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EXPLANATORY MEMORANDUM

CONTEXT OF THE PROPOSAL
Reasons for and objectives of the proposal

EU pharmaceutical legislation has enabled the authorisation of safecieffisaand
high-quality medicinal productsHowever, patient access to medicinal products
across the EU and security of supply are growing concenisored by recent
Council conclusing and resolutions of the European Parliarhefihere is also a
growing problemof shortagesof medicinal productéor many EU/EEA countries.
Consequences aluchshortages include decreased quality of treatment received by
patients and increased burden on health systamlon healthcare professionals,
who need to identify and provide alternative treatmeWibkile the pharmaceutical
legislation createsregulatory ncentivesfor innovation and regulatory tools to
support timely authorisatioof innovative and promising therapjeeesemedicinal
products @ notalways reach the patit, and patients in the Buave differing levels
of access.

Moreover, innovations not alwaysfocused on unmet medical needs, and there are
market failures, especially in the developmenprdrity antimicrobials that can help
address antimicrobial resistance. Scientific and technological developments and
digitalisation are not fully eXpited, while the environmentaimpact of medicinal
productsneeds attentiorin addition, he authorisation systenould besimplifiedto

keep up with global regulatory competitiofhe pharmaceuticatrsitegy for Europe

is a holistic answer to the current challenges of the pharmaceutical policy with
legislative and nothegislative actions interacting together to achieve its overall goal
of ensuring BJ s supplyof safe and affordable medicinal produeatsd supporting

the EU pharmaceutical industry innovation efforts Reviewingthe pharmaceutical
legislationis key to achieving these objectivddowever,innovation, access and
affordability are also influenced by factors outside gsbepeof this legislation, such

as gldal research and innovation activities or national pricing and reimbursement
decisions. Hence, natll problems can be addressed by tHerra of the legislation
alone Despite this, EUbharmaceuticdkgislation can be an enabliagd connecting
factorfor innovation, access, affordability and environmental protection.

The proposedevisionof the EU pharmaceutical legislatidsuilds on the high level

of public health protection and harmonisatialneadyachieved for the authorisation

of mediciral producs. The overarching aim of theeformis to ensurdhat patients
across the EU have timely and equitable actesaedicinesAnotherobjective of

the proposal is to enhance security of supply and address shortages through specific
measuresncluding stronger obligations on marketing authorisation holders to notify

Council conclusions on strengthening the balance in the pharmaceutical systdmsEU and its
Member States (OJ C 269, 23.07.2016, p. @buncil conclusions oraccess to medicines and medical
devices fo a stronger and resilient EU, 2021/C 269 (0@ C 269I, 7.7.2021, p. 3)

European Parliament resolution of 2 March 2017 on EU options for improving access to medicine
(2016/2057(INI) European Parliament resolution of 17 September 2020 on the shortage of medicines
how to address an emerging plem 020/2071(INI)

Communication from the CommissioRharmaceutical Strategy for Eurog€OM/2020/761 final),
https://health.ec.europa.eu/medicipabducts/pharmaceuticatrategyeurope_en

Mission letter of the President of tBeiropearCommission tdtella Kyriakides
Commissionefor Health and Food Safetmissiortletterstellakyriakides en.pdf (europa.eu)



https://oeil.secure.europarl.europa.eu/oeil/popups/ficheprocedure.do?lang=en&reference=2020/2071(INI)
https://health.ec.europa.eu/medicinal-products/pharmaceutical-strategy-europe_en
https://commissioners.ec.europa.eu/system/files/2022-11/mission-letter-stella-kyriakides_en.pdf

potential or actual shortages and marketing withdrawals, cessations and suspensions

in advance oh foreseen interruption to continued supply of a medicinal product to

the market.To supporth e sector’s gl obal competiti ve
right balanceneeds to be strudketween giving incentives for innovationith more

focus onunmet medical needs, and measures on access and affordability

The framework needs to be ghiied, adapted to scientific and technological
changesand contribute to reducing the environmental impact of mealiproducts

This proposed ferm is comprehensive but targeted and focuses on provisions
relevant to achiawmg its specific objectivestherefore it covers all provisiorapart
from thoseconcerning advertising, falsified mediainproducts and homeopathic
and traditional herbahedicinal products.

Therefore, the objectives of the proposal are the following:
General objectives

— guaranteea high level of public health by ensuring the quality, safety and
efficacy of medicinal products for EU patients;

—  harmonise the internal markéir the supervision and control of medicinal
products and the rights and duties incumbent upon the competeotites of
the Member States.

Specific objectives

— make sure all patients across the EU have timely and equitable access to safe,
effective, and affordable medicines.

— enhance security of supply and ensure medicines are always available to
patients, regardless of where they live in the EU.

—  offer an attractiveinnovationrand competitivenesfiendly environment for
research, developmemtnd production of medicinés Europe

— make medicines more environmentally sustainable

All the general and specific objectives set out above are also relevant for the areas of
medicinal products for rare diseases torcchildren.

Consistencywith existing provisionsin the policy area

The current EU pharmaceuticallegislation includes both general and specific
legislation. Directive 2001/83/ECof the EuropeanParliamentand of the CounciP
and Regulation(EC) No 726/20040f the EuropeanParliamentand of the Councif
(together * g erah pharmaceuticall e g i s | laytdownm rprovisions related to
medicinal products authorisation and postauthorisation requirements, pre-
authorisationsupportschemesyegulatoryincentivesin terms of dataand market
protection,manufacturingand supply, andthe EuropearMedicinesAgency (EMA).
The generalpharmaceuticalegislationis complementedy specific legislation on
medicinal productsfor rare diseaseqRegulation(EC) No 141/2000,the* Or p han

Directive 2001/83/EC of the European Parliament and ofGbencil of 6 November 2001 on the
Community code relating to medicinal products for human(@s L 311, 28.11.200p. 67).

Regulation (EC) No 726/2004 of the European Parliament and of the Council of 31 March 2004 laying
down Community procedures fone authorisation and supervision of medicinal products for human
and veterinary use and establishing a European Medicinexcpg®J L 136, 30.4.2004, p. 1).
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Re g u | % tmedinmalproductsfor children (Reguation (EC) No 1901/2006 the
‘ P ae dR eg u li®a=ndadvancedherapymedicinalproducts(Regulation(EC)
No 1394/2007, the * AT MRe g u | ®nTthe gmposed revision of the
pharmaceuticdkegislationwill consistof two legislativeproposals:

— anewdirective, repealingand replacingDirective 2001/83/ECand Directive
2009/35/ECof the EuropearParliamentandof the Councif® andincorporating
relevantpartsof the PaediatricRegulation(Regulation(EC) No 1901/2006;

— a new regulation, repealing and replacing Regulation (EC) No 726/2004
repealingandreplacingthe OrphanRegulation (RegulatioEC) No 141/2000)
and repealingand incorporatingrelevant parts of the PaediatricRegulation
(Regulation(EC) No 1901/2006)

The merger of the Orphan Regulation and the Raediatric Regulation with the
legislation applicable to all medicinal productsill allow for simplification and
increased coherence.

Medicinal productsfor rare diseases and for childrefil continue tofall underthe
same provisiongas any other medicinal product concerning their quality, safety and
efficacy, for example concemg the marketing authorisation procedures,
pharmacovigilance and quality requirements. However, specific requirenvéhts
also continue to apply tthese typs of medicinal products order to support their
development This is becausenarket forces alone have proven insufficient to
stimulate adequate research and development of medicinal products for children and
patients suffering from a rare disease. Steguirements, which are currentid
down in separate legislate acts shouldbe integrated ito the regulation and this
directivein order to ensure clarity and coheremd all the measures applicable to
thesemedicinalproducts.

Consistency withother Union policies

The EU pharmaceuticdkgislationdescribedabovehascloselinks with severalother
relatedpiecesof EU legislation.The *Clinical Trials Regulation (Regulation(EU)
No 536/20143! allows for more efficient approval of clinical trials in the EU.
Regulation(EU) 2022/1232 strengthenshe role of the EuropearMedicinesAgency
in orderto facilitate a coordinatedEU-level responsdo healthcrises.The EMA fees

10
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Regulation (EC) No 141/2000 of the European Parliament and of the Council of 16 December 1999 on
orphan medicinal produc{®J L 18, 22.1.2000, p)1

Regulation (EC) No 1901/2006 of the European Parliament and of the Council of 12 December 2006 on
medicinal products for paediatric use and amending Regulation (EEC) No 1768/92, Directive
2001/20/ECDirective 2001/83/EC and Regulation (EC) No 726/2004 L 378, 27.12.2006, p. 1).
Regulation (EC) No 1394/2007 of the European Parliament and of the Council of 13 November 2007
on advanced therapy medicinal products and amending Directive 2001/83iH@=gulation (EC) No
726/2004(0J L 324, 10.12.2007, p. 121).

Directive 2009/35/EC of the European Parliament and of the Council of 23 April 2009 on the colouring
matters which may be added to medicinal products (OJ L 109, 30.4.2009, p. 10).

Regulation(EU) No 536/2014 of the European Parliament and of the Council of 16 April 2014 on
clinical trials on medicinal products for human use, and repealing Directive 20BC/Z0J L 158,
27.5.2014, p. 1).

Regulation (EU) 2022/123 of the European Parliamat af the Council of 25 January 2022 on a
reinforced role for the European Medicines Agency in crisis preparedness and management for
medicinal products and medical devi¢€s) L 20, 31.1.2022, p. 1).

3 EN



EN

legislatiort® contributesto providing adequatefinancing for the EMA's activities,
including respective remunerationto national competent authorities for their
contributionto completingtheE M A ’'tasks.

Thereare also links with EU regulatoryframeworksfor other healthproducts.EU
legislation on blood, tissuesand cells (BTC)!* is relevant,as some substance®f
human origin are starting materials for medicinal products. The EU regulatory
frameworkfor medicaldeviced® is alsorelevant,asthereare productsthat combine
medicinalproductsandmedicaldevices.

Futhermorethe objectivesof the proposedeform of the pharmaceuticalegislation
areconsistentvith thoseof a numberof broaderEU policy agendasndinitiatives.

In termsof promotinginnovation,Horizon Europé®, a key funding programmefor

EU researchand innovation and Beating CancerPlan'’ both supportresearchand

development of new medicinal products. In addition, innovation in the

pharmaceuticalsector is promoted by the intellectual property frameworks, on

patentsunder the national patentlaws, the EuropeanPatentConventionand the

TradeRelatedAspectsof Intellectual PropertyRights (TRIPS) agreementand on

supplementary protection certificates under the EU SPC Regulatiod®. The

intellectualpropertyadion plan'® underthe Industrial Strategyincludesmodernising
the systemof supplementaryprotection certificates (SPCs) SPCsextend certain

patentrights to protectinnovation and compensatdor lengthy clinical trials and

marketingauthorisatiorprocedues. With regardto addressinginmetmedicalneeds
in the areaof antimicrobial resistancethe proposedreform of the pharmaceutical
legislationwill contributeto the objectivesof the Europeanone healthaction plan

againstantimicrobialresistancé AMR)%.
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Council Regulation (EC) No 297/95 of 10 February 1885ees payable to the European Agency for
the Evaluation of Medicinal Produ¢tand Regulation (EU) No 658/2014 of the European Parliament
and of the Council on fees payable to the European Medicines Agency for the conduct of
pharmacovigilance activitiga respect of medicinal products for human (@é L 35, 15.2.1995, p. 1)
Directive 2002/98/EC of the European Parliament and of the Council of 27 January 2003 setting
standards of quality and safety for the collection, testing, processing, storadistaéibdtion of human

blood and blood components and amending Directive 2001/83BDirective 2004/23/EC of the
European Parliament and of the Council of 31 March 2004 on setting standards of quality and safety for
the donation, procurement, testimypcessing, preservation, storage and distribution of human tissues
and cell§OJ L 033, 8.2.2003, p. 30).

Regulation (EU) 2017/745 of the European Parliament and of the Council of 5 April 2017 on medical
devices, amending Directive 2001/83/EC, Regutat{&C) No 178/2002 and Regulation (EC) No
1223/2009 and repealing Council Directives 90/385/EEC and 93/42(GEC 117, 5.5.2017, p. 1) and
Regulation (EU) 2017/746 of the European Parliament and of the Council of 5 April 2017 on in vitro
diagnostic medial devices and repealing Directive 98/79/EC and Commission Decision 2010/227/EU
(0JL 117, 5.5.2017, p. 176).

Regulation (EU) 2021/695 of the European Parliament and of the Council of 28 April 2021 establishing
Horizon Europe- the Framework Programmerf&esearch and Innovation, laying down its rules for
participation and dissemination, and repealing Regulations (EUPB@/2013 and (EU) No 1291/2013
(OJL170,12.5.2021, p).1

Communication from the Commissidiurope's Beating Cancer PIg&OM/202144 final).

Regulation (EC) No 469/2009 of the European Parliament and of the Council of 6 May 2009
concerning the supplementary protection certificate for medicinal profiddts 152, 16.6.2009, p)1

Communication from the CommissioMaking the me t of t he EUb s i nnovat i\
intellectual property action pl £&OMR0RO/76Qfipghbor t t he

Communication from the CommissioA, European One Health Action Plan against Antimicrobial
Resistance (AMRMttps://ec.europa.eu/health/system/files/2020amr_2017_actioplan_0.pdf
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Concerning accessto medicinal products in addition to the pharmaceutical
legislation,the intellectualpropertyframeworks the Health TechnologyAssessment
(HTA) Regulation(Regulation(EU) 2021/2282the* HTRe g u | )& tard the ’
TransparencyDirective (Directive 89/105/EEC)? also play a role. In addition to
extending certain patent rights to protect innovation, SPCsimpact the effect of
regulatory protection periods provided by the pharmaceuticallegislation and
thereforethe entry of generic and biosimilar medicinal products and ultimately
patientaccesgo medicinal productsand affordability. Underthe HTA Regulation,
national HTA bodies will conductjoint clinical assessmentthat comparenew
medicinal products to exiding ones. Such joint clinical assessmentsvill help
Member Statestake more timely and evidencebaseddecisionson pricing and
reimbursementFinally, the TransparencyDirective regulatesproceduralaspectsof
theMemberS t a prieirsg andreimbursemendecisionsut doesnot effectthelevel
of price.

In orderto enhancesecurityof supplyof medicinalproducts the proposed rorm of

the pharmaceutical legislatiammsto addresssystemicshortagesand supply chain
challenges.The proposedreform therebre complements and further develops the
roles of the Member States and competent authorities of the Member States as set out
in the extension of the EMA mandate (Regulation (EU) 2022/123), and is aimed at
ensuring access to and continued supply of clitteadicinal products during health
crises. It also complements the mission of the Health Emergency Preparedness and
Response Authority (HERA) to ensure availability of medical countermeasures in
preparation for and during health crises. The propodedmef the pharmaceutical
legislation is therefore consistent with the package of legislative initiatives related to
health security under the European Health Utfion

To addressenvironmentalchallengesthe proposedreform of the pharmaceutical
legislationwill supportinitiatives underthe EuropeanGreenDeaf* Theseinclude
theEU actionplan® T o w &eraPgllutionfor Air, WaterandS o iandtherevision
of: (i) the Urban Waste Water TreatmentDirective?®, (ii) the Industrial Emissions
Directive?® and (iii) the list of surfaceand groundwatempollutantsunderthe Water
Framework Directivé’’. The proposal is also well aligned with the Strategic
Approachto Pharmaceutical® the Environment®,
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Regulation (EU) 2021/2282 of the European Parliament and of the Council of 15 De&@ffheon

health technology assessment and amending Directive 2011/20EU 458, 22.12.2021, p).1

Council Directive 89/105/EEC of 21 December 1988 relating to the transparency of measures
regulating the prices of medicinal products for human use fegid inclusion in the scope of national
health insurance systerf@®J L 40, 11.2.1989, p)8

European Health UnionProtecting the health of Europeans and collectively responding toluwodsr

health crises,
https://commission.europa.eu/strateandpolicy/priorities2013-2024/promotinepur-europeanvay-
life/europearhealthunion_en

Communication from the @nmission The European Green DefCOM/2019640 final).

Council Directive 91/271/EEC of 21 May 1991 concerning urban waater treatment (OJ L 135,
30.5.1991, p. 40).

Directive 2010/75/EU of the European Parliament and of the Council of 24 Novexthér on
industrial emissions (integrated pollution prevention and control) (OJ L 334 17.12.201Q, p. 17)

Directive 2000/60/EC of the European Parliament and of the Council of 23 October 2000 establishing a
framework for Community action in the field ofater policy(OJ L 327, 22.12.2000, p) AndDirective
2013/39/EU of the European Parliament and of the Council of 12 August 2013 amending Directives
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Finally, on the useof healthdata, the EuropeanHealth Data Spacé® will providea
common framework acrossMember Statesfor accessto high-quality real world
health data. This will promoteprogressin researchand developmentbof medicinal
productsand provide new tools for pharmacovigance and comparativeclinical
assessmentdy facilitating accessto and use of health data, the two initiatives
togetherwill supportthe competitivenessand innovation capacity of the EU’ s
pharmaceuticahdustry.

LEGAL BASIS,SUBSIDIARITY AND PROPORTIONALITY
Legal basis

The proposal is based on Articles 114(1) and 16§(dint (c) of the Treaty on the
Functioning of the European Union (TFEU). This is consistent with the legal basis of
existing EU pharmaceutical legislation. Article 114(hgas as its object the
establishment and functioning of the internal market, while Article 16@@ht (c)
relates to the setting of high standarfds the quality and safety of medicinal
products.

Subsidiarity (for non-exclusivecompetence)

Commonstandards of quality, safety and efficaftyr the authorisation of medicah
productsconstitute a crosBorderpublic healthissue that affects all Member States

and thus can be regulateffectively only at EU levelEU action relies also on the
single market to achieve a stronger impact as regards access to safe, effective and
affordable medicial productsand with regard tahe security of supply across the

EU. Uncoordinated measures by Member States may result in distortions of
competition and barris to intraEU tradefor medicinal products that are relevant for

the entire EU, and would also likelyncrease administrative burden rfo
pharmaceutical companiesghich often operate in merthan one Member State.

A harmonised approach at EU level alsoyies greater potential for incentives to
support innovation and for concertediaetto develop medicinal produdtsareas of
unmetmedicalneeds Moreover, snplification and streamlining of processesder
the proposed ferm are expected to reduceramhistrative burden for companies and
authorities and hence improvtee efficiency and dtactiveness of the EU system.
The reform will also have a positive influence @he competitive functioning of the
market throughtargetedincentives and other meassithat facilitate earlymarket
entry of generic and biosimilar mediainproductscontributing topatient access and
affordability. Nevertheless, the proposedamrn of the pharmaceutical legislation
respects Member St at es’ ovesinncof health seevices, 0 mp e t
including pricing and reimbursement policies and decisions.

28
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2000/60/EC and 2008/105/EC as regards priority substances in the field of water policy Text with EEA
relevance(OJ L 226, 24.8.2013, p)1

Strategic Approach to Pharmaceuticals in the Environmen
https://ec.europa.eu/environment/water/watengersub/pharmaceuticals.htm

Comnunication from the Commissio#, European Health Data Space: harnessing the power of health
data for people, patients and innovati@@OM/2022/196 final).
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Proportionality

The initiative does not go beyond what is necessary to achieve the objectives of the
reform. It does so in a way that is conducive to national actemch would
otherwise not be sufficient to achieve those objectives in a satisfactory way.

The principle of proportionalithhas been reflected in the comparison of different
options evaluated in the impact assessmeat example tradeoffs are inherent
between the objective of innovatig¢promoting the development of new medicinal
products) and the objective of affordability (which is often achieved by
generic/biosimilar competitign The rdorm maintains theincentivesas a key
element for innovatiorhut theyareadapted to bettegncourage and reward product
development in areas of unmet medical needs arzbtieraddressimely patient
accesso medicinal products all Member States.

Choiceof the instrument

The proposeddirective introducesa large number of amendmentdo Directive

2001/83/ECand incorporatespart of the current provisions and amendmentgo

Regulation(EC) No 1901/2006.A new directive repealingDirective 2001/83/EC
(rather than an amendingdirective) is therefore consideredthe appropriatelegal

instrument. A directive remains the best choice of legal instrumentto avoid

fragmentatiorof nationallegislationon medicinalproductsfor humanuse,giventhat

the legislationis basedon a systemof nationaland EU marketingauthorisations.
National authorisationsare granted and managedon the basis of national laws

implementingthe EU law. The evaluationof the generalpharmaceuticalegislation
has not found that the choice of legal instrumenthas causedspecific problemsor

reducedthe level of harmonisationin addition,a REFIT Platform opinion®® from

2019showedthat therewas no supportamongthe Member Statesto turn Directive

2001/83/Ednto aregulation.

RESULTS OF EX-POST EVALUATIONS, STAKEHOLDER
CONSULTATIONS AND IMPACT ASSESSMENTS

Ex-post evaluations/fithesschecksof existing legislation

For the réorm of the general pharmaceutical legislation, stakeholder consultation
activities were carried out as part 6f b ateltka c &valuatons and impact
assessmestof the general pharmaceuticallegislation and of the Orphan and
PaediatricRegulationg.

For medicinal products for rare diseases and for children a joint evaluation on the
functioning of the two pieces of legislation wesried out anghublished in 202%.

For the general pharmaceutical legislatibre evaluation othe legislationshowed
that the legislation continues to be relevant for the dual overarching objectives of
protectng public health and harmonigg the interral market for medicial products
in the EU. The legislation delivered ¢ime objectives of the 2004 revisipalbeit not

30

31
32

The EU's effortdo simplify legislation- 2019 Annual Burden survey,
https://commission.europa.eu/system/files/2080annual_burden_survey 2019 4 digital.pdf
Commissiorstaff working documentImpact Assessmeninnex 5: Evaluation.

Evaluation of the medicines foare diseases and children legislation,
https://health.ec.europa.eu/medicipabducts/medicineshildren/ewaluationrmedicinesrarediseases
andchildrenlegislation_en
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https://health.ec.europa.eu/medicinal-products/medicines-children/evaluation-medicines-rare-diseases-and-children-legislation_en

to the same extent for allThe objectiveof ensumg quality, safety and efficacy of
medicinal productswas achieved to the largest extent, while patient access to
mediciral productgn all Member States was achieved only to a limited extent. As to
ensuring the competitive functioning of the internal market and attractiveness in a
global context, the legiation has performed to a moderate extdie evaluation
found that the achievements or shortcomings of the 2004 revisieg&wissits
objectives depend on many external factors outside the remit of the legisldtese
includeR&D activities and interational location of R&D clusters, national pricing
and reimbursement decisions, business decisions and market size. The
pharmaceutical sector anthe development of medical productsare global
research and clinical trials conducted on one continenswiport development and
authorisation in other continentipbalarealsothe supply chains and manufacturing

of mediciral products International cooperation to harmonise requirements to
support authorisation exsgte.g. the International Council forafmonisation of
Technical Requirements for Pharmaceuticals for Humai®Use

The evaluation identified the main shortcomirtigat the pharmaceutical legislation
has not adequately addressed, while recognising that these also depend on factors
outside its rem. These main shortcomings are as follows:

—  Medical needs of patients are not sufficiently met

—  Affordability of medicinal productss a challenge for health systems

—  Patients havenequal access to mediairproductsacross the EU

—  Shortages of medicah products are an increasing problem in the EU.

—  The medicinal product lifecycle can have negative impacts oantfieonment

—  The regulatory system does not sufficiently cater fmovation and in some
instances createsinecessary administrative burden

Concerning medicinal products for rare diseases and for children, the evaluation
showed that overall the two specific pieces of legislation have achieved positive
results by allowing more medicinal products to be developed for these two
population groups. Heever, it also identified important shortcomings, which are
similar to the ones identified for tlgeneral pharmaceutical legislation

—  Maedical needs of patientgith rare diseases and of childrare not sufficiently
met

—  Affordability of mediciral productss agrowingchallenge for health systems
—  Patients havenequal access to medicinal produetsross the EU

—  The regulatory system does not sufficiently cater for innovation and in some
instances creates unnecessary administrative burden.

A Stakeholderconsultations

For the réorm of the geneal pharmaceutical legislationtakeholder consultation
activiteswerec ar r i ed out a sto-bpaacrkt’ oefv att ueat f bacla
assessmetft A single consultation strategy was prepared for this exercise, including

33 ICH — harmonisation for better healthitps://www.ich.org/
34 Commission staff working document Impact AssessmentAnnex 2: Stakeholder Consultation
(Synopsis Report).
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consultation activities looking backward and forward. It aimed to collect inputs and
perspectives of all stakeholder groups both on the evaluation of the legislation and
for the im@ct assessment different possible policy options for thefoem.

The following key stakeholder groups were identified as priority groups in the
consultation strategythe publi¢ organisations representing patients, consumers and
civil society active in public health and social issuesCSOSs); healthcare
professionals and healthcare provideesearchers, academia and learned societies
(academics);environmental organisationghe pharmaceutical industry and their
representatives.

As part of the interal policy work process supporting the revision, the Commission
collaborated with the European Medicines AgenEMA) and the competent
authorities of the Member States (NCA®aling withthe regulation of medicinal
products Both actors play a pivotal ®lin implemerihg the pharmaceutical
legislation.

Information was collected through consultations that took place between 30 March
2021 and 25 April 2022Theseconsisted of:

—  feedback on the Commissiorsombined evaluation roadmap/inception impact
asseswent (30 Marck7 April 2021);

—  Commission onlingublic consultation (28 Septembe21 December 2021);

—  targeted stakeholder surveysith public authorities, the pharmaceutical
industry including SMEs academia, civil society representativesd
healthcare providersurvey) (16 November 20214 January 2022);

—  interviews (2 December 2021 January 2022);

— a validation workshop on the evaluation findings (workshppn 19 January
2022;

— avalidation workshop on the impact assessment findings (ivapkd on 25
April 2022.

There was broad consensuamong stakeholderthat the currenfpharmaceutical
system guarantees a high levelpaitientsafety on whichthe revision can buildo
address new challenges and improsgoply of sée and affordable medical
products, patiendccessand innovationespecially in areas where the medical needs
of patients are not methe publi¢ patients and civil society organisaticasressed
their expectation oéquitableaccess to innovative therap@sross the Elincluding

for unmet medical needs, and continusupplyof their medicinal product$ublic
authorities and patient organisations eapfor a variable duration fothe current
main inceatives, as reflected in the preferred option. Tharmaceutical indust
argued against any introduction of variable incentives or the shortening of existing
onesand favoured the introduction of additionabr novel incentive. Industry also
highlighted the need for stability the currentegal framework ang@redictabilityfor
incentives The dements orthe environment, regulatory support for roammercial
entities and repurposing of medialrproductsncluded in the preferred optiomere
supported bykey stakeholders such as healthcare providers, acadenda
environmental organisations.

Concerningherevision of the legislation on medi@hproductgor children and for
rare diseases, specific consultation activities were carried out in the context of the
impactassessment procedurepablic consultatio ranfrom 7 May to 30 July 2021

9 EN



EN

Furthermoretargeted surveys, including costing survey both for pharmaceutical
companies angublic authorities, were conducted from 21 June to 30 July 2021 (late
responses were accepted until the end of September @219 the summdireak.

An interview programne with all relevant stakeholder grougpublic authorities,
pharmaceutical industry inalling SMEs, academia, civil society representatives and
healthcare provideysvas conducted at the end of June 20@iile focus groupsnet

on 23 February 202 discuss some of the main issue of tHerre.

There was broad consensus among stakeholderghhatvo pieces of legislation
have had a positive effect on the development of medicinal products for children and
the treatment of rare diseases. However, concerning the Paediatric Regulation, all the
current structure of the paediatric investigatiommad ofthe condition allowing the
waiver of the obligation to draw up such a pleere considereds possible obstacles

to the development of certain innovative products. All stakeholders highlighted that
for both themedicinal products for rare diseasmsd the medicinal products for
children medicinal products addressing unmet medical needs of patients should be
better supported. Publi@authorities supporteda variable durationfor market
exclusivity for medicinal productsfor rare diseasess a tool @ better focus
development in areas where treatments are not available. f#engceutical
industry arguedagainstany introduction of variable incentives or the shortening of
existing onesand favoured the introduction of additional or novel incentivesfor

the revision of the general pharmaceutical legislatiodustry also highlighted the
need for stabilityn the current legal framework and predictability for incentives

Collection and useof expertise

In additionto the extensivestakeholderconsultationdescribedn previoussections,
the following external studies were conductedto support the * b at@elka ¢ k'’
evaluationand impact assessmenif the generalpharmaceuticalegislationandthe
evaluationandimpactassessmerf the orphanandpaediatridegislation

—  Study supporting the Evaluation and Impact Assessmenbf the general
pharmaceuticalegislation.EvaluationReport TechnopolisGroup(2022).

—  Study supporting the Evaluation and Impact Assessent of the general
pharmaceuticallegislation. Impact AssessmenReport Technopolis Group
(2022).

—  Future-proofing pharmaceuticallegislation - Study on medicine shortages
TechnopolisGroup(2021)

- Studyto supportthe evaluationof the EU Orphan Regulation Technopolis
GroupandEcorys(2019)

- Study on the economic impact of supplementaryprotection certificates,
pharmaceuticalincentivesand rewards in Europe CopenhagerEconomics
(2018)

—  Study on the economicimpact of the Paediatric Regulation,including its
rewardsandincentives TechnopolisGroupandEcorys(2016).

Impact assessments
General pharmaceutical legislation
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The impact assessment for the revision of geaeral pharmaceutical legislatfon
analysed three policy options (A, B and C).

—  Option A builds orthe status quo and achieves the objectives mainly through
new incentives

—  Option B reaches the objectives through more obligations and oversight

— Option C adopts a ‘thgewsense thatmpasitivg bebavioua ppr o
is rewarded and obligations are only used when there are no alternatives.

Option A maintains the current system of regulatory protection for innovative
medicinal products and adds additional conditional periods of prateriority
antimicrobials benefit from a transferable exclusivity voucher. Current requirements
on security of supply are retained (notification of withdrawal at leastmonths in
advance). The existing requirements on the environmental risk assessmigmie

with additional information obligations.

Option B provides for a variable duration of regulatdayaprotectionperiods(split

into standard and conditional period€pmpanies must either have an antimicrobial

in their portfolio or pay into auhd to finance the development of new ones.
Companies are obliged to launch meditiproductswith an EUwide authorisation

in the majority of Member States (small markets included) andprtwvide
informationon public funding received. Currenmequirements on security of supply

are retained and companies are obliged to offer their marketing authorisation for
transfer to another company before withdrawdde environmental risk assessment
results inadditionalresponsibilities for companies.

Option C provides for a variable duration of regulatdata protection(split into
standard and conditional periods), strikiagbalance between providing attractive
incentives for innovation ansupporting timely patient access to medicinal products
across lie EU. Priority antimicrobials can benefit from a transferable exclusivity
voucher subject to strict eligibility criteria and conditions for use of the voucher,
while prudemuse measures further contribute to addressing antimicrobial resistance
Marketing authorisation holders are required émsuretransparency omublic
funding for clinical trials. Reporting of shortages harmonised and only critical
shortagesare brought to the attention @futhorities atthe EU level. Marketing
authorisation holderare obliged to notify possible shortages earlier and to offer their
marketing authorisation for transfer to another company before withdrawal.
Requirements on the environmental risk assessment and conditions of use are
strengthened.

All options are complemented by a setofnmon elementsimed at simplifying and
streamlining regulatory procedures and futpreofing the legislation with a view to
accommodating novel technologies.

The preferred optionis based on option C and also lies the common elements
mentioned above. The preferred optiwas considered to be the best policy choice
taking into account the specific objectives of the revision andtba@omic, social
and environmental impacts the proposed measures.

The prefered option andts introduction of variable incentivels a costeffective
way of achieving the objectives of improved access, addressing unmet medical need

35

Commissiorstaff working documentIimpact Assessment.
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and affordability for health systems. It is expected to protksté increased access,
meaning67 million more people residing in the EWho can potentially benefit from

a new medicinal product, and more medicinal products addressing unmet medical
needsat the same cost for the public payers as todiayaddition, savings are
expected for companies arejulatory authorities through the crasgting measures

that would allow for better coordination, simplification and accelerated regulatory
processes.

Measures to incentivise the developmenpnobrity antimicrobials are estimated to

entail costs for pholic payers and the generic industry but could be effective against
antimicrobial resistance if applied under strict conditions and with tight measures for
prudent use. These costs must also be seen in the context of the threat of resistant
bacteria and awent costs incurred from antimicrobial resistance including deaths,
healthcare costs and productivity losses.

The originator companies would have additional costs and benefits from the
incentives and the market launch conditionality, and overall theyldveee an
increase in their saleSomeincreasedosts will be associated with tiheporting on
shortages. Regulatory authorities will incur costs to perform additional tasks in the
areas of shortage managemesirengthened environmental risk assessnagrt
enhancegre-authorisation scientific and regulat@ypport.

Orphan and paediatric legislation

The impact assessment on tiegisionof the orphanand paediatriclegislation also
analysed three policy options (A, B and C) per legislative Hu. different policy
options vary as to the incentives or rewards to whmdicinal productsfor rare
diseases and for childremould be entitled. In addition, the revision will include a
series of common elements present in all options

For medicinal prducts forrare diseasesoption A keeps the 10 years of market
exclusivity and addsas an additional incentivea transferable regulatory protection

voucher for products addressiaghigh unmet medical neetHMN) of patients.

Such a voucher allows faroneyear extension in the length of regulatory protection
orcan be sold to another company and us
portfolio.

Option B abolishes the current market exclusivity of 10 years for all orphan
mediciral products

Option Cprowvides for a variable duration of market exclusivity of 10, 9 and 5 years,
basel on the type of orphan medicinal produicr (HUMN, new active substances

and weltestablished use applications respectively A° * bonus’ mar ket
extension ofone yearcan be granted, based on patient accessibility in all relevant
Member States, but only for HUMN products and new active substances.

All options are complemented by a set of common elements aimed at wingihd
streamlining regulatory procedures andifetproofing the legislation

Option Cwas considered to be the best policy choice, taking into account the specific
objectives and the economand social impacts of the proposed measuidEsis
option is expected to provide a balanced positive outcomérilmatng to the
achievement of the four objectives of the revision. It wiith torefocus investments

and boost innovation, in particulam products addressing HUMN, without
undermining the development other mediciral productsfor rare diseaseslhe
measures provided for under this option are also expectetmpoove the
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competitiveness of Egharmaceuticaihdustry, including of SMEs and willlead to

the best results in terms of patient acdelse to: (i) the possibility for generics and
biosimilars to enter the market earlier than they do today; andh@)proposed
access conditionality for extdimg the market exclusivity. Furthermore, more
flexible criteria to better define an orphan condition will makel#ggslationmore
“fit’ to accommodate new technol ogies

The total balance of yearly costs and benefit calculated per interested stakeholder
group for this preferred option compared to the baselineEW& 662 million cost
savingsfor public payersfrom accelerated generic entry amBUR 88 million profit

gain forthe generic industryThe public will benefit froman additionalone or two

HUMN medicinal products and overall broader and faster acdesspatients
Originators will seean estimatecEUR 640 million gross profit lossrbm earlier
generic entry, busavings are expected for companies through dtosscutting
measures in the general phaomatical legislation that would allowfor better
coordination, simplification and aelerated regulatory processes.

For medicinal productdor children in ogption A the six month supplementary
protection certificate§PQ extension is kept agreward for all medicinal products
completing a paediatric investigation plaiWlfP). Furthermore, an extra reward
benefiting products addressingmet medical needs children is added. This will
consist of either 12 extra months of SPC extension or a regulatory protection voucher
(duration one year) which could be transferred to ahet product (possibly of
another company) against payment, allowing the receiving product to benefit from
extendedregulatory data protection (ene year). In option B, the reward for
completng a PIP is abolishedevelopers of every new medicinal produabuld
continue to be obliged to agree with BMA and conduct a P|®ut the extra costs
incurred would not be rewarded. loption C, like today the six month SPC
extension remains the main reward foompleting a PIP. All options are
complemented by aes of common elements aimed at simphfy and streamlining
regulatory procedures and futyseoofing the legislation

Option Cwas considered the best policy choice, taking into accounpribgosed

me a s ugpexific’ objectives and economi@nd social mpacts Option C is
expected to yield to an increased numbeametlicinalproductsin particular in areas

of unmet medicaheeds of childrerwhich are expected to reach children faster than
today It would alsoensue a fair rdurn of investment formedicinal products
developers who fulfil the legal obligation to study meditiproductsn children, as

well as reduced administrative costs linked to the procedures that follow from the
obligation.

New simplification measures and obligations (for exEntpose linked to medicinal
product’s mechanism of action) are ex
versions of medicinal products by3®years and to bring three more new medicinal
products for children yearly compared to the baseline, whickurin tesults in
additional rewards for developers. These new medicinal products for children will
result, on a yearly basis, in costs for the public estimated EURmilbdn, while
originator companies would gain EUR 1@8llion in gross profits to compente

their efforts. Thanks to simplification of the rewards scheme linked to the study of
medicinal products for use in children, generic companies will find it easier to
predict when they will be able to enter the market.
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Regulatory fithessand simplifi cation

The proposedrevisionsaim to simplify the regulatoryframeworkand improwe its
effectivenessand efficiency, thereby reducing the administrative costs borne by
companiesand competentauthorities.Most of the envisagedmeasureswill act on
core proceduresfor the authorisationand lifecycle managementof medicinal
products.

Administrative costswill fall for competentauthorities,businessand otherrelevant
entities, for two overarchingreasons.Firstly, procedureswill be streamlired and

acceleated, for examplein connectionwith the renewalof marketingauthorisations
and the submissionof variationsor the transferof the responsibility for orphan
designationdrom the Commissionto the EMA. Secondly,therewill be enhanced
coordinationof the Europearmedicinesregulatorynetwork for examplein termsof

the work of different EMA committeesand interactionswith related regulatory
frameworks Furthercontributionsto costreductiondor businesandadministrations
are expectedto come from adaptationsto accommodatenew conceptssuch as

adaptiveclinical trials, amedicinalp r o d mechanisnof action,useof realworld

evidenceandnewusesof healthdatawithin theregulatoryframework

Enhanceddigitisation will facilitate the integration of regulatory systemsand
platformsacrosshe EU andsupportfor the re-useof datg andis expectedo reduce
costsfor administrationvertime (althoughit mayinduceinitial oneoff costg. For
example electronicsubmissiondy industryto the EuropearMedicinesAgencyand
competentauthoritiesof the Member Stateswill deliver cost savingsto industry.
Moreover,the envisageduse of the electronicproductinformation (as opposedto
paperlieaflety shouldalsoleadto administrativecostreductions.

SMEs and non-commercial entities involved in the development of medicinal
productsare expectedio benefitin particularfrom the envisagedsimplification of
procedureswider useof electronicprocesseandreductionof administrativeburden.
The proposalalsoaimsat optimisng theregulatorysupport(e.g.scientificadvice)to
SMEs and norrcommercial organisations resulting in additional reductions of
adminigrative costsfor theseparties.

Overall,the envisagedneasure$or simplification andburdenreductionareexpected
to reduce costs for businessessupportingthe ‘one in one out approach.In
particular,the proposedstreamliningproceduresand enhancedupportare expected
to yield costsavingsfor EU pharmaceuticahdustry.

Fundamental rights

The proposal contributes to achieving a high level of human health protentios
therefore consistent withrticle 35 of the Charter of Fundamental Riglusthe
European Union

BUDGETARY IMPLICATIONS

The financial impact is shownin the Legal Financial Statementattachedto the
proposalfor a Regulationof the EuropeanParliamentand of the Council, laying
down Union proceduresgor the authorisatiorand supervisionof medicinalproducts
for humanuse and establishingrules governingthe EuropeanMedicines Agency,
amendingRegulation(EC) No 1394/2007and Regulation(EU) No 536/2014and
repealing Regulation (EC) No 726/2004, Regulation (EC) No 141/2000 and
Regulation(EC) No 1901/2006.
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5. OTHER ELEMENTS
A Implementation plans and monitoring, evaluation and reporting arrangements

The developmerof new medicinal productsan be a long process that can take up to
10-15 years. Incentives and rewards therefaee an influencenany years after the
marketing authorisation date. The benefit for patiatgeneeds to be measured over
a period of at least-B0 years after a medicinal produd authorised. The
Commission intends to monitor relevant parameters &mable assessmenof
progress of the proposed measuneth a view to reachingtheir objectives. The
majority of indicators are already collected the EMA level. Furthermore, the
Pharmaceutical Committ&ewill provide a forum for discussing issues relatedh®
transpaition and monitoring progress. The Commission will report on the
monitoring periodically. A meaningful evaluation of the results of the revised
legislation can only benvisagedafter at least 15 years frothe deadline for its
transpodion.

A Explanatory documents(for directives)

Following the ruling of the European Court of Justice in Commission vs Belgium
(Case G543/17), Member States must accompany their notifications of national
transposition measures with sufficiently clear and precifarmation, indicating
which provisions of national law transpose which provisions of a directive. This must
be provided for each obligation, not only at article level. If Member States comply
with this obligation, they would not need, in principle, tondeexplanatory
documents on the transposition to the Commission.

A Detailed explanation of the specificprovisions of the proposal

The proposed revision of the pharmaceutical legislation consists of a proposal for a
new directive and a proposal foraneavgul ati on (see previous
with existing provisions in the policy
paediatric medicinal product®rovisions for orphan medicinal products have been
integrated in the proposed regulatidihile proceduralrequirements apable to
paediatricmedicinal products are primarily integrated in the new regulation

general framework for the authorisation and rewarding of these prodwetdHden

included in the new directivd he main areas of the renie under the proposed new
regulation are covered by the explanatory memorandum of the accompanying
proposal foraregulation.

