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2.4, Implementation of regulatory flexibilities

In order to prevent or mitigate critical shortages6
of medicinal products the MSSG may recommend
application of the below-listed flexibilities by the
respective competent authorities. The competent
authorities can decide whether to apply the
recommendations on a case-by-case basis
considering the context, the justification provided
and the specific MSSG recommendation.

When nationally authorised products are
concerned, CMDh should be informed to enable
promotion of harmonised implementation of
regulatory flexibilities.

While most of the measures can be used to
address any medicine shortages including those
that have not been escalated to MSSG (e.g.
labelling exemptions or allowing importation of
non-authorised medicines), some measures,
marked below as “Exceptional:” (e.g. use of
Exceptional Change Management Process or
batch-specific deferral for release testing in the
EU), are reserved for exceptional situations and
should applied

recommendation from MSSG (i.e. their application

only be based on a
cannot be proposed by the manufacturers and
but
initiated only by regulatory authorities), and only

marketing authorisation holders, rather
in cases where other measures are not sufficient.
The ‘Exceptional’ measures are expected to be
applied, as warranted, in case of a public health
emergency, a major event and in a limited number
of other cases of critical shortages of a given
medicine that have been discussed by the MSSG
and for which other Union-level co-ordinated
actions (or mitigation

measures) have not resulted in the shortage being
resolved, and after careful consideration, on a
case-by-case basis, of all options and of the
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severity of the situation in order to protect the
health of patients. Such MSSG recommendation
may cover a particular critical shortage situation, a
defined number of medicinal products, or a
category of medicinal products with shortages
related to a particular major event or public health
(e.g. ICU
medicines during a pandemic).

emergency shortages of various

While most of the regulatory flexibilities are
agreed and applied at national level, the MSSG
may agree on a coordinated approach at EU level
for their acceptance by MSs in certain situations.
The MSSG may also consider the need for an EU-
wide scientific position to support application of
the flexibilities and request such input from
respective scientific bodies.

The impact of any deviations from the terms of the
marketing authorisation on the quality, safety
and/or efficacy will be carefully evaluated, and
distribution of batches might be allowed provided
that the risk-benefit balance remains positive
(benefits outweigh the risks).

e Flexibilities facilitating prompt
implementation of changes to alternative
(sources of) raw materials, manufacturing
site(s), manufacturing equipment, packaging,
batch size, and other changes to enable
increased production and support sparing use
of the product:

o Use of Post-Approval Lifecycle
Management Protocols (PACMP) to
facilitate rapid implementation of
changes as soon as the pre-agreed,
required supportive data are available;

variations

o Facilitated including

accelerated timetables for required

variations for introduction of new

suppliers, sites, equipment etc. or for
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changes to the medicinal product itself
that may help to mitigate shortages (e.g.
introduction of optimised packaging sizes
that help reducing waste, or larger
primary and/or secondary packaging that
alleviates a bottleneck in production
capacity). When in exceptional
circumstances for a centrally authorised
medicine accelerated timelines for
adoption of the commission decision on
the required variations might be needed,
they should be proposed to the
Commission, who will decide on a case-by-
case basis considering the context and the
justification provided for the specific
urgency of the request.

Enhanced cooperation among national
competent authorities on prompt review
and approval of urgent variations for
nationally authorised products, in
particular through the use of formal and
informal work-sharing procedures or
other types of reliance on an assessment
conducted by another authority.

Reliance on outcomes of inspections
conducted by other authorities and,
when appropriately justified and agreed
by the supervisory authorities, distant
assessment for an accelerated GMP
compliance status confirmation for new
manufacturing sites or an extended scope
at existing sites.

