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Introduction

The date of application for the IVDR (2017/746) was May 26, 2022

We are now almost 5 months into the new regulation including “Clinical
Trials” or “Performance Studies”

Just as in the US, a diagnostic with medical objective when used on subjects

from the Union (27 member EU states or European Economic Area) must be

either:

* A performance study device (equivalent to IlUO in US)

* A CE marked or IVD device (equivalent to IVD in US)

* An in-house device (from a lab within the Union as defined in the
regulation, like an LDT in US terms, but not the same)

Performance study data is an important aspect of an IVDR dossier.
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Clinical Performance

*» The manufacturer shall specify and justify the level of the clinical
evidence necessary to demonstrate conformity with the relevant
GSPR.

 To that end, manufacturers shall plan, conduct and document a
performance evaluation in accordance with Article 56 and with Part A
of Annex XIII.

* The clinical evidence shall support the intended purpose of the
device as stated by the manufacturer and be based on a continuous
process of performance evaluation, following a performance
evaluation plan.

* All aspects of clinical performance studies will be conducted in

- accordance with recognized ethical principles.



MDCG 2022-2: Clinical Evidence IVD

Figure 1. Overview of the Performance Evaluation process
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Clinical Performance IVD - Chapter VI
MDCG 2022-2

The clinical performance aims to demonstrate that the IVD can achieve clinically
relevant outputs through predictable and reliable use by the intended user(s). The
manufacturer should demonstrate that the IVD has been tested for the intended
use(s), target population(s), use condition(s), operating- and use environment(s) and
with all the intended user group(s). Indicators of clinical performance vary and
depend strongly on the intended purpose and performance claims.

It Is iImportant that aspects of clinical performance are assessed Iin terms of their
statistical relevance, e.g. inclusion of confidence interval(s) and interpretation of the
iImpact on robustness of the result with regards to the intended purpose. Where due
to specific device characteristics demonstration of conformity with GSPRs based on
clinical data is not deemed appropriate, a performance evaluation is still required and
a Justification shall be provided and documented in the PEP and the corresponding

PER.
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Clinical Performance Data

 Potential sources of clinical performance data: MDCG 2022-2
* Data from scientific peer-reviewed literature
* Data from published experience gained by routine Guidance on general principles of
diagnostic testing clinical evidence for In Vitro Diagnostic

* Data from clinical performance studies (clinical trials)  medical devices (IVDs)
* Other sources of clinical performance data

Clinical performance can be characterised by the demonstration and evaluation of
applicable aspects of clinical performance for the device in question, such as (non-
exhaustive):

- diagnostic sensitivity,

- diagnostic specificity,

- positive predictive value,

- negative predictive value,

- number needed to treat/diagnose (average number of patients that need to be
treated/diagnosed in order to have an impact on one person),

- number needed to harm/misdiagnose (number of patients that need to be
diagnosed/ treated in order have an adverse effect on one patient),

- positive likelihood ratio,

- negative likelihood ratio,

- odds ratio,

- usability /user interface.
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Clinical Performance Studies Art. o7-o58

Clinical performance studies conducted under the VDD should be considered as
‘other sources of clinical performance data’ per Annex Xlll 1.2.3 as they wouldn't
meet the requirements of Annex Xlll 2.3.7. It should be noted that an assessment of
quality and completeness of the data is essential to identify any potential gaps. This
data should be supported by either literature and/or data from published experience
gained by routine diagnostic testing.

It must be noted additional requirements must be met by the manufacturer for certain
performance studies, such as studies which require ‘surgically invasive sample-taking
only for the purpose of the performance study’, that are ‘interventional clinical
performance studies’ or which ‘involve additional invasive procedures or other risks
for the subjects of the studies’.’
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Corrigendus 6 of the European Parliament an Council of 5 April 2017 on i virro diagnostic medical devices and repealing Directive
98/79/EC and Commission Decision 2010/227/EU
( Official Journal of the Eurapean Union L 117 of 5 May 201
| Onpage 183, Recital (66)
for
les on performance studies should be in line with well-cstablished intemational guidance in this ficld, such as the international standard 1SO 14155:2011 on good clinical

* 15O14155:2011 Good Clinical Practice for clinical investigations @ T

Clinical investigation of medical
devices for human subjects — Good
clinical practice

e SO 20916 on Clinical Performance Studies using specimens from human subjects

In vitro diagnostic medical devices —
Clinical performance studies using
specimens from human subjects —
Good study practice

Jnion
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Guidance Documents MDCG (IVDR)

Reference Title Publication

Guidance on appropriate surveillance regarding the transitional provisions under Article 110 of the IVDR

MDCG 2022-15 Sept 2022
with regard to devices covered by certificates according to the IVDD P
Clarification on “first certification for that type of device” and corresponding procedures to be followed by

MDCG 2021-22 rev.1 |notified bodies, in context of the consultation of the expert panel referred to in Article 48(6) of Regulation (Sept 2022
(EU) 2017/746
Q&A on the interface between Regulation (EU) 536/2014 on clinical trials for medicinal products for