Annex Il to the directive contains the existing text of Annex I. Annex II will be
updated by delegated act. The delegated attbeibdopted and applied before the
deadline foithetranspositiorof the directive.

The proposed directive includes the following main areas of revision:

Promoting innovation and access to affordable medicinal producteeating a
balanced pharmaceuticalcosystem

To enable innovation and promatiee competitiveness of the EU pharmaceutical
industry, in particular SMEs, the provisions of the proposed directive work in
synergy with those of the proposed regulation. In this respect, a balanced system of
incentives is proposed he systentewards innovation, especially in areas of unmet

36 Council Decision of 20 May 1975 setting up a pharmaceutical committee (75/320/EEC)
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medical needsand innovation reaches patients and improves access across the EU.

To make the regulatory system more efficient and innovdtiendly, measures are
proposed d simplify and streamline procedures and to create an agile and-future
proof framewor k (see al so measures und
providing a flexible regulatory framework to support innovation and
competitiveness’ Dbedulaten)and in the propos

Introduction of variable incentives related to regulatory data protectand
rewardingof innovation in areas of unmet medical needs

The current standard period of regulatory data protection will be reduceckigb
years tosix years. Nevertheless, this remains competitive given what other regions
offer. Furthermore, marketing authorisation holders will benefit from additional
periods of data protection (beyond the standsid years) if they launch the
medicinal products in alMember States covered by the marketing authorisation
(+two yean), if they address unmet medical needsiX+months) if they conduct
comparative clinical trials (+six monther for an additional therapeutic indication (+
one year).

Prolongation of datarptection for the market launch will be granted if the medicinal
product is supplied in accordance with the needs of the Member States concerned
within two years from the marketing authorisation (or witthneeyears in the case

of SMEs, not-for-profit ertities or companies with limited experience in the EU
systenm). Member States have the possibility to waive the condition of launch in their
territory for the purpose of the prolongation. This is expected to be the case
particularly in situations where ladn in a particular Member State is materially
impossible or because there are special reasons why a Member State wishes that
launch take place later. Such a waiver does not mean that a MeBtiage is not
interested in the medicinal product altogether.

Prolongation of data protection for addressing unmet medical need will be granted if

the medicinal product is for a IHéareatening or seriously debilitating disease with
remaining high morbidity or mortality, and the use of the medicinal product results

a meaningful reduction in disease morbidity or mortality. The various elements of

this criterionbased definition of unmet medicaded( e . g. “r emai ni ng hi
or mortality”) wild/l be further specifi et
sdentific input by the EMA, to ensure that the concept of unmet medical need
reflects scientific and technological developments and current knowledge in
underserved diseases.

The periodof regulatory data protection isllowed by a period of market protemh
(two years), which remains unchanged under the proposed dirastizempared to
the existing rules

With the additional conditional protection periods, the period of regulatory protection
(data and market protectiongan addup to 12 yearsfor innovatve medicines (if a
new therapeutic indication is added after the initial marketing authorisation).

In addition, br a medicinal producaddressingan unmet medical needa company

will benefit from an enhanced scientific and regulatory suppdieme( * PRI ME’ )
and from accelerated assessment mechanisims PRIME support scheme will

boost innovation in areas of unmet medical needs, allow pharmaceutical companies

to speed up the development process and allow earlier patient.aldtesgrious
elementsof this criterionbased definition of unmet medicaked(e.g“ r e mai ni ng
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high morbidity or mortality”) wil/ be fu
into account scientific input by the EMA, to ensure that the concept of unmet
medical need reflest scientific and technological developments and current
knowledge in underserved diseas

Increased competition from earlier market entry of generic and biosimilar medicinal
products

The “Bol ar exempti on (under whiuenh st ud
regulatory approval of generics and biosimilars during the patestipplemetary
protection certificate protection of the reference medicinal product), will be
broadened in scope and its harmonised application in all Member States ensured. In
addition, procedures for the authorisation of generics and biosimilars will be
simplified: as a general rule, risk management plans will no longer be required for
generic and biosimilar medicinal products, considering that the reference medicinal
product alreadyhas such a plan. The interchangeability of biosimilars with their
referance medicinal products is also better recognised based on accumulated
scientific experience withugh medicinalproducts. In addition, the act provides an
incentive for repurposing offatent, added value medicinal products. This supports
innovation, resulting in a new therapeutic indication that offers significant clinical
benefit in comparison with existing theras. Taken together, these measures will
facilitate earlier market entry of generics and biosimilars, thus increasing competition
and contributing to the objectives of promoting affordability of medicinal products
and patient access.

Increased transparency on the contribution of public funding to research &
development costs

Marketing authorisation holders will be required to publish a report listing all direct
financial support received from any public authority or publicly funded Wodthe
research and development tife medicinal product, whether successful or not
successful Such information will be easily accessible to the public on a dedicated
webpage of the marketing authorisation holder and in the database of all medicinal
products forhuman use authorised in the EU. Greater transparency around public
funding for medicinal products development is expected to help maintain or improve
access to affordable medicinal products.

Reducing the environmental impaxd medicinalproducs

Strenghening the requirements for the environmental risk assessment (ERA) in the
market authorisation of medicinal products will drive pharmaceutical companies to
evaluate and limit potential adverse effects to the environment and public health. The
scope of theERA is extended to cover new protection goals such as theaisks
antimicrobial resistance.

Reducing the regulatory burden and providing a flexible regulatory framework to
support innovation and competitiveness

Reduction of the regulatory burden will bensuredby measures simplifgg
regulatory procedures and impnog digitisation. These include provisions on
electronic submission of applications and electronic product information (ePl) on
authorised medicinal products, the latter being an option tleatlddr States can opt

for based on their particular readiness to replace the paper leaflet. Measures to reduce
regulatory buden also includeabolishing the renewal and the sunset clause. The
reduction of administrative burdehrough simplification and digitisation measures
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will benefit in particulato SMEs and nefor-profit entities involved in developing
medicinal products. The various measures to reduce the regulatory burden will
strengthen the competitiveness of the plesreatical sector.

Adapted frameworks with specific regulatory requirements tailored to the
characteristics or methods inhereatcertain, especially novel, medicinal products

will ensure an agile and futwoof regulatory environment while keeping the
existing high standards of quality, safety and efficacy. Such adapted frameworks
could draw on the results of the regulatory sandboxes established in the proposed
regulation.

The proposed directive provides rules for products which combine a medicinal
prodwct and a medical device and specifies the interplay with the medical devices

legal framework. These provisions improve legal certainty in order to accommodate
increasing innovation in this field. In addition, the interplay with the legislation on
substance of human awsi gied i h'ed8oH@ the ‘SoHO R
clarified with a ndceaevr i dveefdi nmea d ioni nafl ‘PS ®
possibility for the EMA to makea scientific recommendation oa medicinal
product’ s r e gdet thet avassificatisnt metharssm proposed in the
regulation, in consultation with the relevant SoHO regulatory body. The proposed
directive also introduces measures to improve the application of hospital exemptions

for advanced therapy medicinal products.

Specific provisions for new platform technologdiewiill facilitate the development
and authorisation of such types of innovation for the benefit of patients.

Specific measures related to quality and manufacturing

The advent of new therapeutic approaclhes have features such as very short shelf
lives, and which may be highly personalised, enable decentralised manufacture and
use of patienspecific medicinal products. These paradigms of decentralised or
personalised manufacturing require a shift awasnfexisting regulatory frameworks

that are designed to meet the regulatory expectations for-daede centralised
manufacture. The new legal framework incorporates a-bdsled and flexible
approach that will enable the manufacture or testing of a wiigeraf medicinal
products in close proximity to thgatient.

s7 When a certain process/method is used to manufactpeeific individualised treatments, i.e.
adjustments to the medicine are made based on the characteristics of the patient or the causing
pathogen.
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2023/0132 (COD)
Proposal for a
DIRECTIVE OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL

on the Union code relating to medicinaproducts for human use, and repealing Directive
2001/83/EC and Directive 2009/35/EC

(Text with EEA relevance)

THE EUROPEAN PARLIAMENT AND THE COUNCIL OF THE EUROPEAN UNION,

Having regard to the Treaty on the Functioning of the European Union, and irulpartic
Articles 114(1) and 168(4)(¢hereof,

Having regard to the proposal from the European Commission,

After transmission of the draft legislative act to the national parliaments,
Having regard to the opinion of the European Economic and Social Committee,
Having regard to the opinion of the Committee of the Regions,

Acting in accordance with the ordinary legislative procedure,

Whereas:

(1) The Union general pharmaceutical legislation was established in 1965 with the dual
objective of safeguarding public health and harmonising the internal market for
medicines. It has developed considerably since then, but these overarching objectives
have guided allrevisions. The legislation governs the granting of marketing
authorisations for all medicines for human use by defining conditions and procedures
to enter and remain on the market. A fundamental principle is that a marketing
authorisation is granted only tmedicines with a positive benefisk balance after
assessment of their quality, safety and efficacy.

(2) The most recent comprehensive revision took place between 2001 and 2004 while
targeted revisions on pestthorisation monitoring (pharmacovigila)cand on
falsified medicines were adopted subsequently. In the almost 20 years since the last
comprehensive revision, the pharmaceutical sector has changed and has become more
globalised, both in terms of development and manufacture. Moreover, science and
technology have evolved at a rapid pace. However, there continues to be unmet
medical needs, i.e. diseases without or only with suboptimal treatments. Moreover,
some patients may not benefit from innovation because medicines may be
unaffordable or not ptaed on the market in the Member State concerned. There is also
a greater awareness of the environmental impact of medicines. More recently, the
COVID-19 pandemic has stress tested the framework.

(3)  This revision is part of the implementation of the Phaxenéical strategy for Europe
and aims to promote innovation, in particular for unmet medical needs, while reducing
regulatory burden and the environmental impact of medicines; ensure access to
innovative and established medicines for patients, with spatteition to enhancing
security of supply and addressing risks of shortages, taking into account the challenges
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(4)

(5)

(6)

(7)

(8)

(9)

of the smaller markets of thénion; and create a balanced and competitive system that
keeps medicines affordable for health systems whilerdimginnovation.

This revision focuses on provisions relevant to achieve its specific objectives;
therefore it covers all but provisions concerning falsified medicines, homeopathic and
traditional herbal medicines. Nevertheless, for the sake ofyglarits necessary to
replace Directive 2001/83/EC of the European Parliament and of the Couwitisila

new Directive. The provisions on falsified medicines, homeopathic medicines and
traditional herbal medicines are therefore maintained in this Direatifleout
changing their substance compared to previous harmonisations. However, in view of
the changes in the governance of the Agency, the Herbal Committee is replaced by a
working group

The essential aim of any rules governing the authorisationpuiaeturing,
supervision, distribution and use of medicinal products must be to safeguard public
health.Such rules should also ensure fte® movement of medicinal products and the
elimination of obstacles to trade in medicinal products to all patierkeiUnion.

The regulatory framework for medicinal products use should also take into account the
needs of the undertakings in the pharmaceutical sector and trade in medicinal products
within the Union, without jeopardising thepuality, safety and &tacy of medicinal
products.

The EU and all its Member States as parties to thieedNationsConvention on the
Rights of Persons with Disabilities are bound by its provisions to the extent of their
competences. This includes the right to accessnmdtion as set out iArticle 21 and

the right to the enjoyment of the highest attainable standard of health without
discrimination on the basis of disability as sefticle 25.

This revision maintains the level of harmonisation that has bebreved. Where
necessary and appropriate, it further reduces the remaining disparities, by laying down
rules on the supervision and control of medicinal products and the rights and duties
incumbent upon the competent authorities of the Member Statesawiiew to
ensuring compliance with legal requirements. In the light of experience gained on the
application of the Union pharmaceutical legislation and #waluation of its
functioning the regulatory framework need to be adapted to scientific and
technobgical progress, the current market conditions and economic reality within the
Union. Scientific and technological developments induce innovation and development
of medicinal products, including for therapeutic areas where there is still unmet
medical needTo harness these developments, the Union pharmaceutical framework
should be adapted to meet scientific developments such as genomics, accommodate
cutting edge medicinal products, e.g. personalised medicinal products and
technological transformation suds data analytigsdigital tools and the use of
artificial intelligence These adaptations also contribute to competitiveness of the
Union pharmaceutical industry.

Medicinal products for rare diseases and for children, should be subject to the same
corditions as any other medicinal product concerning their quality, safety and
efficacy, for example for what concerns the marketing authorisation procedures,
quality and the pharmacovigilance requirements. However, specific requirements also

Directive 2001/83/EC of the European Parliament and of the Council of 6 November 2001 on the
Community codeelating to medicinal products for human use (OJ L 311, 28.11.2001, p. 67).
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apply to them cosidering their unique characteristics. Such requirements, which are
currently defined in separate legislations, should be integrated in general
pharmaceutical legal framework in order to ensure clarity and coherency of all the
measures applicable to thesedicinal products. Furthermore, as some medicinal
products authorised for use in children are authorised by the Member States, specific
provisions should bmtegratedn this Directive.

(100 The system of a dective andregulation for the general phaageutical legislation
should be maintained to avoid fragmentation of national legislation on medicinal
products for human use, given that the legislation is based on a system of national
Member States and Union marketing authorisations. Member Staigenal
marketing authorisations are granted and managed on the basis of national law
implementing the Union pharmaceutical law. The evaluation of the general
pharmaceutical legislation has not shown that the choice of legal instrument has
caused specific prédams or created disharmonisation. In addition, a REFIT Platform
opinion in 2019 showed that there was not support among the Member States to turn
Directive 2001/83/EC into a Regulation.

(1) The Directive should work in synergy with the Regulation to Enaimovation and
promote competitiveness of thinion pharmaceutical industry, in particular SSIEn
this respect a balanced system of incentives is proposed that rewards innovation
especially in areas of unmet medical need and innovation that readresgspand
improves access across thaion. To make the regulatory system more efficient and
innovationfriendly the Directive also aims at reducing administrative burden and
simplifying procedures for undertakings.

(120 The definitions and scope d@irective 2001/83/EC should be clarified in order to
achieve high standards for the quality, safety and efficacy of medicinal products and to
address potential regulatory gaps, without changing the overall scope, due to scientific
and technological develaments, e.g. lowolume products, bedsideanufacturing or
personalised medicinal products that do not involve an industrial manufacturing
process.

(13) To avoid the duplication of requirements for medicinal products in this Directive and
in the Regulationthe general standards in regards to quality, safety and efficacy of
medicinal productdaid down in this Directive shall be applicable to medicinal
products covered by national marketing authorisation and also to medicinal products
covered by centralisetharketing authorisationTherefore, the requirements for an
application for medicinal product are valid for both, also the rules on prescription
status, product information, regulatory protection emidson manufacturing, supply,
advertising, supervisiorand other national requirements shall be applicable
medicinal products covered by centralised marketing authorisation.

(14) The determination of whether a product falls within the definition of a medicinal
product must be made on a cdsecase basisaking into account the factors set out in
this Directive, such as the product’
or metabolic properties.

S pro

(15 In order to take account both of the emergence of new therapies and of the growing
number of secal ed * borderl i ne’ products bet ween

2 The EU's efforts to simplify legislation2019 Annual Burden survey,
https://commission.europa.eu/system/files/2080annual_burden_survey 2019 4_digital.pdf
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other sectors, certain definitions and derogations should be modified, so as to avoid
any doubt as to the applicable legislation. With the same objective of clarifying
situations when a pduct fully falls within the definition of a medicinal produand

also meet the definition of other regulated produttts rules for medicinal products
under this Directive apply. Furthermore, to ensure the clarity of applicable rules, it is
also appropate to improve the consistency of the terminology of the pharmaceutical
legislation and clearly indicate the products excluded from the scope of this Directive.

(16) The new definition for a substance of human origin (SOHY)the [SoHO
Regulation]coversany substance collected from the human body in whatever manner,
whether it contains cells or not and regardless of whether it meets the definition of
“bl ood’ , ‘“tissue’ or ‘cell | for exampl e
any other SoHO thamay be applied to humans in the future. Such substances of
human origin, other than tissues and cells, may become SoHO derived medicinal
products, other than ATMPs, when the SoHO is subject to an industrial process
involving systematisation, reproducibyliand operations performed on a routine basis
or batchwise resulting in a product of standardised consistency. When a process
concerns extraction of an active ingredient from the SoHO, other than tissues and
cells, or a transformation of a SoHO, othernthisssues and cells, by changing its
inherent properties, this should also be considered a SoHO derived medicinal product.
When a process concerns concentrating, separating or isolating elements in the
preparation of blood components, this should not besidered as changing their
inherent properties

(17) For avoidance of doubt, the safety and quality of human organs intended for
transplantation are regulated only by Directive 2010/53/BU the European
Parliament and of the Countiland the safety anduglity of substances of human
origin intended for medically assisted reproduction are regulated only by [SoHO
Regulation or if not in force, Directive 2004/23/EC].

(18) Advanced therapy medicinal products that are prepared on aoutne basis
accordingto specific quality standards, and used within the same Member State in a
hospital under the exclusive professional responsibility of a medical practitioner, in
order to comply with an individual medical prescription for a custoeade product for
an indivdual patient, should be excluded from the scope of this Directive whilst at the
same time ensuring that relevant Union rules related to quality and safety are not
under mi ned (‘“hospital exemption’ ). Exper
differences in e application of hospital exemption among Member States. To
improve the application of hospital exemption this Directive introduces measures for
collection, reporting of data as well as review of these data yearly by the competent
authorities and their flication by the Agency in a repository. Furthermore, the
Agency should provide a report on the implementation of hospital exemption on the
basis of contributions from Member States in order to examine whether an adapted
framework should be established foertain less complex ATMPs that have been
developed and used under the hospital exemption. When an authorisation for the
manufacturing and use of an ATMP under hospital exemption is revoked because of
safety concerns, the relevant competent authoritiedl shform the competent
authorities of other Member States.

8 Directive 2010/45/EU of the European Parliament and ofCbencil of 7 July 2010 on standards of
quality and safety of human organs intended for transplantation (OJ L 207, 6.8.2010, p. 14).
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This Directive should be without prejudice to the provisions of Council Directive
2013/59/Euratorh including with respect to justification and optimisation of
protection of patients and tar individuals subject to medical exposure to ionising
radiation. In the case of radiopharmaceuticals used for therapy, marketing
authorisations, posology and administration rules have to notably respect that
Directive’ s requi r e ngetnvolismestatead be endipdoadlyu r e s
planned, and their delivery appropriately verified taking into account that doses to
nontarget volumes and tissues are to be as low as reasonably achievable and
consistent with the intended theeaic purpose of the erpure.

In the interest of public healtts medicinal product should only be allowed to be
placed on the market in the Union when the marketing authorisation has been granted
to the medicinal product, and its quality, safety and efficacy have beemndeated.
However, exemption should be provided from this requirement in situations
characterised by an urgent need to administer a medicinal product to address the
specific needs of a patient, or confirmed spread of pathogenic agents, toxins, chemical
agents or ndear radiation that could cause harm. In particular, to fulfil special needs,
Member States should be allowed to exclude from the provisions of this Directive
medicinal products supplied in response to a bona fide unsolicited order, formulated in
accordane with the specifications of an authorised healthcare professional and for use
by an individual patient unddheir direct personal responsibility. Member States
should be also allowed to temporarily authorise the distribution of an unauthorised
medicinal product in response to a suspected or confirmed spread of pathogenic
agents, toxins, chemical agents or nuclear radiation any of which could cause harm.

Marketing authorisation decisions should be taken on the basis of the objective
scientific critera of quality, safety and efficacy of the medicinal product concerned, to
the exclusion of economic or any other considerations. However, Member States
should be able exceptionally to prohibit the use in their territory of medicinal products.

The particulars and documentations that are to accompany an application for
marketing authorisation for a medicinal product demonstrate that the therapeutic
efficacy of the product overweight potential risks. The bemisfit balance of all
medicinal productsvill be assessed when they are placed on the market, and at any
other time the competent authority deems appropriate.

As marketforces alone have proven insufficient to stimulate adequate research into,
and the development and authorisation of, madiciproducts for the paediatric
population, a system of both obligations and rewards and incentives has been put in
place.

It is therefore necessary to introduce a requirement for new medicinal products or
when developing paediatric indications ofealdy authorised products covered by a
patent or a supplementary protection certificate to present either the results of studies
in the paediatric population in accordance with an agreed paediatric investigation plan
or proof of having obtained a waiver deferral, at the time of filing a marketing
authorisation application or an application for a n#herapeuticindication, new
pharmaceutical form or new route of administratiblowever, in orderto avoid

Council Directive 2013/59/Euratom of 5 December 2013 laying down basic safety standards for
protection against the dangeassing from exposure to ionising radiation, and repealing Directives
89/618/Euratom, 90/641/Euratom, 96/29/Euratom, 97/43/Euratom and 2003/122/Eugaiom 13,
17.1.2014, p. 1).
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exposing children to unnecessary clinical trials or due to the nature afetieinal
products, that requirement should not apply to generics or similar biological medicinal
products and medicinal products authorised through theestlblished mednal use
procedure, nor to homeopathic medicinal products and traditional herbal medicinal
products authoriseithrough the simplified registration proceducéghis Directive

In order to ensure that the data supporting the marketing authorisatioarning the

use of a product in children to be authorised under this regulation have been correctly
developed, thecompetentauthorities should check compliance with the agreed
paediatric investigation plan and any waivers and deferrals at the validsgip for
marketing authorisation applications.

In order to reward the compliance with all the measures included in the agreed
paediatric investigation plan, for products covered by a supplementary protection
certificate, if relevant information oié results of the studies conducted is included in
the product information, a reward should be granted in the form sk anonth
extension of the supplementary protection certificate creatg®égulation (EC) No
469/2009 of the European Parliament ahthe Councit- OP please replace reference

by new instrument when adopted

Certain particulars and documentation that are normally to be submitted with an
application for a marketing authorisation should not be required if a medicinal product
is a generic medicinal product or a similar biological medicinal product (biosimilar)
that is authorised or has been authorised in the Union. Both generic and biosimilar
medicinal products are important to ensure access of medicinal products to a wider
patient population and create a competitive internal market. In a joint statement
authorites of the Member States confirmed that the experience with approved
biosimilar medicinal products over the past 15 years has shown that in terms of
efficacy, safety and immunogenicity they are comparable to their reference medicinal
product and are theraf® interchangeabland can be used instead of its reference
product (or vice versa) or replaced by another biosimilar of the same reference
product

Experience has shown that it is advisable to stipulate precisely the cases in which the
results of toicological and pharmacological tests or clinisaldiesdo not have to be
provided with a view to obtaining authorisation for a medicinal product that is
essentially similar to an authorised product, while ensuring that innovative
undertakings are not plad at a disadvantag&or these specifieccategories of
medicinal products an abridged procedallews applicans to rely on data submitted

by previous applicants and therefemesubmit only some specific documentation.

For generic medicinal prodtsonly theequivalence of the generic medicinal product
with the reference medicinal produws to belemonstrated-or biological medicinal
products, only the resultef comparability tests and studiese provided to the
competent authorities. For hythrmedicinal products i.enicases where the medicinal
product does not fall within the definition of a generic medicinal product or has
changes in strength, pharmaceutical form, route of administration or therapeutic
indications, compared to the referermedicinal product, the results of the appropriate
nonclinical tests or clinical studies shall be provided to the extent necessary to

Regulation (EC) No 469/2009 of the European Parliament and of the Cafnéil May 2009
concerning the supplementary protection ifieate for medicinal products (OJ L 152, 16.6.2009, p.
10).
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establish a scientific bridge to the data relied upon in the marketing authorisation for
the reference medicinal produdhe sameappliesto bio-hybridsi.e. in cases where a
biosimilar medicinal produdhas changes in strength, pharmaceutical form, route of
administration or therapeutic indications, compared to the reference biological
medicinal productin the latter twasituations, lhe scientific bridge establisbthatthe

active substance of thg/brid does not differ significantly in properties with regard to
safety or efficacy. Where it differs significantly in respect of those properties, the
applicantneeds tesubmt a full application.

Regulatory decisioimaking on the development, authorisation and supervision of
medicines may be supported by access and analysis of health data, including real
world data i.e. health data generated outside of clinical stwidese appropriate. The
competentauthorities should be able to use such data, including via the European
Health Data Space interoperable infrastructure

Directive 2010/63/EU of the European Parliament and of the C8uagé down
provisions on the notection of animals used for scientific purposes based on the
principles of replacement, reduction and refinement. Any study involving the use of
animals, which provides essential information on the quality, safety and efficacy of a
medicinal product, shad take into account those principles of replacement, reduction
and refinement, where they concern the care and use of live animals for scientific
purposes, and should be optimised in order to provide the most satisfactory results
whilst using the minimumnmumber of animals. The procedures of such testing should
be designed to avoid causing pain, sufferisigtressor lasting harnto animals and
should follow the available EMA and ICH guidelines. In particular, the marketing
authorisation applicanand the marketing authorisation holdshould take into
account the principles laid down in Directive 2010/63/EU, includivitere possible,

use new approach methodologies in place of animal testing. These can include but are
not limited to: in vitro moded, such asnicrophysiological systems including organ
on-chips, (2D and 3B cell culture models, organoids and human stem -beked
models; in silico tools or reagicross models.

Procedures should be in place to facilitate j@nimaltesting, wheever possible, in

order b avoid unnecessary duplication of testinging live animals covered by
Directive 2010/63/EUMarketing authorisation applicants and marketing authorisation
holdes should make all efforts to reuse animal study results raakie the results
obtained from animastudies publicly availabld=or abridged applications marketing
authorisation applicants should refer to the relevant studies conducted for the reference
medicinal product.

With respect to clinical trials, in particulé#hose conducted outside the Union, on
medicinal products destined to be authorised within the Union, it should be verified, at
the time of the evaluation of the marketing authorisation application, that these trials
were conducted in accordance with théngiples of good clinical practice and the
ethical requirements equivalent to the provisions of Regulation (EU) 536(2Ghé
European Parliament and of the Couhcil

Directive 2010/63/EU of the European Parliament and of the Council of 22 September 2010 on the
protection of animals used for sciei@ipurposegOJ L 276, 20.10.2010, p. B3

Regulation (EU) No 536/2014 of the European Parliament and of the Council of 16 April 2014 on

clinical trials on medicinal products for human use, and repealing Directive 2001/20/EC (OJ L 158,

27.5.2014, p. 1).
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(34) There is the possibility under certain circumstances for marketing authorisations to be
granted, subject to specific obligations or conditions, on a conditional basis or under
exceptional circumstances. The legislation should allow under similar circugastan
for medicinal products with a standard marketing authorisation forthevapeutic
indications to be authorised on a conditional basis or under exceptional circumstances.
The products authorised on a conditional basis or under exceptional circumstances
shouldin principle satisfy the requirements for a standard marketing authorisation
with the exception of the specific derogations or conditions outlined in the relevant
conditional or exceptional marketing authorisation and dhallsubject to specific
review of the fulfilment of the imposed specific conditions or obligatidhs.grounds
for refusal of a marketing authorisatiehouldapplymutatis mutandigor such cases.

(35) With the exception of those medicinal products that are subject to thelisedtra
authorisation procedure established by [revised Regulation (EU) No. 726/2004], a
marketing authorisation for a medicinal product should be granted by a competent
authority in one Member State. In order to avoid unnecessary administrative and
financid burdens for applicants and competent authorities, a fidepth assessment
of an application for the authorisation of a medicinal product should be carried out
only once. It is appropriate therefore to lay down special procedures for the mutual
recogniion of national authorisations. Moreover, it should be possible to submit the
same application in parallel in several Member States for the purpose of a common
assessment under the lead of one of the Member States concerned.

(36) Moreover, rules should bestablished under those procedures to resolve any
disagreements between competent authorities in a coordination group for mutual
recognition and decentralised procedur es
group’) without un d uisagreeméntbgtweert MemlbehState® v e n t
about the quality, the safety or the efficacy of a medicinal product, a scientific
evaluation of the matter should be undertaken according to a Union standard, leading
to a single decision on the area of disagreementingndn the Member States
concerned. Whereas this decision should be adopted by a rapid procedure ensuring
close cooperation between the Commission and the Member States.

(37) In certain cases of major disagreement that cannot be solved, the case should be
escalated and be subject to a scientific opinion of the Agency, which is then
implemented through a Commission Decision.

(38) In orderto better protect public health and avoid any unnecessary duplication of effort
during the examination of application far marketing authorisation for medicinal
products, Member States should systematically prepare assessment reports in respect
of each medicinal product that is authorised by them, and exchange the reports upon
request. Furthermore, a Member State shoulahte to suspend the examination of an
application for authorisation to place a medicinal product on the market that is
currently under active consideration in another Member State with a view to
recognising the decision reached by the latter Member State.

(39) In the interest of as broad as possible access to medicinal products, a Member State
that has an interest in receiving access to a particular medicinal product undergoing
authorisation through the decentralised and mutual recognition procedures lshould
able to opiinto that procedure.

(40) In order to increase availability of medicinal products, in particular on smaller
markets, it should, in cases where an applicant does not apply for an authorisation for
a medicinal product in the context of the tomlrecognition procedure in a given
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Member State, be possible for that Member State, for justified public health reasons, to
authorise the placing on the market of the medicinal product.

In the case of generic medicinal products of which the refereredicinal product has

been granted a marketing authorisation under the centralised procedure, applicants
seeking marketing authorisation should be able to choose either of the two procedures,
on certain conditions. Similarly, the mutualcognition or dcentralised procedure
should remain available as an option farertain medicinal productseven if they
represent a therapeutic innovation or are of benefit to society or to patients. Since
generic medicines account for a major part of the market in madjroducts, their
access to the Union market should be facilitated in the light of the experience
acquired, therefore, the procedures to include other Member States concerned to such
procedure should be further simplified.

The simplification ofprocedureshould not have an impact on standards or the quality
of scientific evaluation of medicinal products to guarantee the quality, safety and
efficacy and herefore,the scientific evaluation perioshould remain However,the
reductionof overall period for marketing authorisation proceduirem 210 days to

180 dayss foreseen

Member States should ensure adequate funding of competent authorities to carry out
their tasks under this Directive and [revised Regulation (EU) 726/2004]. In addition,
Member States should ensure adequate resources are assigned by the competent
authorities for the purpose of their contributions to the work of the Agency, taking into
account the codtased remuneration they receive from the Agency.

As regards accesto medicinal products, previous amendments to the Union
pharmaceutical legislation have addressed this issue by providing for accelerated
assessment of marketing authorisation applications or by allowing conditional
marketing authorisation for medicinpfoducts for unmet medical need. While these
measures accelerated the authorisation of innovative and promising therapies, these
medicinal products do not always reach the patient and patients in the Union still have
different levels of access to medicimpabducts. Patient access to medicinal products
depends on many factors. Marketing authorisation holders are not obliged to market a
medicinal product in all Member States; they may decide not to market their medicinal
products in, or withdraw them fromne or more Member States. National pricing and
reimbursement policies, the size of the population, the organisation of health systems
and national administrative procedures are other factors influencing market launch and
patient access.

Addressingunequal patient accessd affordability of medicinal products has become
a key priority of the Pharmaceutical Strategy for Europe, as also highligiyted
Council conclusiorfsand a resolution of the European Parliarfiektember States
called for revised mé@mnisms and incentives for development of medicinal products
tailored to the level of unmet medical need, while ensuring health system
sustainability, patient access and availability of affordable medicinal products in all
Member States.

Council conclusions on strengthening the balance in the pharmaceutical systems in the EU and its
Member States, (OJ C, C/269, 23.07.2016, p. 31). Council Conclusions on Access to medicines and
medical devices for a Stronger and Resilient EU, (2021/A/283.

European Parliament resolution of 2 March 2017 on EU options for improving access to medicine
(2016/2057(INI)) Shortages of medicin@920/2071(INI).
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(46) Access alsocomprise affordability. In this regard, the Union pharmaceutical
legislation respects the competence of the Member States in terms of pricing and
reimbursement. In a complementary manner, it aims to have a positive impact on
affordability and sustainabilit of health systems with measures that support
competition from generic and biosimilar medicinal products. The competition from
generic and biosimilar medicinal products should also, in turn, increase patient access
to medicinal products.

(47) To ensure dialogue among all actors in the medicines lifecycle, discussions on policy
issues related to the application of the rules related to prolongation of regulatory data
protection for market launch shall take place in the Pharmaceutical Commhiee. T
Commission may invite bodies responsible for health technology assessment as
referred to in Regulation (EU) 2021/2282 or national bodies responsible for pricing
and reimbursement, as required, to participate in the deliberations of the
Pharmaceutical Gomittee.

(48) While pricing and reimbursement decisions are a Member State competence, the
Pharmaceutical Strategy for Europe announced actions to support cooperation of
Member States to improve affordability. The Commission has transformed the group
of National Competent Authorities on Pricing and Reimbursement and public
healthcare payers (NCAPR) from an-lmt forum to a continuous voluntary
cooperation with the aim to exchange information and best practices on pricing,
payment and procurement policiesitmprove the affordability and cesftfectiveness
of medi cines and health system’ s sustain
stepping up this cooperation and further supporting information exchange among
national authorities, including on public puement of medicines, while fully
respecting the competences of Member States in this area. The Commission may also
invite NCAPR members to participate in deliberations of the Pharmaceutical
Committee on topics that may have an impact on pricing or regament policies,
such as the market launch incentive.

(49) Joint procurement, whether within a country or across countries, can improve access,
affordability, and security of supply of medicines, in particular for smaller countries.
Member States interestén joint procurement of medicines can make use of Directive
2014/24/EY°, which sets out purchasing procedures for public buyersJoira
Procurement Agreeméntand the proposed revised Financial Regulatforupon
request from the Member States the Cassion may support interested Member
States byfacilitating coordination to enablaccess to medicines for patients in the
Union as well as information exchange particular for medicines for rare and
chronic diseases

(50) The establishmentofacritefb ased definition of ‘“unmet m
incentivise the development of medicinal products in therapeutic areas that are
currently underservedlo ensure that the concept of unmet medical medécts
scientific and technological developmerdad current knowledge in underserved
diseasesthe Commissiorshould specify and update usinghplementing actsthe
criteria of satisfactory method of di agnc

10 Directive 2014/24/EU of the European Parliament and of the Council of 26 February 2014 ion publ
procurement and repealing Directive 2004/18/EC (OJ L 94, 28.3.2014, p. 65).

1 Regulation (EU) 2022/2371 of the European Parliament and of the Council of 23 November 2022 on
serious crosborder threats to health and repealing Decision No 1082/2013/EU

12 COM/2022/223 final
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morbidityor mortal i ty’ ,

rel evant patient

by the AgencyThe Agency will seek input from a broad range of authorities or bodies
active along the lifecycle of medicinal products in the framework of the consultation

proces established under theevised Regulation (EC) No 726/2004hd also take
into accounscientific initiatives at EU levebr between Member Stateslated to analysing

unmet medical needs, burden of disease and priority setting for research and developme
Thecriteriafor* un met me dan beaslbseqguemrly used by Member States to

identify specific therapeutic areas of interest.

The inclusion of newtherapeuticindications to an authorised medicinal products
contributes to the access pétients to additional therapies and therefore should be

incentivised.

For the initial marketing authorisation application for medicinal products containing a

new active substance, the submission of clinical trials that include as a comparator an

evidencebased existing treatment should be incentivised, in order to foster the
generation of comparative clinical evidence that is relevant and can accordingly

support subsequent health technology assessments and decisions on pricing and

reimbursement by Meber States.

A marketing authorisation holder should ensure the appropriate and continuous supply

of a medicinal product throughout its lifetime irrespective of whether that medicinal

product is covered bysupplyincentive or not.
Micro, smalland medius i zed ent er p r-forpefg enfjtiesSr Mriites

)

with limited experience in th&nion systemshould benefit from additional time to

market a medicinal product in the Member States where the marketing authorisation is

valid for the purposes of receiving additional regulatory data protection.

When applying the provisions on market launch incentives, marketing authorisation

holders and Member States should do their utmost to achieve a mutually agreed supply

of medignal productsin accordance with the needs of the Member State concerned,
without unduly delaying or hindering the other party from enjoying its rights under

this Directive.

Member States have the possibility to waive the condition of launch inténegiory
for the purpose of the prolongatioh data protection for market launchhis can be

done througha statement of neabjection to prolong the period of regulatory data

protection This is expected to be the case particularly in situations waeneh in a

particular Member State is materially impossible or because there are special reasons

why a Member State wishes that launch take place later.

The issuing of documentation from the Member States as regards the prolongation of

data proteadn for the purpose of supply of medicinal products in all Member States
where a marketing authorisation is valid, in particular the waiver to the conditions for

such prolongation, does not affect at any time the powers of the Member States as

regards thesupply, setting of prices for medicinal products or their inclusion in

scope of national health insurance schemes. Member States do not waive the

the

possibility to request release or supply of the product concerned at any time before,

during or after th@rolongation of the data protection period.

An alternative way of demonstrating supply relates to the inclusion of medicinal
products in a positive list of medicinal products covered by the national health
insurance system in accordance with DirecB@105/EEC. The related negotiations

between companies and the Member State should be conducted in good faith.
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A Member State that considers that the conditions of supply have not been met for its
territory should provide a reasoned statemennhartcompliance at the latest in the
Standing Committee on Medicinal Products for Human Use procedure of the variation
linked to the provision of the relevant incentive.

The Commission and Member States shall continuously monitor any data and
learningsfrom the application of the incentives system in order to improve, including
through implementing acts, how these provisions are applied. The Commission shall
establish a list of national contact points in this regard.

When a compulsoriicence has leen grantedby a relevantauthority inthe Union to
tackle a public health emergenaggulatory data protectiomay, if still in force,
prevent the effective use tife compulsorylicence astheyimpedethe authorisatiorof
generic medicinal productsand thus access teéhe medicinal products needed to
address the crisig-or this reasondata and market protectiaghould be suspended
when a compulsorjicence has been issudd tackle gpublic health emergencfuch

a suspension of the regulatory datat@ction should be allowed only in relation to the
compuborylicence grantedand its beneficiary. The suspension shall comply with the
objective, the territorial scope the duration and the subject matter of the granted
compulsory licence

The suspernien of the regulatory data protection should be granted &omythe
duration of the compulsoriicence. A ‘suspensionof data and market protection in
cases of public health emergency shall mean that data and market protection shall
produce no effect in relation to the particular licensee of the compulsongdiadile

that compulsoryicence is in effect. When the comlsorylicence ends, the data and
market protection shall resume their efféEhe suspension should not result in an
extensiorof the original duration.

It is currently possible forapplicants for marketing authorisationof generic,
biosimilar, hybrd and biehybrid medicinal product$o conduct studies, trials and the
subsequent practical requirements necessary to obtain regulatory apfoovhtse
medicinal productgduring the term of protection of the patent or Supplementary
Protection Certifiate (SPC) of the reference medicinal prodwathout this being
considered patent or SPC infringemeFie applicationof this limited exemptionis
however fragmented across the Union and it is considered necessary, in order to
facilitate the market entrpf generi¢ biosimilar, hybrid and bidybrid medicinal
productsthat rely on a reference medicinal product clarify its scope in order to
ensure a harmonised application in all Member States, both in terms of beneficiaries
and in terms of activitiesowered.The exemption must be confined to conduct studies
and trials and other activities needéat the regulatory approval process, health
technology assessment and pricing reimbursement request, even though this may
require substantial amounts of tesbguction to demonstrate reliable manufacturing.
During the term of protection of the patent or SPC of the reference medicinal product,
there can be no commercial use of the resufiimg medicinal products obtained for

the purposes of the regulatory apyal process.

It will allow, inter alia, to conduct studies to suppgticing and reimbursement as

well as the manufacture or purchase of patent protected active substances for the
purpose of seeking marketing authorisations during that pecmdributing to the
market entry of generics and biosimilars on day one of loss of the patent or SPC
protection.

30 EN



EN

(65)

(66)

(67)

(68)

(69)

(70)

The competent authoritieshould refuse the validation for an application for a
marketing authorisation referring to data of a referenedicmal product only on the
basis of the grounds set out in this DirectiVde same applies to any decision to
grant, vary, suspendrestrict or revoke the marketing authorisation. The competent
authorities cannot base their decision amy other groundsIn particular those
decisions cannot be based on fheentor SPCstatus of the reference medicinal
product

In order to address the challenge of antimicrobial resistamtenicrobialsshould be
packaged in quantities that are appropriate fer tterapy cycle relevant for that
product and national rules on antimicrobial subject to prescription ensure that they are
dispensed in a way that corresponds to the quantities described by the prescription.

The provision of information to healthcaprofessionals and to patients on the
appropriate use, storage and disposal of antimicrobials is a joint responsibility of
marketing authorisation holders and of Member States who should ensure appropriate
collection system for all medicinal products.

While this Directive restricts the use of antimicrobials by setting certain categories of
antimicrobials under prescription status, due to the growing antimicrobial resistance in
the Union, competent authorities of the Member States should consider further
measures for example expanding the prescription status of antimicrobials or the
mandatory use of diagnostic tests before prescription. Competent authorities of the
Member States should consider such further measures according to the level of
antimicrobialresistance in their territory and the needs of patients.

The pollution of waters and soils with pharmaceutical residues is an emerging
environmental problem, and there is scientific evidence that the presence of those
substances in the environmerdrfr their manufacturing, use and disposal poses a risk
to the environment and public health. The evaluation of the legislation showed that
strengthening of existing measures to reduce the impact of medicinal products
lifecycle on the environmenaind public health is required. Measures under this
Regulationcomplement the maienvironmentallegislation, in particular the Water
Framework Directive (2000/60/E€), the Environmental Quality Standard Directive
(2008/105/EE% the Groundwater Directive (2006/118/F% the Urban Wastewater
Treatment Directive (91/271/EE®), the Drinking Water Directive (2020/218%and

the Industrial Emissions Directive (2010/75/

Marketing authorisation applications for medicinal products in the Union should
include an Envonmental Risk Assessment (ERA) and risk mitigation measkitbe
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Directive 2000/60/EC of the European Parliament and of the Council of 23 October 2000 establishing a
framework for Community action in the field of water policy (OJ L 327, 22.12.2000, p. 1).

