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Abstract

The COVID-19 pandemic required urgency in the development and delivery of effective vaccines and therapeutics; mean-
while, ongoing clinical research, regulation and supply for other much-needed therapeutics and vaccines needed to be sus-
tained. In Europe, the European Commission, the European Medicines Agency (EMA) and the national regulatory agencies
(NRAs) responded by issuing guidance outlining regulatory flexibilities mainly directed at COVID-19 vaccines and, belat-
edly, therapeutics. Using a survey methodology, this study gathered the views of the R&D based pharmaceutical industry in
May-June 2021 on the value of these flexibilities for continued use in the post-pandemic era as well as for future use in health
emergency situations. Findings indicate that many flexibilities were foreseen to have value beyond the pandemic, particularly
where EU and Member States aligned closely to provide a singular, streamlined regulatory environment. Digitalization was
a notable driver of these flexibilities, but innovations in regulatory process (e.g. rolling reviews, flexible Scientific Advice)
improved the process and outcomes measurably. Finally, the rapid reaction of the EU regulatory system and extensive efforts
by all involved in providing innovative therapeutics and vaccines to patients in need provides learnings for the upcoming
overhaul of the pharmaceutical acquis.
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Introduction

The coronavirus disease 2019 (COVID-19) pandemic has
impacted all aspects of development, manufacturing, author-
isation and pharmacovigilance of medicines and vaccines in
Europe. As the pandemic escalated, the European regulatory
authorities recognised the need to introduce regulatory flexi-
bilities' to assure the continuity of activities so that scientific
progress is not impeded, and patients continue to have access
to much-needed vaccines and treatments. Furthermore,
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authorities from the European Union (EU) introduced regu-
latory flexibilities to support the development and evaluation
of COVID-19 therapeutics and vaccines [1]. To this end, in
May of 2021 the European Commission (EC) also acknowl-
edged the need for a concerted effort by introducing the “EU
strategy on COVID-19 therapeutics™ [2].

Since the announcement of the pandemic, a natural stock-
taking is underway in many fields to understand what we
have learned from this health emergency [3-6]. As such,
the COVID-19 pandemic has acted as a natural experiment
providing a learning opportunity for regulation in the post-
pandemic era and for future public health emergencies. In
this paper we conducted an assessment of the experiences

! The European Union authorities used the term “regulatory flex-
ibilities”; however, the WHO has described these as “regulatory agili-
ties”. Both terms refer to the same regulatory arrangements.
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of R&D based pharmaceutical companies with the regula-
tory flexibilities introduced by EU authorities.” The aim of
this study was to gather views, experiences and learnings
of pharmaceutical companies on how these regulatory flex-
ibilities could be considered for future use in either the busi-
ness as usual setting or pandemic preparedness of the EU
regulatory system.
Therefore, this study has the following main objectives:

(1) Regulatory flexibilities to assure the continuity of sup-
ply of medicines To assess the value and impact of the
regulatory flexibilities in support of supplying medi-
cines, and to what extent these flexibilities could be
considered for continued use in the post-pandemic era
(“business as usual”).

(2) Regulatory flexibilities and other measures to support
the development of COVID-19 therapeutics To assess
the value of the regulatory flexibilities and measures for
accelerating/supporting the development of COVID-19
therapeutics and to what extent these flexibilities could
be considered for future use in health emergency situ-
ations (“pandemic preparedness”).

A separate study has been conducted by Vaccines Europe
to collect input from COVID-19 vaccine developers, and
therefore questions related to regulatory flexibilities for
COVID-19 vaccine development were not in scope of this
analysis and will be addressed in different fora.

Methods

We designed a digital survey to address the objectives of this
study which contained two parts:

e Survey part A to meet objective 1: contains questions
to gather the views, experiences and learnings of R&D
based pharmaceutical companies about the implemented
regulatory flexibilities aimed to address various chal-
lenges arising from the COVID-19 pandemic in order
to ensure continuity of the development and supply of
medicines. This section also covers regulatory flex-
ibilities specifically introduced for crucial medicines for
treatment of COVID-19 patients, to gather views on their
potential value for continued use in a broader scope.

e Survey part B to meet objective 2: contains questions
about the value of regulatory flexibilities for supporting/
accelerating the development of COVID-19 therapeutics,

2 The survey is a follow-up to a previous survey conducted by EFPIA
in September 2020 to collect data on the initial experiences of EFPIA
member companies with regulatory flexibilities during the COVID-
19 pandemic.

only for EFPIA member companies who are/were devel-
oping or have received authorisation for a COVID-19
therapeutic.

The questions of the survey are based on the regulatory
flexibilities detailed in relevant guidance documents from the
EC, the European Medicines Agency (EMA), Heads of Medi-
cines Agencies (HMA), the Co-ordination Group for Mutual
Recognition and Decentralised Procedures—human (CMDh)
and also EU regulations. The survey instrument is spread-
sheet-based and divided into two workbooks for parts A and
B. Companies could only have one response to parts A and B;
however, they were invited to collate input from subject matter
experts across the company. Although this multidisciplinary
input was recorded in company responses, informal EFPIA
exchanges suggested that this was common practice for most.

