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Well- functioning national pharmaceutical 
systems are essential to provide equitable 
access to quality- assured health products, 
and they are a powerful mean of promoting 
health equity1 and achieving universal health 
coverage.2 3 Unfortunately, quality- assured 
health products are far from being available 
to all. The WHO estimates a prevalence of 
poor- quality medicines4 of about 10% in 
low/middle- income countries (LMICs),5 at 
least partly due to the lack of stringent over-
sight by under- resourced national regulatory 
authorities (NRAs).6 Poor- quality medicines 
therefore particularly hit the most poor and 
disadvantaged populations.7

The quality assurance policies of the 
Global Fund,8 the United Nations Develop-
ment Program,9 other UN agencies10 and 
most international organisations involved in 
funding and/or procuring health products 
rely on the approval (listing) by the WHO 
prequalification programme,11 and on the 
marketing authorisation of stringent regu-
latory authorities (SRAs). Other products 
can be eligible for procurement, but only 
after an additional assessment conducted 
according to WHO norms and standards. 
An SRA is an NRA with the resources and 
expertise needed for adequately carrying 
out the regulatory functions—among them, 
assessing data about medicines’ quality, safety 
and efficacy; and conducting the necessary 
regulatory inspections, including clinical 
trial sites, and manufacturing sites of active 
ingredients and finished dosage forms.12 
Major international purchasers consider that 
health products with a marketing authorisa-
tion issued by an SRA can be relied upon and 
do not need reassessment to be eligible for 
procurement, provided that the supplier can 
prove that the proposed product is essentially 
the same in all aspects (manufacturing site, 
specifications and so on) indicated in the 
SRA marketing authorisation. In addition, 

national procurement centres/departments 
may also give preference in their tenders 
to health products that are pre- qualified by 
the WHO or registered by an SRA. The SRA 
classification was based until recently on 
affiliation to the International Council for 
Harmonisation of Technical Requirements 
for Pharmaceuticals for Human Use (ICH), 
which until its 2015 reform had only regu-
lators from selected high- income regions as 
members (USA, European Union, Japan) 
and observers (Switzerland and Canada).13 
Until 2017, a regulatory authority was classi-
fied as SRA if it was a member or an observer 
of ICH or was associated with an ICH member 
through a legally binding mutual recognition 
agreement (Australia, Iceland, Liechtenstein 
and Norway). In 2017, to take into account 
structural changes at ICH, the WHO adopted 

Summary box

 ► The concept of stringent regulatory authorities 
(SRAs) is due to be replaced in the middle or long- 
term by the concept of ‘WHO- listed authority’ (WLA).

 ► The WHO started in 2016 a formal Global 
Benchmarking for national regulatory authorities 
(NRAs), incorporating the concepts of ‘maturity level’ 
on a 1–4 scale, and of ‘reliance’. Reaching a maturi-
ty level 3 is a step toward possible WLA designation.

 ► The major international purchasers of medicines 
currently rely on marketing authorisations issued by 
SRAs and on approval (listing) by WHO prequalifica-
tion programme. We contend that the future WLAs 
should be equated to and trusted like SRA for the 
scope of designation.

 ► The time is also ripe for a reflection on whether and 
how procurement policies can incorporate the con-
cept of ‘maturity level’, based on a thoughtful, step-
wise approach accompanied by rigorous monitoring 
and evaluation. By doing so, the efforts of NRAs to 
reach maturity levels 3 and 4 would be fairly ac-
knowledged; and there would be an incentive for 
other countries to invest in the development of their 
NRAs and to be listed as WLA.
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a new interim definition, specifying that SRAs are those 
NRAs that were members or observers of ICH or associ-
ated with an ICH member ‘as before 23 October 2015’.12

FROM SRA TO WHO-LISTED AUTHORITY
The concept of SRA linked to ICH structure was 
grounded in the availability of adequate human, finan-
cial and infrastructural resources, and of robust and 
transparent procedures, with the aim of achieving inter-
national recognition. However, it also corresponded to 
a pre- existing ‘multiregional’ harmonisation initiative, 
and to countries’ income and industrialisation level. 
This may have led to misunderstandings and frustration, 
because of an inaccurate but possible perception that 
NRAs must just be located in the industrialised north for 
being considered stringent, irrespectively of their perfor-
mance. But the concept of SRA will be replaced by the 
concept of ‘WHO- listed authority’ (WLA).