MDCG 2022-10 May 2022
human use (CTR) and Regulation (EU) 2017/746 on in vitro diagnostic medical devices (IVDR) Y

MDCG 2022-9 Summary of safety and performance template May 2022
Regulation (EU) 2017/746 - application of IVDR requirements to ‘legacy devices’ and to devices placed on

MDCG 2022-8 May 2022
the market prior to 26 May 2022 in accordance with Directive 98/79/EC ay 20

MDCG 2022-6 Guidance on significant changes regarding the transitional provision under Article 110(3) of the IVDR May 2022

MDCG 2022-3 \Verification of manufactured class D IVDs by notified bodies Feb 2022
Guidance on harmonised administrative practices and alternative technical solutions until Eudamed is

MDCG 2022-12 ly 2022
fully functional (for Regulation (EU) 2017/746 on in vitro diagnostic medical devices) uly 20

MDCG 2022-2 Guidance on general principles of clinical evidence for In Vitro Diagnostic medical devices (IVDs) Jan 2022

MDCG 20214 Application of transitional provisions for certification of class D in vitro diagnostic medical devices April 2021

according to Regulation (EU) 2017/746

MDCG 2020-16 Rev.1

Guidance on Classification Rules for in vitro Diagnostic Medical Devices under Regulation (EU) 2017/746

Jan 2022 1



https://health.ec.europa.eu/document/download/9518a759-24ce-4e15-83a5-e7b383911000_en?filename=mdcg_2022-15_en.pdf
https://health.ec.europa.eu/document/download/98db0ec5-306f-4a0d-8bc9-5724f5d48942_en?filename=mdcg_2021-22_en.pdf
https://health.ec.europa.eu/document/download/59abcc81-fd32-4546-a340-24c8fad4e2ac_en?filename=mdcg_2022-10_en.pdf
https://health.ec.europa.eu/document/download/b7cf356f-733f-4dce-9800-0933ff73622a_en?filename=mdcg_2022-9_en.pdf
https://health.ec.europa.eu/document/download/76f9983e-164c-45f1-b2b9-c9e5050cefe9_en?filename=mdcg_2022-8_en.pdf
https://health.ec.europa.eu/document/download/14c2d8dd-8489-4db5-b035-1c174f17fb54_en?filename=mdcg_2022-6.pdf
https://health.ec.europa.eu/document/download/ebbc4f6a-4945-4d5d-9c22-9bc1aafc5532_en?filename=mdcg_2022-3_en.pdf
https://health.ec.europa.eu/document/download/c9008091-8ad7-4449-af75-f4f5a6abc761_en?filename=md_mdcg_2022-12_guidance-admpractice_techsol_eudamed_en_0.pdf
https://health.ec.europa.eu/document/download/f373538f-939c-472f-9536-436b6ddac085_en?filename=mdcg_2022-2_en.pdf
https://health.ec.europa.eu/document/download/9f23fca0-f407-4e45-a464-2d71b575d1fe_en?filename=mdcg_2021-4_en.pdf
https://health.ec.europa.eu/document/download/12f9756a-1e0d-4aed-9783-d948553f1705_en?filename=md_mdcg_2020_guidance_classification_ivd-md_en.pdf

Guidance Documents (MDR)

Reference Title Publication
MDCG 2021-28 Substantial modification of clinical investigation under Medical Device Regulation (MDR) Dec 2021
MDCG 2021-20 Instructions for generating CIV-ID for MDR Clinical Investigations (union wide Single ID#) July 2021
MDCG 2021-8 Clinical investigation application/notification documents (MDR) May 2021
MDCG 2021-6 Regulation (EU) 2017/745 (MDR) - Questions & Answers regarding clinical investigation April 2021
MDCG 2020-13 Clinical evaluation assessment report template (MDR) July 2020
MDCG 2020-10/1 Guidance on safety reporting in clinical investigations (MDR) May 2020
MDCG 2020-10/2 Appendix: Clinical investigation summary safety report form (MDR) May 2020
MDCG 2020-8 Guidance on PMCF evaluation report template (MDR) April 2020
MDCG 2020-7 Guidance on PMCF plan template (MDR) April 2020
Guidance on sufficient clinical evidence for legacy devices (MDR)
MDCG 2020-6 Background note on the relationship between MDCG 2020-6 and MEDDEV 2.7/1 rev.4 on April 2020
clinical evaluation
MDCG 2020-5 Guidance on clinical evaluation — Equivalence (MDR) April 2020
MDCG 2019-9 -Rev.1 [Summary of safety and clinical performance (MDR) March 2022