Regulatory guidance and flexibilities included in both
survey’s part A and B:

¢ Notice to stakeholders: Questions and answers on regula-
tory expectations for medicinal products for human use
during the COVID-19 pandemic (Rev. 3) [7]

e CMDh Practical guidance (CMDh/418/2020, Rev. 1) [8]

¢ Guidance on the management of clinical trials during the
COVID-19 (coronavirus) pandemic (Version 4 from July
2021) [9]

e Regulation (EU) 2020/1043 (July 2020) [10]

Additional regulatory flexibilities and EMA initiatives
for accelerating/supporting the development of COVID-19
therapeutics that were included in survey part B:

e Mandate, objectives and rules of procedure of the COVID-
19 EMA pandemic Task Force (COVID-ETF) [11]

o EMA initiatives for acceleration of development support
and evaluation procedures for COVID-19 treatments and
vaccines [12]

e Labelling flexibilities for COVID-19 therapeutics [13]

e FDA/EMA common commentary on submitting an initial
Pediatric Study Plan (iPSP) and Paediatric Investigation
Plan (PIP) for the prevention and treatment of COVID-19
[14]

In survey part A, we asked participants to score regu-
latory flexibilities with regard to their value for continued
use in a post-pandemic era with a four-point Likert scale:
0—mno value, 1—limited value, 2—some value and 3—sig-
nificant value. Respondents were also able to abstain from
answering, e.g. in case of no/limited experience with a par-
ticular flexibility. By selecting an even score Likert scale,
the survey design omits the midpoint to encourage a clear
response, whilst allowing a neutral or unfamiliar response
(‘Don’t know’) as recommended [15].
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In survey part B, we asked participants to score regula-
tory flexibilities with regard to their value for supporting/
accelerating the development of COVID-19 therapeutics.
The same four-point Likert scale was used: 0—no value,
1—Ilimited value, 2—some value and 3—significant value,
with the possibility to abstain from answering.

Both surveys comprised of a general questions section
followed by questions on the regulatory flexibilities along
four themes: (i) regulatory, (ii) quality and supply, (iii) clini-
cal research and (iv) pharmacovigilance. The questions con-
sisted of a mix of multiple choice questions and free text
fields to provide details. An additional set of multiple choice
questions and free text fields was included in survey part B
in which respondents could indicate their positive and nega-
tive experience with regulatory flexibilities. This allowed
for a structured analysis of the free text fields. The survey
was circulated to 57 R&D based pharmaceutical companies,
including EFPIA member companies, small and medium-
sized enterprises (SMEs) and EFPIA partners in research.
Of these 57 companies, 18 companies were involved in the
development of COVID-19 therapeutics and therefore also
invited to respond to survey part B (according to the EMA
database as of 1 July 2021) [16].> The survey was circulated
via email to senior company representatives. Respondents
were given a response time of 6 weeks, from April 29th to
June 10th 2021. A reminder was sent after five weeks. Data
was consolidated and analysed in Microsoft Excel®. Only
authors KK and PS, who were not employed or contracted
by an EFPIA member-company, had access to the identity of
the respondents, this was also communicated to the survey
participants. The full survey materials for part A and B can
be found in supplemental section.

Results
General Results

A total of 17 out of 57 (30%) companies responded to survey
part A. A total of eight out of 18 (44%) companies that were
involved in developing COVID-19 therapeutics responded to
survey part B. Of these eight Part B responding companies,
two companies indicated to have a COVID-19 therapeu-
tic under rolling review in the EU, seven indicated to have
COVID-19 treatments under development, and five respond-
ents indicated to have at least one COVID-19 therapeutic for
which the development has stopped. None of the respondents

3 Ie. companies that had a COVID-19 therapeutic approved, under
marketing authorisation (MA) evaluation, under rolling review (RR),
or sought EMA advice.
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had yet received approval for a COVID-19 therapeutic in the
EU at the time of the survey response.

The Results of Survey Part A
Regulatory Section

The flexibilities in this “Regulatory” section of survey Part
A received ‘mixed’ responses, with some respondents indi-
cating significant value, whereas other respondents indicated
limited or even no value for continued use (Table 1).

The regulatory flexibilities on variations (Al.1) and on
language and labelling (A 1.4) scored highest in this section
with 38% and 31% of the responses respectively indicating
significant value and the majority of the remaining responses
indicating some value. It was noted that the procedures
for speeding up variations, when justified, provide better
opportunities to secure continuous supply to all markets.
Language and labelling flexibilities were generally wel-
comed by companies, as these flexibilities could be valuable
to ensure continued patients access to products with severe
supply constraints. It was however pointed out that a lack of
harmonisation between EU Member States limits the value
of both flexibilities, and therefore should be addressed to
maximize the potential of these flexibilities for continued
use in the post-pandemic era.

The flexibilities related to zero-day mutual recognition
(MR)/repeat use (RU) procedures and assessment timelines
(A1.2) were considered of less value for continued use in
the post-pandemic era. It was noted that more specific guid-
ance is needed to make better use of zero-day MR/RU pro-
cedures. The flexibilities on renewals (A1.3) scored low as
well when it comes to their value for continued use in the
post-pandemic era, as there was no or limited regulatory
value in applying these flexibilities in anything other than in
exceptional circumstances such as a pandemic.

Quality and Supply Section

The flexibilities from the quality and supply section received
the most responses of all four sections, with 13 responses on
average and some of the highest valued flexibilities recorded
by respondents to Part A.