Directive 2008/105/EC of the EuropeanrliRement and of the Council of 16 December 2008 on
environmental quality standards in the field of water policy, amending and subsequently repealing
Council Directives 82/176/EEC, 83/513/EEC, 84/156/EEC, 84/491/EEC, 86/280/EEC and amending
Directive 2000/6/EC of the European Parliament and of the Council (OJ L 348, 24.12.2008, p. 84).
Directive 2006/118/EC of the European Parliament and of the Council of 12 December 2006 on the
protection of groundwater against pollution and deterioration (OJ L 372.2006, p. 19).

Council Directive 91/271/EEC of 21 May 1991 concerning urban waater treatment (OJ L 135,
30.5.1991, p. 40).

Directive (EU) 2020/2184 of the European Parliament and of the Council of 16 December 2020 on the
quality of water intendetbr human consumption (recast) (OJ L 435, 23.12.2020, p. 1).

Directive 2010/75/EU of the European Parliament and of the Council of 24 November 2010 on
industrial emissions (integrated pollution prevention and control) (recast) (OJ L 334, 17.12.2070, p.
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applicant fails to submit a complete or sufficiently substantiated environmental risk
assessment or they do not propose risk mitigation measures to sufficiently address the
risks identifed in the environmental risk assessmehg marketing authorisation
shouldbe refused. The ERA should be updated when dataor knowledge about
relevant risks become available.

Marketing authorisation applicants should take into account enviroamesk
assessment procedures of other EU legal frameworks that may apply to chemicals
dependent on their use. Further to this Regulation, there are four main other
frameworks: (i) Industrial chemicals (REACH, (Reagtion (EC) No 1907/2006); (ii)

Biocides (Regulation (EC) No 528/2012); (iii) Pesticides (Rdgtion (EC) No
1107/2009); and (iv) Veterinary medicines (Regulation (EU) 2019/6)). As a part of the
Green Deal, the Commisshsanceora s e sp m@Mo Sed O&
approach for chemicslP, in order to increase the efficiency of the registration system,

reduce costs and unnecessary animal testing.

The emissions and discharges of antimicrobials to the environment from
manufacturing sites may | e adwhithas aglokali mi c r c
concern regardless where the emissions and discharges take place. Therefore, the ERA
scope should be extended to cover the risk of AMR selection during the entire life

cycle of antimicrobials, including manufacturing.

The proposahlso includes provisions for a risliased approach regarding the ERA
obligations of marketing authorisation holders before October 2005 and the-getting

of an ERA monograph system for active substances. This ERA monograph system
should be available to apphnts for use when conducting an ERA for a new
application

For medicinal products authorised prior to October 20@thout anyERA, specific
provisions should be introduced to set ufs& based prioritisatioprogramme for the
ERA submission orpdate by the market authorisation holders.

Cyprus, Ireland, Malta and Northern Ireland have historically relied on the supply of
medicinal products from or through parts of the United Kingdom other than Northern
Ireland. Following the withdrawal of ¢h United Kingdom of Great Britain and
Northern Ireland from the European Union and the European Atomic Energy
Community, to prevent shortages of medicinal products and ultimately to ensure a
high level of public health protection, specific derogation$i® Directive need to be
included for medicinal products supplied to Cyprus, Ireland, Malta and Northern
Ireland from or through parts of the United Kingdom other than Northern Ireland. In
order to ensure uniform application of Union law in the MembereStathe
derogations applicable in Cyprus, Ireland and Malta should be of a temporary nature
only.

To ensure that all children in the Union have access to the products specifically
authorised for paediatric use, when an agreed paediatric investigitiohas led to

the authorisation of a paediatric indication for a product already marketed for other
therapeutidndications, the marketing authorisation holder should be obliged to place

19

Communication from the Commission to the European Parliament, the European Council, the Council,
the European Economic and Social Committee and the Committee of the R&g@msjropean Green
Deal,Brusselq2019) COM(2019) 640 final.
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the product in the same markets within two years of the date obwadpof the
indication.

It is necessary in the interest of public health to ensure the continuing availability of
safe and effective medicinal products authorised for paediatric indications. Therefore,
if a marketing authorisation holder intends tibtharaw such a medicinal product from

the market then arrangements should be in place so that the paediatric population can
continue to have access to the medicinal product in question. In order to help achieve
this, the Agency should be informed in goaaie of any such intention and should
make that intentiopublicly available

To avoid unnecessary administrative and financial burdens both for the marketing
authorisation holders and the competent authorities, certain streamlining measures
should beintroduced, in line with the digital by default principle. Electronic
application for marketing authorisation and for variations to the terms of the marketing
authorisation should be introduced.

As a general rule, risk management plans for generic losimilar medicinal
products should not be developed and submitted, considering that the reference
medicinal product has such a plan, except in specific cases, where a risk management
plan should be provided. Furthermore, as a general rule a marketimgisation

should be granted for an unlimited period; exceptionally, one renewal may be decided
only on justified grounds related to the safety of the medicinal product.

In the event of a risk to public health, the marketing authorisation holddreor t
competent authorities should be able to make urgent safety or efficacy restrictions on
their own initiative. In such case, when the referral procedure is launched, any
duplication of assessment should be avoided.

To addr ess pat ieasimg rsumbernokiendvative needicinal praducts
derive from or are combined with other products that may be manufactured or tested
and regulated under more than one Union legal framev@nkilarly, the same sites

are increasingly overseen by the authasitestablished under different Union legal
frameworks. To ensure safe and efficient production and supervision of such products
and to allow an appropriate delivery to patients, it is important to ensure coherence.
The coherence and sufficient alignment acamly be ensured through appropriate
cooperation in the development of the practices and principles applied under the
different Union legal frameworks. An appropriate cooperation should therefore be
embedded within several provisions of this Directive, hsus those regarding
classification advice, oversight, or the development of guidelines.

For products that combine a medicinal product and a medical device the applicability
of the two respective regulatory frameworks should be specified and thepagigo
interaction between the two applicable regulatory frameworks should be ensured. The
same should apply to combinations of medical products and products other than
medical devices.

To ensure that the competent authorities have all the informageded for their
assessment in the caseikegral combinations of a medicinaroductwith a medical
device orof combinations ot medicinal productith a productother tharna medical
device the marketing authorisation applicant shall submit datbkshing the safe
and effective use of the integral combination of the medicinal proditbt the
medical device or of the combination of a medicinal proavittt the otherproduct.
The competent authority shoulédissess the benefisk balance of the iegral
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combination taking into account trseiitability of theuse of the medicinal product
togethemwith the medical devicer the other product.

To ensure that the competent authorities have all the information needed for their
assessment of medicinal produici®xclusiveusewith amedicaldevice(that is to say
medicinal products that are presented in a package with a medical device or that are
be used with a medical device referenced in the summary of product characteristics)
the marketing authorisation applicashall submit data establishing the safe and
effective use of the medicinal produetking into account its use with the medical
device. The competent authorityshould assess the benefisk balance of the
medicinal product, also taking into account the use of the medicinal product with the
medical device.

The Directive also clarifies that a medical device that is part of aregna
combination has to comply with the general safety and performance requirements set
out in Annex | of Regulation (EU) 2017/748 the European Parliament and of the
CounciP°. A medical devicen exclusiveusewith a medicaldeviceneeds to meet all

of the requirements of Regulation (EU) 2017/7A5medicinal product in exclusive

use with a medical device that is not ancillary to that of the medical device shall
comply with the requirements of this Directive asfdhe [revised Redation (EC) No
726/2004] taking into account its use with the medical device, without prejiadice
specific requirements of the Regulation (EU) 2017/745.

For all these products (integral combinations of a medicinal product and a medical
device, mdicinal productsn exclusiveusewith medicaldevicesand combinations of

a medicinal product with a product other thara medical devicg the competent
authority should also be able to request the marketing authorisation applicant to
transmit any additioal information needednd the marketingquthorisation applicant
should be bound teubmitany such information requestdébr medicinal product in
exclusive use with a medical device that is not ancillary to that of the medical device,
the marketing authcation applicant shall also, upon request from the competent
authority, submit any additional information related to the medical device taking into
account its use with the medicinal product and that is relevant for the post
authorisation monitoring of ¢hmedicinal product, without prejudide the specific
requirements of the [revised Regulation (EC) No 726/2004].

For integral combination of a medicinal product with a medical device and for
combinations of a medicinal product with a product othan a medical devic¢he
marketing authorisation holder should also bear the overall responsibitityhé
whole producin terms of compliance of the medicinal product with the requirements
of this Directive and the [revised Regulation(EC) No 726/2Q04] should ensure
coordination of the information flow between the sectors throughout the assessment
procedure and the lifecycle of theedicinalproduct.

In order to ensure the quality, safety and efficacy of medicinal product at all efages
manufcturing and distribution the marketing authorisation holder shall be responsible,
when necessary to trace back an active substance, excipient or any other substance that
used in the manufacturing of medicinal product and intended to be part of the

20

Regulation(EU) 2017/745 of the European Parliament and of the Council of 5 April 2017 on medical
devices, amending Directive 2001/83/EC, Regulation (EC) No 178/2002 and Regulation (EC) No
1223/2009 and repealing Council Directives 90/385/EEC and 93/42/EEC (OJ &.22017, p. 1).

34 EN



EN

(89)

(90)

(91)

(92)

(93)

mediciral product or expected to be present in the medicinal product, for example
impurities degradation products contaminants.

In the interests of public health marketing authorisation holders should be able to
ensure the traceability of any substarie is used, intended or expected to be present
in a medicinal product at all stages of manufacturing and distribution, and identify any
natural or legal persorirom whom they have been supplied these substances.
Therefore, procedures and systems shoulglheed to provide that information in
case it should be necessary with the view of quality, safety or efficacy of medicinal
products.

It is recognised that the development of pharmaceuticals is an area where neither
science, nor technology stand IstiThe last decades have seen new categories of
medicinal products emerging from biological medicinal products to biosimilars or
advanced therapy medicinal products or in the future phages therapies. Those
categories of products may in some instances mecailapted rules to fully take
account of their specific characteristics. For that reason a forward looking legal
framework should include provisions to enable such adapted frameworks subject to
strict criteria and under a Commission empowerment guiddgtidgcientific input of

the European Medicines Agency.

The adaptations may entail adapted, enhanced, waived or deferred requirements
compared to standardedicinal products. They could particular include changes to

the dossier requirements for such medicinal products, the way their quality, safety and
efficacy is demonstrated by applicants or tailored manufacturing controls and good
manufacturing practices requirements, as well agiaddl control methods prior and
during their administration and use. The adaptions should however not go beyond
what is necessarfor the attainment of the objective of adaptation to the specific
characteristics.

In order to increase the preparednesd responsiveness against health threats, in
particular the emergence of antimicrobial resistance, adapted frameworks may be
relevant to facilitate the rapid change of antimicrobials composition to maintain their
efficacy. The use of established platfer would allow efficient and timely adaptation

of those medicinal products to the clinical context

To optimise the use of resources for both applicants for marketing authorisation and
competent authorities dnavoid duplication of assessmenf chemcal active
substancesf medicinal productanarketing authorisation applicants should be able to
rely on an active substance master file certificatea monograph of the European
Pharmacopeiansteadof submitting the relevant data esquired in accatance with

Annex Il. An active substance master fibertificate may be granted by the Agency
when the relevant data on the active substance concerned is not already covered by a
monograph of the European Pharmacopeia or by another active substancdilmaster
certificate. The Commission should be empowered to establish the procedure for the
single assessment of an active substance master file. To further optimise the use of
resources, the Commission should be empowereadlde use acertification scheme

also foradditional quality master filese. for active substances other than chemical
active substances, or for other substances present or used in the manwufaeture
medicinal product, required in accordance with Annexel. in case of novel
excipients, adjuvants, radiopharmaceutical precursors and active substance
intermediates, when the intermediate is a chemical active substance by itself or used in
conjugation with a biological substance.
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For reasons of public health and legal consisteang, with a view to reducing the
administrative burden and strengthening predictability for economic operators,
variations to all types of marketing authorisations should be subject to harmonised
rules.

The terms of a marketing authorisation for a roedil product may be varied, after it

has been granted. While the core elements of a variation are laid down in this
Directive, the Commission should be empowered to complement these elements by
laying down further necessary elements, to adapt the systemsciéntific and
technological progress, including digitalisation, and to ensure that unnecessary
administrative burden is avoided for both the marketing authorisation holders and
competent authorities.

Scientific and technological progresses in datamlytics and data infrastructure
provide valuable support to the development, authorisation and supervision of
medicinal products. The digital transformation has affected regulatory decision
making, making it more datdriven and multiplying the possitikes for regulatory
authorities to access evidence, across the lifecycle of a medicinal product. This
Directive recognises the competent aut ho
access and analyse data submitted independently from the marketingsatitror
applicant omarketing authorisatioholder. On this basis, competent authorities of the
Member States should take initiative to update the summary of product characteristics
in case new efficacy or safety data impacts the bensfitbalance of anedicinal
product.

Access to individual patient data from clinical studies in structured format allowing for
statistical analyses is valuable to assist regulators in understanding the submitted
evidence and to inform regulatory decisimaking on tle benefitrisk balance of a
medicinal product. The introduction of such possibility in the legislation is important
to further enable datdriven benefitrisk assessments at all stages of the lifecycle of a
medicinal product. This Directive therefore empmosv competent authorities of
Member States to request such data as part of the assessment of initial and post
marketing authorisation applicatiorBue to the sensitive nature of health data, the
competent authoritieshouldsafeguard its processing opé&wats and ensure that they
respect the data protection principles of lawfulness, fairness and transparency, purpose
limitation, data minimisation, accuracy, storage limitation, integrity and
confidentiality. Where the processing of personal data is negdssdhe purposes of

this Directive, such processing should be done in accordance with Union law on the
protection of personal data. Any processing of personal data undeDitkidive

should take place in accordance with Regulation (EU) 20187/6%#8 Regulation

(EU) 2018/172% of the European Parliament and of the Council.

Pharmacovigilance rules are necessary for the protection of public health in order to
prevent, detect and assess adverse reactions to medicinal products placed omthe Unio
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Regulation (EU) 2016/679 of the European Parliament and of the Council of 27 April 2016 on the
protection of natural persons with regard to the processing of personal data and on the free movement of
such data, and repealing Direct®&/46/EC (General Data Protection Regulation) (OJ L 119, 4.5.2016,

p. 1).

Regulation (EU) 2018/1725 of the European Parliament and of the Council of 23 October 2018 on the
protection of natural persons with regard to the processing of personal déia UGyion institutions,

bodies, offices and agencies and on the free movement of such data, and repealing Regulation (EC) No
45/2001 and Decision No 1247/2002/EC (OJ L 295, 21.11.2018, p. 39).
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market, as the full safety profile of medicinal products can only be known after they
have been placed on the market

In order to ensure the continued safety of medicinal products in use, it is necessary to
ensure that pharmacovigilance systemshi Wnion are continually adapted to take
account of scientific and technical progress.

It is necessary to take account of changes arising as a result of international
harmonisation of definitions, terminology and technological developments in lthe fie
of pharmacovigilance.

The increasing use of electronic networks for communication of information on
adverse reactions to medicinal products marketed in the Union is intended to allow
competent authorities to share the information at the same time.

It is the interest of the Union to ensure that the pharmacovigilance systems for
centrally authorised medicinal products and those authorised by other procedures are
consistent.

Marketing authorisation holders should be proactively respongdieon-going
pharmacovigilance of the medicinal products they place on the market.

The use of colours in human and veterinary medicinal products is currently regulated
by Directive 2009/35/EC of the European Parliament and of the Co&linaiid
resticted to those authorised in accordance with Regulation (EC) No 133372663
European Parliament and of the Coumril food additive¥, for which specifications

are laid down in Commission Regulation (EU) No 231/281P)ses of excipients
other than caurs in medicinal products are subject to the Union rules on medicinal
products and are evaluated as part of the overall benefit risk profile of a medicinal
product.

Experience has shown the need to maintain to a certain extent the principle & the u
in medicinal products of those colours authorised as food additives. However, it is also
appropriate to foresee a specific assesd for the use of the colour in medicines
when a food additive is removed from Union list of food additives. Therefothjsin
specific case, EMA should carry out its own assessment for the use of the colour in
medicines, taking into account the EFSA opinion and its underlying scientific
evidence, as well as any additional scientific evidence and giving particular
considerabn to the use in medicines. EMA should also be responsible for following
any scientific evidence for the colours retained for specific medicine use only.
Directive 2009/35/EC should therefore be repealed.

With regard to the supervision amspectionsmanufacturing and import aftarting
materials or intermediate and alsofohctional excipient shall be under surveillance
due to their ancillary action to the active substance and to their possible impact to the
quality, safety and efficadp the medicinal products.

23
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Directive 2009/35/EC of the European Parliament and of then€bof 23 April 2009 on the colouring
matters which may be added to medicinal products (OJ L 109, 30.4.2009, p. 10).

Regulation (EC) No 1333/2008 of the European Parliament and of the Council of 16 December 2008 on
food additives (OJ L 354, 31.12.20(38,16.

Commission Regulation (EU) No 231/2012 of 9 March 2012 laying down specifications for food
additives listed in Annexes Il and Ill to Regulation (EC) No 1333/2008 of the European Parliament and
of the Council (OJ L 83, 22.3.2012, p. 1).
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The main purpose of any regulation on the manufacture and distribution of medicinal
products should be to safeguard public health.

It should be ensured that, in the Member States, the supervision and control of the
manufactureand the distributionof medicinal products is carried out lfficial
representatives of the competent authomio fulfils minimum conditions of
gualification

There may be cases where manufacturing or testing steps of medicinal products need
to take place in sites close to patients, for example advanced therapy medicinal
products with short shelffe. In such cases, these manufacturing or testing stegys

need to be decentralised to multiple sites to reach patients acrassioine\When the
manufacturing or testing steps are decentralised, they should be carried out under the
responsibility of the qualified person of an authorised central site. Thentdalcsed

sites should not require a separate manufacturing authorisation from the one granted to
the relevant central site but should be registered by the competent authority of the
Member State in which the decentralised site is established. In thefaasslicinal
products containing, consisting or derived from autologous SoHO, the decentralised
sites have to be registered as a SoHO entity as defined in and pursuant to [SoHO
Regulation] for the activities of donor review and eligibility assessmengrdesting

and collection, or just for collection in the case of products manufactured for
autologous use.

The quality of medicinal products manufactured or available in the Union should be
guaranteed by requiring that the active substances uséeiincomposition comply

with the principles of good manufacturing practice in relation to those medicinal
products. It has proved necessary to reinforce the Union provisions on inspections and
to compile a Uniordatabasef the results of those inspections

Verification of compliance with the legal requirements of manufacturing, distribution
and use of medicinal products by relevant entities through a system of supervision, is
of fundamental importance to ensure that the objectives of this Directeve a
effectively achieved. Therefore, the competent authorities of the Member States
should have the power to perform on site or remote inspections, as part of the system
of supervision at all stages of manufacturing, distribution and use of medicinal
produds or active substanceand rely on the outcome of inspections conducted by
trusted third countries competent authoritid® preserve the effectiveness of the
inspections, the competent authorities should have the possibility to perform joint
inspectionsand also, where necessary, unannounced inspections.

The frequency of controls should be established by the competent authorities having
regard to the risk and to the level of compliance expected in different situations. That
approach should allow tee competent authorities to allocate resources where the risk

is the highest. In some cases, the system of supervision should be applied irrespective
of the level of risk orsuspectednon-compliance, for example prior to granting
manufacturing authorisatis.

Within the procedure for "Certification of Suitability to the monographs of the
European Pharmacopoeitdie European Directorate for the Quality of Medicines and
Healthcareverifies by means of inspections whether the data submitted by the
applicant established by the Council of Europe confirms the suitability of monographs
to control the chemical purity, microbiological quality and TSE risk (if relevant). It
also verifies wether the manufacturing complies with good manufacturing practice
for active substance®epending of the outcome of the inspection, a certificate of
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compliance or nomwomplianceof good manufacturing practicas issued by the
European Directorate for éhQuality of Medicines and Healthcare or by the Member
State participating in the inspection

Each undertaking that manufactures or imports medicinal products should set up a
mechanism to ensure that all information supplied about a medicinal pomhiotms
to the approved conditions of use.

The conditions governing the supply of medicinal products to the public should be
harmonised.

In this connection persons moving around within the Union have the right to carry a
reasonable quantityf anedicinal products lawfully obtained for their personal use. It
should also be possible for a person established in one Member State to receive from
another Member State a reasonable quantity of medicinal products intended for their
personal use.

By virtue of [revised Regulation (EC) No 726/2004], certain medicinal products are

the subject of a Union marketing authorisation. In this context, the prescription status
of medicinal products covered by a Union marketing authorisation needs to be
establified. It is therefore important to set the criteria on the basis of which Union

decisions will be taken.

It is therefore appropriate to harmonise the basic principles applicable to the
prescription status of medicinal products in the Union or in thembkr State
concerned, while taking as a starting point the principles already established on this
subject by the Council of Europe as well as the work of harmonisation completed
within the framework of the United Nations, concerning psychotrapicarcoic
substances the United Nations Single Convention of 1961 on narcotic drugs and
Convention on Psychotropic Substances of 1971

Many operations involving the wholesale distribution of medicinal products may cover
several Member States simultanegusl

It is necessary to exercise control over the entire chain of distribution of medicinal
products, from their manufacture or import into the Union through to supply to the
public, so as to guarantee that such products are stored, transported dlied hran
suitable conditions. The requirements that should be adopted for this purpose will
considerably facilitate the withdrawal of defective products from the market and allow
more effective efforts against counterfeit products.

Any person involvedn the wholesale distribution of medicinal products should be in
possession of a special authorisation. Pharmacists and persons authorised to supply
medicinal products to the public, and who confine themselves to this activity, should
be exempt from obtaing this authorisation. It is however necessary, in order to
control the complete chain of distribution of medicinal products, that pharmacists and
persons authorised to supply medicinal products to the public keep records showing
transactions in productsceived.

Marketing authorisation is to be subject to certain essential conditions and it is the
responsibility of the Member State concerned to ensure that such conditions are met;
whereas each Member State is to recognize authorisations grantédebyMember
States.

Certain Member States impose on wholesalers who supply medicinal products to
pharmacists and on persons authorised to supply medicinal products to the public

39 EN



EN

(124)

(125)

(126)

(127)

(128)

(129)

(130)

(131)

certain public service obligations. Those Member States should bwoatdatinue to
impose those obligations on wholesalers established within their territory. They should
also be able to impose them on wholesalers in other Member States on condition that
they do not impose any obligation more stringent than those thainip@se on their

own wholesalers and provided that such obligations may be regarded as warranted on
grounds of public health protection and are proportionate in relation to the objective of
such protection.

Rules should be laid down as to how thbeling and package leaflets are to be
presented.

The provisions governing the information supplied to users should provide a high
degree of consumer protection, in order that medicinal products may be used correctly
on the basis of full and compretsble information.

The marketing of medicinal products whose labelling and package leaflets comply
with this Directive should not be prohibited or impeded on grounds connected with the
labelling or package leaflet.

The use of electronic artdchnological possibilities other than paper package leaflets
can facilitate access to medicinal products, medicinal products distribution and should
always guarantee equal or better quality of information to all patients compared to the
paper form of prodct information.

Member States have varying levels of digital literacy and internet access. In addition,
patientand healthcare professionateds may differ. It is therefore necessary that
Member States have a discretion on the adoption of measuaeting the electronic
provision of product informatiomwhile ensuring that no patient is left behind, taking
into account the needs of different age categories and the different levels of digital
literacy in the population, and making sure that produdormation is easily
accessible to all patientslember Stateshouldprogressively allow the possibility for
electronic product informatignwhile ensuring full compliance with the rules on
protection of personal datand adhere to harmonised standardsetbped at EU
level.

Where Member States decide that the package leaflet should be made available in
principle only electronically, they should also ensure thataperversion of the
package leaflet is to be made available on dernsn without addonal cost to
patients They should also ensure that the information in digital format is easily
accessible to all patients, for instance by including in the outer packaging of the
product a digitally readable barcode, which would direct the patieneteléctronic
version of the package leaflet.

The use of multlanguage packages can be a tool for access to medicinal products, in
particular for small markets and in public health emergentiéere multilanguage
packages are used, Member Statey albow the use on the labelling and package
leaflet of an official language of the Union that is commonly understood in the
Member States where the mudldinguage package is marketed.

To ensure a high level of transparency of puldigpport to the easearch and
development of medicinal produgctshe reporting of publiccontribution for the
development of a particular medicinal product should be a requirement for all
medicines.Given however the practicaifficulty to identify how indirect public
funding instrumentssuch as tax advantages, have suppatedrticularproduct the
reporting obligation should only concern tteect public financial support, such as
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direct grants or contractherefore, tk provisions of thisDirective ensure, without
prejudice to the rules on the protection of confidential and personal data, transparency
regarding any directinancial supportreceived from any public authority or public
body to carry outany activities forthe research and development of meditin
products

To ensure the accuracy of the information made publicly available by the marketing
authorisation holder, the declared information has to be subject to audit by an
independent auditor.

In order to ensure a harmonised and consistent reporting of public contribution for the
development of a particular medicinal products, the Commission shouddblé¢o

adopt implementing acts to clarify the principles and format that thmarketing
authorisatiorholder shouldadhere to whereportng this information.

This Directive is without prejudice to the application of measures adopted pursuant to
Directive 2006/114/EC of the European Parliament and of the C&umcipursuant to
Directive 2005/29/E@f the European Parliament and of the CodhciTherefore the
provisions regarding the advertising of medicinal products of this Directive should
therefore be considered, where relevant, #&sxaspecialiswith respect to Directive
2005/29/EC

Advettising, even of medicinal products not subject to a prescription, could affect
public health and distort competition. Therefore, advertising of medicinal products
should meet certain criteria. Persons qualified to prescribe, administer or supply
medicinal products can properly evaluate the information available in advertising
because of their knowledge, training and experience. The advertising of medicinal

products to persons who cannot properly assess the risk associated with their use may

lead to medicinlaproduct misuse or overconsumption which is liable to harm public
health. Therefore advertisement to the general public of medicinal products that are
available only on medical prescription should be prohibited. Furthermore, distribution
of samples free focharge to the general public for promotional ends is to be
prohibited also teleshopping for medicinal products shall be prohibited pursuant to
Directive 2010/13/EU of the European Parliament and of the Cétinitishould be
possible within certain resttive conditions to provide samples of medicinal products
free of charge to persons qualified poescribe or supplghem so that they can
familiarise themselves with new products and acquire experience in dealing with them.

Advertisingof medicinal productshouldaim at disseminéng objective andunbiased
information about the medicinal product. For that purpose, eéxpessly forbidden
highlight negatively another medicinal producttorsuggesthat advertised medicinal
product mightoe safer or more effective than another medicinal prodishparison
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Directive 2006/114/EC of the European Parliament and of the Council of 12 December 2006
concerning misleading and comparative advertising (OJ L 376, 27.12.2006, p. 21).

Directive 2005/29/EC of the European Parliament and of the Council of 11 May 2005 conceifaing
businesdo-consumer commercial practices in the internal market and amending Council Directive
84/450/EEC, Directives 97/7/EC, 98/27/EC and 2002/65/EC of the European Parliament and of the
Council and Regulation (EC) No 2006/2004 of the Europeam P i ament and of 't he
Commerci al Practices Directive’) (OJ L 149, 11.
Directive 2010/13/EU of the European Parliament and of the Council of 10 March 2010 on the
coordination of certain provisions laid down by law, regulatay administrative action in Member
States concerning the provision of audiovisual media services (Audiovisual Media Services Directive)
(OJ L 095 15.4.2010, p. 1).
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(137)

(138)

(139)

(140)

(141)

(142)

(143)

of medicinal produa should only be allowed if such information is listed in the
summary of product characteristics of the medicinal prodeatg advertisedThis
prohibition covers any medicinal produciso biosimilarsand therefore it would be
misleading to refer in the advertising, that a biosimilar medicinal product would not be
interchangeable with the original biological medicinal product or another biosimilar
from the same original biological medicinal producdditional strict rules about
negative and comparative advertising of competitor medicinal products will prohibit
claims that can mislead persons qualified to prescribe, administer or supply them.

The disemination of information which encourages the purchase of medicinal
products should be considered within the concept of advertising of medicinal products,
even where that information does not refer to a specific medicinal product, but to
unspecified medioal products.

Advertising of medicinal products should be subject to strict conditions and effective,
adequate monitoring. Reference in this regard should be made to the monitoring
mechanisms set up by Directive 2006/114/EC.

Medical sales repsentatives have an important role in the promotion of medicinal
products. Therefore, certain obligations should be imposed upon them, in particular
the obligation to supply the person visited with a summary of product characteristics.

|l nnovaamhvienat'icon medi ci nal product s and
are complex in regards to their composition and administration. Therefaedition

to persons qualifiedto prescribe medicinal products, alsgersons qualified to
administer medicinaproducts need to be familiar with all characteristics of those
medicinal products, especially with safe administration and use, including the
comprehensive instructions to the patients. For that purpose information about
medicinal products subject to meal prescription is also clearly allowed persons

gualified to administer them.

Persons qualified to prescribe, administer or supply medicinal products should have
access to a neutral, objective source of information about products available on th
market. Whereas it is nevertheless for the Member States to take all measures
necessary to this end, in the light of their own particular situation.

In order to ensure that information on the use of the medicinal products in children are
appropriagly taken into account at the moment of marketing authorisation, it is
therefore necessary to introduce a requirement for new medicinal products or when
developing paediatric indications of already authorised products covered by a patent or
a supplementaryrotection certificate, to present either the results of studies in the
paediatric population in accordance with an agreed paediatric investigation plan or
proof of having obtained a waiver or deferral, at the time of filing a marketing
authorisation apptation or an application for a newherapeuticindication, new
pharmaceutical form or new route of administration. In order to ensure that the data
supporting the marketing authorisation concerning the use of a product in children, the
competent authoriis responsible for the authorisation of a medicinal product should
check compliance with the agreed paediatric investigation plan and any waivers and
deferrals at the validation step for marketing authorisation applications.

To provide healthcare pigssionals and patients with information on the safe and
effective use of medicinal products in the paediatric population, the results of the
studies conducted in accordance with a paediatric investigation plan, independently
from the fact that they supgoor not the use of the medicinal product in children,

22 EN



EN

(144)

(145)

(146)

(147)

(148)

(149)

appropriate information should be included in the summary of product characteristics
and, if appropriate, in the package leaflet. Information on waivers should also be
included in product informatioWVhen all the measures in the paediatric investigation
plan have been complied with, that fact should be recorded in the marketing
authorisation, and that should then be the basis upon which companies can obtain
rewards.

Relevant data and informatiamollected through clinical studies conducted before the
introduction in theUnion of a paediatric medicines Regulation and received by the
competent authorities should be assessed without undue delay and taken into
consideration for eventual variation ofiging marketing authorisations.

In order to ensure uniform conditions for the implementation of this Regulation,
implementing powers should be conferred on the Commission. Those powers should
be exercised in accordance with Regulation (EN¢) 182/2011 of the European
Parliament and of the Courfil

Due to the need to reduce overall approval times for medicinal products, the time
between the opinion of the Committee for Medicinal Products for Human Use
(CHMP) and the final decision oany Commssion Decision concerning national
marketingauthorigions, in particular for referralsshould be reduced tan principle,

46 days.

On the basis of the opinion of the Agency, the Commission should adopt a decision on
the referral by means of impleenting acts. In justified cases, the Commission may
return the opinion for further examination or deviate in its decision from the opinion of
the Agency. Taking into account the need to make medicinal products swiftly
available to patients, it should bekaowledged that the chairperson of the Standing
Committee for Medicines for Human Use will use the available mechanisms under
Regulation 182/2011 and notably the possibility to obtain the committees opinion in
written procedure and within expeditious déae which, in principle, will not
exceed 10 calendar days.

The Commission should be empowered to adopt any necessary changes to Annex Il in
order to take into account scientific and technical progress.

In order to supplement or amend certaon-essential elements of this Directive, the
power to adopt acts in accordance with Article 290 TFEU should be delegated to the
Commission in respect of specifying the procedure for examination of application of
active substance master file certificatbe tpublication of such certificates, the
procedure for changes to the active substance master file and its certificate, access to
the active substance master file and its assessment report; specifying additional quality
master files to provide informationon a constituent of a medicinal product, the
procedure for examination of application of a quality master file certificate, the
publication of such certificates, the procedure for changes to the quality master file
and its certificate, and access to thealdqy master file and its assessment report;
determining the situations in which peagithorisation efficacy studies may be
required; specifying the categories of medicinal products to which a marketing
authorisation subject to specific obligations coulel granted and specifying the

29

Regulation (EU) No 182/2011 of the European Parliament and of the Council of 16 Feddtary
laying down the rules and general principles concerning mechanisms for control by Member States of
the Commi ssion’s exercise of implementing powers
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procedures and requirements for granting such a marketing authorisation and for its
renewal; specifying exemptions to variation and the categories in which variations
should be classified and establishing procedures for th@ieaton of applications

for variations to the terms of marketing authorisations as well as specifying conditions
and procedures for cooperation with third countries and international organisations for
examination of applications for such variations. loiarticular importance that the
Commission carry out appropriate consultations during its preparatory work, including
at expert level, and that those consultations be conducted in accordance with the
principles laid down in the Interinstitutional Agreent of 13 April 2016 on Better
Law-Making®. In particular, to ensure equal participation in the preparation of
delegated acts, the European Parliament and the Council receive all documents at the
same ti me as Member St at ematicallg kapeeaccéssto and
meetings of Commission expert groups dealing with the preparation of delegated acts.

(150) This Directive seeks to enable the right access to preventive healthcare and to benefit
from medical treatment under the conditions estabtisoy national laws and practices
and to ensure a high level of human health protection in the definition and
i mpl ementation of all the Union’s policie
the Charter of Fundamental Rights of the European Union.

(151) Since the objectives of this Directive, namely to establish rules on medicinal products
ensuring the protection of public health and the environment as well as the functioning
of the internal market, cannot be sufficiently achieved by the MembeesStet
national rules would lead to disharmonisation, unequal patient access to medicinal
products and barriers to the internal market, but can rather, by reason of its effects, be
better achieved at Union level, the Union may adopt measures, in accondtémties
principle of subsidiarity as set out in Artickeof the Treaty on European Union. In
accordance with the principle of proportionality, as set out in that Article, this
Directive does not go beyond what is necessary in order to achieve thoseedjec

(152) In accordance with the Joint Political Declaration of 28 September 2011 of Member
States and the Commission on explanatory docurftenkember States have
undertaken to accompany, in justified cases, the notification of their transposition
measires with one or more documents explaining the relationship between the
components of a directive and the corresponding parts of national transposition
instruments. With regard to this Directive, the legislator considers the transmission of
such document® be justified.

HAVE ADOPTED THIS DIRECTIVE:

Chapter | :
Subject matter, scope and definitions

Article 1
Subject matter and scope

1. This Directive lays down rules for the placing on the market, manufacturing, import,
export, supply, distributign pharmacovigilance, control and use of medicinal
products for human use.

%0 0OJ L 123, 12.5.2016, p. 1.
31 0J C 369, 17.12.2011, p. 14.
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2. This Directive shall apply to medicinal products for human use intended to be placed
on the market.

3. In addition to the products referred to in paragrapBhapterX| shall also applyo
starting material active substancesxcipients and intermediate products.

4. In cases where, taking into account all its characteristics, a prodgcivitdin the
definition of a ‘medicinal product’ and

other Unionlaw and there is a conflict between this Directive and other Union law,
the provisions of this Directive shalfevail

5. The Directive shall naapply to:

(&) medicinal product prepared in a pharmacy in accordance with a medical
prescription for an individual patiertinfjagistral formuld);

(b) medicinal product prepared in a pharmacy in accordance with a pharmacopoeia
and intended to be supplielirectly to the patients served by the pharmacy in
question {officinal formuld);

(c) investigational medicinal product as definied Article 2, paragraph 5 of
Regulation (EU) No 536/2014.

6. Medicinal products referred to in paragraphpoint (a), may be prepared in duly
justified cases in advance by a pharmacy serving a hospital, on the basis of the
estimated medical prescriptions within that hospital for the followawgndays.

7. MemberStates shall take the necessary meadoregvelop the mduction anduse
of medicinal products derived fronsubstances of humaarigin coming from
voluntary unpaid donations

8. This Directive and all Regulations referred to therein shall be without prejudice to
the application of national legislation prohibiting or restricting the use of any specific
type of substance of human origior animal cells, or the sale, supply or use of
medicinal products containing, consisting of or derived from these animalocells
substances of human origion grounds not dealt with in the aforementioned Union
law. The Member States shall communicate the national legislation concerned to the
Commisson.

0. The provisions of this Directive shall not affect the powers of the Member States'
authorities either as regards the setting of prices for medicinal products or their
inclusion in the scope of national health insurance schemes, on the basighof heal
economic and social conditions.

10. This Directive shall not affect the application of national legislation prohibiting or
restrictingthe following:

(@) the sale, supply or use of medicinal products as contraceptives or
abortifacients

(b) the use ofany specific type ogubstance of human origor animal cells, on
grounds not dealt with in the aforementioned Union law;

(c) the sale, supply or use of medicinal products containing, consisting of or
derived from these animal cells substances of humarigin, on grounds not
dealt with in Union law
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Article 2
Advanced therapy medicinal products prepared under hospital exemption

By way of derogation fromArticle 1(1), only this Article shall apply toadvanced
therapy medicinal products prepared onoa-routine basign accordance with the
requirements set in paragraplardd used within the same Member State in a hospital
under the exclusive professional responsibility of a medical practitioner, in order to
comply with an individual medical prescriptidor a custormade product for an

i ndi vidual pati ent (“advanced therapy
exemption’ ).

The manufacturing ofan advanced therapy medicinal product prepared under
hospital exemption shallequire an approvalby the competent authority of the
Me mb e r hodpitalteremgtiompproval). Member States shall notify any such
approva) as well as subsequent changeshe Agency.

The application for a hospital exempticapproval shall be submitted to the
competent athority of the Member State where the hospital is located.

Member States shall ensure that advanced therapy medicinal products prepared under
hospital exemption comply with the requirements equivalent to the good
manufacturing practiceand traceabilit for advanced therapy medicinal products
referred to in Articles 5 and 15 of Regulation (EC) No 1394/78@&@spectively, and

with pharmacovigilance requirements equivalent to those provided for at Union level
pursuant to [revised Regulation (EC) K26/2004]

Member States shall ensure that data on the use, safety and the efficacy of advanced
therapy medicinal productprepared under hospital exemptidgn collected and
reportedby the hospital exemptiopproval holdeto the competent authorityf the
Member State at least annually. The competent authority of the Member State shall
review such data and shall verifige complianceof advancedherapy medicinal
products prepared under hospital exemptidath the requirements referred to in
paragrapl8.

If a hospital exemptiorapprovalis revoked due to safety or efficacy concerns the
competent authority of thllember Statethatapprovedhe hospital exemptioshall
inform the Agency and the competent authorities of the other Member States.

The competent authority of the Member State shall transmit the data related to the
use, safety and efficacy of an advanced therapy medicinal procypetrecinderthe
hospital exemptionapproval to the Agency annually. The Agency shall, in
collaboration vith the competent authorities dflember States and the Commission,

set up and maintain a repository chttata.

The Commission shall adopt implementing acts to speciffotlmving:

(a) details of the application for thegpproval ofhospital exemptiomeferred to in
paragraph 1, second subparagrapbkluding the evidence on quality, safety
and efficacy of thedvance therapy medicinagtoductsprepared under hospital
exemptionfor theapprovaland the subsequechanges;

Regulation(EC) No 1394/2007 of the European Parliament and of the Council of 13 November 2007
on advanced therapy medicinal products and amending Directive 2001/83/EC and Regulation (EC) No
726/2004 (OJ L 324, 10.12.2007, p. 1).
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(b) theformat forcollection and reporting of data referred to in paragdgph

(c) the modalities for theexchange of knowledge betwedospital exemption
approval holdersvithin the same Member State or different Member States

(d) the modalities for preparaticand useof advanced therapy medicinal products
under hospital exemptioon a horroutine basis

Those implementing acts shall be adopted in accordance with the examination
procedure referred to ilrticle 214(2).

The Agency shall provide to the Commission a report on the experience acquired
with the hospital exemptioapprovas on the basis of contributions from Member
States and the data referred to in paragraph 4. The first report shall be ptbreged
yearsafter [OP please insert the dat&é8-months aftethe date of entering into force

of this Directivg and then every five years thereafter.

Article 3
Exceptiongundercertaincircumstances

A Member State mayn orderto fulfil special needs, exclude frothe scopeof this
Directive medicinal products supplied in response to a bona fide unsolicited order,
prepared in accordance with the specifications of an authorised healthcare
professional and for use by an individual patient under their direct personal
responsibility. However, in such casdember States shall encourage healthcare
professionals and patients tgoet data on the safety of the use of such products to
the competent authority of thedvhber State in accordance wilticle 97.

For allergen medicinal products supplied in accordance with this paragraph, the
competent authorities of the Member State meguest the submission of relevant
information in accordance with Annex Il

Without prejudice to Article 30 direvised Regulation (EC) No 726/2Q0Member
States may temporarily authorise tlwse anddistribution of an unauthorised
medicinal productn response t@ suspected or confirmed spread of pathogenic
agents, toxins, chemical agents or nuclear radiation any of which could cause harm.

