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Why revise and update the GMRF

v The WHO Global Model Regulatory Framework for
Medical Devices including IVDs (GMRF) was published in
2017, developed in 2015-2016.

v" Rapidly changing field, technologies are advancing in their
nature and complexity e.g., Software as a medical device.
“ WHO Global Model Regulatory
Framework for Medical Devices v' Update of guidance such as post-market surveillance and
. mr:g::'l?ccahladg::if:telg market surveillan.ce, Good Reliance Practice, Good
Regulatory Practice.

WHO Medical device technical series

v" Discussions during integration of medical devices
indicators into the Global Benchmarking Tool.

v' Experience with implementation including challenges
experienced by regulators during the COVID-19 pandemic
which clearly demonstrates the importance of safe, reliable,

and appropriate quality medical devices including IVDs.

@ v' Experience in the use of the GMRF teaches that countries

would benefit more from a more expanded guidance.

https://www.who.int/publications/i/item/9789241512350
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Replacement of Annex 4 of
WHQO Techical Repart Series, No. 1003
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WHO Expert Committee on Biological Standardization: seventy-sixth report (WHO
Technical Report Series, No. 1045)



https://cdn.who.int/media/docs/default-source/biologicals/ecbs/annex3-gmrf-who_trs_1045.pdf?sfvrsn=88867b3a_3&download=true
https://cdn.who.int/media/docs/default-source/biologicals/ecbs/annex3-gmrf-who_trs_1045.pdf?sfvrsn=88867b3a_3&download=true
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Chapter 4 Definition, classification, essential principles, and conformity assessment of medical devices
Alignment of definitions with updated IMDRF definitions e.g. medical device definition, adverse event.

Companion diagnostics: expanded and added in section 8.
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Expanded and new topics (II)

Chapter 5 Enabling conditions for effective regulation of medical devices including IVDs
Good regulatory practice: concept more explicit throughout the GMRF

Good reliance practice: moved from Chapter 4; more explicit throughout the GMRF
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Good regulatory practice: Chapter 5.2- 5.7 =
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[ erP | GRP Elements of Good regulatory practice:

Enablers principles

o e Chapter 3 and Chapter 9

* Good organization,
governance and * Independence

leadership * Impartiality

* Effective communication, . . G I I
collaboration & * Proportionality . ap analysis
coordination * Flexibility

* Robust and well- * Clarity
functioning Quality

* Efficiency . Stakeholder involvement

= Sufficient and sustainable * Transparency
financial resources

* Competent human

. I:‘er:c-l:er:::rganizatiunal ° CO nfl iCt Of i nte rest

ethics and values

* Science and data
driven regulatory decision

:
o - Regulatory competencies

L.

- Implementation and monitoring plan

Regulatory impact

labeling/informaticn
Regulatory outcomes
increased

https://apps.who.int/iris/bitstream/handle/10665/340323/9789240020900-eng.pdf



Key concepts of reliance: Chapter 3.9
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E
Standard
processes

Mutual
Recognition

Work-sharing including joint
activities
Abridged pathways using reliance

Regional reliance
mechanisms

Building trust towards establishment of equivalence

Unilateral
Recognition

Independent decisions
based on its own
reviews and/or
inspections

Leveraging regulatory work
Performed by other competent and
trusted authorities to reduce the
workload, with independent final
decision-making

Regional reliance
mechanisms
Centralized evaluation
conducted for a group
of countries

Unilateral or mutual
recognition
based on treaties or
equivalent, providing
maximal benefits

https://apps.who.int/iris/bitstream/handle/10665/340323/9789240020900-eng.pdf
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Examples of reliance

Collaborative Registration Procedure
(CRP)

CRP Process (&) vt

Organization
1. 2. 3.
Source of Information to Documentation to be Actions for different
rely upon: shared: stakeholders.
( p—\
Applicant and % Applicant
WHO - .
* W Submission
E
. U™
Reference Autharities — m
e.d. SRA Review: Recognition or
g o a) Full Product Dossier B | Reiance
. 90 calendar days (requlatory
m b) Detailed l time)
- Assessment reports Approval/ Marketing
(scientific % authorisation

evaluations and Or

inspections reports) Rejection
c) Performance

evaluation
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Chapter 6 Establishing a stepwise approach to regulating medical devices

- Local production: policy, national strategy to support local manufacturers and no double standards
between domestics and foreign manufacturers.

- Regulatory testing: no routine testing pre-market. Keep lot verification.




(

@\\, World Health
s 77% Organization

LL‘<<T
o\

Local production: Chapter 6.3.3.4

Can contribute to better access

Technology transfer needed

Adopt international standards

Impartial technical support to manufacturers
Consistency of requirements

Timely market authorizations

Regional initiatives for reliance and recognition



Regulatory testing: Chapter 6.3.3.5
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No routine testing at the pre-market phase

Manufacturer is responsible for safety and
performance.