The flexibilities and guidances regarding Exceptional
Change Management Process (ECMP) (A2.1), Good Man-
ufacturing Practice (GMP) certification (A2.3) and Quali-
fied Person (QP)/Responsible Person (RP) remote work-
ing (A2.4) scored highest in this section. They also scored
highly compared to the other sections in Part A, with 44%,
62% and 64% of the respondents respectively indicating a
significant value in the continued use of these flexibilities
in the post-pandemic era. Furthermore, there was general
consensus as none of the respondents rated either of these
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Table 1 Overview of Responses to Flexibilities and Guidances from
Survey Part A Related to Regulatory (A1), Quality and Supply (A2),
Clinical Research (A3) and Pharmacovigilance (A4) Activities with

Regard to Their Value for Continued Use in the Post-pandemic Era
(Total Number of Respondents =17)

3—Significant 2—Some 1—Limited =~ 0—No Value  Responders
Value (N [%*])  Value (N [%"]) Value (N [%]) (N [%*]) (N [%°]) Average Score
Al.1—Variations 5(38) 6 (46) 2 (15) 0(0) 13 (76) 22
Al.2—Zero-day MR/RU procedures and 2 (22) 3(33) 3(33) 109 9 (53) 1.7
assessment timelines
Al.3—Renewals 109 3(27) 5 (45) 2 (18) 11 (65) 1.3
Al.4—Language and labelling 4 (31) 7 (54) 2 (15) 0 (0) 13 (76) 2.2
A2.1—ECMP 4 (44) 5 (56) 0(0) 0(0) 9 (53) 2.4
A2.2—Quality variations 2 (20) 4 (40) 3 (30) 1(10) 10 (59) 1.7
A2.3—GMP certifications 8 (62) 5(38) 0 (0) 0(0) 13 (76) 2.6
A2.4—QP/RP remote working 7 (64) 4 (36) 0(0) 0(0) 11 (65) 2.6
A2.5—Importation testing 4 (40) 1(10) 5 (50) 0(0) 10 (59) 1.9
A3.1—Amendments 3(23) 7 (54) 3(23) 0(0) 13 (76) 2.0
A3.2—Informed consent 3221 7 (50) 4(29) 0(0) 14 (82) 1.9
A3.3—Direct-to-patient delivery 9 (60) 3 (20) 3 (20) 0 (0) 15 (88) 2.4
A3.4—Alternative trial/lab sites 2 (15) 9 (69) 2 (15) 0(0) 13 (76) 2.0
A3.5—Remote source data verification 7 (47) 6 (40) 2 (13) 0(0) 15 (88) 2.3
A3.6—GMO derogation 6 (67) 1(11) 2(22) 0(0) 9 (53) 2.4
A4.1—Safety reporting 2 (20) 5 (50) 3 (30) 0(0) 10 (59) 1.9
A4.2—System audits 0 (0) 8 (80) 2 (20) 0(0) 10 (59) 1.8
A4.3—Remote inspections 4 (36) 4 (36) 3(27) 00 11 (65) 2.1
A4.4—CAPA management 2 (18) 6 (55) 3(27) 0(0) 11 (65) 1.9

N number of responses

MR/RU=Mutual Recognition/Repeat Use; ECMP =Exceptional Change Management Process; GMP=Good Manufacturing Practice; QP/
RP =Qualified Person/Responsible Person; GMO = Genetically Modified Organisms; CAPA = Corrective and Preventative Actions

*Percentage as a proportion of the total responders to the corresponding question

bPercentage as a proportion of the total number of respondents to survey part A (=17)

flexibilities with ‘limited’ or ‘no value’. The ECMP flex-
ibility was considered particularly valuable for continued
use in the post-pandemic era to address supply constraints
and avoiding drug shortages, if the scope of the ECMP is
extended to other products, for example to include essential
medicines for life threatening conditions. It was however
pointed out that ECMP could benefit from process simplifi-
cation and a broader scope that covers all aspects of the man-
ufacturing process, control strategy and supply chain. The
flexibilities on remote assessments were considered to be
of high value for the post-pandemic era, both for extending
validity of GMP certificates as well as to authorise new sites,
which can also help to ensure continuity of manufacture and
supply. But it was also commented that more harmonisation
between EU Member States is needed to make best use of
this flexibility. The use of digital technologies that enable
QP/RP remote working were also welcomed by the respond-
ents, who generally expressed keen interest in the continued
use of digital technologies enabling remote working.

The flexibilities regarding quality variations (A2.2) and
importation testing (A2.5) scored lower compared to the

other flexibilities from this section, with 30% and 50% of
the responses respectively indicating only limited value for
continued use of these flexibilities. Although respondents
appreciated the ability to engage with the authorities for
waivers of quality requirements, it was pointed out that the
procedures for quality variations were not particularly prac-
tical. The flexibilities on importation testing, which allows
in justified cases to postpone requirements for importation
testing, were also not considered very valuable. Although
the option to waive importation testing was welcomed,
respondents indicated that the process of importation test-
ing needs more fundamental reconsiderations to address
redundant importation testing in the future. Although not
directly addressed in their comments, this response surely
reflects recent publications that outline the opportunities for
change [17, 18].
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Clinical Research Section

The flexibilities from the clinical research section received
mixed responses. Responses to all six flexibilities ranged
from limited value to significant value.