2022-10-20
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https://health.ec.europa.eu/document/download/ba8069a1-6881-4360-b52b-6cab048aee43_en?filename=mdcg_2021-28_en.pdf
https://health.ec.europa.eu/document/download/54d417c4-df69-416f-a2bd-7a5de8cba611_en?filename=mdcg_2021-20_en.pdf
https://health.ec.europa.eu/document/download/13265ec7-1776-41af-afb6-e0a64bc407b5_en?filename=mdcg_2021-8_en.pdf
https://health.ec.europa.eu/document/download/f124f630-389e-4c45-90dc-24ec0a707838_en?filename=mdcg_2021-6_en.pdf
https://health.ec.europa.eu/document/download/02f50abc-91db-4ad9-b137-6ffedb690716_en?filename=md_2020-13-cea-report-template_en.pdf
https://health.ec.europa.eu/document/download/0537d335-7eed-4087-b65d-3c2bd8c72c1a_en?filename=md_mdcg_2020-10-1_guidance_safety_reporting_en.pdf
https://health.ec.europa.eu/document/download/bf136f27-27da-4a31-97c2-a5de741c3493_en?filename=md_mdcg_2020-10-2_guidance_safety_report_form_en.xlsx
https://health.ec.europa.eu/document/download/11121036-696a-4589-a311-c5525bd84df3_en?filename=md_mdcg_2020_8_guidance_pmcf_evaluation_report_en.pdf
https://health.ec.europa.eu/document/download/a5cdb303-c782-4010-8723-7d389af678f7_en?filename=md_mdcg_2020_7_guidance_pmcf_plan_template_en.pdf
https://health.ec.europa.eu/document/download/a6d29444-b5d5-4afb-8024-10be85256aa7_en?filename=md_mdcg_2020_6_guidance_sufficient_clinical_evidence_en.pdf
https://health.ec.europa.eu/document/download/5ceb9825-f05b-4ad8-9c2e-ee9e37b370c1_en?filename=md_mdcg_2020_6_guidance_sufficient_clinical_evidence-bckgr-note_en.pdf
https://health.ec.europa.eu/document/download/575a0f79-e3a0-4a96-9ce0-930576c12aa2_en?filename=md_mdcg_2020_5_guidance_clinical_evaluation_equivalence_en.pdf
https://health.ec.europa.eu/document/download/5f082b2f-8d51-495c-9ab9-985a9f39ece4_en?filename=md_mdcg_2019_9_sscp_en.pdf

Notified Body Documents (NBOG)

https://www.nbog.eu/nbog-reports-and-news/

https://www.nbog.eu/nbog-documents/

MM Informacion en rel. X Q, translate spanish tc X @ mdeg_2021-20en_ X ‘ @ md_eudamed_time X 1Y Links - Welcome to X NBOG Documents X +

« c =

@ Medical Device Dat

& nbog.eu/nbog-documents/

In Vitro Diagnostics... (g BrowselJEDS Searc.. wl¢ Medical Devices- C.. @ MyCanadianPlance

Tea Medical devices & | m BEACON TIME

|

NBOG Contact Points NBOG Reports and News  Archive Impressum/Datenschutzerklarung

Notified Body Operations Group (NBOG)

NBOG Documents

In the light of NBOG's terms of reference - to identify and promulgate examples of best practice to be adopted by both Notified

Bodies and those organisations responsible for their designation and control - NBOG has produced the following guideline
Designating Authorities Handbook

" PoF | Designating Authorities Handbook EN

ia_handbook.pdf
PDF-Dokument [681.8 KB]

£ Type here to search 2%

« F » 0O P e c

»

- X

MM Informacién enrelc X

Other bookmarks  [@8 Medical Device Dat

& nbog.eu/nbog-reports-and-news/

T6A Medical devices & |

Q translate spanisht- X | @ mdcg 2021-20en. X \ @ md_eudamed_time X | ¢ Links - Welcome tc X NBOG Reports anc X + Vv

3 8eACON TIME @ In Vitro Diagnostics.. (b BrowselJEDS Searc.. e Medical Devices - C.. @ MyCanadianPlance »

Start NBOG Documents NBOG Contact Points Archive  Impressum/Datenschutzerklarung

Notified Body Operations Group (NBOG)

NBOG Reports and News

Title Publication

NBOG WD 2 submitted in t pplication for designation as a notified Aug 2017

body under Re

Aug 2017

NBOG WD 2017 2s and corresp:

scope of the designation of notified bodies unde

1 ¢ spond ypes o r the purpose of spe Aug 2017

NBOG WD 201 Draft list of codes anc

otified b 46 (IVDR)

scope of the designation of r

el Type here to search

X

e % @ » 0

Other bookmarks
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Team NB (Notified Body) Papers

e https://www.team-nb.org/all-news/

M Informacibner X | Q@ translate spani X ‘ @ mdcg 2021-20 X ‘ @ md_eudamed X | 3% Links- Welcon X ‘ NBOG Reports X ¥ All News-We! X + 7 - X
C @& team-nb.org/all-news/ L v @ % 0O
Medical Device Dat... TeA Medical devices & |... m BEACON TIME @] In Vitro Diagnostics... (‘0 BrowselJEDS Searc... ¢ Medical Devices - C.. @ MyCanadianPlance » Other bookmarks

TEAM
NB a

Members exclusive access

HOME ABOUT US MEMBERS LINKS PRESENTATION QUESTION/CONTACT & PRIVATE PART =» LOGOUT

October 2022
Leveraging directive conformity assessments to Data generated from ‘Off-Label’ Use of a device under
establish compliance with the MDR requirements the EU Medical Device Regulation 2017/745

) : 10:58 PM
ﬂ £ Type here to search ® v e 10/16/2022 2
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https://www.team-nb.org/all-news/