Member States shall ensure that marketing authorisation holders, manufacturers and
healthcare professionalseanot subject to civil or administrative liability for any
consequences resulting from the use of a medicinal product otherwise than for the
authorisedtherapeuticindications or from the use of an unauthorised medicinal
product, whee such use is recommded or required by a competent authority in
response to the suspected or confirmed spread of pathogenic agents, toxins, chemical
agents or nuclear radiation any of which could cause harm. Such provisions shall
apply whetheror not a national ora centralsed marketingauthorisation has been
granted.

Liability for defective products, as provided for by [Council Directive 85/374f2EC
— OP please replaceeference by new instrument COM(2022) 495 when adopted],
shall not be affected by paragraph 3

Council Directive 85/374/EEC of 28uly 1985 on the approximation of the laws, regulations and
administrative provisions of the Member States, concerning liability for defective products (OJ L 210,

7.8.1985, p. 29).
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Article 4
Definitions
For the purposes of this Directive, the following definitions apply:

1) *medicinal product’ means any substan
fulfils at least one of the following conditions:

(&) any substance or combinatiari substanceshat ispresented as having
properties for treating or preventing disease in human beings; or

(b) any substance or combination of substances that may be used in or
administered to human beings with a view to either restoring, correcting
or madifying physiological functions by exerting a pharmacological,
immunological or metabolic action, or to making a medical diagnosis;

(2) “"substance’ means any matter irrespect

(@ human, e.gtissues and cellsiuman blood, humasecretions and human
blood products;

(b) animal, e.g. whole animals, animal organs and parts thereof, animal
tissues and cells, animal secretions, toxins, extracisnpal blood and
animalblood products;

(c) vegetal, e.g. plantsncluding algageparts é plants, plant secretionsand
exudatesextracts;

(d) chemical, e.g. elements, naturally occurring chemical materials and
chemical products obtained by chemical change or synthesis;

(e) micro-organisms, e.g. bacteria, viruses and protozoa;
(H  fungi, induding microfungi (yeast)

(3 "acti ve s ulasytsustance br mtara of substances intended to be
used in the manufacture of a medicinal product and that, when used in its
production, becomes an active ingredient of that product intendedetb a&x
pharmacological, immunological or metabolic action with a view to restoring,
correcting or modifying physiological functions or to make a medical
diagnosis;

4 *starting material’ means any materi a
manufactured oextracted,;

(®5) " exci pi entingrediea a medianalyproduct other than the active
substance;

6) “"functional excipient means an excipi
performance of a medicinal product or performs an action ancillattyatoof
the active substance but does not have a therapeutic contribution on its own;

(7) "davanced t her apy meaansladvaricedathherapp meditinat t
productas defined in Article @), point (a),0f Regulation (EC) No 1394/2007;

B8 ‘allprgeéeunct’ means any medicinal produ
induce a specific acquired alteration in the immunological response to an
allergen;
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(9)

(10)
(11)

(12)

(13)

(14)

(15)

(16)

(17)

(18)

(19)

(20)
(21)

(22)

competent authorities’ means the Agen
Members States;

Agency’ means the European Medicines

‘“naehinical’ means a study or a test
chemico, or a noiuman in vivo test related to the investigation of the safety
and efficacy of a medicinal product. Such tesynm&lude simple and complex
human celbased assays, microphysiological systems including esganhip,
computer modelling, other ndruman or human biologlyased test methods,

and animabased tests;

‘“reference medi caimedclnalppductithal is br'hasrheea n s
authorisedn the Unionunder Article 5, in accordance with Article 6;

‘“generi c medi ci a aédicinalr ppodugtctiiat hasntleeasanse
qualitative and quantitative composition in active substances and the same
pharmaceutical form as the reference medicinal product;

bi ol ogi cal medi ci nal product means a
of which is produced by or extracted from a biological source and whictodue

its complexity, its characterisation andetdetermination of its quality may

require a combination of physiahemicaibiological testing, together with its

control strategy;

‘dtter of access’ means an original do
or its representative, that statestttiee data may be used for the benefit of a

third party by a competent authority or the Commission for the purposes of this
Directive;

“fixed dose combinati on medi ci nal pro
consisting of a combination of active substanc#ended to be placed on the
market as a single pharmaceutical form;

‘“mumedi ci nal p r o d uacpackagetbak @mfaens mameettzam s
one medicinal product under a single invented name and intended to be used in
a medical treatment whereetindividual medicinal products in the package are
for medical purposes simultaneously or sequentially administered,;

radi ophar maceuti cal means any medi ci
contains one or more radionuclides (radioactive isotopeduded for a
medicinal purpose;

‘“radionucl i de generator means any S
radionuclide from which is produced a daughter radionuclide which is to be
obtained by elution or by any other method and used in a radiophatioakeu

kit means any preparation to be reco
in the final radiopharmaceutical, usually prior to its administration;

radionuclide precursor
labelling ofanother substance prior to administration;

means any oth

‘“antimicrobial’ means any medictnal p
organisms used for treatment or prevention of infections or infectious diseases,
including antibiotics, antivirals and antifungals;
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(23)

(24)

(25)

(26)

(27)

(28)

(29)

(30)

“integral combination of a medicinal
combination of a medicinal product with a medical device, as defined by
Regulation (EU) 2017/745, and where:

(&) the two form an integral product and where the action of tbdicimal
product is principal and not ancillary to that of the medical device, or

(b) the medicinal product is intended to be administered by the medical
device and the two are placed on the market in such a way that they form
a single integral produchat is intended exclusively for use in the given
combination and where the medical device is not reusable.

‘“combined advanced t hmeansgrgduchmss defieed n a |
in Article 2 of Regulation (EC) No 1394/2007, including whegeae herapy
medicinal product is part of the combined advanced therapy medicinal product;

‘medicinal productn exclusiveusewith amedicald e v imeans a mdicinal
product presented in a package with a medical demic® be used with a
specific medical device, as defined by Regulation (EU) 2017/2&41|
referenced in the summary of product characteristics;

combination of a medicinal product
device’ me ans aediciranpduct aith ia produco dther ahanm
a medical device (as defined by Regulation (EU) 2017/745) and where the two
are intended for use in the given combinaiioaccordance with the summary
of product characteristics;

“immunol ogi cmduane'dimaamd: pr
(@) any vaccine or allergen product, or

(b) any medicinal productonsisting of toxins or serums used to produce
passive immunity or to diagnose the state of immunity;

vaccine’ means any medicinalimmygmnme oduct
response for prevention, including post exposure prophylaxis, and for treatment
of diseases caused by an infectious agent;

gene therapy medicinal product
against infectious diseases, that containsosists of:

me an

(a) a substance or a combination of substances intended to edit the host
genome in a sequenspecific manner or that contain or consists of cells
subjected to such modification; or

(b) arecombinant or synthetic nucleic acid used in or aigbeired to human
beings with a view to regulating, replacing or adding a genetic sequence
that mediates its effect by transcription or translation of the transferred
genetic materials or that contain or consists of cells subjected to these
modifications;

that has the following characteristics:

(@) contains or consists of cells or tissues that have been subject to
substantial manipulation so that biological characteristicgsiplogical
functions or structural properties relevant for the intended clinical use
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(31)

(32)

(33)

(34)

(35)

(36)

(37)

have been altered, or of cells or tissues that are not intended to be used
for the same essential function(s) in the recipient and the donor;

(b) is presented as havinggperties for, or is used in or administered to
human beings with a view to treating, preventing or diagnosing a disease
through the pharmacological, immunological or metabolic action of its
cells or tissues.

For the purposes of point (a), the manipulatitsted in Annex | to Regulation
(EC) No 1394/2007, in particular, shall not be considered as substantial
manipulations.

“So¥d@rived medicinal product ot her th
product containing, consisting of or deriving from a sutstaof human origin

(SoHO), as defined in Regulation [SOHO Regulation], other than tissues and
cells, that is of standardised consistency and is prepared by:

(&) a method involving an industrial process which includes pooling of
donations; or

(b) a procesghat extracts an active ingredient from the substance of human
origin or transforms the substance of human origin by changing its
inherent properties;

“ri sk management pl an’ means a detail ¢
system;
‘“environment al ri sk assessment’ means

environment, or risks to public health, posed by the release of the medicinal
product in the environment from the use and disposal of the medicinal product
and the identification ofisk prevention, limitation and mitigation measures.
For medicinal product with an antimicrobial mode of action, the ERA also
encompasses an evaluation of the risk for antimicrobial resistance selection in
the environment due to the manufacturing, use aspbdal of that medicinal
product;

‘antimicrobial resi st an-orgadnisnme suwige ot he al
to grow in the presence of a concentration of an antimicrobial agent that is
usually sufficient to inhibit or kill that microrganism;

‘“risks related to use of the medicinal

(a) relating to the quality, safety or efficacy of the medicinal product as
regards patients' health or public health;

(b) of undesirable effects on the environmgmised by the medicinal
product

(c) of undesirable effects on public heatthe to the release of the medicinal
product in the environment including anticrobial resistance;

active substance master file means
description of the manugturing process, quality control during manufacture

and process validation prepared in a separate document by the manufacturer of
the active substance;

‘“paediatric investigation pl an’ means
aimed at ensuring thahe necessary data are generated determining the
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(38)
(39)

(40)

(41)

(42)

(43)

(44)

(45)

(46)

(47)

(48)

(49)

(50)

conditions in which a medicinal product may be authorised to treat the
paediatric population;

paediatric population
and 18 years;

means t hat pat

medi preaktription
professional person qualified to do so;

means any medi ci neé

abuse o f medi ci nal product s’ means
excessive use of medicinal products that is accompanied by harmful physical
or psychological effects;

‘“bemnefsikt bal ance’ means an evalwuation ¢
the medicinal product in relation to the rigiederred tan point (35), subpoint

(a);

‘marketing authorisation holder representative m etl@erpsrson, commonly
known as local representative, designated by the marketing authorisation
holder to representhe marketing authorisation holdar the Member State
concerned;

‘“package l eafl et’ means i nformati on
medicinal product;

“outer packaging’ means the packaging
packaging;

“i mmedi at e packaging’ means t he cont e
immediately in contact with the medicinal product;

“l abel | i mfgrmatiomem the iminediatpackagingor the outer

packaging;

‘“name of the medicinal product’ means

invented name not liable to confusion with the common name, or a common or
scientific name accompanied by a traden@arky the name of the marketing
authorisation holder;

common name me a n spropribtary namet recormmandedo n a |
by the World Health Organization for an active substance

strength of the medi ci n adctivepsubstdngest ’ me
in a medicinal product, expressed quantitatively per dosage unit, per unit of
volume or per unit of weight according to the dosage form

“falsified medi ci nal product’ means i
representation of:

(@) its identity, including its packaging and labelling, its name or its
composition as regards any of the ingredients including excipients or the
strength of those ingredients;

(b) its source, including its manufacturer, its country of manufacturing, its
country of origin or its marketing authorisation holder; or

(c) its history, including the records and documents relating to the
distribution channels used;
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This definition does not include unintentional quality defects and is without
prejudice to infringementsf intellectual property rights.

51) “ public health emergency’ means a pub

Union level by the Commission under Article 23(1) of Regulation (EU)
2022/2371of the European Parliament and of the Codficil

B2) " entihgaged ien an econolegalornatwa persant y '’
that is not engaged in an economic activity and that:

(&) is not an undertaking or controlled by an undertaking; and,

(b) has not concluded any agreements with any undertaking concerning
spasorship or participation to the medicinal product development

B3) “ micro, smabizeddemedi pmi ses’ means
sized enterprises as defined in Article 2 of Commission Recommendation
2003/361/EC;

54) " vari ati dombft be teamsatof a marketing
amendment to:

(&) the contents of the particulars and documents referred to in Article 6(2),
Articles 9 to 14 and Article 62, Annex | and Annex Il thereto and Article
6 of the [revised Regulation (EC) No 726/2004]; or

(b) the terms of the decision granting the marketing authorisation for a
medicinal product, including the summary of product characteristics and
ary conditions, obligations, or restrictions affecting the marketing
authorisation, or changes to the labelling or the package leaflet related to
changes to the summary of product characteristics;

55) " peasutt hori sati on safety mgttaahyuthorivega n s
medicinal product conducted with the aim of identifying, characterising or
quantifying a safety hazard, confirming the safety profile of the medicinal
product, or of measuring the effectiveness of risk management measures;

56) * phagowagi | ance system’ means a syste

authorisation holder and by Member States to fulfii the tasks and
responsibilities set out i€hapter IXand designed to monitor the safety of
authorised medicinal products and detect any change eto lienefitrisk
balance;

(57) * pharmacovigilance system master fi
pharmacovigilance system used by the marketing authorisation holder with
respect to one or more authorised medicinal products;

B8 “ri sk mamyagteeme’'nt means a set of phar ma

interventions designed to identify, characterise, prevent or minimise risks
relating to a medicinal product, including the assessment of the effectiveness of
those activities and interventions;

34

35

Regulation (EU) 2022/2371 of the European Parliament and of the Cair®3l November 2022 on
serious crosdorder threats to health and repealing Decision No 1082/20138U (314, 6.12.2022,

p. 26).

Commission Recommendation of 6 May 2003 concerning the definition of micro, small and medium
sized enterprises (0J L 1220.5.2003, p. 36).
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(59)

(60)

(61)

(62)

(63)

(64)

(65)

(66)

(67)

(68)

(69)

‘adverse reacti on
unintended;

means a response

serious adverse reaction means an
life-threatening, requires inpatient hospitalisation or prolongation of existing
hospitalisation, results in persistent or significant disability or incapacity, or is
a congenital anomaly or a birth defect;

unexpected adverse reaction means
or outcome of which is not consistent with themsnary of product
characteristics;

t

0]

a |

ar

‘“homeopathic medicinal product’ me ans

homeopathic stocks in accordance with a homeopathic manufacturing

procedure described by the European Pharmacopoeia or, in the absence thereof,

by the pharmacopoeias currently used officially in the Member States;

‘“traditional her bal medi ci nal product’

fulfils the conditions laid down iArticle 134(1)

“her bal medi ci nal pr od product, exoesiaelys any

containing as active ingredients one or more herbal substances or one or more
herbal preparations, or one or more such herbal substances in combination with
one or more herbal preparations;

“her bal Ssubst anc e slé fragmeried or cat Iplants,npkant n |
parts, algae, fungi, lichen in an unprocessed, usually dried or fresh form, and

y

certain exudates that have not been subjected to a specific treatment are also

considered to be herbal substances. Herbal substances@selpreefined by
the plant part used and the botanical name according to the binomial system
(genus, species, variety and author);

“her bal preparations’ means preparat.

substances to treatments such as extractionfillatien, expression,
fractionation, purification, concentration or fermentatiomcluding
comminuted or powdered herbal substances, tinctures, extracts, essential oils,
expressed juices and processed exudates;

“correspondherbg madima @i ¢ d wota’l means a t
medicinal product with the same active substances, irrespective of the
excipients used, the same or similar intended purpose, equivalent strength and
posology and the same or similar route of administration as dldéidonal
herbalmedicinal product applied for;

‘“whol esale distribution of medicinal
of procuring, holding, supplying or exporting medicinal produstsether for

profit or not, apart from supplying medicingroducts to the public. Such
activities are carried out with manufacturers or their depositories, importers,
other wholesale distributors or with pharmacists and persons authorised or
entitled to supply medicinal products to the public in the Member State
concerned;

r

a

“brokering of medicinal product s’ me an

purchase of medicinal products, except for wholesale distribution, that do not
include physical handling and that consist of negotiating independently and on
behalf of another legal or natural person;
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(70) * publ i c ser vi c e guardntee pprnanentlynan adegraenranget o
of medicinal products to meet the requirements of a specific geographical area
and to deliver the supplies requested within a gbirt time over the whole of
the area in question

2. The Commission is empowered to adopt delegated acts in accordance with Article

215 to amend the definitions in paragraph 1, points (2) to (6), (8), (14), (16) to (31),
in the light of technical and satific progress and taking into account definitions
agreed at Union and international level without extending the scope of the
definitions.

Chapter Il
Application requirements for national and centralised marketing
authorisations

SECTION 1

GENERAL PROVI SIONS

Article 5
Marketingauthorisatiors

1. A medicinal producshall be placed on the market of a Member State only when a

marketing authorisation has begrantedby the competent authorities aiMember

State in accordance witiChapter 1l ( * n atmaornkaelt i n g aartahor i s a
marketing authorisation has been granted in accordance[mgitlsed Regulation

(EC) No 726/2004( ‘' c eésedmraalk et i ng aut hori sation’)

2. When an initial marketing authorisatiomas been granteth accordance with

paragraph 1, any developmetwncerningthe medicinal productcovered by the
authorisationsuch as additionatherapeutic indicatignstrengths, pharmaceutical
forms, administration routes, presentations, as well as any variafitms marketing
authorisatiorshall also be granted an authorisation in accordance with paragraph 1 or
be included in the initial marketinguthorisationAll those marketing authorisations
shall be considered as belonging to the same global marketing aafiboyisn
particularfor the purpose of the marketing authorisations applications under Articles
9 to 12, including as regardhe expiry of the regulatory data protection period for
applicatiors using a reference medicinal product

Article 6
Generalrequirementgor marketingauthorisationapplicatiors

1. In order to obtain a marketing authorisation, an electronic marketing authorisation

application shall be submitted to the competent authority concénnadommon
format. The Agency shall makavailable such format after consultation with the
Member States.

2. The marketing authorisation application shall include the particulars and

documentation listed in Annex |, submitted in accordance with Annex II.
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The documents and information concepithe results of the pharmaceutical and
nonclinical tests and the clinical studies referred to in Annex | shall be accompanied
by detailed summaries in accordance with Articend supportive raw data.

The risk management system referred to in Anhekall be proportionate to the
identified risks and the potential risks of the medicinal product, and the need for
postauthorisation safety data.

Themarketing authorisatioapplicationfor a medicinal produdhatis not authorised

in the Union at the time of entry into force of thidirective andfor newtherapeutic
indications, including paediatric indications, new pharmaceutical forms, new
strengths and new routes of administratdrauthorised medicinal products which
are protected either kgysupplementary protection certificate uniRegulation (EC)

No 469/2009 OP please replace reference by new instrument when agloptdy

a patent which qualifies for the granting of the supplementary protection certificate,
shall include one of thimllowing:

(@) the results of all studies performed and details of all information collected in
compliance with an agreed paediatric investigation plan;

(b) a decision of the Agency granting a prodspecific waiver pursuant to Article
75(1) of [revisedRegulationNo (EC)726/2004]

(c) a decision of the Agency granting a class waiver pursuant to ArR) @f
[revisedRegulationNo (EC)726/2004]

(d) a decision of the Agency granting a deferral pursuant to ABitlef [revised
RegulationNo (EC)726/2004]

(e) a decision of the Agency taken in consultation with the Commission pursuant
to Article 83 of [revised Regulation No (EC) 726/2004] to temporarily
derogate from the provision referred to in points (a) to (d) above in case of
healthemergencies.

The documents submitted under points (a) to (d) shall, cumulatively, cover all
subsets of the paediatric population.

The provisions of gragraph 5 shall not apply teedicinalproducts authorised under
Articles 9, 11, 13, Articles 125 t@41 and medicinal products authorised under
Articles 10 and 12which are not protected either by a supplementary protection
certificate undefRegulation (EC) No 469/2009 OP please replace reference by
new instrument when adopiear by a patent which qgliges for the granting of the
supplementary protection certificate

The marketing authorisation applicant shalemonstratethat the principle of
replacement, reduction and refinement of animal testing for scientific purpases
been appliedn compliance with Directive 2010/63/EWith regard to anyanimal
study conducteth supportof the application.

The marketing authorisation applicant shadit carry out animal testg in case
scientifically satisfactoryjon-animaltestingmethod are avadble

Article 7
Expertverification

The marketing authorisation applicant shall ensure that the detailed summaries
referred to inArticle 6(3) have been drawn up and signed by experts with the
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necessary technical or professional qualificatibeforethey are submitted to the
competent authoritiesThe technical or professional qualification$ the experts
shall be set out in a brief curriculum vitae.

The expertsreferred to in paragraph 1 shall justify any use made of scientific
literature undeArticle 13in accordance with theequirementset out in Annex Il

Article 8
Medicinal products manufactured outside the Union

Member States shall take all appropriate measures to ensure that:

(@)

(b)

the competent authorities of the Member States verify thabhufacturers and
importers of medicinal products coming from third countries are able to carry out
manufacture in compliance with the particulars supplied pursuant to Annex I, or to
carry out controls according to the methods described in the particulars
accompanying the application in accordance with Annex I;

the competent authorities of the Member States may allow manufacturers and
importers of medicinal products coming from third countries, in justifiable cases, to
have certain stages of manufactorecertain of the controls referred to in point (a)
carried out by third parties; in such cases, the verifications by the competent
authorities of the Member States shall also be made in the establishment designated.

SECTION 2

SPECIFIC REQUIREMENTS FOR ABRIDGED APPLICATIONS FOR MARKETING

AUTHORISATION

Article 9
Applicatiors concerninggenericmedicinalproducts

By way of derogation fromirticle 6(2), the applicant for a marketing authorisation
for a generic medicinal product shall not be required to prowidine competent
authoritiesthe results ohon-clinical testsand of clinical studieg equivalence of the
generic medicinal product withdlreference medicinal product is demonstrated.

For the purposeof demonstrating the equivalence as referred to in paragraple 1,
applicant shall submito the competent authoritiesquivalence studies, or a
justification as to why such studies weret performed, andiemonstrate that the
generic medicinal product meets the relevant critega outin the appropriate

detailed guidelines.

Paragraph 1 shall also apply if the reference medicinal prodastnot been
authorisedin the Member State iwhich the application for the generic medicinal
product is submitted. In this case, the applicant shall indicate in the application the
name of the Member State in which the reference medicinal product is or has been
authorised. At the request of the congre authority of the Member State in which

the application is submitted, the competent authority of the other Member State shall
transnit within a period of one month confirmation that the reference medicinal
product is or has been authorised togethién ¥he full composition of the reference
medicinalproduct and if necessamgmyother relevant documentation.
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The various immediateelease oral pharmaceutical forms shall be considered to be
the same pharmaceutical form.

4. The different salts, estergthers, isomers, mixtures of isomers, complexes or
derivatives of an active substance shall be considered to be the same active
substance, unless they differ significantly in properties with regard to safety or
efficacy. In those cases,hé applicant shhlsubmit additional information to
demonstratethat the different salts, esters, ethers, isomers, mixtures of isomers,
complexes or derivatives of an active substateaot differ significantly in respect
of those properties.

5. Wherethere is asignificantdifferencein propertiesas referred to in paragraphtéde
applicantshall submit additional information in order to prove the safety or efficacy
of the different salts, esters, ethers, isomers, mixtures of isomers, complexes or
derivativesof the authorised active substance of the reference medicinal pinduct
an application underticle 10.

Article 10
Applicatiors concerninghybrid medicinalproducts

In cases where the medicinal product does not fall within the definition of a generic medicinal
product or has changes in strength, pharmaceutical form, route of administration or
therapeutic indicationscompared tothe reference medicinal product, thesuks of the
appropriatenon-clinical tests or clinicaktudiesshall be providedo the competent authorities

to the extent necessaty establish a scientific bridge to the data relied upon in the marketing
authorisation for the reference medicinal praddand to demonstrate the safety and efficacy
profile of the hybrid medicinal product.

Article 11
Applicatiors concerningbiosimilar medicinalproducts

For a biological medicinal product that is similar to a reference biological medicinal product
(“biosimilar mtbed resalts nfaapprogriateo abmparability tests and studies
shall be providedo the competent authoritieShe type and quantity of supplementary data to
be provided must comply with the relevant criteria stated in Anhamd the related detailed
guidelines. The results of other tests atddiesfrom the reference medicinal product's
dossier shall not be provided.

Article 12
Applicatiors concerningbio-hybrid medicinalproducts

In cases where a biosimilar medicinal produas changes in strength, pharmaceutical form,
route of administration or therapeutic indications, compared to the reference biological
medicinal produc{ * khiy d r, thel results of the appropriat®n-clinical tests or clinical
studies shall be providetd the competent authoritiés the extent necessaty establish a
scientific bridge to the data relied upon in the marketing authorisation for the reference
biological medicinal productand to demonstrate the safety or efficacy profile of the
biosimilar medicinal product.
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Applicatiors basedon bibliographicdata

In cases where no reference medicinal product is or has been authorised for the active
substance of the medicinal product concerned, the applicanttshaly of derogation from

Article 6(2), not be required to provide the resultsoftclinical tests orclinical studiesf the
applicant can demonstrate that the active substances of the medicinal product have been in
well-established medicinal use within the Unifum the same therapeutic use and route of
administration andor at least ten years, with i@gnised efficacy and an acceptable level of
safety in terms of the conditions set out in Annex Il. In that event, the test and trial results
shall be replaced by appropridii®liographic datan the form ofscientific literature.

Article 14
Applicatiors basedon consent

Following the granting of a marketing authorisation, the marketing authorisation holder may,
by letter of accessllow use to be made of all documentation meféito in Article §2) with a

view to examining subsequent applications retato other medicinal products possessing the
same qualitative and quantitative composition in terms of active substances and the same
pharmaceutical form.

SECTION 3

SPECIFIC REQUIREMENTS FOR APPLICATIONS FOR CERTAIN CATEGORIES OF
MEDICINAL PRODUCTS

Article 15

Fixeddosecombinationmedicinalproduct platformtechnologiegand multi-medicinal
productpackages

1. Where justified for therapeutic purposes, a marketing authorisation may be granted
for afixed dose combinatiomedicinal product

2. Where justified for therapeutic purposes marketing authorisation mayn
exceptional circumstancelse grantedor a medicinal product comprised of a fixed
component and a variable component that is-defehved in order to, where
appropriate, target differemariants of an infectious agent, avhere necessaryo
tailor themedicinalproduct to characteristiasf an individual patient or a group of
patient ‘' pl at form technol ogy’ )

An applicant that intends to submit application for anarketing authorisation for
such a medicinal product shall seek advance the agreementoncerning the
submission of such application thye competent authority concerned

3. Where justified for public health reasons amlden the active substances canhe
combined within a fixed dose combinatiomedicinal product a marketing
authorisation mayin exceptional circumstancebe granted to a multhedicinal
product package.

An applicant that intends to submita application for anarketing authorisain for
such a medicinal product shall seek advance the agreement concerning the
submission of such application by the competent authority concerned.
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Article 16
Radiopharmaceuticals

A marketingauthorisation shall be required for radionucligienerators, kits, and
radionuclide precursors, unless they are used as starting matetila¢ substance or
intermediateof radiopharmaceuticals covered by a marketing authorisation under
Article 5(1).

A marketing authorisation shall not be requiredd radiopharmaceutical prepared at

the time of use by a person or by an establishment authorised, according to national
legislation, to use suatadiopharmaceuticah an approved healthcare establishment
exclusively from authorised radionuclide genersitdits or radionuclide precursors

in accordance with the manufacturer's instructions.

Article 17
Antimicrobials

Where the applicatiofor a marketing authorisation concerns an antimicrobial, the
application shallin addition to the information referred to Article 6, containthe
following:

(@) an antimicrobiaktewardship plan agferred tan Annex I;

(b) a description of thepecial information requirements outlinedArticle 69 and
listed in Annex I.

The competent authority may impose obligations on the marketing authorisation
holder if it finds the risk mitigation measures contained in the antimicrobial
stewardship plan unsatisfactory.

The marketing authorisation holder shall ensure that the padak izthe
antimicrobialcorresponds to the usual posology and duration of treatment.

Article 18
Integral combinations of medicinal products and medical devices

Forintegral combinations of a medicinal product and a medical dédwamarketing
authorisation applicarghall submit data establishing the safe and effective use of the
integral combination of the medicinal product and the medical device.

As part of the assessment, in accordance muititle 29, of theintegral combination

of a medianal product and a medical devittee competent authoieis shall assess

the benefirisk balance of the integral combination of a medicinal prodncta
medical device, taking into account the suitability of the use of the medicinal product
together withthe medical device.

The relevant general safety and performance requirements set out in Annex | of
Regulation (EU) 2017/745 shall apply as far as the safety and performance of the
medical device part of the integral combination of a medicinal produch \&i
medical device are concerned.

The application for a marketing authorisation for an integral combination of a
medicinal product with a medical device shall include the documentation supporting
the complianceof the medical device pawith the geneal safety and performance

60 EN



EN

requirements as referred to in paragraph 2 in accordance with Anniaglliding,
where relevant, the conformity assessment report by a notified body

In its evaluation of the integral combination of a medicinal product witedical
device concerned, the competent authewitshall recognise theesults of the
assessment afomplianceof the medical device part of that integral combination
with thegeneralsafety and performance requirementsccordance with Annex | of
Regulation (EU) 2017/74mcluding where relevanthe results of the assessment by
a notified body

The marketing authorisation applicant shall, upon request from the competent
authority submit any additional information related to the medical dearethat is
relevant for the benefiisk balance assessment of the integral combination of a
medicinal product with a medical devicsferred to in paragraph 1

Article 19
Medicinal products in exclusive use with medical devices

For medicinal products in exclusive use with a medical devicenhbeketing
authorisation applicarghall submit data establishing the safe and effective use of the
medicinal productaking into accounits use with the medical device.

As part of the asssment, in accordance witkrticle 29, of the medicinal product
referredto in the first sulparagraph the competent authoigs shall assess the
benefitrisk balance of the medicinal product taking into account the use of the
medicinal product together with the medical device.

For medicinal produa in exclusive use with a medical devit®e medical device
shall meet the requements set out in Regulation (EU) 2017/745.

The application for a marketing authorisation for a medicinal proeuekclusive

use with a medical devichall include th&locumentation supporting the compliance
of the medical devicavith the general afety and performance requirements as
referred to in paragraph 2 in accordance with Annex ll, including, where relevant,
the conformity assessment report by a notified body.

In its evaluation of the medicinal produetferred toin paragraphl the competent
authority shall recognisthe results of the assessment of compliance ofmibeical
device concerned with the general safety and performance requirements in
accordance with Annex | of Regulation (EU) 2017/745 including, where relevant, the
resuts of the assessment by a notified body.

The marketing authorisation applicant shall, upon request from the competent
authority, submit any additional information related to the medical device and that is
relevant for the benefitisk balance assessntesf the medicinal produaieferred to

in paragraph Jltaking into account the use of the medicinal product with the medical
device.

If the action of the medicinal product m®t ancllary to that of the medical device,
the medicinal product shall comply with the requirements of this Directivefihe
[revised Regulation (EC) No 726/2004dking into account its use with the medical
device, without prejudicdgo the specific requirements dhe Regulation (EU)
2017/745.
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In this case, the marketing authorisatiapplicant shall, upon request from the
competent authorgs submit any additional information related to the medical
device taking into account its use with the medicinal product #rat is relevant for
the postauthorisation monitoring of the medicinal product, without prejutbcthe
specific requirements of the [revised Regulation (EC) No 726/2004].

Article 20
Combinations of medicinal products with products other than medical devices

1. For combinations oh medicinalproductwith a productother thara medicaldevice
the marketing authorisation applicashall submit data establishing the safe and
effectiveuse of the combination t¢fie medicinal product and the other product.

As part of the assessment, in accordance with Arfl6leof the combination of a
medicinal product with a product other than a medical deviee dompetent
authority shall assess theenefitrisk balance of thecombinationof a medicinal
productand a productotherthana medicaldevice taking into account the use of the
medicinal product together with the other product.

2. The marketing authorisation applicant shall, upon request from the competent
authority submit any additional information related to pheductother than medical
devices and that is relevant for the berefk balance assessment of the
combination of mdicinal products withthe productother than medical devices,
taking into account the suitability of the use of the medicinal product with the
productreferred to in paragraph 1

SECTION 4

SPECIFIC DOSSIERREQUIREMENTS

Article 21
Risk management plan

The applicant of a marketing authorisation for a medicinal product referredAxidgies 9

and 11 shall not be required to submit a risk management plan and a summary thereof,
provided that no additional risk minimisation measures exist for the refereadeinal
product and provided that the marketing authorisation for the reference medicinal product has
not been withdrawn prior to the submission of the application.

Article 22
Environmentakisk assessmerandother environmentahformation

1. Whenpreparing the environmental risk assessm@iRA’ ) t o be s ubmi
to Article 6(2), the applicant shall take into account the scientific guidelorethe
environmental risk assessment of medicinal products for humaasuséerred to in
paragrph 6 or provide the reasons fanydivergencdrom the scientific guidelines
to the Agency or, as appropriate to the competent authority of the Member State
concerned, in a timely mann&¥here available, the applicant shall taki account
existingERAs performed under other Union legislation.
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The ERA shall indicatewhether the medicinal product or any of its ingredients or
other constituentss one of the following substances accordingthie criteria of
Annex | to the Regulation (EC) No 1272/300

(&) persistent, bioaccumulative and toxic (PBT);

(b) very persistent and very bioaccumulative (VPvB);

(c) persistent, mobile and toxic (PMT), very persistent and very mobile (vPvM);
or are endocrine active agents.

The applicantshall also includen the ERA risk mitigation measure® avoid or
where it is not possible, limgmissions to air, water and soil of pollutants lisied
Directive 2000/60/EC, Directive 2006/118/EDirective 2008/105/E@nd Directive
2010/75/EU.The applicant shall proved detailed explanation that the proposed
mitigation measures are appropriate and sufficient to address the identified risks to
the environment.

The ERA for antimicrobials shall include an evaluation of the risk for antimicrobial
resistance selection in the environment due to the entire manufacturing supply chain
inside and outside th&nion, use and disposal of the antimicrobial taking into
accoun, where relevant, the existing international standards that have established
predicted no effect concentration (PNECSs) specific for antibiotics.

The Agency shaltdraw up scientific guidelinesn accordance witlArticle 138 of
[revised RegulatiomNo (EC) 726/2004] to specify technical details regarding the
ERA requirementdor mediciral products for human us&Vhere appropriate, the
Agency shall consulthe European Chemical Agency (ECHA), the European Food
Safety Authority (EFSA) and the Europe&mvironmental Agency (EEA) on the
drafting of these scientific guidelines

The marketing authorisation holder shafpjdatethe ERA with new information
without undue delay to the relevant competent authorities, in accordance with Article
90(2), if new informationpertaining to the assessment critagéerred to in Article

29 becomes available and could lead to a change of the conclusions of th@eRA.
update shall include any relevant information from environmental monitoring,
including monitoring undr Directive 2000/60/EC, from edoxicity studies, from

new or updated risk assessments under dthreon legislation as referred to in
paragraph land environmental exposure data

For an ERA conducted prior {OP please insert the date = 18 mordfier the date

of entering into force of this Directivejhe competent authority shall request the
marketing authorisation holder to update the ERA if missing information has been
identified for medicinal products potentially harmful to the environment.

For medicinal products referred to in Articléso 12 the applicant may refer to ERA
studies conducted for the reference medicinal product when preparing the ERA.

Article 23
ERAof medicinalproductsauthorisedbefore30 October2005

By [OP please insert the date39 monthsafter the date of the entry into force of this
Directive] the Agencyshall after consultation with the competent authorities of the
Member Stateghe European Chemical Agency (ECHA), the European Food Safety
Authority (EFSA) and the European Environmental Agency (EEégtablisha

63 EN



EN

programme for theERA to be submitted in accordance with isle¢ 22 of the
medicinal products authorised before 30 October 2005 that have not been subject to
any ERA and thatthe Agency hasidentified as potentially harmful to the
environmenin accordance with paragraph 2

This programmeshall be made publicly availabley the Agency

The Agency shall set the scientific criteria for the identification of the medicinal
productsas potentially harmful to thenvironmentand for the prioritisation of their
ERA, using a risk based approackor this task, He Agency mayequest from
marketing authorisation holders thgbmission ofelevantdataor information

The marketing authcation holdersfor medicinal products identified in the
programme referred to in paragraphsiall submit theERA to the Agency The
outcome of the assessment of the ERA including the data submitted by the marketing
authorisation holder shall be made peilylavailable by the Agency.

Where there are several medicinal produdentified in the programme referred to

in paragraph 1 thatontain the same active substance tnatlare expected to pose
the same risks to the environment, tioenpetent authorities of the Member Staies
the Agency shall encouraghe marketing authorisation holdets conduct joint
studies fothe ERA to minimise unnecessary duplication of data and use of animals.

Article 24
Systenof ERAmonograph®of the ERA dataof activesubstances

The Agencyshall in collaboration with the competent authorities of the Member
States setup an active substance based revieystem of ERA data (‘ERA
monograph for authorised medicinal prodctAn ERAmonograph shall include a
comprehensive set of physiochemicity fate dataand effect data based on an
assessment of a competent authority.

The settingup of the system oERA monographs shall be based on a-bsked
prioritisation of active substaes.

In the preparation of thERA monograph referred to in paragraph 1, the Agency may
request information, studies and data from competent authorities of the Member
States and from marketing authorisation holders

The Agency in cooperation with @hcompetent authorities of the Member States
shall conduct a proaff-concept pilotof ERA monographgo be completed within
three years after entering irftarce of this Directive

The Commission is empowered to adopt delegated acts in accordano&riveiid
215 andbased on the results of a pramfconcept pilot referred to in paragragpho
supplement this Directive by specifyittge following

(@) the content and format &RA monographs;
(b) theprocedures for adopting and updating B®A monogaphs;

(c) the procedures for submission of information, studies and wdared to in
paragraph 3

(d) therisk-based prioritisation criteria for the selectiand prioritisation referred
to in paragraph;2
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(e) the use ofERA monographs in the context oew marketing authorisation
applications for medicinal products to support tiERA.

Article 25
Active substancenasterfile certificate

Marketing authorisatiompplicants mayinstea of submittingthe relevant data oa
chemicalactive substance @ medicinal product required in accordance with Annex

II, rely onan active substance master fidm active substance master filertificate

granted by the Agency in accordance with this Article act i ve substance
c er t i) fon a eettif|ate confirming that the quality of the active substance
concernedis sutably controlled by the relevant monograph of the European
Pharmacopeia

Marketing authorisation applicants may only rely on an active substance master file
if no certificateexists orthe samective sulstance master file.

An active substance master file certificate may be granted by the Agemnages
where the relevant data the active substance concerigedot alreadyoveredby a
monograph of the European Pharmacop®idby an active substance master file
certificate

In order to obtairan active substance master file certificate application shall be
submitted to the Agency.he applicanfor anactive substance master file certificate
shall demonstrateghat the active substan@®ncerneds not already coverelly a
monograph of the European Pharmacopefaan active substance master file
certificate The Agency shallexaminethe application and, in case of a positive
outcome, shall grant the certificateat shall be valid throughout the Unidn.case

of centralised marketing authorisations, the application for an active substance
master file certificate may be submitted as part of the marketing authorisation
application for the corresponding medicinabghuct.

The Agency shall establish a reposjtarf active substance master filetheir
assessments repodsd their certificateand ensure that personal data is protected.
The Agency shall ensure that the competent authorities of the Member State have
access to this repositary

The active substance master file dhd active substance master filertificate shall
cover all the information required in Annex Il on the active substance.

The active substance master file certificate holder shall bent#mufacturer of the
active substance.

The active substance master file certificate holder shall keep the active substance
master file up to date with scientific and technological progress and introduce the
changes required to ensure that the active substance is manufactured and controlled
in accordance witlgenerally accepted scientific methods.

If requested by the Agency, the manufacturertlod substance fowhich an
application for an active substance master file certificate has been submitted or the
active substance master file certitiedholder shalundergoan inspection to verify

the informationcontained inthe application or the active substance master file or
their compliance with good manufacturing practices for active substegfeesed to

in Article 16Q
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If the manufacturer oin active substangefuses to undergsuch an inspection, the
Agency may suspend or termindke application for an active substance master file
certificate.

If the active substance master file certificate holder does not fulfil the obligations set
out in the paragraphs 5 and 6, the Agency may suspend or withdraw the certificate
and, the competent authoritie§ the Member Statemay suspend or revoke the
marketing authorisation of a medicinal product relying on that certificate or take
measures to phobit the supply of the medicinal product relying on that certificate.

The marketing authorisation holder of the medicinal produahted on the basis of
an active substance master file certificate remains responsible and liablatfor th
medicinal prodct

The Commission is empowered to adopt delegated acts in accordano&riveiid
215 to supplement thiBirective by specifying, the following:

(@) the rules governing the content and format of application for an active
substance master fitertificate

(b) therulesfor the examination ofan application foran active substance master
file certificate andor the granting of the certificate;

(c) the rules formaking publicly available of active substance master file
certificates;

(d) the rules for introducing changes to the active substance master file and the
active substance master fdertificate;

(e) the rules oraccesgor competent authorities of the Member Statethe active
substance master file and its assessment feport

(f) the rules onaccessfor marketing authorisation applicants and marketing
authorisation holders relying on attive substance master fibertificate to
the active substance master file and toassessment report

Article 26
Additional quality masterfiles

Marketing authorisation applicants may, instead of submitting the relevant daa on

active subtanceother thana chemical active substancegr on other substances

present or used in the manufactafea medicinal produgtrequired in accordance

with Annex Il, rely on aradditional quality master file, aadditional quality master

file certificategr ant ed by the Agency in accordan:
gual ity mast eor afcertificate coefirmigithiati thee ayuakty othat
substanceis suitably controlled by the relevant monograph of the European
Pharmacopeia.

Marketing authorisation applicants mamgly rely on an additional quality master file
certificate if nocertificate exists on the saraddiional quality master file

Article 25, paragraphs 1 to 5, 7 and 8 shall also applyadis mutandit additional
quality master file certification.

