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Definition of WLA

adopted by the ECSPP in Oct 20, TRS 1033

A WHO Listed Authority (WLA) is a regulatory authority or a regional regulatory system which
has been documented to comply with all the relevant indicators and requirements specified by

WHO for the requested scope of listing based on an

established benchmarking (GBT) AND a Performance Evaluation process
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ML delinked from ML
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Key considerations

GBT is for capacity
building

how well a regulatory system
IS CONFIGURED

y, World Health
¢ » Organization

PE is for measuring
performance

how well a regulatory system
OPERATES



Components of the regulatory SYSTEM

Regulatory
System

Primary focus
of the GBT

The combination of the
institutions, processes,
Resources
(e.g. human regulatory framework and
financial resources, resources that, taken
e e together, are integral to the
management effective regulatory
ystems) Regulatory oversight of medical
Institutions . .
Quality (e.g. NRA, national pI'Od ucts in a given Country
Mana nt control laboratory, It t 9. g dCt
S pharmacovigilance or multi-country jurisdiction
(e.g. manuals, “E“te“."l Idh'cs \ /
standard operating comm )
procedures,
instructions)

%Y World Health
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Components of the regulatory PROCESS

Regulatory
Inputs

Manufacturers
& Developers
e.g. MA/CT
applications,
Scientific Advice
requests,
Licensing
applications,
pharmacovigilance
reports

Healthcare
system users,

healthcare
professionals
e.g. reporting
adverse drug

reactions,
market complaints

Other
stakeholders
e.g. patient/victim
associations,
learned societies,
media, trade
associations,

Regulatory
System

Primary focus
of the GBT

Resources
(e.g. human
resources,
financial resources,
infrastructures, Regulatory
information System
management
) s) Regulatory
Institutions
. (e.g. NRA, national
(:du:rl:lyyomant Ferbn Ial_:c!ratnry,
Svstem mamamﬂgl_lance
(e.g. manuals, “B“te“." e
B P T committees)
procedures,
instructions)

other NRAs

A set of interrelated activities that transform inputs into outputs

Regulatory

> Impact

e.g.
access to safe,
effective and
assured quality
medical
products,

Regulatory Regulatory
Outputs Outcomes
of the PE

e.g.
inspection/ e.g.
assessment increased
reports, compliance with
regulatory regulatory
decisions, reguirements,
regulatory rejection/recall
actions, of substandard
approved and
product falsified
labelling products
information

less
substandard
and falsified
medical
products on
the market,

decreased
morbidity/
mortality
healthcare
costs




Setting an example - Delivering a parcel by car

What is needed
(Establishment and implementation)

» Car .
=  Condition and maintenance
= Suitability

> Fuel
> Roads 7
= Condition of the roads _ ,ﬁ,_ g _ |

= Valid driving license

» Map and address

BN World Health e —
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https://3docean.net/item/3d-map-pointer-red/screenshots/30147162

Setting an example - Delivering a parcel by car

What can be measured
(Performance and Impact):

» Time of delivery
» Duration

» Condition of package
» Reputation and consistency

» Timely communication

» Cost effectiveness

i World Health
% ¥ Organization
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https://3docean.net/item/3d-map-pointer-red/screenshots/30147162
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WHO Five-Step Capacity Building Model for National Regulatory Authorities (NRAs)
As per Resolution WHA 67.20 on Regulatory Systems Strengthening (2014)

* Target ML3

Development Benchmarking Formulation o oviding technical A — Stable, well functioning and
of the Global of the national of Institutional supgport, FoEress ang q integrated regulatory system
Benchmarking regulatory Development Training/Learning, prog

' i * Eligibility for:
Tool (GBT) system Plan (IDP) networking, impact gibility
. n B a - vaccine PQ
1 = - PE for WHO listed

authorities (WLA)

Coalition of Interested Parties (CIP)




WHO RECOMMENDED REGULATORY FUNCTIONS

for medicines, vaccines, blood products and medical devices including IVDs, based on product lifecycle

POST MARKETING

Production
Pre-clinical Clinical & Quality
Control

Authorization Distribution
& Marketing & utilization

medicines,
vaccines, blood
products and
medical devices
including IVDs

Non Common
Regulatory
Functions for:

I NRA Lot Release (LR)

Approval of blood and blood components (productand/or p—
process approval) (AB)
I Regulatory oversightof associated substances and medical -_— =
. devices including IVD (RM)
@& e -4 @

Non Common

Regulatory
Functionsfor:

World Hi
& Organization




The Global Benchmarking Tool
Maturity Levels (MLs)

<
S
=)
)
O
2.