MedTech Europe & Other Resources

'§~( MedTech Europe

from diagnosis to cure

% MedTech Europe

X from diagnosis to cure

The Value of Diagnostic
InfFormation (VODI)
in Cancer care

Clinical Evidence Requirements
For CE certification under the
In Vitro Diagnostic Regulation =

in the European Union L

Policy recommendations for a better future
for cancer diagnostics in Europe

'The In Vitro Diagnostic Regulation in Europe:
Implications for
Precision Medicine
and Pharmaceutical
Development

By Ciara Airey, PhD', Maria Om, PhD’, Patrick Fivey’, Christine Mayer-Nicolai, PhD’,

and Lakshman Ramamurthy, PhD" JUNE 2022
*Global Regulatory Affairs, GlaxosmithKline Inc, Brentford, UK, *Predsion Medicine & Blosamples, Oncology R&D, AstraZeneca, Cambridge, UK.
Global Reguiatory & Sdentific Poliy, Merck KGaA, Darmstadt, Germany, ~Corresponding author

wrred of Procdon Modkane | Volume 7 | ksue3 1 Soptemiber 2021 urnaofpracionmediine om

https://www.medtecheurope.org/resource-library/

2022-10-20 VDR in Clinical Trials
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Definitions - Article 2

(7) ‘companion diagnostic’ means a device which is essential for the safe and effective use of a
corresponding medicinal product to:

(a) identify, before and/or during treatment, patients who are most likely to benefit from the
corresponding medicinal product; or

(b) identify, before and/or during treatment, patients likely to be at increased risk of serious adverse
reactions as a result of treatment with the corresponding medicinal product;

(46) ‘interventional clinical performance study’ means a clinical performance study where the test results
may influence patient management decisions and/or may be used to guide treatment;

By definition, companion diagnostic performance studies (result of test guides
selection or exclusion of patients who will receive an investigational medicinal
product) are an interventional clinical performance study.

2022-10-20 VDR in Clinical Trials 17



Article 58: Authorization or Notification

Article 58 °

Additional requirements for certain performance studies

1.  Any performance study:

(a) in which surgically invasive sample-taking is done only for the purpose of the performance study;

(b) that is an interventional clinical performance study as defined in point (46) of Article 2; or

If Sponsor is not in Union,
Then a natural or legal person
established in the Union must be

appointed and utilized as their legal

representative

All communications will be with
the Legal Representative of the
Sponsor in this case.

(c) where the conduct of the study involves additional invasive procedures or other risks for the subjects of the studies,

shall, in addition to meeting the requirements set out in Article 57 and Annex XIII, be designed,authorised,

recorded and reported in accordance with this Article and Articles 59 to 77 and Annex XIV.

conducted,

2. Performance studies involving companion diagnostics shall be subject to the same requirements as the

diagnostics

performance studies listed in paragraph 1. This does not apply to performance studies involving companion
using only left-over samples. Such studies shall however be notified fo the competent authority.

3. Performance studies shall be subject to scientific and ethical review. The ethical review shall be performed by an
ethics committee in accordance with national law. Member States shall ensure that the procedures for review by ethics

orisation of a performance study. At least one lay person shall participate in the ethical review.

committees are compatible with the procedures set out in this Regulation for the assessment of the application for auth-

18
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Article 59: Informed Consent

Article 60: Performance Studies on Incapacitated Subjects

Article 61: Performance Studies on Minors

Article 62: Performance Studies on Pregnant or Breastfeeding VWomen
Article 63: Additional National Measures

Article 64: Performance Studies in Emergency Situations

Article 65: Damage Compensation

Article 66: Application for Performance Studies

8.  Where appropriate, the facilities where the performance study involving subjects is to be conducted shall be
suitable for the performance study and shall be similar to the facilities where the device is intended to be used.

19



Draft Clinical Trial A

Section 5: National information

5.1 Study site information

Please provide the list of sites taking part in the study performance

Name of institution Site address

Investigator attached to ti

Email:

Contact person of the sponsor

First name:

Last name:

Telephone number:

Email:

DRAFT Forms (A through G),
Part A has 21 pages to complete

(QFirst submission at the national level |
EEA)

plication Docs

2.8 Scope of the investigational device

2.8.1 Combined investigation Medical Device/In Vitro Diagnostic Medical Device?

OYes O No

If yes, please provide the related identification number of the clinical study.