The flexibilities related to direct-to-patient delivery
(A3.3), remote Source Data Verification (rSDV) (A3.5)
and Genetically Modified Organisms (GMO) derogation
(A3.6) scored highest in this section. The flexibilities allow-
ing direct-to-patient delivery were considered valuable for
continued use in the post-pandemic era to further improve
and enrich the clinical research environment in Europe.
This flexibility provided benefits to the patients by limit-
ing unnecessary site visits, which even outside of a pan-
demic setting, can be burdensome for participants. Moreo-
ver, direct-to-patient delivery is also particularly valuable
for decentralized clinical trials,* which is a new approach
to clinical research which aims to improve efficiencies for
the benefit of all stakeholders. However, it was also com-
mented that this flexibility is of less value for more complex
administrations (e.g. IV products). It was indicated that the
flexibility on rSDV can have an important value in the post-
pandemic era, especially in the case of decentralised clinical
trials. However, it was also pointed out that more guidance is
needed on cyber security and protection of individual data,
and the scope of the rSDV flexibility should be broadened
to all clinical trials. Despite only nine responses, two-third
indicated a significant value for applying GMO derogations
in the post-pandemic era if the scope is extended beyond
the scope of products intended to treat or prevent COVID-
19. It was pointed out by some respondents that extending
GMO derogation to all Advanced Therapy Medicinal Prod-
ucts (ATMPs) in clinical development in the EU would be a
major benefit for ATMP developers, reducing delays associ-
ated with the submission of environmental risk assessments.
One limitation of the GMO derogation that was pointed out,
referred to the lack of harmonisation between MS regarding
the interpretation and application of GMO legislation at the
national level, which needs to be resolved to make best use
of GMO derogations in the future.

The flexibilities on amendments (A3.1), informed con-
sent (A3.2) and alternative trial/lab sites (A3.4) scored lower
compared to the other flexibilities from this section, averag-
ing a score of two (‘some value’) on the four-point scale.
Although the flexibility on amendments was considered
valuable by some respondents, it was mentioned the lack of
harmonisation between EU Member States limits the value
of this flexibility. The flexibilities for alternative ways to

4 For further details on decentralized clinical trials, please refer to the
Clinical Trials Transformation Initiative—CTTI (ctti-clinicaltrials.
org).
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obtain informed consent were also welcomed, however it
was indicated by some respondents that the guidance needs
be revised to formally accept electronic consent (e.g. using
a validated system) and improve remote re-consent to maxi-
mize the value of this flexibility. The lack of harmonisation
between EU Member States in applying this flexibility also
made it difficult to use. The flexibility of alternative trial/lab
sites was considered to have some value in the future, how-
ever more efforts are needed to minimise the administrative
burden regarding registration of trial sites and labs.

Pharmacovigilance Section

The flexibilities from the pharmacovigilance section scored
near an average of 2 (‘some value’). The guidance and flex-
ibilities on safety reporting (A4.1) helped to prioritise the
processing of serious adverse events (AEs) and adverse
events of special interest (AESIs) related to COVID-19
therapeutics and deprioritise non-serious AEs. However, it
was indicated that further guidance on flexibilities regard-
ing timelines (e.g. 15-day for serious Individual case safety
reports), in case reporting obligations could not be met,
would be helpful. The guidance and flexibilities on system
audits (A4.2) provided a reasonable flexibility that allowed
for a risk-based approach and ’for cause’ prioritisation. In
general, companies responded positively to EMA accept-
ing remote PV audits and the recommendations regarding
remote auditing was considered valuable. Participating com-
panies welcomed the ability to conduct remote inspections
(A4.3), as this enabled inspections to be rolled out faster and
reduced the travel time. The flexibilities on risk-based prior-
itization for managing Corrective and Preventative Actions
(CAPAS) (A4.4) helped to mitigate most significant impacts
of deviations, although some respondents indicated that in
some cases this was already standard practice.

Other Comments and Considerations Provided in Survey
Part A The respondents provided some additional comments
on guidances and flexibilities. Some respondents indicated
that more progress is needed towards e-labelling and other
ways for electronic product information, which, in combina-
tion with the language & labelling flexibilities, could help
to support the continued delivery of updated information to
patients in such circumstances. It was generally commented
that many guidances and flexibilities could be applied in
the post-pandemic era to address drug shortages and supply
constraints. The use of digital technologies in other regula-
tory areas was also considered helpful, for example the con-
tinued use of the flexibility offered by EMA for conducting
virtual meetings (e.g. scientific advice, oral explanation), or
the introduction of a standardized e-signature process and
certification (e.g. electronic Certificates of Pharmaceutical
Products [eCPPs]) for pharmaceutical companies and rele-
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Table2 Overview of Responses to Flexibilities and Guidances from
Survey Part B Related to Regulatory (B1), Quality and Supply (B2),
Clinical Research (B3) and Pharmacovigilance (B4) Activities with

Regard to Their Value for Accelerating/Supporting the Development
of COVID-19 Therapeutics (Total Number of Respondents =38)

2—Some 0—No
3—Significant Value (N 1—Limited  Value (N Responders
Value (N [%*]) [%*]) Value (N [%%]) [%*]) (N [%°)) Average Score

B1.1—EMA pandemic Task Force 1 (20) 2 (40) 2 (40) 0(0) 5(63) 1.8
B1.2—Rapid scientific advice 4(57) 2 (29) 1(14) 0(0) 7 (88) 24
B1.3—Rolling review 4 (80) 1(20) 0(0) 0(0) 5(63) 2.8
B1.4—Rapid agreement of PIPs/rapid compliance 4 (80) 1(20) 0(0) 00 5(63) 2.8

check
B1.5—Labelling and packaging 3 (50) 3 (50) 0 (0) 0 (0) 6 (76) 2.5
B1.6—Extension of indication and marketing authori- 1 (20) 2 (40) 2 (40) 0 (0) 5(63) 1.8

sation
B2.1—ECMP 1(33) 2 (67) 0(0) 0(0) 337 2.3
B2.2—Quality variations 2 (50) 2 (50) 0(0) 0(0) 4 (50) 2.5
B2.3—GMP certifications 1(25) 3(75) 0(0) 0(0) 4 (50) 2.3
B2.4—QP/RP remote working 2 (67) 1(33) 0(0) 0(0) 337 2.7
B2.5—Importation testing 1(33) 2 (67) 0(0) 0(0) 337 2.3
B3.1—Protocol amendments 0 (0) 4 (80) 1(20) 0(0) 5(63) 1.8
B3.2—Informed consent 2 (50) 1(25) 1(25) 0(0) 4 (50) 2.3
B3.3—Alternative trial/lab sites 1(33) 1(33) 1(33) 0(0) 337 2.0
B3.4—Remote source data verification 0 (0) 4 (100) 0(0) 0(0) 4 (50) 2.0
B3.5—Initiation of new trials aiming to test new 0 (0) 4 (80) 1(20) 0(0) 5(63) 1.8

treatments for COVID-19
B3.6—Joint procedural information for submitting 0(0) 3 (100) 0(0) 00 337 2.0