WHO GBT

Some elements
of the regulatory
system exist

Evolving national
regulatory system that
partially performs essential
regulatory functions

Stable, well-
functioning and
integrated regulatory
system

Target of WHA
Resolution 67.20

Regulatory system
operating at an advanced
level of performance and
continuous improvement

Well-resourced
Regulatory systems




Technical documents — Vlay 2021 and Mar 2024

WHO Global
Benchmarking
Tool (GBT)

Teatern of Meders Produts

Operational details on the BM
of RS for medical products and the development

f’ '}w:urld Health of IDPs to address areas for improvement
“® ¥ Organization

| Indicators, sub-indicators and Fact-sheet




WHO Global Benchmarking Tool

Structure/Hierarchy

SYSTEM & FUNCTIONS

INDICATORS
—_—
SUB-INDICATORS
—_—e

THE FACT SHEET

‘

QUESTIONNAIRE FOR OTHER
PRODUCTS /ACTIVITIES

‘

72X, World Health
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WHO Global Benchmarking Tool

Structure/Hierarchy

World Health
Organization

SYSTEM FUNCTION

1. Regulatory System + Common Function

2. Non Common Functions

Common Functions

01-NATIONAL REGULATORY SYSTEM
02-REGISTRATION AND MARKETING
AUTHORIZATION

03-VIGILANCE

04-MARKET SURVEILLANCE AND CONTROL
05-LICENSING PREMISES

06-REGULATORY INSPECTION
07-LABORATORY ACCESS AND TESTING
08-CLINICAL TRIAL’S OVERSIGHT

Non Common Functions
09-NRA LOT RELEASE

10-Approval of blood and blood
components (product and/or process
approval)

11-Regulatory oversight of associated
substances and medical devices
including IVD

16



WHO Global Benchmarking Tool

Structure/ Hierarchy o , ,
Indicators Categorization (cross cutting subjects)

INDICATORS
S

Categories enable assessment of cross sectional subjects (across some
and/or all functions)

Legal provisions, regulations and guidelines

Organization and governance

Policy and strategic planning

Leadership and crisis management

Transparency, accountability and communication

Quality and risk management system

Regulatory process

Resources (HR, FR, Experts, Infrastructure, Equipment and IMS)
Monitoring progress and assessing impact

1.
2.
3.
4.
5.
6.
7.
8.
9.

72X, World Health
{E Organization
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WHO Global Benchmarking Tool

Structure/Hierarchy

Sub-indicators

‘ SUB-INDICATORS
—_—

The basic blocks of the GBT. Maturity level of the regulatory
functions is determined based on the cumulative scoring of each
individual sub-indicator by the user.

Scoring system Maturity

1. Not implemented Each group of sub-indicators

2. Ongoing implementation are:

» Addressing maturity level 1
» Addressing maturity level 2

) ) ) » Addressing maturity level 3
ke Id ith 5. No available information > Addressing maturity level 4
i World Healt 6. Not applicable 18

Organization

3. Partially implemented
4. Fully implemented




WHO Global Benchmarking Tool

Structu re/H ierarchy Fact sheets

OTHER RELATED ACTIVITIES THE FACT

‘ SHEET

Guidance for benchmarking based on:

1. WHO Guidelines

2. Other internationally recognized guides (e.g.,
ISO standards)

3. Identified best practices

Enhanced performance verification including, for
example:

1. WHO observed audit related to regulatory

Fact sheets includes description, scope, maturity
level, rationale, requirements, framework, evidence
to review and remarks

19



Updated Figures of the WHO GBT revision VI

Item Function RS MA

Sub-Indicators measuring
maturity level 1

Sub-Indicators measuring
maturity level 2

Minimal capacity for PQ Sub-Indicators measuring
Entry level for WLA maturity level 3

Sub-Indicators measuring
maturity level 4




Fact sheet template

Sub Indicator:

Text of the sub-ind.

Maturity Level: Which ML is this sub-ind. linked to

What is the scope of application of this sub-ind.
Description: What does the sub-ind. mean
Objective: What is the rationale of the sub-ind.

Requirement: What is the sub-ind. calling for

Evidence to review: What documents are usually related to with the sub-ind.

References: Which references are related to the sub-ind.
Which area of the logic model is addressed by the sub-ind.
How this sub-ind. can be scored

Rating Scale:

Limitations and remarks: Important notes and comments (e.g., can it be scored as NA?)