The Commission is empowered to adopt delegated acts in accordancgrticii
215 to supplement thiBirective by specifying:
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(@) the rules governing the content and format of the application for an active
substance master file certificate;

(b) additional quality master files for which a certificate may be used in order to
provide specific information otine quality of ssubstanc@resent or used in the
manufacturef a medicinal product;

(c) therules for the examination of applications for makmgplicly availableof
additional quality master file certificates;

(d) therules for introducing changes tbe additional quality master file and the
certificate;

(e) the ruleson access for competent authorities of the Member State to the
additional quality master file and its assessment report;

(H the rules on acceskr marketing authorisation applicants and marketing
authorisation holders relying on an additional quality master file certificate to
the additional quality master file and to the assessment report.

If requested by t Agency, the manufacturer ofsabstance present or used in the
manufacturef a medicinal product for which an application foradditionalquality
master file certificate has been submitted or #uglitional quality master file
certificate holder shallindergoan inspection to verifyhte informationcontained in
the application or the quality master file.

If the manufacturer otthis substanceefuses to undergsuch an inspection, the
Agency may suspend or terminate the applicatiortferadditionalquality master
file certificate.

Article 27
Excipients

The applicant shall provide information on the excipients used in a medicinal product
in accordance with the requirements set out in Annex Il

Excipientsshall beexaminedby the competent authorities as part of the medicinal
product.

Colours shall be used in medicinal products onlihéy areincluded in one of the
following lists:

(@) the Union list of authorised food additives in Table 1 in Part B of Annex Il to
Reguation (EC) No 1333/2008 and comply with the purity criteria and
specifications laid down in Commission Regulation (EU) No 231/2012

(b) the list established by the Commission pursuant to para@raph

The Commissiormay establish a list of colours permitted for use in medicinal
products other than those included in the Union list of authorised food additives.

The Comnission shall where applicable on the basis of an opinion of the Agency,
adopt a decision whether thel@mar concerned shall be added to list of colours
permitted for use in medicinal products referred to in the first subparagraph.

A colour may be added to the list of colours permitted for use in medicinal products
only where the colour has been removednfrthe Union list of authorised food
additives.
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Where relevant, the list of colours permitted for use in medicinal products shall
include purity criteria, specifications or restrictions applicabliéne colours included
in that list

The list of colours penitted for use in medicinal products shall be established by
way of implementing acts. Those implementing acts shall be adopted in accordance
with the examination procedure referred tdmicle 214(2).

If a colour used in medicinal product is removenim the Union list of authorised
food additives, on the basis of the scientific opinion of the European Food Safety
Authority (EFSA), the Agency shall, on the request of the Commission or on its
own initiative, without undue delay issue a scientifimggn as regards the use of the
colour concerned in medicinal product, taking iatmount the opinion of the EFSA

if relevant. The opinion of the Agency shall be adopted by the Committee for
Medicinal Products for Human Use.

The Agencywithout undue delaghall send to the Commission its scientific opinion
on the use of the colour in medicinal product together with a report on the
assessment.

The Commission shall, on the basis of the Agency opinion, and without undue delay,
decide whethr the colour concerned can be used in medicinal products and, where
applicable, include it in the list of colours permitted for use in medicinal products
referred to in paragraph 3.

If a colour has been removed from the Union list of authorised foddivaes for
reasons that do not require an EFSA opinion, the Commission shall decide on the use
of the colour concerned in medicinal products and, where applicable, include it in the
list of colours permitted for use in medicinal products referred toragpaph 3. The
Commission may, in such cases, request the opinion from the Agency

A colour that has been removed from the Union list of authorised food additives can
still be used as a colour in medicinal products utitd Commission takes the
decision on whether to include the colour on st of colours permitted for use in
medicinal productg accordance witparagraph 3.

Paragraphs 2 t6 shall also applyo colours used iwveterinary medicinal products as
defined inArticle 4(1) of Regulation (EU) 2019/6f the European Parliament and of
the Councif®.

SECTION 5

ADAPTED DOSSIERREQUIREMENTS

Article 28

Adaptedrameworksdueto the characteristicsor methodsnherentto the medicinalproduct

1.

Medicinal products listed in Annex Vikhall be subject to specific scientific or
regulatory requirementslue to the characteristics or methods inherent to the
medicinal produgtwhen

36

Regulation (EU) 2019/6 of the European Parliament and of the Council of 11 December 2018 on
veterinary medicinal products and repealing Directive 2001/82/EC
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(@) it is not possible to adequatefssesshe medicinal product or category of
medicinal productsapplying he applicable requirements due to scientific or
regulatory challenges arising from characteristics or methods inherent to the
medicinal product; and

(b) thecharacteristics or methods positively impact the quality, safety and efficacy
of the medicinal product or category of medicinal product or provide a major
contribution to patient access or patient care.

2. The Commission is empowered to adopt delegatéslincaccordance witirticle
215 to amend Annex Vlin order to take account of scientific and technical progress.

3. The Commission is empowered to adopt delegated acts in accordano&riveiid
215to supplement this Directive by laying down:

(a) detaled rules for the marketing authorisation and supervision of the medicinal
products referred to in paragraph 1,

(b) the technical documentation to be submitted by applicants for marketing
authorisations for medicinal products referred to in paragraph 1.

4. The detailed rules referred to in paragr&plpoint (a) shall be proportionate to the
risk and impact involved. These may entail adapted, enhanced, waived or deferred
requirements. Any waiver or deferral shall be limited to the extent strictly necessary
proportionate and duly justified by the characteristics or methods inherent to the
medicinal product, and shall be regularly reviewed and evaluated. Apart from the
detailed rules referred to in paragraphpoint (a), all other rules laid out in this
Directive shall apply.

5. Until the adoption of detailed rules for specific medicinal products listed in Annex
VII pursuant to paragrapB, an application for a marketing authorisation for that
medicinal product may be submitted in accordance Aviticle 6(2).

6. When adopting delegated acts referred to in this Article, the Commission shall take
into account any available information resulting from a regulatory sandbox
established in accordance with Article 115 of thmevised Regulation (EC) No
726/2004.

Chapter Il
Procedures for national marketing authorisations

SECTION 1

GENERAL PROVISIONS

Article 29
Examinationof marketingauthorisationapplication

1. In order to examine an application submitted in accordance with ArGcéesl9 to
14, thecompetent authority of the Member State:

(@) shall verify whether the particulassd documentatiorsubmitted in support of
the application comply witlrticles6 and 9to 14 * v a | i, dnd exanane ' )

69 EN



EN

whether the conditions for issuing a marketing auglation set out in Articles
43to 45 are complied with;

(b) may submit the medicinal product, its starting matewalshgredientsand, if
need be, its intermediate products or other, for testing by an Official Medicines
Control Laboratory or a laboratory that a Member State has designated for that
purpose in order to ensure that the control methods employed by the
manufacturer of nwicinal products and described in the particulars
accompanying the application in accordance with Annex | are satisfactory;

(c) may, where appropriate, require the applicant to supplement the particulars
accompanying the application in respect of the itkstsd in theArticles 6 and
9to14

(d) may consider and decide upon additional evidence available, independently
from the data submitted by the marketing authorisation applicant.

Where the competent authority of the Member State avails itself obglien
referred to in the first subparagraph, point to time limits laid down in Articl&0

shall be suspended until such time as the supplementary information required has
been provided or for the time allowed to the applicant for giving oral dtewri
explanations

Where the competent authority of the Member State considers that the marketing
authorisation application is incomplete, or contains critical deficiencies that may
prevent the evaluation of the medicinal product it shall inform theicaop
accordingly and shall set a time limit for submitting the missing information and
documentation. If the applicant fails to provide the missing information and
documentation within the time limit set, the application shall be considered to have
beenwithdrawn.

In cases where on examination of an application for a marketing authorisation the
competent authority of the Member State considers that the submitted data are not of
sufficient quality or maturity for the completion of the examination of the
application the examination can be terminated within 90 days of the validation of the
application.

The competent authority of the Member Stateall summarise the deficiencies in
writing. On this basis, theompetent authority of the Member Statell inform the
applicant accordingly and set a time limit to address the deficiencies. The application
shall be suspended until the applicant addresses the deficiencies. If the applicant fails
to address those deficiencies within the time limit set kyctdmpetent authority of

the Member Statghe application shall be considered as withdrawn.

Article 30
Duration of examinatiorof marketingauthorisationapplication

Member States shall take all appropriate measures to ensure that the procedureirigrarant
marketing authorisation for medicinal products is completed within a maximur@0adays
after the submission of a valid applicatilom the date of validation of a marketing
authorisatiorapplication.

Article 31
Types of national marketireguthorisation procedures
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National marketing authorisatisrmay be grantedin accordance with the proceduriesd
downin Article 32 (‘purely nationaimarketing authorisatioprocedurg), Articles 33 and34
( * d e c e nproceddrei ferendtional marketing ut h o r)i os Articieso 35’ and 36
(‘mutual recognitiorprocedure for national marketing authorisatjon

SECTION 2

M ARKETING AUTHORISATIONS VALID IN A SINGLE MEMBER STATE

Article 32
Purely national marketing authorisatioprocedure

1. An applicationfor marketing authorisatioaccording to Articles(2) underthe purely
national marketing authorisation procedwgieall be submitted to the competent
authority inthatMember Statén which themarketingauthorisation is applied.

2. The competent authorityn the Member State concernezhall examine the
application in accordancevith Articles 2 and 30 and grant a marketing
authorisation in accordance wilticles 43to 45 and applicable national provisions.

3. A marketing authorisatiogranted undethe purely national marketing authorisation
procedureshall be valid only in the Member State of the competent authibdty
granted it.

SECTION 3

MARKETING AUTHORISATION SVALID IN SEVERAL MEMBER STATE S

Article 33
Scope of decentralisgmtocedure fomationalmarketing authorisatios

1. An application for marketing authorisation under thecentralised procedure for
national marketing authorisatidn several Member States in respect of the same
medicinal producshall be submitted to the competent authorities in those Member
States in which thenarketing authorisatiois applied.

2. The competent authoets in the Member State concerned shall examine the
applicatiors in accordance with Articles® 30 and 34 and grant a marketing
authorisation in accordance wiltticles 43 to 45.

3. Where acompetent authority of th&lember State notes that another marketing
authorisation application for the same medicinal product is being exaryndte
competent authomt in another Member State, thr@mpetent authorities othe
Member State concerned shall decline examinethe application and shall advise
the applicant thahe provisions referred to articles 35 and 3@pply.

4. Wherethe competent authorities ¢fe Member State are informed that another
Member State has authorised a medicinal product that is the subject of a marketing
authorisation application in the Member State concertieely shall reject the
application unless it was submitted in compliamgth the provisions referred to in
Articles 35 and 36
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Marketing authorisationsgranted under decentralised procedure for national
marketing authorisation shall be valid only in those Member Stétdse competent
authority that granted.it

Article 34
Decentralised procedure forationalmarketing authorisatios

With a view toobtaina nationalmarketing authorisation for a medicinal product in
several Member State in respect of the same medicinal productder the
decentralisedprocedure fornational marketing authorisatignan applicant shall
submit a marketing authorisatiompplication based on an identical dossiertthe
competentauthoriyy of the Member Statehosen by the applicanto prepare an
assessment report on the medicinal produeccordance with Articld3(5) and to

act in accordance with thiSection( * r ef e r e n c e forNhe ndrentralis&lt at e
proceduré ,)and to the competent authoritieslie other Member States concerned

The applicatiorfor marketing authorisatioshall contain:
(@) theparticulars and documentatioreferred to Articles, 9 to14and62,
(b) alist of Member States concerned by the application.

The applicant shall inform athe competent authorities afl Member States of its
application at the time of submissiofihe competent authoyitof a Member State

may request for justified public health reasons to enter the procedure and shall
inform the applicant and theompetent authomtof the reference MembeS$tatefor

the decentralised procedweits request within 30 days from the date of submission

of the application. The applicant shall providee competent authorities dfiose
Member States entering the procedure with the application without undue delay

In cases where on examination of an application for a marketing authorisation the
competent authogtof the reference Member Stafer the decentralised procedure
consides that the submitted data are not of sufficient quality or maturity for the
completion of the examinatiaof the applicationthe examination can be terminated
within 90 days of the validation of the application

The competent authoyitof the reference Member Statéor the decentralised
procedureshall summarise the deficienci@s writing. On this basisthe competent
authority of the reference Member State for the decentralised procedure shall inform
the applicant and the competeatthorities of theMember States concerned
accordingly andet a time limit to address the defiooges. The application shall be
suspended until the applicant addresses the deficiencies. If the applicant fails to
address those deficiencies within the time limit set by the competent authority of the
reference Member State for the decentralised proeedbe application shall be
considered as withdrawn.

The competent authoyitof the reference Member Stateor the decentralised
procedureshall inform thecompetent authorities of thdember States concerned
and the applicant accordingly.

Within 120 days after validation of the applicatidthe competent authoyitof the
reference Member Stafer the decentralised procedwskall preparean assessment
report, a summary of product characteristit® labelling and the package leaflet
and $all send them to the Member States concerned and to the applicant.
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6. Within 60 days of receipt of thassessment reppthe competent authoiess of the
Member States concerned shall approve the assessment report, the summary of
product characteristicand the labelling and package leaflet and shall inform the
competent authomtof the reference Member Stafer the decentralised procedure
accordingly. Thecompetent authomt of the reference Member Statéor the
decentralised procedushall record thegreement of all parties, close the procedure
and inform the applicant accordingly.

7. Within 30 days after acknowledgement of the agreentbatcompetent authoies
of all Member Statesoncernedin which an application has been submitted in
accordance with paragraph 1 shall adopt a decasemording toArticles 43 to 45
and in conformity with the approved assessment report, the summary of product
characteristics and the labelling and packagieleas approved.

SECTION 4

MUTUAL RECOGNITION OF NATIONAL MARKETING AUTHORISATION S

Article 35
Scope of mutual recognitigagrocedure fomational marketingauthorisatiors

An application for marketing authorisation for mutual recognition procedurendbonal
marketing authorisatigrgrantedunderArticles 43 to 45 and in accordance with Articlg2,
shall besubmittedto the competent authorities atherMember States accordance with the
procedure laid down in Articl@6.

Article 36
Mutual recognitiornprocedure for nationaiarketing authorisatios

1. An goplication formutual recognition of amarketing authorisatigrgranted under
Articles 43 to 45 and in accordance with Articl82, in severalMember States in
respect of the same medicinal product shall be submitted wothpetent authority
of the Member Stat¢hat granted the marketing authorisatiopn* r ef er ence Me
State for the mut uardtorthe competent aiuthoemof ther o c e d u
Member Statesoncernedvhere the applicant seeks to obtainaionalmarketing
authorisation

Application shall include a list of Member States concelngltie application

The competenauthority of the reference Member Std@ the mutual recognition
procedure shall reject an application for mutual recognition of marketing
authorisation of medicinal product within a year from the granting of that marketing
authorisation, unless the competemnithority of the Member State informs the
competent authority of the reference Member Sfatethe mutual recognition
procedureof its interest in this medicinal product.

4. The applicant shall infornthe competent authorities @l Member States of its

application at the time of submissiofhe competent authogtof a Member State

may request for justified public health reasons to enter the procedure and shall
inform the applicant and theompetent authogtof thereference Member Stater

the mutual recognition procedud its request within 30 days from the date of
submission of the application. The applicant shall protidecompetent authorities

73 EN



EN

of those Member States entering the procedure with the application without undue
delay.

If the competent authorities dhe Member States concerned so require, the
marketing authorisation holder shall requestabmpetent authositof thereference
Member Statdor the mutual recognition procedut@ update the assessment report
drawn on the medicinal concerned by the mgpion In that case, the reference
Member State shall update the assessment report within 9Gafiaywvalidation of

the applicationlIf the competent authorities of the Member States concerned do not
require the update of the assessment report, teeerefe Member State shall provide
the assessment report within 30 days.

Within 60 daysof receipt ofthe assessment repoithe competent authorities dhe
Member States concerned shall approve the assessment report, the summary of
product characteristics the labelling and package leaflet and shall inform the
competent authomtof the reference Member State accordingly.

The competent authogt of reference Member Statior the mutual recognition
procedureshall record the agreement df parties, close the procedure and inform
the applicant accordinglyThe assessment report together with the summary of
product characteristics, labelling and package leafgiroved bythe competent
authority of the reference Member Stdiar the mutualrecognition procedurshall

be sent to the Member States concerned and to the applicant.

Within 30 days after acknowledgement of the agreentbatcompetent authorities

of all Member Statesoncernedin which an application has been submitted in
accordance with paragraph 1 shall adopt a deceioordingto Articles43to 45in
conformity with the approved assessment report, the summary of product
characteristicthe labelling and package leafletasproved.

SECTION 5

COORDINATION OF NATIONAL MARKETING AUTHORISATION

Article 37
Coordination group for decentralised and mutual recognition procedures

A coordination group for decentralised and mutual recognition procedures
(“ coor di n ashall be set up forahe folloyving purposes:

(@) the examination of any question relating toaionalmarketing authorisation
of a medicinal product in two or more Member States in accordance with the
procedures laid down iBections 34 and5 of this Clapter,andArticle 95;

(b) the examination of questions related to the pharmacovigilance of medicinal
productscovered by national marketing authorisations accordance with
Articles 1B, 110, 112, 116and 21,

(c) the examination of questions relating variations ofnational marketing
authorisationsin accordance with Articl®3(1).

For the fulflment of its pharmacovigilance task®ntemplated undeffirst
sulparagraph, point (b), including approving risk management systems and
monitoring their effectiveness, the coordination group shall rely on the scientific
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assessment and the recommendations of the Pharmacovigilance Risk Assessment
Committeereferred tan Article 149 of [revised Regulation (EC) No 726/2004].

The coordination group shall be composed of one representative per Member State
appointed for a renewable period thiree years. Member States may appoint an
alternate for a renewable periodtbfeeyears. Members of the coordination group
may arrange to be accompanied by experts.

Members of the coordination group and experts shall, for the fulfilment of their tasks,
rely on the scientific and regulatory resources available to competent authorities of
the Member States. Each competent authority of the Member State shall monitor the
level of expertise of the evaluations carried out and facilitate the activities of
nominated coordination group members and experts.

Article 147of [revised Regulation (EQYo 726/2004khall apply to the coordination
group as regards transparency and the independence of its members.

The Agency shall provide the secretariat of this coordination giidugcoordination

group shall draw up its own Rules of Procedure, whidil £nter into force after a
favourable opinion has been given by the Commission. These Rules of Procedure
shall be madeublicly available

The Executive Director of the Agency or the representativhe Executive Director
and representatives of tl@mmission shall be entitled to attend all meetings of the
coordination group.

The members of the coordination group shall ensure that there is appropriate
coordination between the tasks of that group and the work of competent authorities
of the Member States, including the consultative bodies concerned with the
marketing authorisation.

Where otherwise provided for in this Directiweithin the coordination groypall

Member States representativsd®mll use their best endeavours to reach a position b
consensus on the action to be taken. If such a consensus cannot be reached, the
position of the majority of the Member States represented within the coordination
group shall prevail.

Members of the coordination group shall be required, even thiar duties have
ceased, not to disclose information of the kind covered by the obligation of
professional secrecy.

Article 38
Divergent positios of Member Stateis decentralised or mutual recognition procedure

If, at the end of the period laid dowm Articles 34(6) or 36(6), there is disagreement
between Member States on whetherrtterketing authorisation can be isspexd the
grounds of potential serious risk to public health, the disagreeing Member State
concerned shall give a detailedplanationof the points of disagreement atite
reasons for its position to the reference Member State, to the other Member States
concerned and to the applicant. The points of disagreement shall be referred to the
coordination group without undue delay.

Guidelines to be adopted by the Commission shall define a potential serious risk to
public health.
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3. Within the coordination group, atlisagreeingMember Stategoncernedshall use
their best endeavours to reach agreement on the action to be takgrshall allow
the applicant the opportunity to maite point of view known orally or in writing. If,
within 60 days of the communication of the points of disagreement, the Member
States reach an agreembgitconsensyghe reference Member State shaltard the
agreement, close the procedure and inform the applicant accordihglyrocedure
laid down inArticles 34(7) or 36(8) shall apply.

4. If within the 60day period laid down in paragraf an agreement by consensus
cannot be reached, the position of the majority of the Member States represented
within the coordination group shall be forwarded to the Commission, which shall
apply the procedure laid down in Articlés and42.

5. In the cirmimstances referred to in paragraph 4, Member States that have approved
the assessment report, the summary of product charactertbtic$abellingand
package leafleof the reference Member Stateay, at the request of the applicant,
authorise the medical product without waiting for the outcome of the procedure
laid down in Article4l. In that event, th@ationalmarketingauthorisation granted
shall be without prejudice to the outcome of that procedure.

Article 39
Referral procedure of divergedecisionsof Member States

If applicationsfor a national marketing authorisatidrave beersubmitted in accordance with
Articles 6 and 9to 14 for a particular medicinal product, and if Member States have adopted
divergent decisions concerning thationd marketingauthorisationits variation, suspension

or revocationor the summary of product characteristidhe competent authoyitof the
Member State, the Commission or the marketing authorisation holder may refer the matter to
the Committee for Medicinal Products for Human Use for the application of the procedure
laid down in ArticlesA1 and42.

Article 40
Harmonisation of summary of proct characteristics

1. In order to promotethe harmonisation ofnational marketing authorisations for
medicinal productshroughoutthe Union,the competent authorities dhe Member
States shall, each year, forward to the coordination gref@pred to in Article37 a
list of medicinal products for which a harmonised summary of product characteristics
is tobe drawn up.

2. The coordination group shall lay down a list of medicinal products for which a
harmonised summary of product charact@ssis to be drawn up, taking into
account the proposals frotihe competent authorities afi Member States, and shall
forwardthatlist to the Commission.

3. The Commission othe competent authority @ Member State, in agreement with
the Agency and tang into account the views of interested parties, may Itifer
matter concerning the harmonisation of summary of products characteristics of those
medicinalproducts to the Committder Medicinal Products for Human User the
application of the procede laid down in Articles 41 and 42
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Article 41

Scientific evaluatiomy the Committee for Medicinal Products for Human lose referral

procedure

When reference is made to the procedure laid down in this Article, the Comimittee
Medicinal Product$or Human Useaeferred to in Article 14®f [revised Regulation

(EC) No 726/2004Fkhall consider the matter concerned and shall issue a reasoned
opinion within 60 day$rom the datevhenthe matter was referred to it.

However, in cases submitted to the CGoitee for Medicinal Products for Human
Usein accordance with Article89, 40 and 95 this period may be extended by the
Committee for Medicinal Products for Human Use a further period of up to 90
days.

On a proposal from its chairperson, the Commaitter Medicinal Products for
Human Usamay agree to a shorter deadline.

In order to consider the matter, the Committeee Medicinal Products for Human
Useshall appoint one of its members to act as rapporteur. The Committee may also
appoint individualexperts to advise it on specific questions. When appointing
experts, the Committetor Medicinal Products for Human Usshall define their
tasks and specify the tinlienit for the completion of these tasks.

Before issuing its opinion, the Committés Medicinal Products for Human Use
shall provide the applicant or the marketing authorisation holder with an opportunity
to present written or oral explanations within a time limit which it shall specify.

The opinion of the Committeéor Medicinal Productsdr Human Useshall be
accompanied by a summary of product characterjsties labelling and package
leaflet

If necessary, the Committder Medicinal Products for Human Useay call upon
any other person to provide information relating to the matteré@for consider a
public hearing

The Agency shall, in consultation with the parties concerned, draw up Rules of
Procedure on the organisation and conduct of public hearings, in accordance with
Article 163 of [revised Regulation (EC) No 726/2004].

The Canmitteefor Medicinal Products for Human Useay suspend the tindemits
referred to in paragraph 1 in order to allow the applicant or the marketing
authorisation holder to prepare explanations.

The Agency shall without undue delay inform the applicantthe marketing
authorisation holder where the opinion of the CommifteeMedicinal Products for
Human Useprovidesthat:

(a) the application does not satisfy the criteriadanarketingauthorisation;

(b) the summary of product characteristics proplo$y the applicant or the
marketing authorisation holder in accordance Witticle 62 is tobe amended,;

(c) the marketing authorisatias to be granted subject to certain conditiotit
areconsidered essential for the safe and effective use of the medicinal product
including pharmacovigilance;

(d) a marketing authorisatias tobe suspended, varied or revoked
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(e) the medicinal product satisfies the conditions set out in Article 83 regard
medicinal products addressing an unmet medical need.

Within 12 days after receipt of the opinion, the applicant or the marketing
authorisation holder may notify the Agency in writing of its intention to request a re
examination of the opinion. In thatase, they shall forward to the Agency the
detailed grounds for the request within 60 days after receipt of the opinion.

Within 60 days following receipt of the grounds for the request, the Comrfoitee
Medicinal Products for Human Ushall reexamine i opinion in accordance with
Article 12(2, third subparagraph, of [revised Regulation (EC) No 726/2004]. The
reasons for the conclusion reacHadher to its reexaminationshall be annexed to
the assessment report referred toAmicle 12(2), third suparagraph, of [revised
Regulation (EC) No 726/2004].

Within 12 days after its adoption, the Agency shall forward the final opinion of the
Committeefor Medicinal Products for Human Uge the competent authorities of

the Member States, to the Commissiamd to the applicant or the marketing
authorisation holder, together with a report describing the assessment of the
medicinal product and stating the reasons for its conclusions.

In the event of an opinion in favour of granting or maintainengmarketing
authorisation to place the medicinal product concerned on the market, the following
documents shall be annexed to fimal opinion:

(@) asummary of product characteristics, as referred Aatiole 62;

(b) the details ofany conditions affecting themarketing authorisation within the
meaning of paragraph #ltst subparagrapipoint (c);

(c) the details of any recommended conditions or restrictions with regard to the
safe and effective use of the medicinal product;

(d) the labelling angbackage leaflet.

Article 42
Commission decision

Within 12 days of receipt of the opiniasf the Committee for Medicinal Products for
Human Usethe Commission shalubmit to the Standing Committee on Medicinal
Products for Human Useferred to in Article 214(1a draft of the decisioonn the
application,on the basis of the requirements set out in this Directive

In duly justified cases, the Commission may return the opinion to the Agency for
further consideration.

Where a draft decision envisages the granting afarketing authorisation, it shall
include or make reference to tl®cuments referred to iArticle 41(5), second
subparagraph.

Whereadraft decisiordiffers fromthe opinion of the Agency, the Commission shall
providea detailed explanation of the reasons for the differences.

The Commission shall send the draft decisiorthi® competent authorities tte
Member States and the applicant or the marketing authorisation holder.
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The Commission shall, by means of implerneg acts, adopt a final decisionthin
12 days after obtaining the opinion of the Standing Committee on Medicinal
Products for Human Use.

Those implementing acts shall be adopted in accordance with the examination
procedure referred to in Article 214@yd (3.

Where a Member State raises important new questions of a scientific or technical
nature that have not been addressed in the opinion delivered by the Agency, the
Commission may refer the application back to the Agency for further consideration.
In that case, the procedures set out in paragraphs 1 and 2 shall start again upon
reception of the reply of the Agency.

The decision referred to in paragraph 2 shall be addressed to all Member States and
forwardedfor information to the applicant oréhmarketing authorisation holder. The
Member States concerned and the reference Member Stataddyailla decision to

either grant or revoke the marketing authorisation, or vary its terms as necessary to
comply with the decisiomeferred to in paragraph ®ithin 30 days following its
notification. In the decision to grantsuspeng revoke or vary the marketing
authorisation, the Member Statebkall refer tothe decision adopted pursuant to
paragraplt?. They shall inform the Agency accordingly.

Where thescope of the procedure initiated under Article 95 includes medicinal
productscovered by centralised marketing authorisafamsuant to Article 95(2),

third subparagraph, the Commission shall, where necessary, adopt decisions to vary,
suspend or revokeh¢ marketing authorisations or to refuse the renewal of the
marketing authorisations concernadaccordance with this Article

SECTION 6

RESULTS OF EXAMINATION OF A NATIONAL MARKETING AUTHORISATION
APPLICATION

Article 43
Grantingof the nationalmarketing authorisation

When a competent authority of the Member State grants a natioreaketing
authorisation,it shall inform the applicantof the marketing authorisatiorf the
summary of product characteristitke package leaflet, the labelliag well asany
conditions established in accordance whiHhicles 44 and 45 together with any
deadlines for the fulfilment of those conditions

The competent authoritief the Member Stageshall take all necessary measures to
ensure that the information given in the summafyproduct characteristics in
conformity with that accepted when thationalmarketing authorisation igranted

or subsequently.

The competent authoritiesf the Member Stateshall, withoutunduedelay, make
publidy available thenationalmarketing authorisation together with the summary of
product characteristicshe package leaflets well asany conditions established in
accordance withArticles 44, 45 and any obligations imposedgubsequentlyin
accordance witlArticle 87, together with any deadlines for the fulfilment of those
conditionsand obligationgor each medicinal produthatthey have authorised.
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The competent authority of the Member State ncaysider and decide upon
additional evidence available, independently from the data submitted by the
marketing authorisation holder. On that basis, the summary of product characteristics
shall be updated if the additional evidence has an impact on thit beskebalance

of a medicinal product.

The competent authoritied the Member Stateshall draw up an assessment report
and make comments on the file as regards the results of the pharmaceutiwatand
clinical tests, the clinicaktudies the riskmanagement system, the environmental
risk assessment and the pharmacovigilance system of the medicinal product
concerned.

The competent authoritiesf the Member Stateshall make the assessment report
publidy availablewithout unduedelay, together v the reasons for their opinion,
after deletion of any information of a commercially confidential nature. The
justification shall be provided separately for etwdrapeutiendication applied for.

The public assessment reporéferred to inparagraphb shall include a summary
written in a manner that is understandable toptihiglic. The summary shall contain,
in particular, a section relating to the conditions of use of the medicinal product.

Article 44
Nationalmarketing authorisation subject tmnditions

A marketing authorisatiofor a medicinal produatay be granted subject to one or
more of the following conditions

(a) to take certain measures for ensuring the safe use of the medicinal product to
be included in the risk management system;

(b) to conduct posauthorisation safety studies;

(c) to comply with obligations on the recording or reporting of suspected adverse
reactionghatare stricter than those referred taddhaptenX;

(d) any other conditions or restrictions with regardhe safe and effective use of
the medicinal product;

(e) the existence of an adequate pharmacovigilance system;

(H to conduct posauthorisation efficacy studies where concerns relating to some
aspects of the efficacy of the medicinal product are idedtiand can be
resolved only after the medicinal product has been marketed

(g) in case of medicinal products for which there is substantial uncertainty as to the
surrogate endpoint relation to the expected health outcome, where appropriate
and relevant forthe benefitrisk balance, a postuthorisation obligation to
substantiate the clinical benefit;

(h) to conduct posauthorisation environmental risk assessment studies, collection
of monitoring data or information on use, where identified or potential
corcerns about risks to the environment or public health, including
antimicrobial resistance need to be further investigated after the medicinal
product has been marketed

(i) to conduct posauthorisation studies to improve the safe and effective use of
themedicinal produgt
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() where appropriatdp carry out medicinal produsipecific validation studies to
replace animabased control methods with nanimatbasedcontrol methods.

An obligation to conduct post authorisation efficacy studies referred tioeiffirst
subparagraphpoint (f), shall be based on the delegated acts adopted pursuant to
Article 88.

The marketing authorisation shall lay down deadlines for the fulfilment of the
conditionsreferred to irparagraph Jfirst subparagraphvhere necesary.

Article 45
National narketing authorisation under exceptional circumstances

In exceptional circumstances where, in an application under ABticlea marketing
authorisation of a medical produar in an application under Articl®2 for a new
therapeutic indicatiof an existing marketing authorisation, an applicant is unable

to provide comprehensive data on the efficacy and safety of the medicinal product
under normal conditions of use, the competent authofithe Member State may,

by derogation to Articlé, grant an authorisation under Artiel8, subject to specific
conditions, where the following requirements are met:

(@) the applicant has demonstrated, in the application file, that there are objective
and verifiable reasons ntd be able to submit comprehensive data on the
efficacy and safety of the medicinal product under normal conditions of use
based on one of the grounds set out in Anngex I

(b) except for the data referred topoint (a), the application file is completand
satisfies all the requirements of this Directive;

(c) specific conditions are included in the decision ofdbmpetent authorities of
the Member Statesn particular to ensure the safety of the medicinal product
as well to ensure that the marketingtterisation holder notifies to the
competent authoritiesf the Member Statesny incident relating to its use and
takes appropriate action where necessary.

The maintenance of thauthorisechew therapeutic indication and tkalidity of the
nationalmarketing authorisatioshall be linked to the reassessmenthefconditions

set out in paragraph after two years fromthe date wherthe new therapeutic
indication was authorised ¢ine marketingauthorisationvas grantedand thereafter

at a riskbasedfrequencyto be determined by the competent authorities of the
Member Stat@and specified in the marketing authorisation

This reassessment shall be conducted on the basis of an application by the marketing
authorisation holder to maintain the authoriseav therapeutic indication or renew
the marketing authorisation under exceptional circumstances.

Article 46
Validity andrenewalof marketingauthorisation

Without prejudice tgaragrapht, a marketing authorisation for a medicinal product
shall be valid for an unlimited period.

By way of derogation fronthe first subparagraph,nationalmarketing authorisation
grantedin accordance with Articld5(1) shall be valid foffive years ande subject
to renewal in accordance wigaragrapt?®.
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By way of derogation fronthe first sulparagraph, a competent authorday the
Member Statemay decide at the time ofranting the national marketing
authorisation, orobjectively and dulyjustified ground relating to safety of the
medicinal product, to limit the validity of theationalmarketing authorisation tive
years.

The marketing authorisation holderay submit amappication for a renewal ofa
national marketing authorisationgranted underparagraph 1,second or third
subparagraph. Such application shall be submdtel@astnine months beforghe
nationalmarketing authorisation ceases to be valid

Oncethe applicationfor a renewahas been submittealithin the time limit provided
for in paragraph?, the nationalmarketing authorisation shall remain valid umniié
competent authority of the Member State adepdgcision.

The competent authority of the Member State may retimanational marketing
authorisatio on the basis of a revaluation of the benefiisk balance. Once
renewed, the marketing authorisation shall be valid for an unlimited period.

Article 47
Refusalof a nationalmarketingauthorisation

The national marketing authorisation shall be refused if, after verification of the
particulars andlocumentationseferred to inArticle 6 and subject to the specific
requirements laidownin Articles 9 to 14, the view is taken that

(@) the benefitrisk balance is not considered to be favourable;

(b) that the applicant has not properly or sufficiently demonstrated the quality,
safety or efficacy of the medicinal product;

(c) itsqualitative and quantitative composition is not as decjared

(d) the environmental risk assessment is incomplete or insufficiently substantiated
by the applicant or if the risks identified in the environmental risk assessment
have not been sufficiently addressed by the applicant

(e) the labelling and packagéaflet proposed by the applicant are not in
accordance with Chapter VI.

The national rarketing athorisation shallalso be refused if any particulars or
documentationsubmitted in support of the application do not comply witticle 6,
paragraph4 to 6, andArticles 9 to 14.

The applicant or the marketing authorisatioolder shall be responsible for the
accuracy of thearticulars andlocumemations submitted.

SECTION 7

SPECIFIC REQUIREMENTS FOR PAEDIATRIC MEDICINAL PRODUCTS

Article 48
Compliancewith the paediatricinvestigationplan

The competent authority of the Member State for which an application for marketing
authorisation or variatiorof a marketing authorisatioms submitted under the
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provisions of this Chaptesr of the Chager VIII, shall verify whether it complies
with the requirements laid down in Artiobg5).

Where the application is submitted in accordance with the procedure setthbist in
Chapter Sectiors 3 and 4, the verification of compliance, including, as appropriate,
requesting an opinion dhe Agencyin accordance with paragraph 3, point @hall

be conducted by the reference Member State.

The Committee for Medicinal Products for Humdse, as referretb in Article 148

of [revised Regulation (EC) No 72004] may, in the following cases, be requested

to give its opinion as to whether studies conducted by the applicant are in compliance
with the agreed paediatric investigation pkas defined in Article74 of [revised
Regulation(EC) No 726/2004]

(@ by the applicant, prior to submitting an application for a marketing
authorisation or for a variation of a marketing authorisation;

(b) by the competent authority of the Member State, when validating an
applicationfor a marketing authorisation or fa variation of a marketing
authorisatiorthat does not already include such an opinion.

In the case of a request in accordance with papg3, point (a), the applicant shall
not submit its application until the Committee for Medicinal Products for Human
Use has provided its opinion, and a copy thereof shall be annexed to the application.

Member States shall take due account of an opigirawn up in accordance with
paragraph 3.

Whenthe competent authorityf the Member Stateduringthe scientific assessment

of a valid application for a marketing authorisationa variation of a marketing
authorisation concludes that the studieseanot in conformity with the agreed
paediatric investigation plan, the medicinal product shall not be eligible for the
rewards and incentives provided for in Artigé

Article 49
Data deriving from a paediatric investigation plan

Where a marketing authorisatiaor a variation of a marketing authorisatiois
granted in accordance with the provisions under this Chaptef the provisions
underChapter VIt

(@) the results of all clinical studies, conducted in compliance with caped
paediatric investigation plan as referred toAnmicle 6(5), point (a), shall be
included in the summary of product characteristics and, if appropriate, in the
package leaflet, or

(b) any agreed waiveas referred to in Articlé(5), points (b) andc), shall be
recorded in the summary of product characteristics and, if appropriate, in the
package leaflet of the medicinal product concerned

If the application complies with all the measures contained in the agreed completed
paediatric investigatioplan and if the summary of product characteristics reflects
the results of studies conducted in compliance with that agreed paediatric
investigation plan, the competent authoofythe Member Statshall include within

the marketing authorisation a statent indicating compliance of the application with

the agreed completed paediatric investigation plan.
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An application fomewtherapeutidandications, including paediatric indications, new
pharmaceutical forms, new strengths and new routeslministrationof medicinal
products authorised in accordance with the provisions under this Cloapiethe
provisions under Chapter VIknd which are protected either by a supplementary
protection certificate undefRegulation (EC) No 469/2009 OP pkase replace
reference by new instrument when adopted by a patent which qualifies for the
granting of the supplementary protection certificate, may be submitted theder
procedure laid down in Article&l and42.

The procedure referred to in paragh 3 shall be limited to the assessment of the
specific section of the summary of product characteristics to be varied.

Chapter |V
Prescription status

Article 50
Prescriptionstatusof medicinalproducts

When a marketing authorisation is granted, tmnpetent authorities shalby
applying the criteria laid down in ArticlBl, specify the prescription status of the
medicinal producas

(@) a medicinal product subject to medical prescriptmm
(b) a medicinal product not subject to medical presicmpt

The competent authorities may fix soategories for medicinal products that are
subject to medical prescriptiorin that case, they shalipecify the following
prescription status:

(@) medicinal productssubject tomedical prescription for renewigbor non
renewable delivery;

(b) medicinal products subject to special medical prescription;

(0 medi ci nal products on restricted’

certain specialised areas.

Article 51
Medicinal productssubjectto medicalprescription
A medicinal product shall be subject to medical prescription where it:

(@) is likely to present a danger either directly or indirectly, even when used
correctly, ifusedwithout medical supervisign

(b) is frequently and to a very wide ertaused incorrectly, and as a result is likely
to present a direct or indirect danger to human health

(c) contains substances or preparations thereof, the activity or adverse reactions of

which require further investigation
(d) is normally prescribed bg doctor to be administered parenterally
(e) is an antimicrobial; or
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() contains an active substanaich arepersistent, bioaccumulative and toxic,
or very persistent and very bioaccumulative, or persistent, mobile and toxic, or
very persistent and wemobile for whichmedical prescription is required as
risk minimisation measure with regard to the environmaniessthe use of the
medicinal product and the patient safetguire otherwise

Member Statesnay setadditionalconditionson the prescription of antimicrobials,
restrict the validity oimedicalprescription and limit the quantities prescribed to the
amount required for the treatment or therapy concemedubmitting certain
antimicrobial medicinal products to special medical pipgon or restricted
prescription.

Where Member States provide for the sabegory of medicinal products subject to
special medical prescription, they shall take account of the following factors:

(@) the medicinal product contains, in a pPexempt quatity, a substance
classified as a narcotic or a psychotropic substance within the meaning of the
international conventions

(b) the medicinal product is likely, if incorrectly used, to present a substantial risk
of medicinal abuse, to lead to addictiorbermisused for illegal purposes

(c) the medicinal product contains a substance that, by reason of its novelty or
properties, could be considered as belonging to the geiuputin point (a)as
a precautionary measure.

Where Member States provider fthe subcategory of medicinal products subject to
restricted prescription, they shall take account of the following factors:

(@) the medicinal product, becausgits pharmaceutical characteristics or novelty
or in the interests of public health, is eéeged for treatments that can only be
followed in a hospital environment;

(b) the medicinal product is used in the treatment of conditions that must be
diagnosed in a hospital environment or in institutions with adequate diagnostic
facilities, although admistration and followup may be carried out elsewhgre

(c) the medicinal product is intended for outpatients but its use may produce very
serious adverse reactions requiring a prescription drawn up as required by a
specialist and special supervisitmoughout the treatment.

A competent authority may waive application of the paragraphs 1, 3 and 4 having
regard to:

(@ the maximum single dose, the maximum daily dose, the strength, the
pharmaceutical form, certain types of packaging; or

(b) other cicumstances of use that it has specified.

If a competent authority does not designate medicinal products intcagedpries
referred to in Article50(2), it shall nevertheless take into account the critaic
downin paragraphs 3 and 4 in determinmwgether any medicinal product shall be
classified as a medicinal prodwsttbject to medical prescription

Article 52
Medicinal productsnot subjectto medicalprescription
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Medicinal products not subject toedical prescription shall be those that do not meet the
criterialaid downin Article 51.