PIP to EMA and iPSP to FDA
A3.6—GMO derogation 2(67) 0(0) 1(33) 0(0) 3(@37) 2.3
B4.1—Safety reporting 0 (0) 0(0) 0(0) 1 (100) 1(12) 0.0
B4.2—System audits 0(0) 2 (67) 0(0) 1(33) 3(@37) 1.3
B4.3—Remote inspections 1(33) 1(33) 00 1 (33) 337 1.7
B4.4—CAPA management 0(0) 00 1 (100) 0(0) 1(12) 1.0

N number of responses

PIPs =Paediatric Investigation Plans; ECMP =Exceptional Change Management Process; GMP = Good Manufacturing Practice; QP/RP =Quali-
fied Person/Responsible Person; GMO = Genetically Modified Organisms; EMA =European Medicines Agency; iPSP =initial Pediatric Study
Plan; FDA =Food and Drug Administration; CAPA = Corrective and Preventative Actions

“Percentage as a proportion of the total responders to the corresponding question

PPercentage as a proportion of the total number of respondents to survey part B (=8)

vant HAs where the validity can be verified instantly online.
One of the major current limitations for some of the flex-
ibilities was the lack of harmonisation between EU Member
States. Companies commented that some flexibilities were
only of limited value because Member States implemented
these flexibilities differently.

Results of Survey Part B
Regulatory Section
The flexibilities and guidances relating to regulatory activi-

ties in developing/review and approval of COVID-19 ther-
apeutics scored a high average (Table 2). Rolling review

(B1.3) and the rapid agreement of a Paediatric Investigation
Plan (PIP) and rapid compliance check (B1.4) were consid-
ered the most valuable of all flexibilities and guidance from
survey part B in supporting/accelerating the development
of COVID-19 therapeutics. It was indicated by four out of
five respondents that the rolling review procedure was of
significant value for supporting/accelerating the develop-
ment of their COVID-19 therapeutic. Respondents pointed
out that the rolling review procedure provided a smooth and
fast process with excellent communication between compa-
nies and the Agency. However, one respondent had different
experiences and pointed out the burdensome procedures for
an emergency situation, as well as unclear timelines and
more documentation requirements compared to the US. The
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flexibilities on rapid agreement of a PIP and rapid compli-
ance check were also scored ‘significant value’ by four out
of five respondents. There were positive experiences with
regards to PIP and the speed and efficiency of the proce-
dures, although it was also noted that in some cases there
is still not a complete alignment between EU and US in
requirements of paediatric studies.

For the labelling and packaging flexibilities (B1.5) and
rapid scientific advice (B1.2), experience was reported by
six and seven companies respectively, with 50% and 57%
(respectively) indicating significant value, although the aver-
age score is slightly lower compared to the flexibilities and
guidance related to rolling review and PIPs discussed in the
previous paragraph. The rapid scientific advice procedure
was highly appreciated by most companies and considered
very important in the context of the pandemic. However,
it was indicated that there is also a need for further har-
monisation between EMA and FDA to seek joint scientific
advice under expedited timelines. The labelling and pack-
aging flexibilities were considered critical in the context of
global supply constraints, but it was also pointed out that
the labelling and packaging guidance for ’therapeutics’ was
issued significantly later than for vaccines, which caused
some unpredictability.

The EMA pandemic Task Force (ETF) (B1.1) and the
extension of indication and marketing authorisation (MA)
opportunities (B1.6) scored lowest and therefore according
to the respondents seemed less valuable in supporting/accel-
erating the development of COVID-19 therapeutics com-
pared to the other flexibilities and guidances. While ETF
offered additional value compared to standard interactions
and the consultations with ETF were considered productive
and offered flexibility in terms of the documentation, two
companies were critical about the timelines and/or quality
of the interaction. Furthermore, in one case ETF did not
remove the need to go through a formal scientific advice for
issues, which was perceived as more burdensome compared
to US, where companies were able to seek feedback within a
matter of days to resolve outstanding issues. The flexibilities
related to extension of indication and MA received mixed
responses, with two out of five respondents indicating only
limited value. It was commented that the basic requirements
for an extension of indication was considered less effective
than an emergency use procedure.

Quality and Supply Section

The flexibilities related to quality and supply activities
scored high overall, with all responses indicating either sig-
nificant or some value. However, it needs to be noted that
experience to date of the survey (June 2021) was still lim-
ited, as only three to four responders shared experiences for
each of the flexibilities in this section.

@ Springer

The flexibility on QP/RP remote working (B2.4) scored
high overall as well, with two out of three respondents indi-
cating a significant value in this flexibility for supporting/
accelerating the development of COVID-19 therapeutics.
Flexibilities on quality variations (B2.2) also scored high,
with two out of four responses indicating a significant value.
It was commented that this flexibility can support the ability
to offer supply of products globally at an expedited rate, for
example through ’waivers’ on quality controls.