A benchmarking of regulatory systems was started by 
WHO in 1997 for vaccines, and in 2001 for medicines. As 
part of the WHO implicit mandate to support countries 
regulatory systems, and in response to the World Health 
Assembly Resolution 67.20 (2014),14 the use of a unified 
and improved WHO Global Benchmarking Tool (GBT) 
for medicines and vaccines began in 2016. It implies a 
structured and documented process, by which the NRA 
is assessed according to a set of indicators established 
for each regulatory function. The most recent version 
at the time of writing is the one published in 2021.15 It 
lists nine regulatory functions (ie, National Regulatory 
System, Registration and Marketing Authorisation, Vigi-
lance, Market Surveillance and Control, Licensing Estab-
lishments, Regulatory Inspection, Laboratory Testing, 
Clinical Trials Oversight, NRA Lot Release).16 The GBT 
incorporates the concept of ‘maturity level’ (as adopted 
from ISO 9004)15: at level 1, only some elements of 
the regulatory system exist; at level 2, an evolving regu-
latory system partially performs essential regulatory 
functions; level 3 represents the minimum target, that 
is, a stable, well- functioning and integrated regulatory 
system; and level 4 represents a regulatory system oper-
ating at advanced level of performance and continuous 
improvement.17

The choice to use the GBT to assess its NRA is based 
on a voluntary decision of a Member State. It can be self- 
applied or applied by independent experts appointed 
by the WHO. In the latter case, the NRA is transparently 
and consistently classified based on the assessment’s 
result. Through this exercise, the NRA can identify and 
address gaps, with the goal of reaching at least maturity 
level 3.15 Importantly, an NRA can reach a (high) matu-
rity level in certain functions, while using explicit ‘reli-
ance’ mechanisms for other ones. For example, an NRA 
that lacks the expertise and resources needed to assess 
applications for new chemical entities, or for vaccines, 
may use a transparent reliance procedure, for recog-
nising the relevant regulatory decisions of the NRA that 

has the respective expertise and resources, or the listing 
from WHO prequalification. The reliance mechanism or 
procedure, which should include a list of ‘recognised’ 
NRAs, empowers less mature regulators to reach a given 
maturity level by strengthening their priority functions 
(eg, the assessment of generic medicines), while using 
reliance for more sophisticated functions.18 Its use is 
based on the assumption that the country has adequate 
legal provisions and instruments to facilitate and enable 
implementation of reliance.

The GBT replaces any previous WHO tools, repre-
senting the first truly ‘global’ tool for benchmarking regu-
latory systems.15 In 2020, the WHO Expert Committee on 
Specifications for Pharmaceutical Preparations formally 
adopted the definition of a ‘WLA’, that 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 
and performance evaluation process’. Importantly, WLA 
must be capable of performing themselves all functions 
within its scope of designation. The Committee also 
asked the WHO Secretariat to prepare a situation analysis 
and propose ways to replace references to SRAs by WLAs 
in guidance texts. A roadmap for developing operational 
guidance, including performance evaluation process has 
been established. The draft ‘WLA operational guidance for 
evaluating and publicly designating regulatory authorities as 
WHO- listed authorities’ describes the framework’s opera-
tionalisation and indicates that the ultimate responsibility 
and decision for use of the WLA list resides with the users 
and depends on the specific context of its intended use.19