Article 53
List of medicinalproductssubjectto medicalprescription

The competent authorities shall draw up a list of the medicinal products subject, on their
territory, to medical prescription, specifying, if necessary, the category of prescription status.
They shall update this list annually.

Article 54
Amendmenbf prescriptionstatus

When new facts are brought to their attention, the competent authorities shall eaad)ias
appropriate, amend the prescription status of a medicinal product by applying the criteria
listed in Article51.

Article 55
Data protectionof evidencdor the changeof prescriptionstatus

Wherea changef prescription status of a medicinal product has been authorised on the basis
of significantnon-clinical tests or clinicaktudies the competent authority shall not refer to

the results of those tests siudieswhen examining an application by anotheplicant for or
marketing authorisation holder for a change of prescription status of the same substance for
one year after the initial change was authorised.

Chapter V
Obligations and liability of the marketing authorisation holder

Article 56
Generalobligations

1. The marketing authorisation holder shall be responsibléhtormaking available on
the market ofthe medicinal productovered by the marketing authorisation it has
been grantedThe designation o& marketing authorisation holdeepreserdtive
shall not relieve the marketing authorisation holdetsdegal responsibility.

2. The marketing authorisation holdeira medicinal product placed on the market in a
Member Stateshall notify the competent authority of the Member Statecernedf
the date of actual placing on the market of the medicinal product in that Member
State, taking into account the various presentations authorised.

3. The marketing authorisation holder of a medicinal proglatedon the market in a
Member State shallithin the limits of itsresponsibility ensure appropriate and
continued supplies of #t medicinal producto wholesale distributs, pharmacies or
persons authorised to supply medicinal products so that the needs of patients in the
Member State in quaeh are covered.

The arrangements for implementing the first subparagraph should, moreover, be
justified on grounds of public health protection and be proportionate in relation to the
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objective of such protection, in compliance with the Treaty rules,cp&atly those
concerning the free movement of goods and competition.

The marketing authorisation holder shall, at all stages of manufacturing and
distribution ensure that thetarting materials andngredients of the medicinal
productsand themedicinalproducts themselves comply with the requirements of this
Directive and, where relevant, the [revised Regulation (EC) No 726/20@4dther
Union lawand shall verify that such requirements are met.

For integral combinatiorof a medicinal product witha medical deviceand for
combinations ot medicinalproductwith a productother thana medicaldevice the
marketing authorisation holder shall be responsible for the whole product in terms of
compliance of the medicinal product with the requirementhisfDirective and the
[revised RegulatioEC) No 726/2004].

The marketing authorisation holder shall be established in the Union.

Where the marketing authorisation holder considers or has reason to believe that the
medicinal product it has made #able on the market is not in conformity with the
marketing authorisation or this Directivend the [revised Regulation (EC) No
726/2004]it shall immediately take the necessary corrective actions to bring that
medicinal product into conformity, to withav it or recall it, as appropriate. The
marketing authorisation holder shall immediately inform the competent authorities
and the distributorsoncernedo that effect.

Upon request, the marketing authorisation holder shall provide the competent
authorties with free samples in sufficient quantities to enable controls to be made on
the medicinal products that it has placed on the market.

Upon request the marketing authorisation holder shall provide the competent
authority with all data relating to theolume of sales of the medicinal product, and
any data ints possession relating to the volume of prescriptions.

Article 57
Responsibiliy to report on public financial support

The marketing authorisation holder shall declarghe publicany direct financial
support received from any public authority or publicly funded bdaadlygelationto
any activities for the research and development of the medicinal proaketed by
a nationabr a centralisetharketing authorisatignrrespective of the legaintity that
received that support

Within 30 days after the marketing authorisation gented the marketing
authorisation holder shall:

(@) drawup an electronic report listing:
() the amount of financial support received and the date thereof;

(i)  the public authority or publicly funded body that provided the financial
supportreferred to in pointij;

(ii) the legal entity that received the suppeferred to in pointiy.

(b) ensure that the electronic report is accurate and that it has betsd dydan
independent external auditor;

(c) make theelectronicreport accessible to the public via a dedicated wehpage
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(d) communicatehe electronic link to such webpage to the competent authority of
the Member Stater, where appropriate, to the Aggnc

3. For the medicinal products authorised under this Directive, the competent authority
of the Member State shall communicate in a timely manner the electronic link to the
Agency.

4. The marketing authorisation holder shall keepdteztroniclink up to date and, as
necessary, update the repannhually.

5. The Member Stateshall take appropriate measures to ensure that paragraphs 1, 2
and 4 are complied with by the marketing authorisation holder established in their
country.

6. The Commissiormayadopt implementing asto lay down the principles and format
for the information to be reported pursuant to paragagiose implementing acts
shall be adopted in accordance with éxaminationprocedure referred to iArticle
214(2).

Article 58
Traceabilityof substancessedin the manufactureof medicinalproducts

1. The marketing authorisation holder shalthen necessargnsure e traceability of
an active substancstarting materialexcipient or any other substance intended or
expectedto be presentin a medicinal product at all stages of manufacturing and
distribution.

2. The marketing authorisation holder shall be able to identify reatyral or legal
person from whom they have been supplied with an active substsiaceng
material, excipient or any other substance intended or expected presentin a
medicinal product.

3. The marketing authorisain holderandits suppliersof an active substance, starting
material, excipient or any other substansed in the manufacturing afmedicinal
productshall have in place systems and procedtimesallow for the information
referred to in paragraph ® be made availableupon requestio the competent
authorities.

4. The marketingauthorisation holer andits suppliers shall have inlace systems and
procedures to identify the otheatural or legapersongo whom productsreferredto
in paragraph have been supplied. This information shalbon requesthbe made
available to the competent authorities.

Article 59
Placing on thanarket of products with paediatric indications

Where medicinal products are authorised for a paediatric indication following completion of
an agreed paediatric investigation plan and thoselicinal products have already been
marketed with othetherapeut indications, the marketing authorisation holder shall, within
two years of the date on which the paediatric indication is authorised, placgetheinal
product on the market taking into account the paediatric indication in all Member States
where the radicinal product is already placed on the market.

A register, coordinated by the Agency, and made publicly available, shall mention these
deadlines.
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Article 60
Discontinuation of the placingnthe market of paediatric products

If a medicinal product is dlorised for a paediatric indication and the marketing authorisation
holder has benefited from rewards or incentives under A@@lef this Directiveor Article

93 of [revised Regulation (EC) No 726/2004Ind these periods of protection have expired,
ard if the marketing authorisation holder intends to discontinue placing the medicinal product
on the market, the marketing authorisation holder shall transfer the marketing authorisation to
a third party or allow a third party, which has declared its idartb continue to place the
medicinal product in question on the market, to use the pharmaceutcet|inical and

clinical documentation contained in the file of the medicinal product on the baArsicé

14.

The marketing authorisation holder shall inform doenpetent authoritiesf its intention to
discontinue the placing on the market of thedicinalproduct no less thatwelve months
before the discontinuation. Tlsempetent authoritieshall make this fet publidy available

Article 61
Liability of the marketingauthorisationholder

The marketing aithorisation shall not affect the divand criminal liability of themarketing
authorisation holder.

Chapter VI
Product information and labelling
Article 62
Summanof productcharacteristics
1. The summary of product characteristics shall coritagnparticulars listed in Annex
V.
2. For marketingauthorisations unde#rticles 9 and 11 and subsequent variatiohs

such marketing authorisatigng one or more of the therapeuticindications,
posologies, pharmaceutical forms, methods or routes of administration or any other
way in which the medicinal product may be used still covered by patent lagr a
supplementary protection certificater medicinal prodats at the time wherthe
generic or biosimilarmedicinal productwas marketed the applicant for an
authorisation fora generic or biosimilamedicinal productmay requestnot to
includethis informationin their marketing auth@ation

3. For all medicinal products, a standard text shall be includetthe summary of
product characteristicexpressly asking healthcare professionals to report any
suspected adverse reaction in accordance with the national reporting system referred
to in Article 10§1). Different ways of reporting, including electronic reporting, shall
be available in compliance withrticle 1061), second subparagraph

Article 63
General principles on package leaflet
1. A package leaflet shall be mandatory for medicpralducts.
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The package leaflethallbe written and designed in a clear and understandabjle
enabling users to act appropriately, when necessary with the help of healthcare
professionals.

Member States may decide that the package leaflet shall be made avaifzdper
formator electronically, or both. In the absence of such specific rules in a Member
State, a package leaflet paper formatshall be included in the packagimmf a
mediciral product If the package leaflet is only made available electronically, the
patient’s right to a printed copy of t
request and free of charged it should be ensured that the information in digital
format is asily accessible to all patients

By derogationfrom paragraphsl and 2 where the information requirecunder
Articles 64 and 73 is directly conveyed on the outer packaging or on the immediate
packaging, a package leaflet shall not be required.

The Gmmission is empoweretd adopt delegated acits accordance wittArticle
215 to amend paragrapB by making mandatory the electronic version of the
package leaflefThatdelegated act shadlso establisthep a t i regimt to ‘a printed
copy of the package leafletpon requesend free of chargeThe delegation of
powers shall applgs of[OP please insert the datefive years followingl8 months
after the date of entering into force of this Directive]

The Commissiorshall adopt implementing acts in accordance with ékamination
procedure referred to irrticle 2142) to establish common standards the
electronic version of thpackage leaflethe summary oproductcharacteristicand
the labelling taking intoaccount available technologies.

Wherethe package leaflas made available electronically, the individual right to
privacy shall be ensured. Any technology giving access to the information shall not
allow the identification or tracking of individualsor shall it be used for commercial
purposes.

Article 64
Content of package leaflet

The package leaflet shall be drawn up in accordance with the summary of product
characteristicsreferred to in Articles2(1) and shall include the particulars listed in
Annex VI.

For all medicinal products, a standardised text shall be included, expressly asking
patients to communicate any suspected adverse reaction to their doctor, pharmacist,
healthcare professional or directly to the national reporting systéenred to in

Article 1061), and specifying the different ways of reporting available (electronic
reporting, postal addressr others) in compliance wittArticle 1061), second
subparagraph

The package leaflet shall reflect the results of consuttaitiath target patient groups
to ensure that it is legible, clear and easy to use.

Article 65
Content of ébelling particulars
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The outer packaging of medicinal products or, where there is no outer packaging, the
immediate packagingwvith the exceptionfothe pakaging referred to in Article@
paragraph® and 3shall include thdabellingparticulars listed iAnnex IV.

The Commissionis empowered to adopt delegated actagnordance wittArticle
215to:

(@) amend the list of labelling particulas®et out in AnnexV in order to take
account of scientific progress patientneeds

(b) supplement AnnexV by seting out a reduced list of mandatory labelling
particulars that shall appear on the outer packagihgmulti-language
packages.

Article 66
Labelling of blister packs or small immediate packaging

The patrticulars laid down in Annex IV shall appear on immediate packagings other
than those referred to in the paragraphs 2 and 3.

The following particules at least shall appear on immediate packagings that take the
form of blister packs and are placed in an outer packaging that complies with the
requirements laid down iArticles65and73.

(@) the name of the medicinal product

(b) the name of themarketing authorisation holder placing the product on the
market

(c) the expiry date
(d) the batch number.

Thefollowing particulars at leasthall appear on small immediate packaging units on
which the particulars laid down iArticles 65 and 73 cannot be displayedshall
include at least the following labelling particulars

(@ the name of the medicinal product and, if necessary, the route of
administration

(b) the method of administration

(c) the expiry date

(d) the batch number

(e) the cornents by weight, by volume or by unit.

Article 67
Safety features

Medicinal products subject to prescription shall bear the safety features referred to in
Annex 1V, unless they have been listed in accordance with the procederedto
in paragraph 2econd subparagragboint (b).

Medicinal products not subject to prescription shall not bear the safety features
referred to inAnnex IV, unless, by way of exception, they have been listed in
accordance with the proceduederredto in paragraph 2second subparagragtoint

(b).
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The Commission shall adopt delegated acts in accordance Asfittle 215 to
supplemenfAnnex IV bylaying down detailed rules for the safety features

Those delegated acts shall set out:

(&) the charactestics and technical specifications of the unique identifier of the
safety features referred to iAnnex IV that enables the authenticity of
medicinal products to be verified and individual packs to be identified

(b) the lists containing the medicinal products or product categtvasin the
case of medicinal products subject to prescription shall not bear the safety
features, and in the case of medicinal products not subject to prescription shall
bear the safety &ures referred to iAnnex 1V,

(c) the procedures for the notification to the Commission provided for in
paragrapht and a rapid system for evaluating and deciding on such notification
for the purpose of applying point (b);

(d) the modalities for the vditation of the safety features referred toAnnex|1V
by the manufacturers, wholesatlistributos, pharmacists andatural or legal
persons authorised or entitled to supply medicinal products fauthiee and by
the competent authoritips

(e) provisiors on the establishment, management and accessibility of the
repositories system in which information on the safety features, enabling the
verification of the authenticity and identification of medicinal products, as
provided for in Anng 1V, shall be coniaed.

The lists referred to in the second subparagraph, point (b), shall be established
considering the risk of falsification relating ttee medicinal products or categories of
medicinal productsoncerned To this end, at least the following criteishall be
applied:

(@) the price and sales volume of the medicinal product;

(b) the number and frequency of previous cases of falsified medicinal products
being reported within the Union and in third countries and the evolution of the
number and frequency such cases to date;

(c) the specific characteristics of the medicinal products concerned;
(d) the severity of the conditions intended to be treated,;
(e) other potenal risks to public health.

The modalities referred to in the second subparagraph, point (d), shall allow the
verification of the authenticity of each supplied pack of the medicinal products
bearing the safety features referred to in Annex IV and determine the extent of such
verification. When establishing those modalities, the particular characteristics of the
supply chains in Member States, and the need to ensure that the impact of
verification measures on particular actors in the supply chains is proportionate, shall
be taken into a@unt

For the purposes dhe second subparagragigint (e), the costs of the repositories
system shall be borne by the manufacturing authorisation holders of medicinal
products bearing the safety features.

When adoptinglelegated astreferred to in pragrapt2, the Commission shall take
due account of at least the following:
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(@) the protection of personal data as provided for in Union law;

(b) the legitimate interests to protect information of a commercially confidential
nature;

(c) the ownership andonfidentiality of the data generated by the use of the safety
features; and

(d) the costeffectiveness of the measures.

The competent authoritied the Member Stateshall notify the Commission of nen
prescription medicinal productlatthey judge tdoe at risk of falsification and may
inform the Commission of medicinal produdtsat they deem not to be at rigk
falsification in accorénce with the criteria set out inparagraph 2,second
subparagrapipoint (b)

Member States may, for the purpssef reimbursement or pharmacovigilance,
extend the scope of application of the unique identifier referred fnimex IV to
any medicinal product subject to prescription or subject to reimbursement.

Member States may, for the purposes of reimbursemgmiymacovigilance
pharmacoepidemiology or for data protection prolongation for market lawgecthe
information contained in the repositories system referrepai@agraph 2second
subparagraplpoint (e)

Member States may, for the purposes of patient safety, extend the scope of
application of the antiampering device referred to #innex IV to any medicinal
product.

Article 68
Labellingand instruction leafletf radionuclides and radiopharmaceuticals

In addition to the rules laid down in this Chaptée buter carton and the container

of medicinal products containing radionuclides shall be labelled in accordance with
the regulations for the safe transport of radioactive materials laid down by the
International Atomic Energy Agency. Moreover, the labelling shall comply with the
provisions set out in paragraphsnd 3

The label on the shielding shall include the particulaid downin Article 65. In
addition, the label on the shielding shediplain in full, the codings used on the vial

and shall indicate, where necessary, for a given time and date, the amount of
radioactivity per dose or per vial and the number of capsules, or, for liquids, the
number of millilitres in the container.

The vial shall be labelled with the following information:

(a) the name or code of the medicinal product, including the name or chemical
symbol of the radionuclide

(b) the batch identification and expiry date

(c) the international symbol for radioactivjty

(d) the name and address of the manufacturer

(e) the amount of radioactivity as specified in paragraph

The competent authority shall ensure that a detailed instruction leaflet is enclosed
with the packaging of radiopharmaceuticals, radionuclide gemwsraradionuclide
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kits or radionuclide precursors. The text of this leaflet shall be established in
accordance wittrticle 64(1). In addition, the leaflet shall include any precautions to

be taken by the user and the patient during the preparation amistcation of the
medicinal product and special precautions for the disposal of the packaging and its
unused contents.

Article 69
Special information requirements for antimicrobials

1. The marketing authorisation holder shatisure availability okducational material
to healthcare professionals, including througiedical sales repsentativesas
referred toin Article 1751), point (c), regarding the appropriate use of diagnostic
tools, testing or other diagnostic approaches related to antimierebistant
pathogens, that may inforanthe use of the antimicrobial.

2. The marketing authorisation holder shall include inghekaging ofintimicrobialsa
document that contains specific information about the medicinal product concerned
andthatisnade available to the patiavarénessn add
card )with information on antimicrobial resistance and the appropriate use and
disposal of antimicrobial

Member States may decide that the awareness card shall be maddeavepaper
formator electronically, or both. In the absence of such specific rules in a Member
State, a awareness carth paper formashall be included in the packaging an

antimicrobial
3. Thetextof the awareness card shall be aligned with Anviex
Article 70
Legibility

Thepackage leaflet and labellinmarticulars referred to ithis Chaptershall be easily legible,
clearly comprehensible and indelible.

Article 71
Accessibilityfor persons with disabilities

The name of the medicinal prodwttallalso be expressed in Braille format on the packaging.
The marketing authorisation holder shall ensure that the package tetdteed to inArticle

63 is made availableipon request from patients' organisations in formats appropriate for
persons wh disabilities, includingdplind and partiallysightedpersons

Article 72
Member Statekbelling requirements

1. NotwithstandingArticle 77 Member States may require the use of certain forms of
labelling of the medicinal product making it possible to ascertain:

(a) the price of the medicinal product
(b) the reimbursement conditions of social security organisations
(c) the legal status foupply to the patient, in accordance withapterV;
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(d) authenticity and identification in accordance wAttiicle 67(5).

2. For medicinal productor which acentralisednarketing authorisatioas referred to
in Article 5 has been grantedVlember States shall, when applying this Article,
observe the detailed guidance referred tarncle 77.

Article 73
Symbols angictogram

The outer packaging and the package leaflet may include symbols or pictograms designed to
clarify certain informatio set outin Articles 64(1) and 65and other information compatible

with the summary of product characteristibatis useful for the patient, to the exclusion of

any element of a promotional nature.

Article 74
Requirements orahguages

1. The particulars for labelling listed iArticles 64and 65, shall appear in an official
language or official languages of the Member State where the medicinal product is
placed on the market, as specified, for the purposes of this Directive, by that Member
State.

2. Paragraphl shall not prevent thee particulars from being indicated in several
languages, provided that the same particulars appear in all the languages used.

3. The package leaflet must be clearly legible in an official language or official
languages of the Member State where the medicinal product is placed on the market,
as specified, for the purposes of this Directive, by that Member State.

4. The competenauthoritiesof the Member Statenay also grant a full or partial
exemption to the oldiation that the labelling and the package leaflet must be in an
official language or official languages of the Member State where the medicinal
product is placed on the market, as specified, for the purposes of this Directive, by
that Member Statd-or thepurpose of multianguage packages, Member States may
allow the use on the labelling and package leaflet of an official language of the
Union that is commonly understood in the Member States where thelamgjtiage
package is marketed.

Article 75
Member States exemptions from requirements for labelling and package leaflet

The competent authorities of the Member States may, subject to measures they consider
necessary to safegugpdblic health, grant an exemption to the obligation thatparticulrs
required in Articless4 and65 should appear on the labelling and in the package leaflet in the
following cases:

(@ where the medicinal product is not intended to be delivered directly to the patient;
(b) where there are problems in respect of thelawdity of the medicinal product

(c) where there are space constraints due to the size phthkagingor of the package
leaflet or in case of multilingual packages or package leaflets;
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(d)
()

in the context of @ublic health emergencgy
to facilitateaccess to medicines in Member States.

Article 76
Approval of the labelling and package leaflet information

One or more mockips of the outer packaging and the immediate packaging of a
medicinal product, together with the package leaflet, shall be iggddnto the
competentuthoritiesfor authorising marketing when the marketing authorisation is
requested. The results of assessments carried out in cooperation with target patient
groups shall also be provided to the competent authority.

The competenauthority shall refuse the marketing authorisation if the labelling or
the package leaflet do not comply with the provisionthaf Chapteror if they are

not in accordance with the particulars listed in the summary of product
characteristics.

All proposed changes to an aspect of the labelling or the package leaflet covered by
this Chapterand not connected with the summary of product characteristics shall be
submitted to the competeatithorities If the competent authorities have not opposed

a proposed change within 90 days following the introduction of the request, the
applicant may put the change into effect.

The fact that the competent authorityedaot refuse a marketing authorisation
pursuant to paragraghor a change to the labellirg the package leaflet pursuant to
paragraph3 does not alter the general legal liability of the manufacturer and the
marketing authorisation holder.

Article 77
Guidance on labelling particulars

In consultation with the Member States and the parties coedethe Commission shall draw
up and publish detailed guidance concerning in particular:

(@)
(b)
()
(d)
()

(f)

the wording of certain special warnings for certain categories of medicinal products;
the particular information needs relating to fpyescription medicingbroducts;

the legibility of particulars on the labelling and package leaflet;

the methods for the identification and authentication of medicinal products;

the list of excipients that must feature on the labelling of medicinal products and the
way in which these excipients must be indicated;

harmonised provisions for the implementatiorAdicle 72.

Article 78
Placing on the market of labelled medicinal products

Member States may not prohibit or impede the placing on the market of megi@datts
within their territory on grounds connected with labelling or the package leaflet where these
comply with the requirements tfis Chapter
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Article 79
Non-compliance with the requirements for labelling and package leaflet

Where the provisions athis Chapterare not complied with, and a notice served on the
marketing authorisation holder concerned has remained without effect, the competent
authorities of the Member States may suspend the marketing authorisation, until the labelling
and the package leaflet dfe medicinal product in question have been made to comply with
the requirements dhis Chapter

Chapter VII
Regulatory protection, unmet medical needsnd rewards for
paediatric medicinal products

Article 80
Regulatory dta and market protection

1. The daa referred toin Annex | originally submittedwith the view to obtaininga
marketing authorisatioshallnot bereferred to byanotherapplicantfor a subsequent
marketing authorisatioduring the period determined in accordance walhticle 81
(‘“regulatory data protection period’)

2. A medicinalproduct concerned by subsequeninarketing authorisatioreferred to
in paragraph Ehall not be placed on the market for a periodved years after the
expiry of therelevant regulatorgataprotection period referred to in Articlé1.

3. By way of derogationfrom paragraphl, the marketing authorisation holder
concernedmay grant the marketing authorisatiapplicantfor anothermarketing
authorisatiora letter of access fits data submitté underAnnex | as referred to in
Article 14.

4. By way of derogatiorfrom the paragapls 1and2, when a compulsorljcence has
been grantedly a relevantwuthority inthe Union to a partyto address public health
emergency, the data and market protection shall be susperitiedegard to that
party insofar as the compulsoligenae requiresand during the duratiorperiod of
the compulsoryicence.

5. The data protectioperiod set out to in paragraph shdl also apply in Member
States where the medicinal product is not authorised or is no longer authorised.

Article 81
Regulatory dta protection periods

1. The regulatorydata protectionperiod shall ke six years from the date when the
marketing authorisation for that medicinal produ@ts granted in accordance with
Article 6(2). For marketing authorisations that belong to the same global marketing
authorisation the period of data protection shall start fiteendate when the initial
marketing authorisation was granted in the Union.

2. Subject to a scientific evaluatioby the relevant competent authoritthe data
protectionperiodreferred to irparagrapt shall be prolongedy:

(@) 24 months where the mdeting authorisation holder demonstsatbat the
conditions referred to iArticle 82(1) are fulfilledwithin two years,from the

o7 EN



date when the marketing authorisation was graatedithin threeyears from
that datdor any of the followingentities

() SMEs within the meaning of Commission Recommendation
2003/361/EC

(i) entities not engaged-forrmr afni teanebmtointi yc’

(i) undertakings that, by the time gfantingof a marketing authorisation,
havereceived not more tharfive centralised marketing authorisaticios
the undertaking concerned or,thre case of an undertaking belonging to
a group, for the group of which it is part, since the establishment of the
undertaking or the grougyhichever is earliest

(b) six months, where the marketing authorisation applicant demonstrates at the
time of the initial marketing authorisation application that the medicinal
product addresses an unmet medical need as referred to in Article 83;

(c) six months, for medicinaproducts containing a new active substandegre
the clinical trials supportingthe initial marketing authorisation application use
a relevaniand evidencdasedcomparator in accordance with scientific advice
provided by the Agency;

(d) 12 monthswherethe marketing authorisation holder obtaidsiring the data
protection periodan authorisation foan additionakherapeutic indication for
which the marketing authorisation holder has demonstratéd supporting
data,a significant clinical benefit isomparison with existing therapies.

In the case of a conditional marketing authorisation granted in accordance with
Article 19 of [revised Regulation (EC) No 726/2004¢ firolongationreferred to in

the first subparagraph, point (Ishall only apply if within four years of the granting

of the conditional marketing authorisatjahe medicinal product has been granted a
marketing authorisatiom accordance witlArticle 19(7) of [revised Regulation (EC)

No 726/2004

The prolongation referred to in thiest subparagraph, pa (d), may only be granted
once.

3. The Agency shall sehescientific guidelineseferred to inparagraph 2point (c), on
criteria for proposing aomparator for &linical trial, taking into account the results
of the consultation othe Commission andhé authorities or bodieswolved in the
mechanisnof consultatiorreferred tan Article 162 of [revisedRegulation (EC) No
726/2004.

Article 82
Prolongationof thedata protectiorperiodfor medicinalproductssupplied in Member States

1. The prolongationof the data protection periodeferred toin Article 81(2), first
subparagraphpoint (3, shall only be grantedo medicinal products if they are
released and continuously supplied into the supply chain in a sufficient quantity and
in the presentations necessary to cover the needs of the patients in the Member States
in which the marketing authorisation is valid.

The prolongation referred to in the first subparagraph shall apply to medicinal
productsthat have been grantedcentralisedmarketing authorisatioras referred to
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in Article 5 or that have been grantedationalmarketing authorisation through the
decentalised procedure, as referred to in ChaptelSHEtion 3.

To receivea prolongationreferred to in Article81(2), first subparagrapipoint (a)
the marketing authorisation holder shall apply for a variation of the relevant
marketing authorisation

The application for a variation shall be submitbetween 34 and 36 montafier the
date when the initial marketing authorisation was graraedor entities referred to
in Article 81(2), first subparagrapipoint (a),between 46 and 48 months, afteat

date.

The applicatiorfor a variationshall contain documentation from the Member States
in which the marketing authorisation is valuch documentation shall

(@) confirm that the conditionset out inparagraphl have been satisfied in their
territory; or

(b) waive the conditions set out in paragraplnltheir territory for the purpose of
the prolongation.

Positive decisions adopted in accordance with Articles 2 and 6 of Council Directive
89/105/EEC’ shall be cosidered equivalent to a confirmaticeferredto in the third
subparagraph, point (a).

To receive the documentation referred to in paragraph 2, third subparagraph, the
marketing authorisation holder shall make a request to the relevant Member State.
Within 60 days fronthe request ofhe marketing authorisation holdéne Member

State shall issue a confirmation of compliarare a reasoned statement of non
compliance oralternatively provide astatement of nowbjection to prolong the
period of regulatory data protection pursuant to this Article

In cases whera Member State hanot repled to theapplication of themarketing
authorisation holdemwithin the deadlinereferred toin paragraph3, it shall be
consideredhat astatement of nowbjectionhas been provided.

For medicinal products granted a centralised marketing authorisationthe
Commissiorshallvary the marketing authorisation pursuanftticle 47 of [revised
Regulation(EC) No 726/200)to prolongthe data proteain period For medicinal
productsgranteda marketing authorisation in accordance witle tdecentralised
procedurethe competent authorities of the Member States shall treymarketing
authorisation pursuamo Article 92to prolong the data protection period

Member Statesepresentativemay requesthe Commission to discuss issues related

to the practical application dhis Article in the Committee established by Council
Decision75/320/EEC? (‘ Pharmaceutical Committde The Commission may invite
bodies responsible for health technology assessment as referred to in Regulation
(EU) 2021/2282 or nationddodiesresponsible for pricing and reimbursement, as
required to participate in the deldations of the Pharmaceutical Committee

37

38

Council Directive 89/105/EEC of 21 December 1988 relating to the trangyamih measures
regulating theprices of medicinal products for human use and their inclusion in the scope of national
health insurance systerf@®J L 40, 11.2.1989, p)8

Council Decision of 20 May 1975 setting up a pharmaceutical comni@tée 147, 9%6.1975, p. 2R
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The Commission, based on the experience of Member Statds relevant
stakeholdersmay adopt implementingieasureselating to the procedural aspects
outlined inthis Article andregarding the conditions mentionedparagraph 1Those
implementing acts shall be adopted in accordance with the procedered to in
Article 214(2)

Article 83
Medicinal products addressing an unmet medical need

A medicinal product shall be considered as addressing an unmet hrestidaif at
least one of itstherapeuticindications relates to a life threatening or severely
debilitatingdiseasend the following conditions are met:

(@) there isno medicinal productauthorisedin the Union for suchdiseasg or,
where despitemedicinal products being authorised for such diseasthe
Union, the disease is associated with a remaining high morbidity or mortality;

(b) theuse of the medicinal producesults ina meaningful reduction in disease
morbidity or mortality for the relevant patient population

Designated orphan medicinal products referred tan Article 67 of [revised
Regulation (EC) No 726004 shall be considered as addressing an unmet medical
nee.

Where theAgency adoptsscientific guidelines for the application dfis Article it
shall consult the Commission and thathorities or bodiegeferred to inArticle 162
of [revised Regulation (EC) No 726/2Q04

Article 84
Data protectiorfor repurposed medicinal products

A regulatory data protection period ffur years shall be granted farmedicinal
product with respect ta newtherapeutic indicatiomot previously authorised in the
Union, provided that

(@) adequate noawlinical or clinical studies were carried out in relation to the
therapeutic indication demonstrating that it is of significant clinical beraefi

(b) themedicinal products authorisedn accordance with Articles 9 to Ehdhas
not previously benefitted from dafprotectionor 25 years have passed since
the granting of thanitial marketing authorisatioof the medicinal product
concerned.

The data protectioperiodreferred to in paragraph mayonly be granted once for
any givenmedicinalproduct.

During the data protectionperiod referred to in paragraph, lithe marketing
authorisation shall indicate that the medicinal prodscian existing medicinal
product authorised in théJnion that has been authorised withn aadditional
therapeutigéndication

Article 85
Exemptionto the protection of intellectual property rights
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Patent rights or supplementary protection certificatesmder the [Regulation (EC) No
469/2009- OP please replace reference by new instrument when a¢iogital not be
regarded amfringed when a reference medicinal product is used for the purposes of

(@) studies, trials and other activities conducted to generate data for an applfcation

() a marketing authorsation of generic, biosimilar, hybrid or bloybrid
medicinal producand for subsequent variatigns

(i)  health technology assessmantdefined irRegulation (EU) 2021/2282
(i)  pricing and reimbursement.

(b) the activities conducted exclusivelpr the purposeset out inpoint (a), may cover
the submission of the application for a marketing authorisation thedoffer,
manufacture, salesupply, storage, import, use and purchase of patentedicinal
products or processes, including by third party suppliers and service providers.

This exception shall not cover the placing on the market ofiriedicinal products
resulting from such activities

Article 86
Rewards for paediatrimedicinalproducts

1. Where an application for marketing authorisation, includes the results of all studies
corducted in compliance with an agreed paediatric investigation plan, the holder of

the patent or supplementary protection certificate shall be entitled toraosith
extension of the period referred to in Article, Jaragraphd and 2 offRegulation

(EC)No 469/2009 OP please replace reference by new instrument when aglopted

The first subparagraph shall also apply where completion of the agreed paediatric
investigation plan fails to lead to the authorisation of a paediatric indication, but the
results & the studies conducted are reflected in the summary of product

characteristics and, if appropriate, in the package leaflet of the medicinal product

concerned.

2. The inclusion in a marketing authorisation of the statement referred to in Article

49(2) of this Directiveor in Article 90(2) of [revised Regulation (EC) No 726/2004]
shall be used for the purposes of applying paragraph 1.

3. Where the procedures laid down in Chapter3gctions 3 and,4ave been used, the

six-month extension of the period eefed to in paragraph 1 shall be granted only if

the product is authorised in all Member States.
4. In the case of an applicatidor new therapeuticindications, including paediatric

indications, new pharmaceutical forms, new strengths and new routes of
administration of authorised medicinal products which are protected either by a

supplementary protection certificate und&egulation (EC) No 469/2009 OP
please replace reference by new instrument when adoptedy a patent which
qualifies for the granting of the supplementary protection certifisdieh leads to

the authorisation of a new paediatric indication, paragraphs 1, 2 and 3 shall not apply

if the applicant applies for, and obtains, a -gear extemion of the period of

marketing protection for the medicinal product concerned, on the grounds that this
new paediatric indication brings a significant clinical benefit in comparison with

existing therapies, in accordance wittticle 81(2), first subparagaph,point (d)
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Chapter VIl
Postmarketing authorisation measures

Article 87
Imposed posauthorisation studies

After the granting of a marketing authorisation, the competent authoirityhe
Member Statenay impose an obligation on the marketmghorisation holder:

(&) to conduct a postuthorisation safety study if there are concerns about the risks
of an authorised medicinal product. If the same concerns apply to more than
one medicinal product, the competent authodtythe Member Statshal,
following consultation with the Pharmacovigilance Risk Assessment
Committee, encourage the marketing authorisation holders concerned to
conduct a joint posauthorisation safety study;

(b) to conduct a posauthorisation efficacy study when the underdiag of the
disease or the clinical methodology indicate that previous efficacy evaluations
might have to be revised significantly. The obligation to conduct the post
authorisation efficacy study shall be based on the delegated acts adopted
pursuant tAArticle 88while taking into account the scientific guidance referred
to inArticle 123

(c) to conduct a postuthorisation environmental risk assessment study, collection
of monitoring data or information on use, if there are concerns about the risks
to the environment opublic health, including antimicrobial resistance, due to
an authorised medicinal product, or related active substance.

If the same concerns apply taore than one medicinal produtte competent
authority of Member Stateshall, following consultation with the Agency,
encourage the marketing authorisation holders concerned to conduct a joint
postauthorisation environmental risk assessment study.

The imposition of such an obligation shall be duly justified, notified in writing, and
shallinclude the objectives and timeframe for submission and conduct of the study.

The competent authorityof the Member Stateshall provide the marketing
authorisation holder with an opportunity to present written observations in response
to the impositionof the obligation within a time limit which it shall specify, if the
marketing authorisation holder so requests within 30 days of receipt of the written
notification of the obligation.

On the basis of the written observations submitted by the markatithgprisation
holder, the competent authority the Member Statehall withdraw or confirm the
obligation. Where the competent authority the Member Stateonfirms the
obligation, the marketing authorisation shall be varied to include the obligat@n as
condition of the marketing authorisation and, where appropriate, the risk
management system shall be updated accordingly.

Article 88
Delegated acts ongstauthorisation efficacy studies
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In order to determine the situations in which pasthorisatiorefficacy studies may
be required undeArticles 44 and 87, the Commission may adopt, by means of
delegated acts in accordance wifkticle 215 measures supplementing the
provisions inArticles 44and87.

When adopting such delegated acts,Gloenmission shall act in accordance with the
provisions of this Directive.

Article 89
Recording of conditions related to marketing authorisations

The marketing authorisation holder shall incorporatesafsty or efficacyconditions
referred to inArticles 44 45and87in the risk management system.

The Member States shall inform the Agency of the marketing authorisations that they
have granted subject to conditions pursuarrtecles 44 45 andof any obligations
imposed in accordance wikrticle 87.

Article 90
Update ofmarketing authorisation related to scientific and technological progress

After a marketing authorisation has begantedin accordance with Chapter [the
marketing authorisation holder shall, in respect of the methodsaatifacture and
control stated in the application for that marketing authorisation, take account of
scientific and technical progress and introduce any changes that may be required to
enable the medicinal product to be manufactured and controlled by roéans
generally accepted scientific methods.

Those changes shall be subject to the approval of the competent authority of the
Member State concerned.

The marketing authorisation holder shaithout undue delaprovide the competent
authority of the MemberState with any new informationthat might entail the
amendment of the particulars or docunagionsreferred to inArticles 6, 9 to 13, 62,
41(5), Annex lor Annex Il

In particular, the marketing authorisation holder siéthout undue delainform the
competent authoritgf the Member Statef any prohibition or restriction imposeah

the marketing authorisation holder or any entity in contractual relationship with the
marketing authorisatioholder by the competent authorities of any countryhich

the medicinal product is marketed and of any other new informatanmight
influence the evaluation of the benefits and risks of the medicinal product concerned.
The information shall include both positive and negative results of clinick tra
other studies in allherapeutidndications and populations, whether or not included

in the marketing authorisation, as well as data on the use of the medicinal product
where such use is outside the terms of the marketing authorisation.

The markéng authorisation holder shall ensure that teems of the marketing
authorisation including theummary of product characteristiabe labellingand
package leafleare kept up to date with current scientific knowledge, including the
conclusions of the assessment and recommendations mogddiely available by
means of the European medicines vpelotal set upin accordance wittrticle 104

of [revised Regulation (EC) No 726/24).
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The competent authorityf the Member Statmay at any timeequesthe marketing
authorisation holder tesubmit data demonstrating that the beneifsk balance
remains favourable. The marketing authorisation holder shall answer fully and within
the time limit set, any such request. The marketing authorisation holder shall also
respond fully and within the time limit set to any request of a competent authority
regarding the implementation of any measures previously imposed, including risk
minimisaton measures.

The competent authoritgf the Member Statenay at any time ask the marketing
authorisation holder to submit a copy of the pharmacovigilance system master file.
The marketing authorisation holder shall subthdt copy at the latestsevendays

after receipt of the request.

The marketing authorisation holder shall also respond fully and within the time limit
set to any request of a competent authority regarding the implementation of any
measures previously imposed with regard to risksh#® environment or public
health, including antimicrobial resistance.

Article 91
Update of risk management plans

The marketing authorisatiamolder of a medicinal product referred to in Artisl®

and 11shall submit to the competent authorities of the Member States concerned a
risk management plan and a summary thereof, where the marketing authorisation for
the reference medicinal product is withdrawn but the marketing authorisation for the

medicinal prodct referred to irArticles 9 and 11is maintained.

The risk management plan and the summary thereof shall be submitted to the
competent authorities of the Member States concerned within 60 days of the
withdrawal of the marketing authorisation for the refeee medicinal produdiy
means of a variation

The competent authority of the Member State may impose an obligation on a
marketing authorisation holder for a medicinal product referredttioles 9and 11
to submit a risk management plan and sumrttayeof where:

(&) additional risk minimisation measurdsve beenimposed concerning the
reference medicinal product; or

(b) itis justified on pharmacovigilance grounds.

In the case referred to in paragraphp@int (a), the risk management plan shl
aligned with the risk management plan for the reference medicinal product.

The imposition of the obligation referred to in paragraph 3 shall be duly justified in
writing, notified to the marketing authorisation holder and shall include the deadline
for submission of the risk management plan and the sumimargneans of a
variation

Article 92
Variation of marketing authorisation

An application for variation of a marketing authorisatitny the marketing
authorisation holdeshall be madelectronicallyin the formats made available by
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the Agency, unless the variation is an update by the marketing authorisation holder
of their informationheldin a database.

Variations shall be classified in different categories depending on the lenigk od

public health and the potential impact on the quality, safety and efficacy of the
medicinal product concerned. Those categories shall range from changes to terms of
the marketing authorisation that have the highest potential impact on the quality,
safety or efficacy of the medicinal product, to changes that have no or minimal
Impact thereon and to administrative changes.

The procedures for examination of applications for variations shall be proportionate
to the risk and impact involved. Thoseopedures shall range from procedures that
allow implementation only after approval based on a complete scientific assessment
to procedures that allow immediate implementation and subsequent notification by
the marketing authorisation holder to the compteterthority. Such procedures may
also include updates by the marketing authorisation holder of their information held
in a database.

The Commission is empowered to adopt delegated acts in accordano&riveiid
215to supplement this Directive kBstaltishing the following

(@ the categorieseferred to in paragraphi which variations shall be classified,;

(b) rules for the examination of applications for variations to the terms of
marketing authorisationscluding procedures for updates througtetabase

(c) the conditions for submission of a single application for more than one change
to the terms of the same marketing authorisation and for the same change to the
terms of several marketing authorisations;

(d) specifying exemptions to the variati procedures where the update of
information in the marketing authorisation referred to in Annex | may be
directly implemented

(e) the conditionsand procedures for cooperation with competent authorities of
third countries or internationakganisation®n examination of applications for
variations to the terms of marketiagthorisation.

Article 93

Variation of marketing authorisation under the decentralised or mutual recognition
procedure

Any application by the marketing authorisation holder to vary a marketing
authorisatiorthathas been granted in accordance with the provisio@&hapterlll,
Sections 3 and 4hall be submitted to all the Member Statlest have previously
authorised tb medicinal product concerned. The same shall apply where the initial
marketing authorisations were granted through separate procedures.

In case of arbitration submitted to the Commission, the procedure laid down in
Articles 41 and 42 shall apply by aragy to variations made to marketing
authorisations.