The ECMP flexibilities (B2.1), GMP certifications (B2.3)
and importation testing (B2.5) were all considered valuable
for accelerating/supporting the development of COVID-
19 therapeutics, although scoring slightly lower compared
to the other two flexibilities from this section. ECMP was
considered valuable early engagement with regulators and
agreement for GMP waivers enabled timely strategic deci-
sions within the supply chain. However, it was remarked that
more global alignment is needed since changes are not made
for individual regions alone (e.g. just the EU). The flexibili-
ties on GMP certifications were also considered valuable, in
particular the automatic extension of existing GMP licences
which allowed companies to secure supply of COVID-19
critical medicines to patients. One remark was made that
more consideration is needed for accelerated processes for
new products in obtaining a GMP certification. The flex-
ibilities on importation testing helped to reduce overall
timelines for expedited delivery of the final product ahead
of completed testing. However, at the same time companies
argued that a revision of the framework is needed to remove
redundant importation testing.

Clinical Research Section

Most flexibilities in this section received mixed responses
with responses ranging from 3 to 5 out of the total of 8. The
flexibilities related to informed consent (B3.2) and GMO
derogation (B3.7) scored highest in this section, with the
majority of the respondents indicating a significant value.

The flexibilities for obtaining remote informed consent
were seen as valuable. GMO derogation was also considered
valuable, although one respondent commented that the inter-
pretation and application of GMO legislation at the national
level varies considerably from country to country in the EU.
This leads to different procedural requirements for clini-
cal trials, different review timelines and different opinions
by the national agencies which will need to be addressed,
according to the respondents, in order to make best use of
GMO derogations at the European level.

The other flexibilities scored on average 2 (‘some value’)
or lower. Regarding amendments (B3.1), companies noted
that the guidance was sufficient and encouraged an expe-
dited review of amendments to COVID-19 therapeutic trials,
but one company also experienced several long delays on
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protocol amendment approval, particularly from Ethic Com-
mittees. The flexibilities on alternative trial/lab sites (B3.3)
had limitations as there was a lack of harmonization among
EMA, FDA and other health authorities. The flexibilities
on Initiation of new trials aiming to test new treatments for
COVID-19 (B3.5) contained important information and
encouraged an expedited review of COVID-19 therapeutic
trials. However, one respondent experienced inflexibilities
at the national level which delayed the resubmission of the
initial CTA package.

Pharmacovigilance Section

Only few responses were received for flexibilities in the
pharmacovigilance section. Overall, these flexibilities
scored low, however due to the limited number of respond-
ents (some flexibilities in this section received only one
response) the results should be interpreted with care. This
limited response is no doubt related to the relatively ear-
lier stage of development of the COVID-19 therapeutics,
with experience in approval, use and follow-up evaluation
to come.

Only one respondent commented on the flexibilities
and guidances on safety reporting (B4.1) and criticized the
lack of guidance for products approved with an emergency
authorisation, which resulted in Member States enforc-
ing different requirements. It was noted that more clarity
on other safety reporting requirements would be helpful.
The recommendations regarding remote auditing (B4.2)
were considered helpful. The acceptability of remote set-
tings allowed for a reduction of travel time. However, it was
also indicated that companies already used a range of on-
site and virtual audits to support risk-based assessments of
the pharmacovigilance quality system. The flexibilities on
remote inspections (B4.3) was received positively providing
clear instructions on inspections requests and timeline for
delivery. One respondent pointed out that an opportunity
was for regulators to align on a consistent framework for
remote inspections, using the same platform and approach.
One respondent reflected on the flexibilities and guidance on
CAPA (B4.4), which were seen of limited additional value
because the procedures reflected in the Q&A document are
already common practice according to that respondent [7].

Other Comments and Considerations Provided in Survey
Part B The respondents to survey part B provided some
additional comments on guidances and flexibilities related
to the development of COVID-19 therapeutics. It was men-
tioned that the rolling review procedure would be a valu-
able addition if made available also for non-COVID related
treatments. Furthermore, it was noted that the rolling review
procedure could potentially be applied also for indication
extensions in exceptional circumstances. Next to this, it was

also commented that a separate framework for approved
medicines used in unapproved indications in emergency sit-
uations could be valuable in situations like the COVID-19
pandemic. Also, it was pointed out that an EU wide emer-
gency use authorisation (EUA) procedure would be desir-
able, which should enable medicine developers to initiate an
EUA pathway with globally competitive timelines.

One respondent remarked that the timing of issuing guid-
ance and Q&As in the EU was relative slow compared to
FDA, Health Canada and PMDA. Moreover, harmonisa-
tion approaches across regulatory authorities in the EU are
needed to streamline the implementation and usability of
guidances and flexibilities rolled out at the European level.

A remark was also made that it would be useful to have a
single point of contact at the EMA if an MAH experiences
difficulties and potential non-compliance issues during a
pandemic.

Discussion

This survey shows the experience and assessment of phar-
maceutical companies with the recently introduced regu-
latory flexibilities and guidances that were provided by
European authorities to address challenges arising from the
COVID-19 pandemic (Part A) and to accelerate and sup-
port the development of COVID-19 therapeutics (Part B).
The focus of this research was to gather the views of these
companies as to the value of these flexibilities for the future,
both for the continued use in support of supplying medicines
in the post-pandemic era (“business as usual”) and future use
in health emergency situations (“pandemic preparedness”).
As such, the results of this study provide valuable insights
that can help to improve European regulatory systems. The
learnings from survey part A can contribute to improving
the efficiency of European regulatory systems, while the
learnings from survey part B, can contribute to strengthen-
ing the pandemic preparedness in the EU, although it has to
be noted that the data set is limited in terms of numbers of
respondents and experiences gathered at the time.