2.8.2 Is the application submitted in parallel with an application for a clinical trial on medicinal products

Oves ONo

If yes, please provide the EU Clinical Trial Number:

2.9 Coordinating investigator

First name:
In this case, please provide the p
Last name:
Street name: Street number:
O Resubmission Address Postal code: City:
Please provide the PS-ID if alr¢
Country:
Australia

1.5 Participating countries within the |

Telephone number:

Email:

2022-10-20

Select the participating countries for the performance study
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Description of how subject personal data are protected and held confidential

Documents Required marked with X

Document or Item for Dx Partner for Performance Study Device (investigational)

Annex XIII Documents

Performance Evaluation Plan (PEP)*

Scientific Validity Report (SVR

Analytical performance documentation or Analytical Performance Report (APR)

Clinical Performance Report (CPR)*
Performance Evaluation Report (PER)*
Clinical Performance Study Plan (CPSP

Evidence of qualified investigator(s

Instructions for Use

CPS Monitoring Plan (may be incorporated into the CPSP

CPS Data Management Plan (may be incorporated into the CPSP

Statements or declarations of compliance with recognized and applicable ethical principles

Patient Information Sheet (not required for studies using only left-over samples) see Annex XIII,

Informed Consent forms (not required for studies using only left-over samples)
Procedures for safety recording and reporting (may be incorporated into the CPSP)

Clinical Performance Study Report (CPSR)*
Post Market Performance Follow-up Plan (PMPFP)*
Annex XIV Documents

Other Documents
Post Market Surveillance Plan (PMS Plan or PMSP)*

of Safety and Performance (SSP)*

Summa

Submitted with CPS
Application

x X

X X XK X X X XXXXXX

X XX X XX X

Just as US FDA expects an
IDE for certain studies,
European Commission and
National Competent
Authorities expect to
review and authorize
certain diagnostic studies
(i.e. as defined in Article 58
and Article 70).

These submissions for
clinical trial authorization to
use the performance study
device require inclusion of
DATA to support use of
the product in the study
for the intended use
population.
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Some docs you may not realize (XIV)

* Sponsor shall ensure an agreement is in place to ensure that any serious adverse events or any other event as referred to
in Article 76(2) are reported by the investigator or investigators to the sponsor in a timely manner

Record retention period: at least 10 years after the clinical performance study with the device in question has ended, or, in
the event that the device is subsequently placed on the market, for at least 10 years after the last device has been placed
on the market.

Proof of insurance cover or indemnification of subjects in case of injury, pursuant to Article 65 and the corresponding
national law.

Description of the arrangements to comply with the applicable rules on the protection and confidentiality of personal data,
in particular:

* organisational and technical arrangements that will be implemented to avoid unauthorised access, disclosure, dissemination, alteration or loss of
information and personal data processed;

* adescription of measures that will be implemented to ensure confidentiality of records and personal data of subjects;
* adescription of measures that will be implemented in case of a data security breach in order to mitigate the possible adverse effects.

A signed statement by the natural or legal person responsible for the manufacture of the device for performance study
that the device in question conforms to the general safety and performance requirements laid down in Annex | apart from
the aspects covered by the clinical performance study and that, with regard to those aspects, every precaution has been
taken to protect the health and safety of the subject.

Summary of the benefit-risk analysis and the risk management, including information regarding known or foreseeable risks
and warnings

2022-10-20 IVDR in Clinical Trials 2



/.

(2)

Result of Clinical Trial Application

The sponsor may start the performance study in the following circumstances:

in the case of performance studies carried out pursuant to point (a) of Article 58(1) and where the specimen
collection does not represent a major clinical risk to the subject of the study, unless otherwise stated by national law,
immediately after the validation date of application described in paragraph 5 of this Article, provided that a negative
opinion which is valid for the entire Member State, under national law, has not been issued by an ethics committee
in the Member State concerned in respect of the performance study;

in the case of performance studies carried out pursuant to points (b) and (c) of Article 58(1) and Article 58(2) or
performance studies other than those referred to in point (a) of this paragraph, as soon as the Member State
concerned has notified the sponsor of its authorisation and provided that a negative opinion which is valid for the
entire Member State, under national law, has not been issued by an ethics committee in the Member State concerned
in respect of the performance study. The Member State shall notity the sponsor of the authorisation within 45 days
of the validation date of the application referred to in paragraph 5. The Member State may extend this period by
a turther 20 days tor the purpose ot consulting with experts.

2022-10-20 VDR in Clinical Trials
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Example Review Times (Authorization)

Country CPS (CTA) Review Duration Anticipated Ethics Review Duration Anticipated

Belgium 55 days (additional 20 days could be added) EC review combined with CTA review

Czech Republic | 60 days 60 days

France 60 days 45-60 days

Germany 55 days (additional 20 days could be added) EC approval required prior to submitting CPS
clinical trial application to CA

Hungary 75 days EC review combined with CTA review

ltaly 15-35 days (additional 20 days could be added) | No timeline specified in National Law

Netherlands 56 days EC review combined with CTA review

Portugal 30 days EC review combined with CTA review

Poland 60 days 45 days

Spain 45 days 60 days

2022-10-20 IVDR in Clinical Trials 24



Review Time (Notification)

Member States have 10 days from the receipt of the application dossier to notify the sponsor
that the application is:

a) within the scope of the IVDR regulations, and
b) is considered to be a complete application.

If the sponsor is not notified by the Member State by day 10, the sponsor may consider their
application to be within the scope of the IVDR regulations and complete. Whichever is the
case, the ‘validation date’ of the application is either the date on which the sponsor is notified
by the Member State that their study is within the IVDR scope and is complete, or the last day
of the designated waiting period if the sponsor does not get a response from the Member
State.

Worst case is 10 days past the date the Member State receives the application to be able to
consider the study application as ‘valid’.