Article 94
Variation of marketing authorisations on the basis of paediatric studies
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On the basis of relevant paediatgtinical studiesreceived in accordance with
Article 45(1) of Regulation (ECNo 1901/2006 of the European Parliament and of
the Councit®, the competent authos of the Member Statesnay vary the
marketing authorisation of the medicinal product concerned accordinglypatade

the summary of product characteristics and packafet®f the medicinal product
concerned. The ampetent authorities shall exchange information regarding the
studies submitted and, as appropriate, their implications for any marketing
authorisations concerned.

The activities pursuarib paragraptl shdl be concluded withiriive years from{OP
please insert the date ¥8 months aftethe date of entering into force of this
Directive.

When a medicinal product has been authorised under the provisions of GHapter
on the basis of the information received in accordance with Arfitlef [revised
Regulation (EC) No 726/2004fhe competent authorities of the Member States may
vary the marketing authorisation of the medicinal product concerned accordingly and
update tle summary of product characteristics and package leaflet.

The Member Stateshall exchange information regarding the studies submitted and,
as appropriate, their implications for any marketing authorisations concerned.

The Agency shall coordinate tk&change of information.

Article 95
Union interest referral procedure

The Member States or the Commissghall, in specific cases where the interests of
the Union are involved, refer the matter to the Committedledicinal Products for
Human Usefor the application of the procedure laid down Articles 41 and 42

before any decision is reached on an application for a marketing authorisation or on
the suspension or revocation of a marketing authorisation, or on any other variation
of the marketing authorisatiaimat appears necessary. The Member States and the
Comnmission shall take due account of any requests by the applicant or the marketing
authorisation holder.

Where the referral results from the evaluation of data relating to pharmacovigilance
of an authorised medicinal product, the matter shall be referredhéo t
Pharmacovigilance Risk Assessment Committee/atidle 1152) may be applied.

The Pharmacovigilance Risk Assessment Committee shall issue a recommendation
according to the procedure laid down in Artidle The final recommendation shall

be forwarded d the Committedor Medicinal Products for Human Use to the
coordination group, as appropriate, and the procedure laid doawticte 115 shall

apply.
However, where one of the criteria listedArticle 1141) is met, the procedure laid
down inArticles 114115and116shall apply.

Regulation (EC) No 1901/2006 of the European Parliament and of the Council of 12 December 2006 on
medicinal products for paediatric use and amending Regulation (EEC) No 1768/92, Directive
2001/20/EC, Directive 2001/83/EC and Regulatio@)®o 726/2004 (OJ L 378, 27.12.2006, p. 1).
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The Member State concerned or the Commission shall clearly identify the question
thatis referred to the Committee for consideration and shall inform the applicant or
the marketing authorisation holder.

The Member States dnthe applicant or the marketing authorisation holder shall
supply the Committee with all available information relating to the matter in
question.

Where the referral to the Committee concerns a range of medicinal products or a
therapeutic class, thgency may limit the procedure to certain specific parts of the
authorisation.

In that eventArticle 93 shall apply to those medicinal products only if they were
covered by the authoation procedures referred to@hapter ll, Sections 3 and.4

Where he scope of the procedure initiated under this Article concerns a range of
medicinal products or a therapeutic class, medicinal prodootered by a
centralised marketing authorisatitimat belong to that range or class shall also be
included in the proaure.

Without prejudice to paragraph a Member State may, where urgent action is
necessary to protegbublic health at any stage of the procedure, suspend the
marketing authorisation and prohibit the use of the medicinal product concerned on
its territory until a definitive decision is adopted. It shall inform the Commission, the
Agency and the other Member States, no later than the following working day, of the
reasons for its action.

Where the scope of the procedure initiated urtties Article, & determined in
accordance with paragragh includes medicinal productovered by a centralised
marketing authorisatigrthe Commission may, where urgent action is necessary to
protect public health, at any stage of the procedure suspend the marketing
auhorisations and prohibit the use of the medicinal products concerned until a
definitive decision is adopted. The Commission shall inform the Agency and the
Member States no later than the following working day of the reasons for its action.

Chapter I X
Pharmacovigilance

SECTION 1

GENERAL PROVISIONS

Article 96
Member State pharmacovigilance system

Member States shall operate a pharmacovigilance system for the fulfilment of their
pharmacovigilance tasks and their participationthe Union pharmacovigilance
activities.

The pharmacovigilance system shall be used to collect information on the risks of
medicinal products asegardshealth of thepatients orthe public. That information

shall in particular refer to adverse reactions in hub®ings, arising from use of the
medicinal product within the terms of the marketing authorisation as well as from use
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outside the terms of the marketing authorisation, and to adverse reactions associated
with occupational exposure.

Member States shalhy means of the pharmacovigilance system referred to in
paragraphl, evaluate all information scientifically, consider options for risk
minimisation and prevention and take regulatory action concerning the marketing
authorisation as necessary. They shalirfgrm a regular audit of their
pharmacovigilance system and take corrective actions if necessary.

Each Member State shall designate a competent authority for the performance of
pharmacovigilance tasks.

The Commission may requeshe Member States toparticipate, under the
coordination of the Agency, in international harmonisation and standardisation of
technical measures in relation to pharmacovigilance.

Article 97
Member State responsibilities for pharmacovigilance activities
The Member States al:

(a) take all appropriate measures to encourage patients, doctors, pharmacists and
other healthcare professionals to report suspected adverse reactions to the
competent authorityof the Member Stateand may involveorganisations
representing consumers, patients and healthcare profesdiondf®ose tasks
whereappropriate;

(b) facilitate patient reporting through the provision of alternative reporting
formats in addition to webased formats;

(c) take all appropride measures to obtain accurate and verifiable data for the
scientific evaluation of suspected adverse reaction reports;

(d) ensurethat thepublic is given important information on pharmacovigilance
concerns relating to the use of a medicinal producttimely manner through
publication on the welportal and through other means miblidy available
information as necessary;

(e) ensure, through the methods for collecting information and where necessary
through the followup of suspected adverse reactieparts, that all appropriate
measures are taken to identify clearly any biological medicinal product
prescribed, dispensed, or sold in their territitigtis the subject of a suspected
adverse reaction report, with due regard to the name of the medlichaiaict,
and the batch number

For the purposes gdaragraph 1points (a) and (e)the Member States may impose
specific obligations on doctors, pharmacists and other healthcare professionals.

Article 98
Member State delegation of pharmacovigilatasks

A Member State may delegate any of the tasks entrusted to it tnsl€@hapterto
another Member State subject to a written agreement of the latter. Each Member
State may represent no more than one other Member State.
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The delegating Membe3tate shall inform the Commission, the Agency and all other
Member States of the delegation in writing. The delegating Member State and the
Agency shall make that informatiqrublidy available

Article 99
Marketing authorisation holder pharmacovigilangestem

Marketing authorisation holdeshall operate a pharmacovigilance system for the
fulfilment of their pharmacovigilance tasks equivalent to the relevant Member
State’s phar maeferredtginAlticdeO8(ld. sy st em

Marketing authorisation holdershall by means of the pharmacovigilance system
referred to inArticle 96(1) evaluate all information scientifically, consider options
for risk minimisation and prevention and take appropriate measures as necessary.

Marketing authasation holdes shall perform a regular audit of their
pharmacovigilance system. They shall place a note concerning the main findings of
the audit on the pharmacovigilance system master file and, based on the audit
findings, ensure that an appropriate eotive action plan is prepared and
implemented. Once the corrective actions have been fully implemented, the note may
be removed.

As part of the pharmacovigilance system, marketing authorisation stk

(@) have permanently and continuously aitldisposal an appropriately qualified
person responsible for pharmacovigilance;

(b) maintain and make available on requdst a competent authoritya
pharmacovigilance system master file;

(c) operatea risk management systdor each medicinal product;

(d) monitor the outcome of risk minimisation measuitest are contained in the
risk management plgoursuant to Article 2br thatare laid down as conditions
of the marketing authorisation pursuantAuicles 44, 45 andany obligations
imposed in accorhce withArticle 87,

(e) update the risk management system and monitor pharmacovigilance data to
determine whether there are new risks or whether risks have changed or
whether there are changes to the bemisfit balance of medicinal products.

The qualified person referred ia paragraph 4point (a),shall reside and operate in

the Union and shall be responsible for the establishment and maintenance of the
pharmacovigilance system. The marketing authorisation holder shall submit the
name and conta details of the qualified person to the competent authofitye
Member Statand the Agency.

The marketing authorisation holder shall, on request fr@competent authogtof

a Member Statenominae a contact person for pharmacovigilance issuneshat
Member Statevho shallreport to the qualified persamferred to in paragraph 4,
point (a)

Article 100
Risk management system
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Holders of marketing authorisations granted before 21 July 2012 shall, by way of
deragation from Article 99(4), point (c), not be required to operate a risk
management system for each medicinal product.

The competent authoritpyf a Member Statemay impose an obligation on a
marketing authorisation holdef a national marketing authorisatida operate a risk
management system, as referred td\rticle 99(4), point(c), if there are concerns
about the risks affecting the beneigk balance of an authorised medicinal product.
In that context, the competent authordff a Member Stateshall also oblige the
marketing authorisation holder to submit a risk management plarth&rrisk
management system thahey intend to introduce for the medicinal product
concerned.

The obligationreferred to in paragraphshall be duly justified, nofied in writing,
and shall include the timeframe for submission of the risk management plan.

The competent authorigf a Member Stateshall provide the marketing authorisation
holder with an opportunity tcsubmit written observations in response thet
imposition of the obligation within a time limit which it shall specify, if the
marketing authorisation holder so requests within 30 days of receipt of the written
notification of the obligation.

On the basis of the written observations submittedhieymarketing authorisation
holder, the competent authoriof a Member Stateshall withdraw or confirm the
obligation. Where the competent authoriof a Member Stateconfirms the
obligation, the marketing authorisation shall be varied accordingly to include the
measures to be taken as part of the risk management system as conditions of the
marketing authorisation referred toAmticle 44, point (a)

Article 101
Fundsfor pharmacovigilance activities

The management of funds intended for activities connected with pharmacovigilance,
the operation of communication networks and market surveillance shall be under the
permanent control of the competent authorittdgshe Member Statesn order to
guarantee their independence in the performance of those pharmacovigilance
activities.

Paragraphl shall not preclude the competent authoribéshe Member Statefsom
charging fees to marketing authorisation holders for perforpiymacovigilance
activities on the condition that the independence in the performance of those
pharmacovigilance activities is strictly guaranteed.

SECTION 2

TRANSPARENCY AND COMMUNICATI ONS

Article 102
National webportal

Each Member State shall set up and maintain a national medicingsovtabwhich
shall be linked to the European medicines \wektal established in accordance with
Article 104 of [revised Regulation (EC) No 726/2004]. By means of the national
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medicines welportals, the Member States shall makblidy available at least the
following:

(@) publicassessment reports, together with a summary thereof;
(b) summarie®f product characteristics and package leaflets;

(c) summariesof risk management plans for medicinal productseredby a
national marketing authorisatiam accordance witkChapter 11|

(d) information on the different ways of reporting suspected adverse reactions to
medicinal products to competent authoritie§ the Member Statedy
healthcare professionals and patients, including thebasbd structured forms
referred to inArticle 102 of [revised Regulation (EC) No 726/2004].

The summarieseferred toin paragraph 2point (c) shallinclude where relevanta
description of additional risk minimisation measures.

Article 103
Publication of assessment

The Agency shall makepublidy available the final assessment conclusions,
recommendations, opinions and decisions referred fatioles 107 to 116, by means of the
European medicines weinrtal.

Article 104
Publicannouncements

As soon as the marketing authorisation holder intends to makeubdic
announcement relating to information on pharmacovigilance concerns in relation to
the use of a medicinal product, and in any event at the same time or befoublibe
announcement imade, they shall be required to inform the competent authasities
the Member Stateshe Agency and the Commission.

The marketing authorisation holder shall ensure that information tgubgc is
presented objectively and is not misleading.

Unless urgentpublic announcements are required for the protectigpublic health,

the Member States, the Agency and the Commission shall inform each other not less
than 24 hours prior to gublic announcement relating to information on
pharmacovigilance coeens.

For active substances contained in medicinal products authorised in more than one
Member State, the Agency shall be responsible for the coordination between
competent authoritie®f the Member Statesf safety announcements and shall
provide timeables for the information being mageblidy available

Under the coordination of the Agency, the Member States shall make all reasonable
efforts to agree on a common message in relation to the safety of the medicinal
product concerned and the timetblfor their distribution. The Pharmacovigilance
Risk Assessment Committee shall, at the request of the Agency, provide advice on
those safety announcements.

When the Agency or competent authorit@sthe Member Statemake publidy
availableinformation referred to iparagrapb2 and 3 any personallataor data of a
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commercially confidential nature shall be deleted unlesgputsiic disclosure is
necessary for the protectionmiblic health.

SECTION 3

RECORDING AND REPORTING OF SUSPECTEDADVERSE REACTIONS

Article 105

Recordingand reportingof suspected adverse reactidnsthe marketing authorisation
holder

Marketing authorisation holders shall record all suspected adverse reactions in the
Union or in third countrieghat are brought to their attention, whether reported
spontaneously by patients or healthcare professionals, or occurring in the context of a
postauthorisation studincluding data relating to ofabel use of the product

Marketing authorisation holders shahsure that those reports are accessible at a
single point within the Union.

By way of derogation from the first subparagraph, suspected adverse reactions
occurring in the context of a clinical trial shall be recorded and reported in
accordance witliReguation (EU) No 536/2014.

Marketing authorisation holders shall not refuse to consider reports of suspected
adverse reactions received electronically or by any other appropriate means from
patientsor healthcare professionals.

Marketing authorisatioholders shall submit electronically to the database and data
processing network referred to Wrticle 101 of [revised Regulation (EC) No
726/ 2004] (“Eudravigilance database’)
reactions that occur in the Uni@md in third countries within 15 days following the
day on which the marketing authorisation holder concerned gained knowledge of the
event.

Marketing authorisation holders shall submit electronically to the Eudravigilance
database information on albn-serious suspected adverse reactions that occur in the
Union, within 90 days following the day on which the marketing authorisation holder
concerned gained knowledge of the event.

For medicinal products containing active substances referred to in sthefli
publications monitored by the Agency pursuanftticle 105 of [revised Regulation

(EC) No 726/2004], marketing authorisation holders shall not be required to report to
the Eudravigilance database the suspected adverse reactions recorded irdhe list
publications but they shall monitor all other medical literature and report any
suspected adverse reactioasorded therein

Marketing authorisation holders shall establish procedures in order to obtain accurate
and verifiable data for the sciemtifevaluation of suspected adverse reaction reports.
They shall also collect followp information on tbse reports and submit the updates

to the Eudravigilance database.

Marketing authorisation holders shall collaborate with the Agency antbthpeteh
authorities of theMlember States in the detection of duplicates of suspected adverse
reaction reports.

112 E N



This Article shall apply mutatis mutandisto undertakingssupplying medicinal
productsusedin accordance with Articl8, paragraph4 or2.

Article 106
Recordingand reportingof suspected adverse reactidnsMember States

Each Member State shall record all suspected adverse reactions that occur in its
territory and that are brought to its attention from healthcare professionals and
patients. This shall includal authorised medicinal products amedicinal products

used in accordance withrticle 3, paragraph4 or 2. Member States shall involve
patients and healthcapeofessionals, as appropriate, in the folomw of any reports

they receive in order to comply witkrticle 97(1), points (c) and (e)

Member States shall ensure that reports of such reactions may be submitted by means
of the national medicines waiortalsor by other means.

For reports submitted by a marketing authorisation holder, Member States on whose
territory the suspected adverse reaction occurred may involve the marketing
authorisation holder in the followp of the reports.

Member States sHatollaborate with the Agency and the marketing authorisation
holders in the detection of duplicates of suspected adverse reaction reports.

Member States shall, within 15 days following the receipt of the reports of serious
suspected adverse reactionsferred to in paragraptl, submit the reports
electronically to the Eudravigilance database.

Member Stateshall, within 90 days from the receipt thfe reports referred to in
paragraphl, submit reports of neeerious suspected adverse reactions electthyi
to the Eudravigilance database.

Marketing authorisation holders shalhve accesgo the reportsreferred to in this
paragraphihrough the Eudravigilance database.

Member States shall ensure that reports of suspected adverse reactions arising from
an error associated with the use of a medicinal product that are brought to their
attention are made available to the Eudravigilance database and to any authorities,
bodies organisationsor institutions, responsible for patient safety within that
Member Stateoncerned They shall also ensure that the authorities responsible for
medicinal products within that Member State are informed of any suspected adverse
reactions broght to the attention of any other authority within that Member State.
These reports shall be appropriately identified in the forms referredddiate 102

of [revised Regulation (EC) No 726/2004].

Unless there are justifiable grounds resulting froharmacovigilance activities,
Member States shall not impose any additional obligations on marketing
authorisation holders for the reporting of suspected adverse reactions.

SECTION 4

PERIODIC SAFETY UPDATE REPORTS

Article 107
Periodic safety update reports
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Marketing authorisation holders shall submit to the Agency periodic safety update
reports containing:

(@) summaries of data relevant to thenefitrisk balanceof the medicinal product,
including results of all studies with a consideration of theiepidl impact on
the marketing authorisation;

(b) a scientific evaluation of the benefisk balance of the medicinal product;

(c) all data relating to the volume of sales of the medicinal product and any data in
possession of the marketing authorisattwider relating to the volume of
prescriptions, including an estimate of the population exposed to the medicinal
product.

The data provided in accordance withe first subparagraphpoint (c) shall
differentiate between sales and volungenerated witim the Union andthose
generated outside the Union

The evaluation referred to iparagraph 1first subparagraphpoint (b) shall be
based on all available data, including data from clinical trials in unauthorised
therapeutiéndications angbopulations.

The periodic safety update reports shall be submitted electronically.

The Agency shall make available the reports referred to in paradraphthe
competent authoritiesf the Member Stateshe members of the Pharmacovigilance
Risk Assessient Committee, the Committee for Medicinal Products for Human Use
and the coordination group by means of the repository referredAdiate 103 of
[revised Regulation (EC) No 726/2004].

By way of derogation from paragragh the marketingauthorisationholders for
medicinal products referred to #wrticles 9, or 13, and the registratioholdersfor
medicinal products referred to #rticles 126 or 134(1), shall only be required to
submit periodic safety update reports for such medicinal prodoidtee competent
authorityin the following cases:

(&) where such obligation has been laid down as a condition in the marketing
authorisation in accordance widttticles 44 or 45; or

(b) when requested by a competent authority on the basis of concerns relating to
pharmacovigilance data or due to the lack of periodic safety update reports
relating to an active substance after the marketing authorisation has been
granted.

The assessment reporvf the periodic safety update repam$erred to in the first
subparagraphshall be communicatedby the competent authorityto the
Pharmacovigilance Risk Assessment Committee, which shall consider whether there
is a need for a single assessment reporalli marketing authorisations for medicinal
products containing the same active substance whath shall inform the
coordination group or the Committee for Medicinal Products for Human Use
accordingly, in order to apply the procedures laid dowArtitles 108(4) and110.

Article 108
Frequency of periodic safety update reports

The frequency with which the periodic safety update reports are to be submitted shall
be specified in the marketing authorisation.
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The dates of submission according to the specified frequency shall be calculated
from the datevhen then marketinguthorisatiorwas granted

Holders of marketing authorisationshich have beegranted before 21 July 2012,

and for which the frequency drdates of submission of the periodic safety update
reports are not laid down as a condition to the marketing authorisation, shall submit
the periodic safety update reports in accordance with the second subparagraph until
another frequency or other datelssabmission of the reports are laid down in the
marketing authorisation or determined in accordance tivétparagrapy, 5 and 6

Periodic safety update reports shall be submitted to the competent authorities
immediately upon request:

(@) where a medicial product has not yet been placed on the market, at least every
six months followingthe marketingauthorisation and until the placing on the
market;

(b) where a medicinal product has been placed on the market, at leassievery
months during the firstwo years following the initial placing on the market,
once a year for the followinigvo years and at thregearly intervals thereafter.

Paragaph 2 shall also apply to medicinal produdtsat are authorised only in one
Member State and for which paragraptioes not apply.

Where medicinal products that are subject to different marketing authorisations
contain the same active substance or the same combination of active substances, the
frequancy and dates of submission of the periodic safety update reports resulting
from the application othe paragraphl and2 may be amended and harmonised to
enable a single assessment to be made in the context of a periodic safety update
report worksharingprocedure and to set a Union reference date from which the
submission date® becalculated.

The harmonised frequency for the submission of the reports and the Union reference
date may be determined, after consultation of the Pharmacovigilance Risk
Assesment Committee, by one of the following:

(@) the Committee for Medicinal Products for Human Use, where at least one of
the marketing authorisations for the medicinal products containing the active
substance concerned has been granted in accordance witbetitralised
procedure provided for iArticle 3 of [revised Regulation (EC) No 726/2004];

(b) the coordination group, in other cases than those referred to in point (a).

The harmonised frequency for the submission of the reports determined pursuant to
the first and second subparagraphs shalnlaelepublidy availableby the Agency.
Marketing authorisation holders shall submit an application for a variation of the
marketing authorisation accordingly.

For the purposes of paragraghthe Union referenceate for medicinal products
containing the same active substance or the same combination of active substances
shall be one of the following:

(a) the datewhenthe first marketing authorisatiomas grantedn the Unionfor a
medicinal product containing @h active substance or that combinatioh
active substances;

115 E N



EN

(b) if the date referred to in point (a) cannot be ascertained, the earliest of the
known dates of the marketing authorisations for a medicinal product containing
that active substance or thainebination of active substances.

6. Marketing authorisation holders shall be allowed to submit requests to the
Committee for Medicinal Products for Human Use or the coordination group, as
appropriate, to determine Union reference dates or to change the frequency of
submissiorof periodic saéty update reports on one of the following grounds:

(@) for reasons relating foublic health;
(b) in order to avoid a duplication of the assessment;
(c) inorder to achieve international harmonisation.

Such requests shall be submitted in writing and sbhall duly justified. The
Committee for Medicinal Products for Human Use or the coordination group shall,
following the consultation with the Pharmacovigilance Risk Assessment Committee,
either approve or deny such requests. Any change in the dates cedhentry of
submission of periodic safety update reports shathbdepublidy availableby the
Agency. The marketing authorisation holders shall submit an application for a
variation of the marketing authorisatiancordingly

7. The Agency shall makeublic a list of Union reference dates and frequency of
submission of periodic safety update reports by means of the European medicines
web-portal.

Any change to the dates of submission and frequency of periodic safety update
reports specified in the matikeg authorisation as a result of the applicatiorthaf
paragraphk 4, 5 and &hall take effectour months after the date die publication
referred to in the first subparagraph

Article 109
Assessment of periodic safety update reports

The competent aboritiesof the Member Statehall assess periodic safety update reports to
determine whether there are new risks or whether risks have changed or whether there are
changes to the benefisk balance of medicinal products.

Article 110
Single assessmentdriodic safety update reports

1. A single assessment of periodic safety update reports shall be performed for
medicinal products authorised in more than one Member State and, in the cases
referred to inArticle 108, paragraphs4, 5 and 6, for all medicinal products
containing the same active substance or the same combination of active substances
and for which a Union reference date amdrequency of periodic safety update
reports has been established.

The single assessment shall be caelt by either of the following:

(@) a Member State appointed by the coordination group where none of the
marketing authorisations concerned has been granted in accordance with the
centralised procedure provided forAnticle 3 of [revised Regulation (EQ)o
726/2004];
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(b) a rapporteur appointed by the Pharmacovigilance Risk Assessment Committee,
where at least one of the marketing authorisations concerned has been granted
in accordance with the centralised procedure provided foAriitle 3 of
[revisedRegulation (EC) No 726/2004].

When selecting the Member State in accordance twésecondsubparagraptpoint
(a), the coordination group shall take into account whether any Member State is
acting as a reference Member State, in accordancelhdbter Il, Sections 3 and.4

2. The Member State or rapporteur, as appropriate, shall prepare an assessment report
within 60 days of receipt of the periodic safety update report and send it to the
Agency and to the Member States concerned. The Agency shalhsergport to the
marketing authorisation holder.

Within 30 days of receipt of the assessment report, the Member States and the
marketing authorisation holder may submit comments to the Agency and to the
rapporteur or Member State.

3. Following the receipbf the comments referred to in paragrahhhe rapporteur or
Member State shall within 15 days update the assessment report taking into account
any comments submitted, and forward it to the Pharmacovigilance Risk Assessment
Committee. The Pharmacovigilan®isk Assessment Committee shall adopt the
assessment report with or without further changes at its next meeting and issue a
recommendation. The recommendation shall mergiopdivergent positions with
the grounds on which they are based. The Agencyl shelude the adopted
assessment report and the recommendation in the repository set updicted03
of [revised Regulation (EC) No 726/2004] and forwahém to the marketing
authorisation holder.

Article 111
Regulatory action on periodic safatpdate reports

Following the assessment of periodic safety update repefgsred to in Article 10/7the
competent authoritiesf the Member Stateshall consider whether any action concerning the
marketing authorisation for the medicinal prodoahcerned is necessaapdshall maintain,
vary, suspend or revoke the marketing authorisation as appropriate.

Article 112
Procedure for regulatory action on periodic safety update reports

1. In the case of a single assessment of periodic safety update reports in accordance
with Article 110(1) which recommends action concerning more than one marketing
authorisationthat does not include angentralisedmarketing authorisation, the
coordinationgroup shall, within 30 days of receipt of taesessmeneport of the
Pharmacovigilance Risk Assessment Committee, considersgessmeneport and
reach a position on the maintenance, variation, suspension or revocation of the
marketing authorisationsoncerned, including a timetable for the implementation of
the agreed position.

2. If, within the coordination group, the Member States represented aeagreement
on the action to be taken by consensus, the chairperson shall record the agreement
and sad it to the marketing authorisation holder and the Member States. The
Member States shall adopt necessary measures to maintain, vary, suspend or revoke
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the marketing authorisations concerned in accordance with the timetable for
implementation determined the agreement.

In the event of a variation, the marketing authorisation holder shall submit to the
competent authoritieof the Member Statesn appropriate application for a
modification, including an updated summary of product characteristicsaand
updatedpackage leaflet within the determined timetable for implementation.

If an agreement by consensus cannot be reached, the position of the majority of the
Member States represented within the coordination group shall be forwarded to the
Commission whiclshall apply the procedure laid downArticle 42.

Where the agreement reached by the Member States represented within the
coordination group or the position of the majority of Member States differs from the
recommendation of the Pharmacovigilance Ri&ksessment Committee, the
coordination group shall attach to the agreement or the majority position a detailed
explanation of the scientific grounds for the differences together with the
recommendation.

In the case of a single assessment of periodetysaipdate reports in accordance
with Article 110(1) that recommends action concerning more than one marketing
authorisationthat includes at least oneentralisedmarketing authorisation, the
Committee for Medicinal Products for Human Use shall, withi&@s of receipt of

the report of the Pharmacovigilance Risk Assessment Committee, consider the report
and adopt an opinion on the maintenance, variation, suspension or revocation of the
marketing authorisations concerned, including a timetable for thienmemtation of

the opinion.

Wherethe opinion of the Committee for Medicinal Products for Human késerred

to in paragraph 3iffers from the recommendation of the Pharmacovigilance Risk
Assessment Committee, the Committee for Medicinal Productsuoraid Use shall
attach to its opinion a detailed explanation of the scientific grounds for the
differences together with the recommendation.

On the basis of the opinion of the Committee for Medicinal Products for Human Use
referred to in paragraf) theCommission shalby means of implementing acts

(a) adopt a decision addressed to the Member States concerning the measures to be
taken in respect of marketing authorisations granted by the Member States and
concerned by the procedure provided for iis $ection; and

(b) where the opinion states that regulatory action concerning the marketing
authorisation is necessary, adopt a decision to vary, suspend or revoke the
centralisednarketing authorisatiorsnd concerned by the procedure provided
for in thissection.

Article 42 shall apply to the adoption of the decision referred to in paradyamsint
(a), and to its implementation by the Member States.

Article 13 of [revised Regulation (EC) No 726/2004] shall apply to the decision
referred to in pagraphb, point (b) Where the Commission adopts such decision, it
may also adopt a decision addressed to the Member States pursemied5 of
[revised Regulation (EC) No 726/2004]
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SECTION 5

SIGNAL DETECTION

Article 113
Signal monitoring andetection

Regarding medicinal productaithorised in accordance wi@hapter Il competent
authoritiesof the Member Stateshall in collaboration with the Agency, take the
following measures:

(@ monitor the outcome of risk minimisation measures contained in risk
management plans and of the conditions referred Artinles 44, 45 andany
obligations imposed in accordance withicle 87,

(b) assess updates to the risk management system;

(c) monitor the data in the Eudravigilance database to determine whether there are
new risks or whether risks have changed and whether those risks impact on the
benefitrisk balance.

The Pharmacovigilance Risk Assessment Committee shall perform the initial
analysis and prioritisation of signals of new risks or risks that have changed or
changes to the benefisk balance. Where it considers that follayw action may be
necessary, the assessment of those signals and agreement on any subsequent action
concerning lie marketing authorisation shall be conducted in a timescale
commensurate with the extent and seriousness of the issue.

The Agency and competent authorities the Member Stateand the marketing
authorisation holder shall inform each other in the ewémtew risks or risks that
have changed or changes to the bemisfitbalance being detected.

Member States shall ensure that marketing authorisation holders inform the Agency
and competent authoritied the Member Statm the event of new risks oisks that
have changed or when changes to the bensfibalance have been detected.

SECTION 6

URGENT UNION PROCEDURE

Article 114
Initiation of an urgent Union procedure

A Member State or the Commission, as appropriate, shall, on the basis of concerns
resulting from the evaluation of data from pharmacovigilance activities, initiate the
procedure provided for in thiSection( t he ‘“ ur gent Wmforosmmg pr oc e
the dher Member States, the Agency and the Commission where:

(&) it considers suspending or revoking a marketing authorisation;
(b) it considers prohibiting the supply of a medicinal product;
(c) it considers refusing the renewal of a marketing authorisaiion;
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(d) itis informed by the marketing authorisation holder that, on the basis of safety
concerns, thenarketing authorisatioholder has interrupted the placing on the
market of a medicinal product or has taken action to have a marketing
authorisation whdrawn, or intends to take such action or has not applied for
the renewal of a marketing authorisation.

A Member State or the Commission, as appropriate, shall, on the basis of concerns
resulting from the evaluation of data from pharmacovigilance &esyiinform the

other Member States, the Agency and the Commission where it considers that a new
contraindication, a reduction in the recommended dose or a restriction to the
therapeuticindications of a medicinal product is necessary. The informatiolh sha
outline the action considered and the reasons therefor

Any Member State or the Commission, as appropriate, shall, when urgent action is
considered necessary in any of the cases referred te firshsubparagraph, initiate
the urgent Union procedure

Where theurgent Unionprocedure is not initiated, for medicinal products authorised
in accordance witlChapter Ill, Section8 and 4, the case shall be brought to the
attention of the coordination group.

Article 95 shallapplywhere the interests of thénion are involved.

Where theurgent Unionprocedure is initiated, the Agency shall verify whether the
safety concern relates to medicinal products other than the one covered by the
information, or whethethe safety conceris common to allmedicinal products
belonging to the same range or therapeutic class.

Where the medicinal product involved is authorised in more than one Member State,
the Agency shall without undue delay inform the initiator of thigent Union
procedure of the outcome dlfie verification, and the procedures laid down in
Articles 115 and 15 shall apply. Otherwise, the safety concern shall be addressed by
the Member State concerned. The Agency or the Member State, as applicable, shall
make the information that thegent Unionprocedure has been initiated available to
marketing authorisation holders.

Without prejudice tgaragraph 1and2, andArticles 115 and116, a Member State

may, where urgent action is necessary to prgtebtic health, suspend the marketing
authorisabn and prohibit the use of the medicinal product concerned on its territory
until a definitive decision is adopted the urgent Union proceduré shall inform

the Commission, the Agency and the other Member States no later than the following
working da of the reasons for its action.

At any stage of the procedure laid downArticles 115 and 116, the Commission
may requesta Member State in which the medicinal product is authorised to take
temporary measures immediately.

Where the scope of the procedure, as determined in accordanceavatiraph 1
and 2, includes medicinal productovered by centralised marketing authorisation
the Commission may, at any stage of thigent Unionprocedure, take temporary
measures imnukately in relation to those marketing authorisations.

The information referred to in this Article may relate to individual medicinal
products or to a range of medicinal products or a therapeutic class.

If the Agency identifies that the safety conceehates to more medicinal products
than thosdhatare covered by the information or thiae safety conceris common
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to all medicinal products belonging to the same range or therapeutic class, it shall
extend the scope of the procedure accordingly.

Where the scope of thairgent Unionprocedure concerns a range of medicinal
products or therapeutic class, medicinal productsered by the centralised
marketing authorisatiorthat belong to that range or class shall also be included in
the procedure.

At the time the information referred to iparagrapbk 1 and 2is provided the
Member State shall make available to the Agency all relevant scientific information
that it has at its disposal and any assessment by the Member State.

Article 115
Urgent Unionprocedure scientific assessment

Following receipt of the information referred to Amticle 114, paragraphd and?2,
the Agency shalpublidy announce the initiation of theérgent Unionprocedure by
means of the European medicines wpebtal. In parallel, Member States may
publidy announce the initiatiolof the proceduren their national medicines web
portals.

The announcement shall specify the matter submitted to the Agency in acsordan
with Article 114, and the medicinal products and, where applicable, the active
substances concerned. It shall contain information on the right of the marketing
authorisation holders, healthcare professionals andpth®ic to submit to the
Agency information relevant to the procedure and it shall state how such information
may be submitted.

The Pharmacovigilance Risk Assessment Committee shall assess thethmblttas

been submitted to the Agency in accordance witticle 114. The rapporteur, as
referred to in Article 52 of [revised Regulation (EC) No 726/2004hall closely
collaborate with the rapporteur appointed by the Committee for Medicinal Products
for Human Use andavith the reference Member State for the medicinal products
concerned.

For the purposes ofhe assessmenteferred to in the first subparagrapthe
marketing authorisation holder may submit comments in writing.

Where the urgency of the matter permits, the Pharmacovigilance Risk Assessment
Committee may holgbublic hearings,where it considers that this is appropriate on
justified grounds particularly with regard to the extent and seriousness of the safety
concern. The hearings shall be held in accordance with the modalities specified by
the Agency and shall be announced byanteof the European medicines waiytal.

The announcement shall specify the modalities of participation.

The Agency shall, in consultation with the parties concerned, draw up Rules of
Procedure on the organisation and condugpudilic hearings, in accoehce with
Article 163 of [revised Regulation (EC) No 726/2004].

Where a marketing authorisation holder or another person intending to submit
information has confidential data relevant to the subject matter of the procedure,
they may request permission poesent that data to the Pharmacovigilance Risk
Assessment Committee in a apuablic hearing.
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Within 60 days of thesubmission of thenformation, the Pharmacovigilance Risk
Assessment Committee shall make a recommendation, stating the reasons on which
it is based, having due regard to the therapeutic effect of the medicinal product. The
recommendation shall mentiany divergent positions and the grounds on which
they are based. In the case of urgency, and on the basis of a proposal by its
chairpersonthe Pharmacovigilance Risk Assessment Committee may agree to a
shorter deadline. The recommendation shall include any or a combination of the
following conclusions:

(@ no further evaluation or action is required at Union level;

(b) the marketing authorisan holder should conduct further evaluation of data
and carry out #ollow-up of the results of that evaluation;

(c) the marketing authorisation holder should sponsor a-ggdbkbrisation safety
studyand carry out &llow up evaluation of the result$ that study;

(d) the Member States or marketing authorisation holder should implement risk
minimisation measures;

(e) the marketing authorisation should be suspended, revoked or not renewed;
(H the marketing authorisation should be varied.

For the purposes gfaragrapt8, point (d) the recommendation shall specify the risk
minimisation measures recommended and any conditions or restrictions to which the
marketing authorisation should be made subjeotluding the timeline for
implementatio.

For the purposes g@aragrapI8, point (f), whereit is recommended to change or add
information in the summary of product characteristics or the labelling or package
leaflet, the recommendation shall suggest the wording of such changed or added
information andshall indicatewhere in the summary of product characteristios,
labelling or package leaflet such wording should be placed.

Article 116
Follow-up of recommendatiomade in the framewordf the urgent Union procedure

Where the scope of thergent Unionprocedure, as determined in accordance with
Article 114(6), does not includeany centralised marketing authorisation, the
coordination group shall, within 30 days of receipt of the recommendation of the
Pharmacovigilanc®isk Assessment Committee, consider the recommendation and
reach a position on the maintenance, variation, suspension, revocation or refusal of
the renewal of the marketing authorisation concerned, including a timetable for the
implementation of the agrdegoosition. Where an urgent adoption of the position is
necessarythe coordination group mayn the basis of a proposal by its chairperson,
agree to a shorter deadline.

If, within the coordination group, the Member States represented aeagreement

on the action to be taken by consensus, the chairperson shall record the agreement
and send it to the marketing authorisation holder and the Member States. The
Member States shall adopt necessary measures to maintain, vary, suspend, revoke or
refuse renewal of the marketing authorisation concerned in accordance with the
implementation timetable determined in the agreement.
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In the event that a variation is agreed upon, the marketing authorisation holder shall
submit to the competent authoritieSthe Member Statesn appropriate application

for a variation, including an updated summary of product characteristicarand
updatedpackage leaflet within the determined timetable for implementation.

If an agreement by consensus cannot be reached, tiierpos the majority of the
Member States represented within the coordination group shall be forwarded to the
Commission which shall apply the procedure laid dowAriicle 42.

Where the agreement reached by the Member States represented within the
coordnation group or the position of the majority of the Member States represented
within the coordination group differs from the recommendation of the
Pharmacovigilance Risk Assessment Committee, the coordination group shall attach
to the agreement or majoriposition a detailed explanation of the scientific grounds

for the differences together with the recommendation.

Where the scope of the procedure, as determined in accordanc&rtiakh 114(6),
includes at least oneentraised marketing authorisation, the Committee for
Medicinal Products for Human Use shall, within 30 days of receipt of the
recommendation of the Pharmacovigilance Risk Assessment Committee, consider
the recommendation and adopt an opinion on the maintenanajorgrsuspension,
revocation or refusal of the renewal of the marketing authorisations concerned.
Where an urgent adoption of the opinion is necessagyCommittee for Medicinal
Products for Human Use mayn the basis of a proposal by its chairpersmmee to

a shorter deadline.

Where the opinion of the Committee for Medicinal Products for Human Use differs
from the recommendation of the Pharmacovigilance Risk Assessment Committee,
the Committee for Medicinal Products for Human Use shall attach tupitéon a
detailed explanation of the scientific grounds for the differences together with the
recommendation.

On the basis of the opinion of the Committee for Medicinal Products for Human Use
referred to in paragrap) the Commission shalby means implementing acts

(a) adopt a decision addressed to the Member States concerning the measures to be
taken in respect of marketing authorisations that are granted by the Member
States and that are subject to tingent Uniorprocedure;

(b) where the opilon states that regulatory action concerning the marketing
authorisation is necessary, adopt a decision to vary, susgsoteor refuse
the renewal othe centralised arketing authorisations and concerned by the
procedure provided for in this section.

Article 42 shall apply to the adoption of the decision referred to in paragrgpint
(a),and to its implementation by the Member States.

Article 13 of [revised Regulation (EC) No 726/2004] shall apply to the decision
referred to in paragraph point (b). Where the Commission adopts such decision, it
may also adopt a decision addressed to the Member States pursfgried5 of
[revised Regulation (EC) No 726/2004].
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SECTION 7

SUPERVISION OF POST-AUTHORISATION SAFETY STUDIES

Article 117
Norrinterventional postauthorisation safety studies

1. This Sectionapplies to noanterventional posauthorisation safety studig¢kat are
initiated, managed or financed by the marketing authorisation holder voluntarily or
pursuant to obligations impa$ein accordance wittArticles 44 or 87, and that
involve the collection of safety data from patients or healthcare professionals.

2. This Sectionis without prejudice toMember Statesaand Union requirements for
ensuring the welbeing and rights of participants in norterventional post
authorisation safety studies.

3. The studies shall not be performed where the act of conducting the study promotes
the use of a medicinal product.

4. Payments to healthcare professionals for participating inrinterventional post
authorisation safety studies shall be restricted to the compensation for time and
expenses incurred.

5. The competent authorityof the Member Statemay require the marketing
authorisation holder to submit the protocol and the progress reports to the competent
authorities of the Member States in which the study is conducted.

6. The marketing authorisation holder shall send the final repfothe studyto the
competent authorés of the Member States in which the study was conducted within
12 months of the end of data collection.

7. While a study is being conducted, the marketing authorisation holder shall monitor
the data generated and consider its implications for the beis&fibalance of the
medicinal product concerned.

Any new informationthat might influence the evaluation of the benef#k balance

of the medicinal product shall be communicated to the competent authorities of the
Member State in which the medicinal gduxt has been authorised in accordance
with Article 90.

The obligation laid down in the second subparagraph is without prejudice to the
information on the results of studies that the marketing authorisation holder shall
make available by means of the pdi®safety update reports as laid dowrAiticle

107.

8. Articles 118 to 121 shall apply exclusively to studies referred to in paragdagiat
are conducted pursuant to an obligation imposed in accordancé\stiitles 44 or
87.

Article 118
Agreement od protocol for a norinterventional postuthorisation safety study

1. Before a study is conducted, the marketing authorisation holder shall submit a draft
protocol to the Pharmacovigilance Risk Assessment Committee, except for studies to
be conducted inrdy one Member State that requests the sindgccordance with
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Article 87. For such studies, the marketing authorisation holder shall submit a draft
protocol to the competent authority of the Member State in which the study is
conducted.