Reaching a maturity level 3 is not synonymous to 
being a future WLA (starting in 2022), but rather an 
entry point that leads to further evaluation, in view of 
a possible WLA designation. Getting WLA designation 
will require consistently meeting a set of indicators—
including selected maturity level 4 indicators, equiva-
lent to the requirements of the WHO prequalification 
programme. At the time of writing, and looking at the 
interim list of NRAs posted on WHO website,20 a few 
NRAs from LMICs have attained maturity level 3, that 
is, Ghana and Tanzania for medicines and vaccines, as 
importing countries; and India, Indonesia, Vietnam, 
Serbia and Thailand for vaccines only, as producing 
countries.21 Tanzania and Ghana achieved this result 
respectively in 2018 and 2020, thanks to significant 
investments supported by a strong political commit-
ment. Even if maturity level 3 does not imply becoming 
a WLA, it represents an important milestone in ensuring 
that appropriate structures and resources are available 
to assure adequate regulatory oversight. The WLA desig-
nation will further indicate countries whose regulatory 
systems in specified functions can be consistently relied 
on, based on an objective external assessment (not in 
place for SRAs) and accompanied by clear specifica-
tions for the scope of designation (not in place for the 
‘blanket’ classification of SRA).
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IMPLICATIONS FOR INTERNATIONAL PROCUREMENT?
We contended earlier that it is ethically imperative not 
to compromise on medicines quality assurance. This 
may imply, when making concrete purchase decisions, 
choosing medicines with a higher purchase ‘cost’. 
However, these relatively more expensive medicines will 
have a better overall ‘value’, given that non- quality- assured 
medicines may fail to cure and so impose higher costs 
on the health system. Any exceptions should be explicitly 
motivated by exceptional and temporary circumstances, 
and based on a meaningful risk- benefit assessment.22 
For instance, the WHO Expert Review Panel is an inde-
pendent advisory body of technical experts which assesses 
the potential quality risks of pharmaceutical products 
that do not yet meet all stringent quality requirements, 
when there are no alternatives, based on transparent 
science- based criteria.23 The current reliance of major 
international purchasers on marketing authorisations 
issued by SRAs and on the WHO prequalification listing 
is fully justified by the need to avoid quality problems in 
procurement and related, preventable harm. But with 
the introduction of the concepts of regulatory maturity 
and WLA, the time is ripe for a reflection on how these 
policies can be updated by incorporating these concepts 
to orient procurement decisions. First, WLA will be 
regulatory authorities with a high performance, able to 
comply with all the relevant indicators and requirements 
specified by WHO for the requested scope of listing, 
and capable of performing themselves (with no use of 
the reliance mechanism) the functions within scope of 
designation. As such, when WLAs will be formally listed, 
they will be equivalent to SRA and WHO prequalification 
in terms of performance, and they should be equated to 
SRAs for procurement purpose and within the scope of 
designation.

Second, if a maturity level L3 indicates a stable, well- 
functioning and integrated regulatory system, able to 
issue marketing authorisations based on a thorough 
assessment of the manufacturing site and product dossier 
(including by means of explicit reliance mechanisms as 
needed), it would seem reasonable for international 
purchasers to consider reliance on marketing authori-
sations issued by NRAs that reached maturity level 3 
as confirmed by the WHO. Given that a maturity level 
3 is not equivalent to being a WLA or WHO prequali-
fication, and having in mind the overarching principle 
of risk- management,22 this should be done step- by- step. 
For instance, procurement policies could be adapted 
starting with lower- risk products, such as generic solid 
dosage forms that do not need in vivo bioequivalence 
studies as per the WHO ‘biowaiver list’ (ie, a proposal 
to waive in vivo bioequivalence requirements for WHO 
Model List of Essential Medicines immediate- release, 
solid oral dosage forms24). In a first phase, these could 
be considered as eligible for purchase if registered by an 
NRA with maturity level 3. They could be followed, after 
positive experience, by those requiring in vivo bioequiv-
alence studies; and the policy could gradually evolve to 

more complicated, higher- risk products, for example, 
injectable products, provided that they are in the scope 
of designation.

In conclusion, WLAs will be equivalent to SRA in terms 
of performance, so they should be trusted like SRA. 
Furthermore, the WLA classification will bring more 
transparency and evidence- based decisions than current 
policies based on SRA; and it will open the possibility to 
expand the recognised pool of regulatory agencies with 
full capacity and performance by specific functions.

Conversely, incorporating the concept of maturity level 
3 in the procurement policies of global purchasers will 
require a stepwise approach, with ongoing monitoring 
and evaluation. Such policies would fairly acknowledge 
the efforts of NRAs to reach maturity levels 3 and 4; and 
could create an incentive for other LMICs to invest in the 
development of their NRAs, to maximise the protection 
of individual and public health.
Twitter Raffaella Ravinetto @RRavinetto
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