References: IVDR 2017/746, Article 66(1) and 66(5).

2022-10-20 IVDR in Clinical Trials 25



Article 70 (PMPF)

Performance studies regarding devices bearing the CE marking

1.  Where a performance study is to be conducted to further assess, within the scope of its intended purpose, a device
which already bears the CE marking in accordance with Article 18(1) (PMPF study’), and where the performance study
would involve submitting subjects to procedures additional to those performed under the normal conditions of use of
the device and those additional procedures are invasive or burdensome, the sponsor shall notity the Member States
concerned at least 30 days prior to its commencement by means of the electronic system referred to in Article 69. The
sponsor shall include the documentation referred to in Section 2 of Part A of Annex XIII and in Annex XIV. Points (b)
to (I) and (p) of Article 58(5), and Articles 71, 72 and 73 Article 76(5) and the relevant provisions of Annexes XIII
and XIV shall apply to PMPF studies.

2. Where a performance study is to be conducted to assess, outside the scope of its intended purpose, a device which
already bears the CE marking in accordance with Article 18(1), Articles 58 to 77 shall apply.

2022-10-20 VDR in Clinical Trials
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Annex |: GSPR (General Safety & Performance
Requirements)

Annex XllI: Performance Evaluation, Performance
Studies & Post market Performance Follow-Up
Annex XIV: Interventional Clinical Performance
Studies & Certain Other Studies

Are you planning a Significant Modification to Study?

2022-10-20

VDR in Clinical Trials
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What to Do?




Whatto Do

1. Determine if study requires authorization or notification before it can begin
2. Follow IVDR, GCP, ISO Standards, and relevant MDCG Documents

* Annex | General Safety & Performance Requirements
* Annex XIl|

* Annex XIV

* AE (PS) and Vigilance Reporting (PMPF)

3. Generate Documents Needed: Study Protocol, Investigator Brochure, Instructions
for Use, Informed Consent Form, Product Labels etc.

4. Determine Clinical Trial Sites (and countries), investigator agreements, CVs, install
performance evaluation study device(s), train site operator{%)

5. File - Obtain Country Authorization(s) or File Notifications & Obtain Country &
Site Ethics Approval(s)

Execute Study (Study & Site Monitoring, Update Risk, AE)
/. Report

oN

2022-10-20 IVDR in Clinical Trials
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Determine Study Requirements

Does this clinical study on human subjects require an authorization or notification
before it can start!
* |s it a performance study device?
* Will the data from the study be needed to support a device dossier?
s it a CE marked device that has been significantly changed for use in the study?
s it a CE marked device that is used on label in the study?

s it an interventional clinical performance study?
* Are you using prospectively collected samples?
* Are you using banked specimens’
s the collection of samples from the human subject for testing with the performance study device
surgically invasive!
s the collection of samples from the human subject for testing invasive and

|s the study a pre-market study or a post market performance follow-up study?
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EUDAMED Timeline

EUDAMED Time line

The European Commission planning — June 2022

—=

the Official Journal of the
European Union (OJEU)
The full EUDAMED
system (all 6 modules) is
released.

requirements related to
Actors, Vigilance, Clinical
Investigation &
Performance Studies and
Market Surveillance
modules

Q4 2023 Q1-Q2 2024 | Q2 2024 Q2 2024 Q4 2024 Q2 2026

End of the Independent | Audit results | EUDAMED has End of 6 months transitional End of 24 months

EUDAMED | Audit presented to | achieved full functionality | period after publication of the | transitional period after

MVP? the Medical following the outcome of | notice in the OJEU publication of the notice in

development Devices the Audit. the OJEU

for all six Coordination The use of EUDAMED

modules Group Publication of a becomes mandatory as The use of EUDAMED
(MDCG) Commission notice in regards obligations and becomes mandatory as

regards obligations and
requirements related to
UDI/Device and NB &
Certificate modules

EUDAMED Minimum Viable Product (MYP) means that the system developed implements at least the minimum Medical Devices Regulations requirements
and allows competent authorities and all stakeholders to comply with their legal obligations.

2022-10-20
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EUDAMED Playground Module CPsS

* Due to technical reasons, we are forced to postpone the
Playground — release 3.2 that was scheduled for 10/13/2022.

At the moment, there is no specific date available for the
coming release therefore we will return with an email to inform
you about the final date and any other changes, if applicable.

* We apologize for any inconveniences generated and we thank
you for your continuous support and interest in testing
Eudamed.

