
Unknown

Unknown

Amplicon

Unknown

Tumor
mutation
burden

Yes
Yes

Yes

Yes

PMDA
approval

Yes

References

https://assets.thermofisher.com/TFS-Assets/LSG/
brochures/oncomine-dx-target-test-flyer.pdf
36

https://assets.ctfassets.net/vhribv12imne/6RtécsmC
Puaguugmgi2iY8/e3a9b0456e-
d71a55d2e44803746925d95/FoundationOne_CDx.
pdf

https://www.mhlw.go.jp/file/05-Shingikai-
10201000-Kenkoukyoku-Soumuka/0000179757.
pdf

http://todaioncopanel.umin.jp/#secO1
56

73

http://www.hosp.keio.ac.jp/st/cancer/
info/20180529_2.pdf
74

http://www.okayama-u.ac.jp/user/hos/koganzai/
P5report/

from Nagahashi et al., 2018
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L117/176 Official Journal of the European Union 5.5.2017

REGULATION (EU) 2017/746 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL
of 5 April 2017

on in vitro diagnostic medical devices and repealing Directive 98/79/EC and Commission Decision
2010/227[EU

Article 5

Placing on the market and putting into service

5. With the exception of the relevant general safety and performance requirements set out in Annex I,
the requirements of this Regulation shall not apply to devices manufactured and used only within
health institutions established in the Union, provided that all of the following conditions are met:

(a) the devices are not transferred to another legal entity;

(b) manufacture and use of the devices occur under appropriate quality management systems;

(c) the laboratory of the health institution is compliant with standard EN ISO 15189 or where applicable
national provisions, including national provisions regarding accreditation;

(d) the health institution justifies in its documentation that the target patient group's specific needs
cannot be met, or cannot be met at the appropriate level of performance by an equivalent
device available on the market;

(e) the health institution provides information upon request on the use of such devices to its competent
authority, which shall include a justification of their manufacturing, modification and use;
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Benefits of the standardized and integrated workflow

= Requirement for ISO Standards and IVDR
= Integrates solutions of different vendors (large companies and SMEs)

= Reduces work load for lab-developed tests
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Meeting ethical, legal and societal issues

Ethical and legal requirements
= for the project (WP8)

= for use of the workflow in health care after the project (WP6)

Societal issues

= Active involvement of patient advocacy groups

= Interaction with key medical societies, regulators and payers
= Dissemination to the public

= Education and training
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f Lot 4

@ Lot 3 | e-medication
Bioinformatics | U || Actionable
analysis 4 items

. >

Metadata flow to in silico modelling/bioinformatics/data interpretation

- New ISO/IS & CEN/TS
for preanalytics

- EU IVDR requirements
on ver./val. Preanalytical
variables on test results

- IVDR risk and
verification requirements
to consider during design
and development

- Impacts on final NGS
test results
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7| Integrated report

- Reduce complexity
but avoid analysis bias
- Risk analysis and
verification needed
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PCP process and selection of suppliers ==
o

Phase 0 - Preparation
phase

(until the submission
deadline for tenders)

MI-M18/M22

N TUHIULU Wy LTS UV M SV Vv

2 fully integrated NGS workflows

‘ Phase 3 - Full

integrated NGS

workflow

» All lots addressed

» Minimum 2 different
suppliers addressing
the same lot

* One supplier can

‘ Phase 2 - Prototypes of

lots

Phase 1 - Design oflots ’ Al.l I.Ots addressed .

* Minimum 3 suppliers

» All lots addressed addressing the same

* Minimum 3-4 lot address more than
suppliers addressing * One supplier can one lot, but maximum
the same lot address more than 3

+ One supplier can one lot, but with a » 2 fully integrated
address more than maximum of 3 lots NGS workflows with
one lot, but with a
maximum of 3 lots

4-6 suppliers

60% PCP subcontracting

8-10 suppliers

10% PCPsubcontracting
~770 k€
M23-M28/M3

UL AYirvuniiviit i Uit v
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Challenges and risks
= Attracting leading solution providers (companies)

= Proper specification of workflow components
= Realistic expectations

Opportunities
= Very important initiative to advance precision medicine and to improve

disease outcomes of patients with cancer
= Synergies with other initiatives and projects
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Looking forward to collaboration
and
thank you for your attention!
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