Reflection on the Results

The results survey part A and B show a varied picture of
how companies rated individual flexibilities with regard to
their value for continued use in the post-pandemic era and
their value for supporting/accelerating the development
of COVID-19 therapeutics respectively. Response rates to
individual flexibilities fluctuated, which may show that the
actual use of certain flexibilities and guidances varied across
pharmaceutical companies. Though companies were encour-
aged to collect input from experts across the company, an
additional reason could be that the responder to this survey
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on behalf of the company was unable to engage all of the
subject matter experts in preparing the response.

Some regulatory flexibilities received varied responses,
which indicated that companies had varied experiences with
certain flexibilities, i.e. while one company may have had a
very positive experience with a particular flexibility, another
company may have had a poor experience with the same
flexibility. This may reflect specific characteristics of indi-
vidual cases and the contexts in which they occurred. This
may also reflect the “case by case” approach applied by the
regulators during this period.

Nonetheless, this survey clearly shows that a number
of flexibilities stood out as being considered valuable for
supporting/accelerating the development of COVID-19
therapeutics and for continued use in the post-pandemic
era. With regard to survey part A, this concerns the fol-
lowing flexibilities: ECMP (A2.1), GMP certifications
(A2.3), QP/RP remote working (A2.4), direct-to-patient
delivery (A3.3), remote SDV (A3.5) and GMO derogation
(A3.6), which all scored particularly high overall. Moreo-
ver, flexibilities regarding variations (A1l.1) and language
and labelling (A1.4) were welcomed by the companies,
although it was pointed out that Member States applied
different approaches to implementing these flexibilities,
which was considered a limiting factor in their potential
value. We can summarise these flexibilities as introduc-
ing dynamic regulatory and supply arrangements, virtual
and digitally supported working and collaboration across
jurisdictions to support development and supply.

Due to the limited number of responses and timeframe
reflected for these products, the results of part B of the sur-
vey should be considered with these limitations in mind.
From the findings of survey part B, we can conclude that
the flexibilities that were considered most valuable for
supporting/accelerating the development of COVID-19
therapeutics, included rolling review (B1.3), the rapid
agreement of a PIP and rapid compliance check (B1.4),
language and labelling (B1.5), all flexibilities related to
quality and supply, being ECMP (B2.1), quality variations
(B2.2), GMP certifications (B2.3), QP/RP remote working
(B2.4) and importation testing (B2.5). For each of these
flexibilities, respondents indicated a significant value or at
least some value. The flexibilities and guidances relating
to rapid scientific advice (B1.2), informed consent (B3.2)
and GMO derogations (B3.7) scored a high average as
well, despite ‘mixed’ responses; while the majority of the
respondents indicated significant or some value, some
respondents indicated limited value. However, due to the
limited number of responses, likely due to the evolving
use and experience of flexibilities in support of COVID-19
therapeutics, in particular for the pharmacovigilance sec-
tion, the results for survey part B should be interpretated
with care.
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Survey part B also showed that another contributing
factor to these mixed experiences with certain flexibilities
could be the timing of the use of a particular flexibility.
For example, drawing these findings from the free text
responses, some companies had a negative experience in
the beginning of the pandemic, but later, when again mak-
ing use of the same flexibility had a much better experi-
ence as some of the challenges from earlier on have been
addressed. One of the examples is the experience of one
company with the ETF (B1.1), which was initially consid-
ered poor, but later in the pandemic the majority of fac-
tors contributing to that experience have been addressed
resulting in a much better experience by this company.
This demonstrates that stakeholders reacted with agility
and introduced learnings over time.

Overarching Themes

A number of overarching themes have been identified in this
survey based on the learnings and experience from pharma-
ceutical companies with regulatory flexibilities that were
considered particularly valuable:

e Making better use of digital technologies Companies
generally welcomed flexibilities and guidelines that
promoted the use of virtual/digital methods for execut-
ing routine tasks. Examples are flexibilities that reduce
the need for on-site activities, such the flexibilities on
GMP certifications (A2.3 & B2.3), QP/RP remote work-
ing (A2.4 & B2.4), informed consent (A3.2 & B3.2),
remote SDV (A3.5 & B3.4) and remote PV inspections
(A4.3 & B4.3). These flexibilities offered significant
value in continuing routine tasks during the pandemic,
such as safeguarding clinical trial continuity as presented
in other research on the implementation of regulatory
flexibilities for clinical trials [19-21]. Overall these flex-
ibilities were also considered exceptionally valuable for
continued use in the post-pandemic era. Furthermore,
companies expressed particular value in making more
use of digital methods relating to the flexibilities regard-
ing language and labelling (A1.4). In the context of this
flexibility, respondents indicated the need to make better
use of electronic product information (e.g. e-labelling) to
support and speed up the continued provision of product
information to patients and healthcare providers.

e Applying some flexibilities to address other healthcare
challenges Respondents used the free text to express the
value for some flexibilities to address other healthcare
challenges, beyond the pandemic. For example, the flexi-
bilities on language & labelling (A1.4) and ECMP (A2.1)
were considered especially valuable for continued use
in the post-pandemic era for addressing drug shortages
and supply constraints [22]. Furthermore, the flexibilities
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on GMO derogations (A3.6 & B3.7) and rolling review
(B1.3) were not considered extremely valuable for accel-
erating drug approvals in emergency situations, but were
considered of value for improving the innovation climate
and competitiveness of the European pharmaceutical
market, ensuring quicker access to critical medicines that
address unmet medical needs [23]. This echoed some
of the frustration noted at the time of derogation at the
failed attempts to “streamline environmental procedures
among EU Member States” [24].