2022-10-20 VDR in Clinical Trials
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In Absence of EUDAMED

MDCG 2022-12
Guidance on harmonised administrative practices and alternative
technical solutions until Eudamed is fully functional (for Regulation

(EU) 2017/746 on in vitro diagnostic medical devices)

July 2022

2022-10-20 VDR in Clinical Trials
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Example sSpain
(AEMPS)



2 Informacion en relacién a la autc X + W — X

Studies started before

date of application of the
IVDR i.e. May 26, 2022

< C @ aemps.gob.es/productos-sanitarios/informacion-en-relacion-a-la-autorizacion-de-estudios-del-funcionamiento-frente-al-reglamento... & ® | 3¢
B Medical Device Dat... TeA Medical devices & I... m BEACON TIME In Vitro Diagnostics... G@ BrowselJEDS Searc... * Medical Devices - C... @ MyCanadianPlance

Situacion actual

Debido a la entrada en aplicacion, el proximo 26 de mayo de 2022, del nuevo reglamento sobre los productos sanitarios de diagnosticao in

vitro, va a haber ciertos cambios en relacion a los requerimientos relacionados con los estudios del funcionamiento llevados a cabo con estos can continue.
productos.
En el presente documento de la AEMPS se proporciona informacion sobre algunos aspectos practicos preliminares que conlleva la aplicacion Serious adverse e\/ent

de este nuevo reglamento.

reporting notification

Estudios del funcionamiento iniciados antes del 26 de mayo de 2022 ShOU |d begl n from date
of application of the
En relacion a los estudios del funcionamiento iniciados antes del 26 de mayo de 2022, éstos, podran continuar después de la fecha r’egU|atiOﬂ,

de aplicacion del reglamento. En relacion a la comunicacion de los Acontecimientos Adversos Graves (AAG) de aquellos estudios
que asi lo requieran, por similitud a lo establecido en el articulo 120 del Reglamento 2017/745, sobre los productos sanitarios, el
criterio europeo se orienta hacia la notificacion de los mismos, por lo que desde la AEMPS se recomienda su notificacion a partir de
la fecha de entrada en aplicacion del reglamento.

“Start of Study” means
the act of selection of

Ante esta situacion, cabe definir la fecha de inicio del estudio del funcionamiento como el primer acto de seleccion de posibles _th f t bl b _t
sujetos de ensayo. Padria entenderse como tal, la fecha de inicio del primer centro, es decir la fecha en que se considera que en el € nrs pOSSI € su JeC

primer centro esta todo listo para poder comenzar a reclutar. OR the date Of

registration of the first

Solicitudes de autorizacién de estudios del funcionamiento con productos sanitarios de diagnostico in vitro definidos en el lnveStlgator Center Where
articulo 58 del reglamento everything IS ready to

start recruiting.

Notificacion de estudios del funcionamiento con productos sanitarios de diagnéstico in vitro

- | 4 T 406 PM
E £ Type here to search o% . o =
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Example - Spain continued

* For new clinical studies that require authorization per Article 58(1), i.e. for example samples
where surgically invasive sampling is carried out solely for the purpose of the study, and where
the collection of samples does not pose a significant clinical risk to the subject.

* The evaluation period will be 45 days, from the date of validation, for all products. This will be
reflected in new legislation to be published at national level.

* |n Spain, a favorable opinion issued by a Research Ethics Committee of Medicines (CEIm) will
be required, as well as the agreement of the management of the participating centers for the
initiation of the same.

* The new royal decree on in vitro diagnostic medical devices, which is currently under
development, will require certain documentation to be submitted at least in Spanish. However,
in order to facilitate and promote research in Spain, and provided that the CEIm has no

objection in this regard, the study plan of the operation and the researcher's manual, could be
accepted in English.

* For dlinical studies that require notification per Article /0(1) for example or per Article 58(2)
for example (diagnostic tests for therapeutic selection usinﬁ only surplus samples), until the
fultufre European EUDAMED database is available, these will be notified through the NEOPS
platrorm.
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If this was a CDx study? suggestions

* The diagnostic manufacturer of CDx is a Performance Study Sponsor for their
clinical performance study’ device that is used within the investigational medicinal
product study protocol of the pharma company.

* The diagnostic manufacturer would have a ‘Study Protocol’ for the diagnostic testing

* |f using prospective sample collection in the ‘interventional’ study, then the diagnostic
manufacturer must obtain authorization to use the performance study device.

* The diagnostic manufacturer would have to obtain Ethics approvals to use the
performance study device in the device study protocol

* The diagnostic manufacturer would cross reference the medicinal product study
protocol reference number (CTIS or EUDRACT), and pharma company will cross-
reference the SIN (study ID number) from EUDAMED or individual competent
authority authorization(s)
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Considerations for CDx studies

* Will require either authorization (prospective sample collection for performance
study device) or notification (use of surplus leftover specimens for CDx study)

* Informed consent (and any updates)

* Study Monitoring

* Investigator Brochure (study test sites)

* What information needs to go to study sites where sample is being collected?

* Adverse Event Tracking and Serious Adverse Event Reporting

* List of participating investigator(s), site(s), countries, planned first patient in (FPIl) dates
* Investigator Agreement(s)

* Clear communication (routine meetings) and written agreement between Pharma
Company and Diagnostic Manufacturer.

* Process for ‘escalation’ discussions (Steering Committee) i.e. via senior management
of both companies

2022-10-20 VDR in Clinical Trials
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summary

The intended use of the product drives the
evidence needed to support the dossier.

Certain types of studies require clinical trial
authorization or clinical trial notification before
they can be executed.

The CPSP and CPSR are only one part of the
overall Clinical Evidence picturel!