72Xy World Health
ﬁr; —®77 Organization



Allocation of each sub indicator to
SpeCiﬁC ML * Continues improvement (e.g. KPls)

* Computerized procedures

 Guidelines
* Processes
* Resources

* Regulations

* Legal provisions

72Xy World Health
ﬁr; - Organization



GBT for VL

Definition Expectations

A reporting system should be established to monitor the safety
of medical products

«Science and activities
relating to the detection,
assessment,
understanding and
prevention of adverse
effects or any other
medical product-related
problems»

Monitor and assess side effects and other product-related safety
issues (e.g., adverse drug reactions (ADRs) for medicines, and
adverse events following immunization (AEFI) for vaccines).

Monitor all kinds of patient harm potentially related to medical
products, be it due to inadequate product quality, inappropriate
use (e.g., medication errors) or intrinsic adverse effects.

Networking with other international bodies and regulators is a
logical method for acquiring, sharing, and exchanging the
relevant information on medical products safety

Informed science-based decisions

23




GBT for VL

6
. 1.Legal Provisions 20t 3.HR 4.Procedures 5.E&M 6.Transparency
Indicators governance

National Vigilance N Adequate staff (number Tools for collection and Analysis of VL data and VL activities
Organizational structure . ; .
W system and competence) assessment consequent decisions communicated to public
. Tools for investigation, Risk communication
MAH to set up VL Inter- and intra- _— . .
O - Job descriptions interpretation and KPls plan regularly
system Communication .
"(.—U’ response implmented
Q ADRs and AEFIs Trainine olan Enforcement procedures International
o — reporting §p implemented information sharing
C MAH to conduct specific Traln]lc?g rgcords Sue i< k-based h
studies effectiveness Risk-based approac
. T verificaiton
Q Staff access to
3 QLY information
n Guidelines and Expert committees for
m guidances serious safety concenrs
N Recognition/Reliance Risk-benifit balance
mechanisms assessment
Active VL and proactive
monitoring
iy World Health ML1 ML2 ML3 ML4 20

Organization
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Technical documents — and Nov 2023

OPERATIONAL GUIDANCE PE MANUAL

Operational guidance
for evaluating and
publicly designating
regulatory authorities
as WHO-listed
authorities

Procedural information (processes, steps and Operational and technical details of the
timelines) and general considerations on performance evaluation to be conducted for each
evaluation and listing of WLAs regulatory function to achieve listing




Components of PE process

N 36 out of 57 ML4
sub-indicators

100%
mandatory
\ GBT ML4

MA expert review of
MAA assessment

* VL vigilance field visit
* Rl GMP/GCP Observed
Audit

* LT expert review of lab
activities

* CT expert review of
CTA assessments -/

PE

indicators

211 -
sub-indicators 20 Indicators J

7Y, World Health l If any of these 4 components fails, WHO listing is not achieved I 27
¥ Organization




PE Indicators

Targeting new areas OR expanding GBT sub-indicators

Similarly to GBT, a factsheet is provided for each PE indicator

PE indicator code and title

Description Wide explanation of the rationale behind the request laid down in the
sub-indicator and possible elements that should be present in the system
to guarantee compliance to the requirements.

Objective Brief description of target of the evaluation
Evidence to review List of evidence that should be requested and verified
References List of guidelines, either published by WHO or by WHO recognized entities,

to be considered when evaluating the PE indicator

Rating scale * Specific interpretation of each of the possible scores that could be
assigned to individual PE indicators

Limitations and remarks Elements that could limit the applicability of requirements or link the
requirements to other indicators

*Note:
- ongoing implementation is never foreseen
ﬁ{tbx‘ﬁ% World Health - partial implementation is always acceptable for VL PE indicators
‘&;..__@ Organization
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PE Tools

¢

Measuring performance of specific functions

World Health
=™, Organization

Handbooks are provided for
each of the PE tool

29



General considerations

PE for WLA targets & promotes Good Regulatory Practices

/" PRINCIPLES

&;) consistency
i flexibility

Q) J, efficiency

lﬁ transparency

~

/ ENABLERS )

@20

| @
© Q
o Q

/

7 Wp World Mearm

¥ Organization

o

Effective communication,
collaboration and coordination
(inter organizational, among
regulators and with other
stakeholders)