Testing may be justified in case of

suspected products such as SF
adverse event

post-market according to risk based testing
plan

lot verification

law enforcement

10
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Expanded and new topics (II)

Chapter 7 Regulatory pathways
Regulatory pathway according to risk class: routine assessment and renewal period.
Regulatory pathway based on reliance: applying reliance routinely.

Regulatory pathway for emergency use authorization or derogation: preparedness and
importance of reliance.

Regulatory pathway for combination products: the need for a single regulatory pathway.
Regulatory pathway for borderline products.

Regulatory pathway for donated medical devices.

11



Regulatory pathway according to risk class: Chapter 7.1

Regulatory pathway :according to risk class: Routine

assessment
A B , C - b ]
I 1 1 1
) Device classification is determined according to the classification rules.
ok 1 1 1 !
°% '
s° I
] s s s : 5 s
o Registration of establishment (manufacturer, authorized representative and/or importer or
= g 8 distributor)*
353 ! ! ! !
33 R
Yo . . - . . -
5.0 Preparation and maintenance of the technical documentation according to requirements
55 1 1 ! &
i
S I
9]
o'® i i
© 3 i IEevr;'?Ieenr]cgiigrf\ f)fffeC(IZRI/IVSeand ISO 13485 certificate or inspection/audit from an accredited
§f eclaration of conformity organization is required.
£ ° ok | A d 4

Market authorization procedure

Listing submission to the
regulatory authority

Usually**, no review is
required. Only notification
to the regulatory authority is
required.

1

Submission of technical documentation/dossier to the
Authority/CAB (including clinical evidence and evaluation)

i | i !

Usually, administrative In-depth technical
review only review
Review is conducted, including a technical and administrative
review.

Novel and high-risk products may also be subject to an Expert
Panel consultation.

1 d !

Technical review

4

Approval

NRA lists the medical
device.

In-depth review of
clinical evidence
(may require
clinical
investigation)

i 4

I‘_

NRA issues market authorization when all requirements are
fulfilled or sends notice of deficiencies or rejection.

*
*%

Overseas manufacturer shall assign a local authorized representative.
Except for Class A devices that are sterile or have a measuring function: regulatory audit can be

considered.
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Regulatory pathway :according to risk class: =gl
Reliance
A B | c [
=8 Device classification is determined accordring to the classification rules. |
=
o ! ! ! !
c
S £ | [
22 Registration of establishment (manufacturer, authorized representative and/or importer or
or distributor)*
00
Lo ! l i 1
8o | I
—i
3 g @ The applicant assesses sameness** of the products, submits application and other relevant
€D documentation based on requirements of the reference institution.
(o) K]
a
o 1 ! ! 1
o I
O 1
® & Evidence for an effective | Upon manufacturer consent, reference regulatory authority or
o QMS implementation and | other trusted institution exchange assessment reports with the
© P g P
go declaration of conformity relying NRA.
s ! ! l !
c I
=2 Usually*** no review is
&S & required. Only notification to| Relying NRA conducts abbreviated assessment of the shared
© 5 theregulatory authority is reports based on national requirements.
= required.
=]
m 1 ! , ! !
©
§ NRA lists the medical NRA issues market authorization when all requirements are
e device. fulfilled or sends notice of deficiencies or rejection.
<

*kk

Overseas manufacturer shall assign an authorized representative.

For sameness check at a minimum name of the product, regulatory version, product code,
design, labelling and packaging, intended use, IFU, manufacturing site and QMS certificate ISO
13485. Reference: Good Regulatory Practice.

Except for Class A devices that are sterile or have a measuring function: regulatory audit can be

considered.

12
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Chapter 8 Additional topics
Reprocessing of single-use medical devices: only in dire and exceptional situations.

Software as a Medical Device (SaMD) and Software in a medical device (SiMD): framework for assessing
SaMD.

Companion diagnostics: framework for specific type of IVD.
Collaborative Registration Procedure: specific form of work sharing and reliance.

Emergency use listing: practice of EUL by WHO as an example for WHO Member states.

Chapter 9 Implementation
Involving stakeholders in the regulatory process: important part of GRP.
Developing a road map: systematic planning and follow up.

Regulatory capacity building: important part of GRP.

13



The Spirit of Regulation

Public
Safety

NRA

Innovation
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Regulation should not create
barrier and articulated to all
stakeholders.

Balance between public safety
and innovation.

Cognizant of international
harmonization and
convergence efforts.

Transparent regulatory
decision with strong and
sound scientific evidence.
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www.who.int/medicines Thank you for your attention!
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