Plan early, document clearly to support the
intended use of your product and align timelines
for Companion Diagnostics (interventional)
Clinical Performance Studies
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thank you



plan for clinical study

PLAN

DOCUMENT

FILE

EXECUTE

REPORT

Risk assessment, scientific validity, analytical validity, QMS, SVR, AVR, Responsibilities, PEP

Protocol (CPSP), Informed Consent, Labels, Brochures, CVs, Agreements etc.

Coordinate applications (Authorization/Notification/Ethics)

Studies and monitoring using superior methodologies

AE, PSUR, Clinical Study Report

2022-10-20
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Understand timeline




Clinical Performance Report

The amount and quality of data collected should allow the manufacturer to make a
qualified assessment whether the IVD will achieve the intended clinical benefit(s) and
safety, when used as intended by the manufacturer. The data and conclusions drawn
from this assessment constitute the clinical evidence and should take into account
the following considerations:

the intended users,

the state-of-the-art,

the nature, severity and the evolution of the condition being diagnosed or
treated,

the adequacy of the estimation of associated risk for each identified hazard,
the number and severity of adverse events,

the availability of alternative diagnostic devices and current standard of care.

- Does the data support the intended purpose, intended users indications,
device specifications, target groups, clinical claims and the relevant general
safety and performance requirements?

- Has the novelty and level of innovation/history on the market been evaluated
and considered?

- Have the risks been identified, mitigated and the effectiveness of the risk
control measures been verified?

- Have for example environmental conditions, interference factors, exogenous
factors and endogenous factors been evaluated?

- Has the quality of literature retrieved and reviewed been evaluated and has a

2022-10-20 rationale for the selection process been provided?



Clinical report

Has there been a sufficient number of observations to draw scientifically valid
conclusions?

Have any limitations within the observations been appropriately justified?

Was the statistical approach including sample size appropriate to reach a
scientifically valid conclusion?

Have the scientific validity, analytical and clinical performances been
demonstrated?

Is data from performance studies or other sources sufficient to verify the safety
and performance, including clinical benefits (where applicable) of the device
when used as intended with respect to the state-of-the-art?

Does the design and results of the performance studies support the clinical
evidence?

Have all deviations from and all planned changes to the performance
evaluation plan been justified?

Has the relevance of the information of the performance evaluation been
assessed and documented?

Has the contribution of each data set to the performance evaluation been
weighted according to systematic criteria?

Is the data set appropriate and takes into account the state-of-the-art of the
device?

Is all supporting data fully traceable, documented and is integrity assured?
Were all ethical, legal and regulatory considerations/ requirements taken into
account?

Have all omissions been clearly outlined and justified?

2022-10-20 VDR in Clinical Trials
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MDCG 2022-2
Figure 2

2022-10-20

Figure 2 Continuous performance evaluation process including flow of plans and reports.

The blue double arrows denote where plans are linked namely that the post market surveillance plan should
include PMPF plan (Annex Il 1b), and that the performance evaluation plan shall include PMPF planning (Annex
Xl part A 1.1). A green double arrow is used to demonstrate that the PMPF report feeds back into the PE
process. (Annex Xlll part B.7). The blue frame indicates risk management and continuous performance evaluation

process inter-dependency.
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Definitions from Article 2 (2017/746)

(42) ‘performance study’ means a study undertaken to establish or confirm the analytical or clinical performance of a
device;

(43) ‘performance study plan’ means a document that describes the rationale, objectives, design methodology,
monitoring, statistical considerations, organisation and conduct of a performance study;

(44) ‘performance evaluation’ means an assessment and analysis of data to establish or verify the scientific validity, the
analytical and, where applicable, the clinical performance of a device;

(45) ‘device for performance study’ means a device intended by the manufacturer to be used in a performance study. A
device intended to be used for research purposes, without any medical objective, shall not be deemed to be a device
for performance study;

(47) ‘subject’” means an individual who participates in a performance study and whose specimen(s) undergo in vitro
examination by a device for performance study and/or by a device used for control purposes;

(57) ‘sponsor’ means any individual, company, institution or organisation which takes responsibility for the initiation, for
the management and setting up of the financing of the performance study;

(58) ‘informed consent’ means a subject's free and voluntary expression of his or her willingness to participate in a
particular performance study, after having been informed of all aspects of the performance study that are relevant to
the subject's decision to participate or, in the case of minors and of incapacitated subjects, an authorisation or
agreement from their legally designated representative to include them in the performance study;

(59) ‘ethics committee’ means an independent body established in a Member State in accordance with the law of that
Member State and empowered to give opinions for the purposes of this Regulation, taking into account the views of
laypersons, in particular patients or patients' organisations;
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Out of Scope Products MDCG 2022-2

It is important to remind that per Article 1(3) of the VDR, the following products are
not considered |VDs and are henceforth out of scope of this guidance:

a)

products for general laboratory use or research-use only products,
unless such products, in view of their characteristics, are specifically
intended by their manufacturer to be used for Iin vitro diagnostic
examination;

iInvasive sampling products or products which are directly applied to the
human body for the purpose of obtaining a specimen;

Internationally certified reference materials;

materials used for external quality assessment scheme.

20XX

presentation title

47