Robust and well-functioning
QMs

Science- and data-driven
decision-making process

30



Modular approach

* Requested by Member States to ensure more
flexibility in attaining the WLA designation

* Allows for the stepwise listing of specific
regulatory functions or product categories

‘! §
(&)
———

World Health
Organization

31



Modular approach towards listing

PE PE ind
indicat
ML4 mand.
mandatory ML4
= t
y
(a8 ML3 level
O

LR

CcT




Modular approach towards listing: VL

GBT

PE

indicators

ML4

mandatory

ML4

mandatory

I RS ‘ MA

‘ VL ‘ MC ‘ LI ‘ RI ‘ LT ‘ cT ‘ LR I

PE ind.

mand.
ML4

entry
level

33



Modular approach towards listing: MC

LISTING as WLA

PE PE

indicators indicators

ML4 mand.
mandatory ML4

ML4

mandatory

ML4

mandatory

ML3 -

RI
MA VL MC LI
‘ ‘ ‘ GMP/GSDP

GBT

34




Performance Evaluation components for the VL regulatory function

4 sub-indicators (GBT)
ALL!!!

Mandatory GBT ML4 sub-indicators

VL field visit

;\E World Health
27 Organization



PE indicators and tools
Vigilance (VL)

PE indicators PE tool

e PEVL.O1 Vigilance field visit (onsite)
total number of adverse reactions
°* PEVL.02 _ L Assessment of the performance at:
% annual reports completed and submitted to * Central level
national VL centre *  Sub-national level
e PEVL.O3 e Health facility level
Number of regulatory actions 0O Areas covered include:
* PEVL.04 = Systems, structure and stakeholder coordination
% of RMPs for registered products = Detection, reporting and data management
e« PEVL.O5 = Case investigation and analysis
o - _ = Risk assessment and management
% PBRERs submitted and evaluated = Information, education and communication with concerned
* PEVL.0O6 groups
Number of post-market safety and effectiveness * Human and financial resources
. = Medical products utilization
studies
* PEVL.07

U RBAis used throughout the process
Number of GVP inspections

36



VL tool - vigilance Field Visit

Are eligibility oo NG
criteria met?

Yes

Are all ML3 and mandatory

ML4 sub-indicators met?

: Yes
v

Are VL PE indicators completed
by RA (self-assessment)?

v

WHO remote review of VL indicators
self-assessment

w
Conduct VL field visit, including onsite
assessment of VL indicators

Does the conclusion of field visit & |, N° ________ Report negative
evaluation support WLA listing for VL? conclusion & outcome
: Yes i
w v

VL PE fulfilled End

g’ } World Health
27 Organization

Vaccine vigilance system

Informatio
Systems, Detection, Risk n. Human
structure reporting invgztsieg ati 2SS€ssmen edic:;lon and Product
an(:( hold r:r;::aet; on and matna:clm communica  financial utilization
stakeholder g analysis 8 tion with
coordination ent ent concerned resources
groups
Nationa
| 10 18 13 9 9 8 6
Sub-
national “ 1 1 ! 3
Health
facility . 1 1 ! 3
Medicine vigilance system
Nationa
| 5 6 2 4 9 7
Sub-
national “ 4 “ 8 4
Health
facility = 6 1 9

37



Main differences — the VL field visit

WW up actions

O
ﬁration 1 day
N. of facilities
.. 1-2
visited
* N.of 1
provinces
Recommendations Issued
IDP Developed
C : .
ap.a'CI.ty building Yes
activities

Foreseen/

72X, World Health
Y Organization

Duration

N. of facilities
visited

* N.of
provinces

Recommendations

IDP

Capacity building
activities

Follow up actions

38



WHO-Listed Authority (WLA)
o

« = <

o~

S

—

A Framework for evaluating and publicly designating regulatory authorities as WHO Listed Authorities (WLA)

The introduction of a framework for designating and publicly listing a regulatory authority as a WHO Listed Authority
(WLA) responds to Member States requests to develop a transparent and evidence-based pathway for regulatory
authorities operating at an advanced level of performance to be globally recognized, thereby replacing the
procurement-oriented concept of stringent regulatory authorities.

List of National Regulatory Authorities (NRAs) operating at
maturity level 3 (ML3) and maturity level 4 (ML4)

Implementation of the WLA framework is intended to promote access and supply of safe, effective and quality medical
products. The framework alsoy
products and decisions of tru§

List of WHO Listed Authorities WLAs

https://www.who.int/initiatives/who-listed-authority-reg-authorities

39
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