Application of scientific tools which can
offer flexibility in terms of the timepoint
for full completion of certain quality data
packages by analogy to the Toolbox
guidance for PRIME and marketing
authorisation applications targeting an
unmet medical need.8 For example,
deferring provision of some process
validation data supporting required
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changes to post-approval, defining shelf-
life based on stability models and/or
supportive knowledge.
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Exceptional Change Management Process
(ECMP) that enables implementation of
certain changes for which it has been
established that they will prevent or
mitigate a critical shortage, and which
otherwise would be subject to prior
regulatory approval, based on a simple
notification, with a formal variation to be
submitted afterwards within defined
timelines. See further details on the
application of such exceptional
flexibilities in Annex Il. Changes proposed
under ECMP should be carefully
considered depending on the particular
circumstances and may include, for
example, introduction of new
manufacturing sites or suppliers (with
related required minor adjustments),
scaling up of production in existing sites,
or change to alternative packaging
materials. Prior discussion with the
regulator before notification and
application of ECMP is essential.
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labelling and packaging requirements for
authorised products to be agreed by
respective national competent
authorities (NCAs)9. These may include
inter alia local language exemptions,
reduced information on the packaging,
alternative ways of providing certain
labelling information and other
exemptions.

Exceptional: the MSSG may recommend
developing a specific, harmonised EU-
wide approach to labelling flexibilities in
certain situations, based on voluntary
agreements among competent
authorities, who retain the ultimate
decision making on their application.
Allowing importation of non-authorised
products — EU pharmaceutical legislation
contains certain provisions that allow
Member States to authorise, in
accordance with their national legislation,
the supply of medicines without a
marketing authorisation. In particular, use
of exceptions foreseen in Articles 5(1),
5(2) and 126a of Directive 2001/83/EC
should be considered, where relevant.
See also identification of alternative
treatments in third countries described in
section. National authorities retain
ultimate decision making on application
of these exemptions.

Release by the Qualified Person (QP) of a
product with deviations from the
requirements set in the EU marketing
authorisation that do not have any
substantial impact on safety or efficacy of
the product (e.g. due to a minor quality
defect or for a product that originally has
been produced for other markets with
differences in the authorisation dossier),
subject to agreement by the

7B X EFo2FHE 72 13
SHIR bR, NI, FRICHHHT
EoRbR, Ny =V ICET 3 1EHD
B, HED 7 <A TERZ R4 3%
Bhik, LU0z oo fEsEaEThn
256055,

fil5k: MSSG 1%, HIESICEE 3 2 Ak 7n
BRREErE T IEEYRMoEE
HraEicEkonT, BEoRMNICE
\F 2 RKR DT ICOWT, EU kT
Mo ENTREDT 7 ua—F #HFR
T L EHETIHALD D,

RGBT O A DOFFA] - EU D FEHE
Wik, IR E D ENE IR - T, BR5E
ﬁEﬁLTE%m@ﬁ%%%a?5%
Eaﬁﬁmﬁwai%vcwéo Fric, B
T 5861, 154 2001/83/EC D 5
%m\%Sﬁm\ﬁiUﬂ&f%ﬁé
NEHINDOHERHZERET 20EEH
L, ZOk7vavTilHEINTnw3
ZHEHicB T 2 REREEORE b &
HMozl, 2hoofbEoEHIcEET
AL 7 B E R A E Y R AT
Do

QP I X %, BlEoreteEMEICE
Em&wa%&:é&m EU @ HRFE
PICRE S N7 B S L 72 5L
@ﬁﬁﬂmWWhﬁt&EK%itu
iznn@ WEARICK S gtk idfthorfisy
FicihiEsn Tk, RAuEHICE
b>7b§f>Z>)\ s/ EAT Mms, EU/“V‘?
VY =294+ OBEEYE (SA).
U%@%ﬁiéMs®%h%ﬂ®ﬁ%
NCA IC X 2 ENEEE RS,



Rapporteurs/ Lead MS, Supervisory
Authority (SA) for the EU batch release
site and respective local NCAs for the
impacted MSs.

Exceptional: Batch-specific waiver of
deferral of certain requirements for the
release of a medicine on EU market (e.g.
for repetition of batch testing in the EU),
following careful consideration of
possible implications for the quality of
the medicine concerned and the urgency
and extent of public health needs.

e Shelf-life extension

O

Potential shelf-life extension for
individual batches already released,
subject to decisions by local NCAs and
the supervisory authority for the EU
batch release site. Upon a request from
MSSG in the context of critical shortages
(from EU perspective), the EMA may in
certain cases facilitate an assessment of
available data to support national
decision making.
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