® Reducing the administrative burden The COVID-19 pan-
demic has served as a natural experiment in which some
flexibilities may have proven that administrative processes
need to be revised where existing regulatory requirements
are regarded by manufacturers as too burdensome and/or
redundant. For example, the flexibilities on quality varia-
tions (A2.2 & B2.2), importation testing (A2.5 & B2.9),
protocol amendments (A3.1 & B3.1) could serve as case
studies to demonstrate where the current regulatory sys-
tem is in a need for revision because regulatory require-
ments are not aligned (anymore) to the objectives they are
trying to address [25]. The findings from this study show
that quality flexibilities introduced by EMA have gener-
ally been welcomed by industry as helpful in enabling the
development and supply of COVID-19 treatments. The
learnings from this pandemic can therefore contribute to
streamlining regulatory paradigms, such as the current
initiatives to define innovative risk-based approaches
for Chemistry, Manufacturing, and Controls (CMC) and
Good Manufacturing Practices (GMPs) to accelerate the
development and supply of life-saving medicines [26].

Divergent approaches across EU Member States was
mentioned frequently by respondents from both survey part
A and B as a limitation for many flexibilities. The lack of
harmonisation between EU Member States regarding the
interpretation and implementation of flexibilities and guid-
ances at the national level was perceived as a common issue
for maximizing the potential value of many flexibilities. This
could also, in part, explain why some flexibilities received
mixed responses with regard to their value based on positive
and negative experiences. This important finding emphasises
the need for regulators to consider approaches for improv-
ing the harmonisation among EU Member States prior to
launching guidances and flexibilities in the future. Where
this is not always possible, for example in (the beginning
of) an emergency situations such as the COVID-19 pan-
demic, adequate measures need to be established to moni-
tor any implementation issues at the national level in order
to address these as soon as they arise. A deep-dive into
case studies where a lack of harmonisation among Member
States hampered the use of certain flexibilities could poten-
tially help to get a better understanding on how to avoid this

in the future. Moreover, these case studies may highlight
which were success factors for situations where Member
States aligned well, for example, in allowing direct to patient
delivery of clinical trial therapies.

Furthermore, it is important to note in this context the
activities of the International Coalition of Medicines Reg-
ulatory Authorities (ICMRA) to support the exchange of
experiences and best practices relating to the use of regula-
tory flexibilities during the COVID pandemic. Very recently,
ICMRA has started to publish these discussions for broader
debate [27-29]. The opportunity remains to bring together
the insights from regulators, industry as well as other stake-
holders, to consider the trade-offs of benefits and risks (and
costs) of regulatory flexibilities from these different perspec-
tives. This would be an important area for further research.

Limitations

There are a number of limitations that need to be taken into
account when interpreting the results of this study. These
limitations are generally associated with use of online sur-
veys for collecting data and information and are therefore
also applicable to this study. For one, this survey tries to
capture the experiences and learnings from pharmaceutical
companies on a variety of regulatory areas with a limited
set of questions. Therefore, it may not always be possible
to capture the full extent of experiences that a company has
on a particular topic. Moreover, the experiences with flex-
ibilities may sometimes be dependent on a specific product/
case, which may contribute to mixed experiences with a cer-
tain flexibility. Also, the analysability and interpretation of
free text fields proved challenging, albeit offering excellent
insights and findings into the topics that are included in this
survey. The limited number of responses to survey part B
makes the analysis difficult and therefore the relevance of
this survey should lie in the qualitative finding and need to
be interpretated with care. It should be noted, however, that
the limited number reflects in part the relatively small popu-
lation of potential COVID-19 therapeutics respondents from
EFPIA membership. However, despite the limited number
of respondents to part B, we believe that the both surveys
provide valuable insights into the regulatory flexibilities and
guidances that were introduced to address the challenges
from the COVID-19 pandemic. Nonetheless, it would be
worthwhile to follow-up the part B analysis with a more
extensive sample set at a later date.

Relevance for Policy Discussions

The results from this survey provide important insights
to be used in policy debates, both at the national and the
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European level, for discussing improvements of regu-
latory systems based on the experiences and learnings
from pharmaceutical companies and regulators from the
COVID-19 pandemic. These policy discussions should
help to shape future regulatory systems which is timely
as Europe seeks to realise its new Pharmaceutical Strat-
egy’; but these policy insights should also contribute to
strengthening the pandemic preparedness of the European
regulatory system from the learnings of the current pan-
demic. This survey provides an overview of which regula-
tory flexibilities have been successful in achieving their
goal. To the contrary this survey also provides insights
into which regulatory flexibilities did not work well. Pol-
icy discussions are needed to evaluate these flexibilities
and establish how these flexibilities can be improved for
future use or in emergency health crisis, or to determine if
regulatory resources could be better spent in other areas.
Provide a more holistic overview of in-depth experiences
and case studies with regulatory flexibility warrants fur-
ther research. Together with the outcomes of this study
and the policy discussions, this will hopefully contrib-
ute to further improving the European regulatory system
to adequately address European healthcare challenges
and health emergency situations such as the COVID-19
pandemic.

In conclusion, the results of this study show, for the first
time, the experiences from companies with the regulatory
flexibilities and guidances that were introduced to address
the challenges of COVID-19 in the EU. The learning from
the current pandemic presented here should contribute to
policy discussions for improving the efficiency of the EU
regulatory system and to strengthen the pandemic prepar-
edness in the EU.
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