2. Within 60 daysof the submission of the draft protoaeferred to in paragraphthe
competent authoritgf the Member Stater the Pharmacovigilance Risk Assessment
Committee, as appropriate, shall issue:

(@) aletter endorsing the draft protocol;

(b) a letter of objection, which shall set out in detail the grounds for the objection,
where

(i) it considers that the conduct of the studynpotes the use of a medicinal
product;

(i) it considers that the design of the study does not fulfil the study
objectives; or

(c) a letter notifying the marketing authorisation holder that the study is a clinical
trial falling under the scope &fegulation (EUNo 536/2014

3. The study may commence only when the written endorsement from the competent
authority of the Member Stateor the Pharmacovigilance Risk Assessment
Committee, as appropriate, has been issued.

Where a letter of endorsemeunit the draft protocobs referredo in paragraph 2,

point (a) has been issued, the marketing authorisation holder &ralard the
protocol to the competent authorities of the Member States in which the study is to
be conducted and may thereafter commence the study according to the endorsed
protocol.

Article 119
Update of a protocol for a nemterventionalpostauthorisationsafety stug

After a study has been commenced, any substantial amendments to the protocol shall be
submitted, before their implementation, to the competent authadritye Member Stater to

the Pharmacovigilance Risk Assessment Conaiths appropriate. The competent authority

of the Member Stater the Pharmacovigilance Risk Assessment Committee, as appropriate,
shall assess the amendments and inform the marketing authorisation holder of its endorsement
or objection. Where applicablthe marketing authorisation holder shall infotine Member

States in which the study is conducted.

Article 120
Final study report ora norrinterventional postuthorisation safety styd

1. Upon completion of the study, a final study report shall be sténito the
competent authoritgf the Member Stater the Pharmacovigilance Risk Assessment
Committee within 12 months of the end of data collection unless a written waiver has
been granted by the competent authoritfy the Member Stateor the
Pharmacovigilance Risk Assessment Committee, as appropriate.

2. The marketing authorisation holder shall evaluate whether the results of the study
have an impact on the marketing authorisation and shall, if necessary, submit to the
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competent authoritiesf the Member Statean application to vary the marketing
authorisation.

3. Together with the final study report, the marketing authorisation holder shall
electronically submit an abstract of the study results to the competent authidiniy
Member Stat®r the Pharmacovigilance Risk Assessment Committee.

Article 121

Recommendations following the submission of a final study report eimteowentional post
authorisation safety studies

1. Based on the results of the study and after consultation of thetmgr&athorisation
holder, the Pharmacovigilance Risk Assessment Committee may make
recommendations concerning the marketing authorisation, stating the reasons on
which they are based. The recommendations shall meatigivergent positions
and the grouds on which they are based.

2. When recommendations for the variation, suspension or revocatiannational
marketing authorisation are made, the Member States represented within the
coordination group shall agrem a position on the matter taking in&zcount the
recommendation referred to in paragrapland shall include a timetable for the
implementation of the agreed position.

If, within the coordination group, the Member States represented aeagreement

on the action to be taken by consenghs, chairperson shall record the agreement
and send it to the marketing authorisation holder and the Member States. The
Member States shall adopt necessary measures to vary, suspend or revoke the
marketing authorisation concerned in accordance with theemegntation timetable
determined in the agreement.

In the event that a variation is agreed upon, the marketing authorisation holder shall
submit to the competent authoritiesthe Member Statan appropriate application

for a variation, including an updat summary of product characteristics am
updatedpackage leaflet within the determined timetable for implementation.

The agreement shall beadepublidy availableon the European medicines web
portal established in accordance walticle 104 of [revised Regulation (EC) No
726/2004].

3. If an agreement by consensus cannot be reached, the position of the majority of the
Member States represented within the coordination group shall be forwarded to the
Commission, which shall apply the procedure tgvn inArticle 42.

4. Where the agreement reached by the Member States represented within the
coordination group or the position of the majority of Member States differs from the
recommendation of the Pharmacovigilance Risk Assessment Committee, the
coodination group shall attach to the agreement or majority position a detailed
explanation of the scientific grounds for the differences together with the
recommendation.
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SECTION 8

| MPLEMENTATION , GUIDANCE AND REPORTING

Article 122
Implementing measureslated to pharmacovigilance activities

In order to harmonise the performance of the pharmacovigilance activities provided
for in this Directive, the Commission shall adopt implementing measures in the
following areas for which pharmacovigilance actestare provided for innex |,
Articles %, 99, 100, 105 to 107, 113, 118 and R0 by setting out

(a) the content anthe rules on thenaintenance of the pharmacovigilance system
master file kept by the marketing authorisation holder;

(b) minimum requirements for the quality system for the performance of
pharmacovigilance activities by the competent authorieghe Member
Statesand the marketing authorisation holder;

(c) rules onthe use of internationally agreed terminology, formaid standards
for the performance of pharmacovigilance activities;

(d) minimum requirements for the monitoring of data in the Eudravigilance
database to determine whether there are new risks or whether risks have
changed;

(e) the format and content of theeetronic transmission of suspected adverse
reactions by Member States and the marketing authorisation holder;

(H the format and content of electronic periodic safety update reports and risk
management plans;

(g) the format of protocols, abstracts and fireudy reports for the post
authorisation safety studies.

Those measures shall take account of the work on international harmonisation carried
out in the area of pharmacovigilance. Those measures shall be adopted in accordance
with the regulatory prockire referred to irrticle 214(2)

Article 123
Guidance to facilitate the performance of pharmacovigilance activities

The Agency shall, in cooperation with competent authordfebe Member Statesnd other
interested parties, draw up:

(@)

(b)

guidance orngood pharmacovigilance practices for both competent authorities and
marketing authorisation holders;

scientific guidance on postuthorisation efficacy studies.

Article 124
Reporting on pharmacovigilance tasks
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The Agency shall makpublic a report onhie performance of pharmacovigilance tasks by the
Member States and the Agency evémeeyears The first report shall benade public by
[three years after application date]i@vised Regulation (EC) No 726/2004

Chapter X
Homeopathic medicinal productsand traditional herbal medicinal
products

SECTION 1

SPECIFIC PROVISIONS APPLICABLE TO HOMEOPATHIC MEDICINAL PRODUCTS

Article 125
Registration or authorisation of homeopathic medicinal products

1. Member States shall ensure that homeopathic medicinal products manufactured and
placed on the mark&t the Union are registered in accordance withcles 126 and
127 or authorised in accordance wiliticle 133(1), except where sudmomeopathic
medicind products are covered by a registration or authorisation granted in
accordance with national legislation on or before 31 December 1993. In case of
registrations,Chapter 1ll, Sections 3 and 4nd Aticle 38, paragraphd, 2 and3
shall apply.

2. Member States shall establish a simplified registration procedhiezred to in
Article 126for the homeopathic medicinal products.

Article 126
Simplified registration procedure for homeopathic medicinal products

1. Homeopathic medicinal produdtsat satisfy all of the following conditions may be
subject to a simplified registration procedure:

(@) they are administered orally or externally

(b) no specific therapeutic indication appears on the labelling of the medicinal
product or in any informatiorefating theretp

(c) there is a sufficient degree of dilution to guarantee the safety of the medicinal
product

For the purposes of point (c), the medicinal product may not contain either more than

one part per 10000 of the mother tincture or more tha@Oliilof the smallest dose

used in allopathy with regard to active substances whose presence in an allopathic
medi cinal product results in the obligat.i

The Commission is empowered to adopt delegated acts in accomdhogrticle
215 to amendthe first subparagplpoint (c) in order to take account of scientific
progress

At the time of registration, Member States shall determingtbgcriptionstatusfor
the dispensing of thekomeopathienedicinal product.
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2. The criteria and rules of procedure provided foArticle 1(10), point (c)Article 30,
Chapter 1ll, Section 6Articles 191, 195 and 204shall apply by analogy to the
simplified registration procedure for homeopathic medicinal products, with the
exception of the proof of therapeutic efficacy.

Article 127
Application requirements for simplified registration

An applicationa simplified registration may cover a serieshoineopathienedicinal products
derived from the same homeopathic stock or stothke following shall be included with the
application in order to demonstrate, in particular, the pharmaceutical quality and thé&obatch
batch homogeneity of tHeomeopathic medicingroducts concerned:

(@) the scientific name or other name given iplearmacopoeia of the homeopathic stock
or stocks, together with a statement of the various routes of administration,
pharmaceutical forms and degree of dilution to be registered

(b) a dossier describing how the homeopathic stock or staesobtained and
controlled, and justifyingtheir homeopathic use, on the basis of an adequate
bibliography

(c) the manufacturing and control file for each pharmaceutical form and a description of
the method of dilution angdotentisation

(d) themanufacturingauthorisabn for thehomeopathienedicinal product concerngd

(e) the copies of any registrations authorisation®btained for the sameomeopathic
medicinal product in other Member States

) one or more mockips of the outer packaging and the immediate packaging of the
homeopathienedicinal products to be registered

(9) thedata concerning the stability of themeopathienedicinal product.

Article 128
Application of decentralisednd mutualrecognition procedures to homeopathic medicinal
products

1. Article 38, paragraphst and 6, Articles 3 to 42 and 95 shall not apply to the

homeopathic medicinal products referred téiticle 126.

2. Chapter l11, Section8 to 5, shall not apply to the homeopathic medicinal products
referred to iMArticle 1332).

Article 129
Labelling of homeopathic medicinal products

Homeopathic medicinal producisith the exception those referred toArticle 126(1), shall
be labelled in accordance with the provisionsGifapterVl and shall be identified by a
reference on their labels, in clear and legible form, to their homeopathic nature.

Article 130
Specific requirements for labelling cértainhomeopathienedicinal products
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1. The labelling and, where appropriate, the package insehofmeopathianedicinal

products referred to iArticle 1261) in addition to the clear mention of the words
homeopathic medi ci nal product ' other,shal I
information:

(@) the scientific name of the stock or stocks followed by the degree of dilution,
making use of the symbols of the pharmacopoeia used in accordance with
Article 4(62);

(b) name and address of the registration holder and, where appeof the
manufacturer;

(c) method of administration and, if necessary, rait@dministration

(d) pharmaceutical form;

(e) expiry date, in clear terms (month, year);

() contents of the sales presentation;

(g) special storage precautions, if any;

(h) a special warning if necessary for the medicinal product;

()  manufacturer's batch number;

() registration number;

(kf “homeopathic medicinal product without
() awarning advising the user to consult a doctor ifsyraptoms persist.

As regardgshe first subparagrapipoint (a), if the homeopathic medicinal product is
composed of two or more stocks, the scientific names of the stocks on the labelling
may be supplemented by an invented name.

2. Notwithstandingparagraphl, Member States may require the use of certain types of
labelling in order to show:

(@) the price of thdnomeopathienedicinal product
(b) the conditions for refunds by social security bodies.

Article 131
Advertising of homeopathic medicinabplucts
Chapter Xllishall apply to homeopathic medicinal products

By derogation fronparagrapt, Article 1761) shall not apply tanedicinal products
referred to inArticle 1261).

However, only the information specified iArticle 130(1) may be used in the
advertising of suchomeopathienedicinal products.

Article 132
Exchange of information on homeopathic medicinal products

Member States shall communicate to each other all the information necessary to guarantee the
guality and safety ofiomeopathic medicinal products manufactured and marketed within the
Union, and in particular the information referred tAiricles 2@ and203.
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Article 133
Other requirements for homeopathic medicinal products

Homeopathic medicinal products other thihose referred to iArticle 1261) shall
be granted a marketinguthorsationin accordance witirticles 6 and9 to 14and
labelled in accordance witbhapter VI.

A Member State may introduce or retain in its territory specific rules fonome
clinical tests and clinicastudiesof homeopathic medicinal products other than those
referred to inArticle 126(1), in accordance with the principles and characteristics of
homeopathy as practised in that Member State.

In this case, the Member Statencerned shall notify the Commission of the specific
rules in force

ChapterIX shall apply to homeopathic medicinal produatsth the exceptionof
those referred to ifrticle 126(1). Chapter X, ChapterXll, Section 1,and Chapter
XIV shall apply tcdhomeopathic medicinal products

SECTION 2

SPECIFIC PROVISIONS APPLICABLE TO TRADITIONAL HERBAL MEDICINAL
PRODUCTS

Article 134
Simplified registration procedure for traditional herbal medicinal products

Herbal medicinal products that satisfy all of the following conditions may be subject
toasi mpl i fied regi str autsieonr epgrioscterdautrieo n(’‘)t:r

(&) they havetherapeutidndications exclusively appropriate to traditional herbal
medicinal pralucts that by virtue of their composition and purpose, are
intended and designed for use without the supervision of a medical practitioner
for diagnostic purposes or for prescription or monitoring of treatment;

(b) they are exclusively for administratiam accordance with a specified strength
and posology;

(c) they are an oral, externat inhalation preparation;

(d) the period of traditional use as laid down Anticle 13§1), point (c), has
elapsed;

(e) the data on the traditional use of therbalmedicinal producteferred to in
Article 13§1), point (c) are sufficient

The data on the use of a medicinal product referredtteeifirst subparagrapppint

(e), shall be considered sufficient whettee herbalmedicinalproduct proves not to

be harmful in the specified conditions of use and the pharmacological effects or
efficacy of theherbalmedicinal product are plausible on the basis of {stagding

use and experience.

Notwithstanding Article 4(1), point (&4), the presence in the herbal medicinal
product of vitamins or minerals for the safety of which there is-d@tumented
evidence shall not prevent theerbal medicinalproduct from being eligible for
registration in accordance with paragrdplprovided thattie action of the vitamins
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or minerals is ancillary to that of the herbal acsubstancesegarding the specified
claimedtherapeutiaendication(s).

However, in cases where the competent authortidge that a herbal medicinal
product that fulfils the conditions laid down iparagraphl traditional herbal
medidn a | p r falfdsutleet critgria for a national marketingauthorisation in
accordance witirticle 5 or for a simplifiedregistrationin accordancevith Article
126, the provsions ofthis Sectiorshall not apply.

Article 135
Submission of dossier for traditional herbal medicinal product

The applicant andhe traditionaluseregistration holder shall be established in the
Union.

In order to obtaina traditionatuse registration, the applicant shall submit an
application to the competent authority of the Member State concerned.

Article 136
Application requirementfor traditional-use registration
An applicationfor traditionatuse registratioshall be accompanidua:
(@) the particulars andocumentation
(i) referred to impoints(1), (2), (3),(5) to (9), (16) and (17pf Annex
(i)  the results of the pharmaceutical tests referred fmirex

(i) the summary of product characteristics, withoutdi@cal particularsas
specified inAnnex V,

(iv) in case of combinations, as referred toAiicle 4(1), point (64), or in
Article 1342), the information referred to irArticle 1341), first
subparagraphpoint (e), relating to the combination as such; if the
individual activesubstancesre not sufficiently known, the data shall
also relate to the individual actigebstances

(b) anynational marketingauthorisation or registration obtained by the applicant
in anotter Member State, or in a third country, to place lieebalmedicinal
product on the market, and details of any decision to refuse to gnatibaal
marketingauthorisation or registration, whether in theion or a third country,
and the reasons for asych decision;

(c) bibliographical or expert evidence to the effect that fleebal medicinal
product in question, or a correspondimgedicinal product has been in
medicinal use throughout a period of at least 30 years preceding the date of the
application, including at least 15 years within thaon,

(d) a bibliographic review of safety data together with an expert report, and where
required bythe competent authoritpf the Member Stateupon additional
request, data necessary for assessing the safetyloébemedicinal product.

For the purposes dhe first subparagrapipoint (c), at the request of the Member
State where the application for traditionee registration has been submitted, the
herbalmedicinalproducs working groupshall draw up an opinion on the adequacy
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of the evidence of the lorgtanding useeferred to inthe first subparagraphoint

(c), of the herbal medicinal product, or of the correspondingerbal medicinal
product The Member State shall submit relevant documentation supporting the
referral.

For the purposes ofhe first subparagraphpoint (d), if the individual active
substanceare not sufficiently known, the data referred tahe first subparagraph,
point (a)(iv) shall also relate to the individual actisebstances

Annex Il shall apply by analogy to the particulars and docuatems specified in
the first subparagrapppint (a).

The requirement to show medicinal use throughout the periatlleds30 yearsset
out in paragraphl, first subparagraphpoint (c) is satisfied even where the
marketing of thénerbalmedicinalproduct has not been based on a spegificketing
authorisation. It is likewise satisfielherethe number or quantity of ingredients of
theherbalmedicinal product has been reduced during that period.

Where theherbalmedicinalproduct has been usadtheUnionfor less than 15 years
but is otherwise eligible fora traditionaluse registration in accordance with
paragraph 1lthecompetent authority ahe Member State where the application for
traditionaluse registration has been submitted shall réferapplicationfor the
traditionalherbalmedicinalproduct to théherbalmedicinal productsworking group
and submit releant documentation supporting tmeferral

The herbal medicinal productaorking group shall consider whether the criteria
otherthanthe period of transitional uger atraditionaluseregistration as referred to
in Article 134 are complied with. If thénerbal medicinal productsorking group
considers it possible, it shall establistuaion herbal monograph as referred to in
Article 141(3) which shall be taken into account by thempetent authority of
Member State when taking its final decisimm the applicatioror the traditonal use
registration

Article 137
Application ofmutual recognitionto traditional herbal medicinal products

Chapterlll, Sections 3to 5, shall apply by analogy ttraditionaluseregistrations
granted in accordance wikrticle 134, provided that:

(@ a Union herbal monograph has been established in accordanceAviithe
141(3); or

(b) the traditional herbal medicinal product consists of herbal substareabal
preparations or combinations thereof contained in the list referredAdiate
139

For traditionalherbal medicinal productsot covered by paragraph the competent
authority ofeach Member State shall, when evaluating an application for traditional
use registration, take due account of registrations grantédeelbgompetent authity

of another Member State in accordance with 8estion.

Article 138
Refusal of registration of traditional herbal medicinal products
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Traditionaluse registration shall be refused if the application does not comply with
Articles 134 1350r 1360r if at least one of the following conditions is fulfilled:

(@) the qualitativeor quantitative composition is not as declared;

(b) the therapeuticindications do not comply with the catidns laid down in
Article 134

(c) the traditional herbal medicinaproduct could be harmful under normal
conditions of use;

(d) thedata on traditional use are insufficient, especially if pharmacological effects
or efficacy are not plausible on the basis of lstanding use and experience;

(e) the pharmaceutical quality not satisfactorily demonstrated.

The competent authorities of the Member States shall notify the applicant, the
Commission and any competent authoofythe Member Statéhat requests it, of

any decision they take to refuse traditionak registrabn and the reasons for the
refusal.

Article 139
List of herbal substancelerbalpreparationsand combinations thereof

The Commission shall adopt implementing satb establisha list of herbal
substances, preparations and combinations thereotder in traditional herbal
medicinal productstaking into account the draft list prepared by the herbal
medicinal productsvorking group Those implementing acts shall be adopied
accordance with thexaminationprocedure referred to iArticle 214(2) The list

shall contain, with regard to each herbal substanceth#rapeuticindication, the
specified strength and the posology, the route of administration and any other
information necessary for the safe use of the herbal substance as a traaktibabl
medicinal product.

If an application for traditionalse registration relates to a herbal substance,
preparation or a combination thereof contained in the list referred to in pardgraph
the data specified iArticle 13§1), points (b), (c) and(d), shall not be requirednd
Article 1381), points (c) and (d)shall not apply.

If a herbal substance, preparation or a combinasiaro longerincludedin the list
referred to in paragraph registrations pursuant to paragrabfor herbal medicinal
products containing this substance shall be revoked unless the particulars and
documentationseferred to inArticle 136(1) are submitted within three months.

Article 140
Other requirements for traditional herbal medicinal products

Article 1(5), points (a) and(b) andArticle 1(10) point ), Articles6 to 8, 29,30, 44,
46, 90, 155, Article 188 paragraphd andl1l, Articles 191, 195 196 198 1992),
202, 203 and 204 and Chapters IX and Xdf this Directive as well as Commission
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Directive 2003/94/E¢ shall apply mutadis mutandigo traditionaluse registratios
granted undethis Section

2. In addition to the requiremenset out inArticles 63 to 66, 70 to 79 andAnnex |V,
any labelling and package leaflef a traditionalherbal medicinal producshall
contain a statement to the effect that:

(@) the product is a traditional herbal medicinal product for use in specified
therapeutigéndication(s) exclusively based upon lesignding use; and

(b) the user should consult a doctor or a qualified healthcare practitioner if the
symptoms persist during the use of theditional herbamedicinal product or
if adverse effects not mentioned in the package leaflet occur.

A Member State may require that théelling and the package leaflet shall also state
the nature of the tradition in question.

3. In addition to the requirementet out inChapterXIll, any advertisement for a
traditional herbalmedicinal product registered under tldsctionshall contan the
following statement: Traditional herbal medicinal product for use in specified
therapeutiéndication(s) exclusively based upon lesignding use.

Article 141
Herbal medicinal productsworkinggroup

1. A herbal medicinal productsworking groupis establisheds referred to irArticle
142 of [revised Regulation (EC) No 726/2004hat working groupshall be part of
the Agency and shall have the following competence:

(a) asregardsraditionatuseregistrations, to:
(i) perform the tasks arisirfgpom Article 136 paragraphg and 3
(i)  perform the tasks arising froAtrticle 137

(i) prepare a draft list of herbal substances, preparations and combinations
thereof, as referred to #rticle 1391);

(iv) establishUnion monographs for traditional herbal medicinal products, as
referred to in paragrap)

(b) as regardsnarketingauthorisations of herbal medicinal products, to establish
Union herbal monographs for herbal medicinal products, as referred to in
paragrapl3;

(c) as regards referrals to the Agency undkeapteill, Section 5,or Article 95, in
relation totraditionalherbal medicinal products as referred t@énticle 134 to
perform the tasks set out Article 41,

(d) wherea matter concerningnedicinal prodcts, other than the traditionase
medicinal productsother medicinal productsontaining herbal substances
referred to the Agency undé&hapterlll, Section 5or Article 95, to give an
opinion on the herbal substaneérere appropriate.

40 Commission Directive 2003/94/EC of 8 October 2003 laying down the principles and guidelines of
good manufacturing practice in respect of medicinal products for human use and investigational
medicinal productfor human use (OJ L 262, 14.10.2003, p. 22).
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Appropriate coordination with the Committee for Human Medicinal Prodiacts
Human Useshall be ensured by a procedure to be determined by the Executive
Director of the Agency in accordance witlrticle 145(10) of [revised Regulation
(EC) No 726/2001

Each Member State shall appoint, for a thyear term which may be renewed, one
member and one alternate to the herbal medicinal working group.

The alternates shall represent and vote for the members in their absence. Members
and alternates shall lsbosen for their role and experience in the evaluation of herbal
medicinal products and shall represent the competent authaftidee Member

States

The members of theerbal medicinal productsorking groupmay be accompanied
by experts in specific sentific or technical fields.

The herbal medicinal products working group shall establishUnion herbal
monographs for herbal medicinal products with regard to the applicationitted in
accordance witlof Article 13 as well as traditional herbal medicinal products.

Wherethe Union herbal monographs have been established, they shall be taken into
account bythe competent authorities oMember States when examining an
application Where no suclunion herbal monographdas yet been established, other
appropriate monographgublications or data may be referred to.

When newUnion herbal monographs are established,tthditionatuseregistration
holder shall consider whether it is necessary to modify the registratiomerdoss
accordingly. The traditionatuse registration holder shall notify any such
modification to the competent authority of the Member State concerned.

The herbal monographs shall be published.

Provisions of Aticle 146, paragraphs3 to 5 of the [revised Regulation (EC) No
726/2004]applying to the working partghall apply by analogy to herbal medicinal
products working group.

The hrerbalmedicinalproductsworking group shall draft its rules of procedure.

Chapter XI
Manufacturing and import

SECTION 1

M ANUFACTURING AND IMPORT OF MEDICINAL PRODUCTS

Article 142
Manufacturingauthorisation

Member States shall take all appropriate measures to ensure that the manufacture of
the medicinal products within their territory is subject a@othorisation (the
“manuf act ur i n.grTheananufacturnngastizotisationshall) be required

also ifthe medicinal products manufactured are intended for export.
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The manufacturincauthorisatiorreferred to in paragraphshall be required for both
total and partial manufacture, and for the various processes of dividing up, packaging
or presentation.

By derogation from paragraph 2he manufacturingauthorisationshall not be
required forthe following:

(&) preparation dividing up, changes in packaging or presentation where these
processes are carried out, solely for retail supply, by pharmacists in dispensing
pharmacies or by persons legadlythorisedn the Member States to carry out
such processesy

(b) decentrabed sites carrying out manufacturing or testing steps under the
respongility of the qualified persorof a central siteeferred toin Article
151(3).

A manufacturingauthorisation shall also be required for importsf medicinal
productscoming fromthird countries into a Member State

This Chapterand Articles 1955) and 198shall apply to imports of medicinal
products from third countries

Member States shall entigre information relating to thmanufacturingauthorisation
referred to in paragraphin the Union database referred to in ArticB8(L5).

Article 143
Requirements for a manufacturing authorisation

In order to obtain the manufacturiregithorisation the applicant shalsubmit an
application byelectronic means to the competent authority of the Member State
concerned.

That application shall include the following particulars:

(@) the medicinal products, thgharmaceutical formsand the manufacturing
operations thaare to bemanufactured, imported aarried outand the place
where theactivity will take place;

(b) proof that the applicantsave atheir disposal, for the manufacture or import of
the above, suitable and sufficient premises, technical equipment and control
fadlities complying with the legal requirementhat the Member State
concerned lays down as regards both manufacture and control and the storage
of medicinal products, in accordance witticle 8;

(c) proof that the applicantbave at their disposalthe services of at least one
qualified person within the meaning Afticle 151;

(d) explanation on whethehe site is the central site responsible for the oversight
of decentralised sites

The applicant shall providéy electronic meangarticularsin support of the above
in their application.

Article 144
Grantingof a manufacturing authorisation
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1. The official representatives of the&ompetent authority of the Member State
concernedshall carry out an inspection tensure the accuracy of the particulars
included in the application submitted in accordance Wititle 143

Where the accuracy of the particulars is confirmed in accordance with the first
subparagraplnd no later than 90 days after the receipt of the application submitted
in accordance witirticle 143 the competent authority of the Member State shall
grant or refuse a manufacturing authorisation.

2. To ensure that the particulars referred toAiticle 143 are duly submittedthe
competent authority of the Member State may grant a manufacturing authorisation
subject to conditions.

For central sites, a manufacturing authorisation shall include for each decentralised
site awritten confirmation that th manufacturer of the medicinal product has
verified compliance of the decentralised site with principles of good manufacturing
practice referred to idrticle 160 by conducting regular audits in accordance with
Article 1471), first subparagraptpoint (f).

3. The manufacturing authorigtion shall apply only to themedicinal products,
pharmaceutical forms, the manufacturing operations angrémises specified in the
application and to thpremises of the corresponding central site whleeentralised
manufacturing or testingctivities ae carried ouin decentrabed sites which are
registered in accordance with Articld8.

Article 145
Changes in a manufacturing authorisation

If the manufacturingquthorisatiorholderrequests a change in any of the particulars referred
to in Article 1431), second subparagrapine competent authority of thdember State shall
amend the manufacturing authorisation no later than 30 days from such .relgquest
exceptional cases this peatiof time may be extended to 90 days.

Article 146
Request for additional information

The competent authority of thdember State magequesthe applicanto submitadditional

informationon the particulars supplied pursuantAdicle 1431) andon the qualified person
referred to inArticle 151; where thecompetent authority of thMlember State malkesuch

requestthe timelimits referred to inArticles 144(1), second subparagra@md 145 shall be

suspended until the additionaformationhasbeen supplied.

Article 147
Obligations of the mnufacturing authorisation holder
1. Member States shall ensure that manufacturing authorisation holders shall:

(@) have attheir disposal the services of staff who comply with the legal
requirements existing in the Member State both as regards manufacture and
controls;

(b) dispose of the medicinal producthat have been granted a marketing
authorisatioronly in accordance with tHegislation of the Member States;
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(c) give prior notice to the competent authority the Member Statef any
changesthey may wish to make to any of the particulgosovided in
accordanceo Article 143

(d) allow the official representative®f the comptent authority of the Member
State access ttheir premisesand, wheresites carry out manufacturing or
testing activities in connection with a central sitethe decentralised sjtéo
the premises of the central or the decentralised aitasy time;

(e) enable the qualified perssreferred to inArticle 151to carry outtheir duties,
where appropriate also in decentralised sites, for example by placihgirat
disposal all the necessary resources;

(H comply, in any relevant site and at all timegth the principles of good
manufacturing practice for medicinal prodycts

(g) use only active substances that have been manufactured in accordance with
good manufacturing practice for active substances and distributed in
accordance with good distributigmactices for active substances;

(h) inform the competent authority of the Member State and the marketing
authorisation holder immediately if they obtain information that medicinal
products that come under the scope of their manufacturing authorisatian are
are suspected of being, falsified irrespective of the way the medicinal products
were distributed;

(i) verify that the manufacturers, importers or distributors from whom they obtain
active substances are registered with the competent authority bfetimer
State in which they are establishadp

() verify the authenticity and quality of the active substances and the excipients.

As regardghe first subparagraplpoint (c), the competent authority of the Member
State shall, in any event, be immedtaformed if the qualified person referred to
in Articles1431), point(c), and151is replaced unexpectedly.

For the purposes of points (f) and (g), manufacturing authorisation holders shall
verify compliance, respectively, by the manufacturer distributors of active
substances with good manufacturing practice and good distribution practices by
conducting audits at the manufacturing and distribution sites of the manufacturer and
distributors of active substances. Manufacturing authorisation risoktell verify

such compliance either by themselves or through an entity acting on their behalf
under a contract.

The manufacturing authorisatidrolder shall ensure that the excipients are suitable
for use in medicinal products by ascertaining thergmpate good manufacturing
practice on the basis of a formalised risk assessment

The manufacturing authorisationolder shall ensure that the appropriate good
manufacturing practice ascertainedaccordance with paragraphig,applied. The
manufactiring authorisatiomoldershall document the measures takeaccordance
with paragraph 1 and2.

Article 148
Registrationand listingprocess of decentralised sites
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The manufacturing authorisation holder of the central site shall register all of its
decentralised sites in accordance with the provisions of this Article.

The manufacturing authorisation holder of the central site shall request the competent
authority of the Member State in which the decentralised site is established, to
register the dcentralised site.

The marketing authorisation holder may commence the activity in the decentralised
site in connection with the central site only when the decentralised site is registered
in the Union databaseeferred to inArticle 188(15) and the Ik is made in the
database with the authorisation of the corresponding central site by the competent
authority of the Member state where the decentralised site is located.

The competent authority of the Member State in which the decentralised site is
edablished, is responsible, in accordance wAtticle 188, for the supervision of the
manufacturing and testing activities carried out in the decentralised site.

For the purpose of paragraph 2 the manufacturing authorisation holder of the central
site shall submit a registration form that shall include, at least, the following
information:

(@) name or corporate name and permanent address of the decentralised site and a
proof of establishment in the Union;

(b) the medicinal produstthat are subject to manufacturing or testing steps in the
decentralised site, including the manufacturing or testing activities to be
performed for those medicinal products;

(c) particulars regarding the premises of the decentralised site and the dechnic
equipment to carry out the relevant activities;

(d) the reference to the manufacturing authorisation of the central site;

(e) the written confirmationreferred to inArticle 144(2), second subparagraph
that the manufacturer of the medicinal product Vexsfied compliance of the
decentralised site with principles of good manufacturing practice referred to in
Article 160by conducting audits

The competent authority of the Member State supervising the decentralised site
pursuant to paragraph 4 malecide to carry out an inspection as referred to in
Article 1881), first subparagraph, poitfa). In such cases, that competent authority
shall cooperate with the competent authority of the Member State responsible for the
supervision of the central site

Following the registration of the decentralised site pursuant to paragraph 2, the
manufacturing authorisation holder of the central site shall list the registered
decentralised site in the manufacturing authorisation of the central site.

The compeent authority of the Member State supervising the decentralised site
pursuant to paragraph 4 shall cooperate with the relevant authorities responsible for
the supervision of the manufacturing or testing activities under other Union acts as
regards the fédwing:

(a) the medicinal products that were manufactured in a decentralised site, the
testing or manufacturing of which involves using raw material, medicinal
products regulated under other relevant Union law, or medicinal products that
are intended todocombined with medical devices;
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(b) where specific manufacturing or testing activities are applied to the medicinal
products containing, consisting or derived from SoHO for which specific
manufacturing or testing activities are applied witholeaentralised site that is
also authorised under [SoHO Regulation].

Whererelevant, competent authorities of the Member State supervising the central
and decentralised sites may liaise with the competent authority of the Member State
responsible for theupervisiorof the marketing authorisation

Article 149
Conditions related to the safety feature

The safety features referred toAmnex 1V shall not be removed or covered, either
fully or partially, unless the following conditions are fulfilled:

(a) the manufacturing authorisation holder verifies, prior to partly or fully
removing or covering those safety features, that the medicinal product
concerned is authentic and that it has not been tampered with;

(b) the manufacturing authorisation holder comeplwith Annex IV by replacing
those safety features with safety featutlest are equivalent as regards the
possibility to verify the authenticity, identification and to provide evidence of
tampering of the medicinal product. Such replacement shall béuctad
without opening the immediate packaging.

Safety features shall be considered equivalent if they:

(i) comply with the requirements set out in the delegated acts adopted
pursuant tArticle 67(2); and

(i) are equally effective in enabling the verdimn of authenticity and
identification of medicinal products and in providing evidence of
tampering with medicinal products;

(c) the replacement of the safety features is conducted in accordance with
applicable good manufacturing practice for medicimatipcts; and

(d) the replacement of the safety features is subject to supervision by the
competent authoritgf the Member State

Manufacturing authorisation holders, including those performing the activities
referred to in paragraph shall be regarakas producers and therefore held liable for
damages in the cases and under the conditions set forth in Directive 85/374/EEC.

Article 150
Potentialy falsified medicinal products

By derogation fromArticle 1(2), and without prejudice t&€hapterXIl, Section 1
Member States shall take the necessary measures in order to prevent medicinal
products that are introduced into the Union, but are not intended to be placed on the
marketin the Union, from entering into circulation if there are sufficient gdsuto
suspect that those products are falsified.

Member States shall organise meetings involving patieats d consumer ¢
organi sations and, as necessary, Me mber
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communicate public information about the actionsindertaken in the area of
prevention and enforcement to combat the falsification of medicinal products.

In order to establish what the necessary measures referred to in parhgraphe
Commissions empowered tadopt delegated acts in accordancthrticle 215 to
supplementparagraphl by specifying the criteria to be considered and the
verifications to be made when assessing the potential falsified character of medicinal
products introduced into the Union but not intended to be placed on tketmar

Article 151
Avalilability of qualified person

MemberStates shall take all appropriate measures to ensure that the manufacturing
authorisatiorholderhas permanently and continuouslytiair disposal the services

of at least one qualified persoesiding and operating in the Unioim accordance

with the conditions laid down irticle 152 responsible in particular for carrying

out the duties specified irticle 153

A manufacturingauthorisatiorholderwho is a natural person ampersonallyfulfils
the conditions laid down innex Il may assume the responsibility referred to in
paragrapH.

Where the manufacturing authorisation is granted to a central site specitieel
application pursuant tarticle 144(3), the qualified persoreferred to in paragragh
shall also be responsibldor carrying out the duties specified #rticle 1534)
regarding thelecentralised site

Article 152
Qualification of qualified person

Member States shall ensure that the qualified person referred\tale 151 fulfils
the conditions of qualification set outAmnexllil.

The manufacturing authorisation holder and the qualified person shall ensure that the
practical experience aoged is appropriate to the types of products to be certified

The competent authority of the Member State may lay down appropriate
administrative procedures to verify that a qualified person referred tthan
paragraph 1 fulfils the conditions set autAnnex lll.

Article 153
Responsibilities of the qualified person

Member States shall take all appropriate measures to ensure that the qualified person
referred to in Article 151, without prejudice totheir relationship with the
manufacturing authorisation holder, are responsible,subject tothe procedures
referred to inArticle 154, for securing:

(@) in the case of medicinal products manufactured within the Member States
concerned, that eaclproduction batch of medicinal products has been
manufactured and checked in compliance with the laws in force in that
Member State and in accordance with the requirements of the marketing
authorisation
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(b) in the case of medicinal produdtsportedfrom third countries,rrespective of
whetherthey havebeen manufactured in thénion that each production batch
has undergone in a Member State a full qualitative analysis, a quantitative
analysis of at least all the active substances and all the other tests or checks
necessar to ensure the quality dhe medicinal products in accordance with
the requirements of the marketing authorisation.

The qualified person referred toAmticle 151shall in the case of medicinal products
intended to be placed on thimion market, ensuréhat the safety features referred to
in Annex 1V have been affixed on the packaging.

The batches of medicinal produtitsthave undergonthe controlsreferred to in the

first subparagraptpoint (b) in a Member State shall be exempt frémesecontrols

if they are marketed in another Member State, accompanied by the control reports
signed by the qualified person.

In the case of medicinal products imported from a third country, where appropriate
arrangements have been made byuth®sn with the exporting country to ensure that

the manufacturer applies standards of good manufacturing practice at least equivalent
to those laid down by th&nion, and to ensure that the controls referrednto
paragraph 1first subparagraphpoint (b, have beencarried out in the exporting
country, the qualified person may be relieved of responsibility for carrying out those
controls.

In all cases and particularly where the medicinal products are released for sale, the
qualified personshall certify in a regiter or equivalenformat provided for that
purpose, that each production batch satisfies the provisions of this Attiale;
register or equivalerformatshallbe kept up to datduring the time wheoperations

are carried out anghall remainat the diposal of theofficial representativesf the
competent authoritgf the Member Statfor the period specified in the provisions of

the Member State concerned and in any event for at least five years.

For the purposes drticle 151(3), the qualified person shaih addition

(@) supervisethat the manufacturing or testing activities carried out at the
decentralised sitesomply with principles of relevant good manufacturing
practicegeferred to inArticle 160and conform to the maeking authorisation;

(b) provide a writtenconfirmation as referredto in Article 144(2), second
subparagrapgh

(c) notify to the competent authoritf the Member Staterhere the decentralised
site is established, an inventory of the changes thattakee place as regards
the information provided in the registration fosmbmitted pursuant tArticle
148(5).

Any changes that may have an impact on the quality or safety of the medicinal
products that are manufactured or tested at the decentralisechustebe
notified immediately.

The Commission is empowered to adopt a delegated act in accordancaArtigte
215to supplementhe first subparagraplpoint (c) specifyingthe notification made
by the qualified person.
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Article 1%4
Professional code ofomduct

1. MemberStates shall ensure that the duties of qualified persons referre@tucie
151 are fulfilled, either by means of appropriate administrative measures or by
making such persons subject to a professional code of conduct.

2. Member States may provide for the temporary suspendica qualified person
referred to inArticle 151 upon the commencement of administrative or disciplinary
procedures againghat qualified persorfor failure to fulfil its duties set out in

Article 153
Article 155
Certificate for export of a medicinal product
1. At the request of the manufacturer, the exporter orctmpetentauthorities of an

importing third country, Member States shall certify that a manufacturer of medicinal
products is in possessi of a manufacturingauthori@tion When issuing such
certificates Member States shall:

(@) comply withthe prevailing administrative arrangements of the World Health
Organization;

(b) for medicinal products intended for exptinatare alreadyauthorisedn their
territory, supply the summary of product characteristics as applyviekmin
accordance wittrticle 43,

2. When the manufacturer is not in poses of a marketinqauthoristion it shall
provide thecompetentuthorities responsible fagsuing the certificate referred to in
paragraphl, with a declaration explning why a marketing authoristion is not
available.

SECTION 2

M ANUFACTURING , IMPORT AND DISTRIBUTION OF ACTIVE SUBSTANCES

Article 156
Manufacture of active substances

For the purposes of this Directive, manufacture of active substances imséoe
manufacturing process of a medicinal prodslwll include both total and partial manufacture
or import of an active substanemd the various processes of dividing up, paitigagr
presentation prior to its incorporation into a medicinal product, including repackaging or re
labelling, such as are carried out by a distributaative substances

Article 157
Registration of importers, manufacturers and distributors of actibstainces

1. Importers, manufacturers and distributors of active substances who are established in
the Union shall register their activity with the competent authority of the Member
State in which they are established.
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The registration form, to be submittby electronic meanshall include, at least, the
following information:

(@8 name or corporate name and permanent address;
(b) the active substancésatare to be imported, manufactured or distributed,;

(c) particulars regarding the premises and the technical equipment for their
activity.

The persons referred to in paragraphshall submit,by electronic meansthe
registration form to the competent authordtf/the Member Statat least 60 days
prior to he intended commencement of their activity.

The competent authoritpf the Member Statenay, based on a risk assessment,
decide to carry out an inspection. If the competent authofityhe Member State
notifies the applicant within 60 days of the rgtedf the registration form that an
inspection will be carried out, the activity shall not begin before the competent
authorityof the Member Statkas notified the applicant thiéiteymay commence the
activity. If within 60 days of the receipt of the regation form the competent
authorityof the Member Statkas not notified the applicant that an inspection will be
carried out, the applicant may commence the activity.

Annually, he persons referred to in paragrapkhall communicateby electronic
means,to the competent authorityf the Member Statan inventory of the changes
that have taken place as regards the information provided in the registration form.
Any changes that may have an impact on the quality or safety of the active
substances thaare manufactured, imported or distributed must be notified
immediately.

The comptetent authority of tiMember State shall enter the information provided in
accordance with paragraghn the Union database referred toAirticle 18415).

Article 158
Conditions for importing active substances

Member States shall take appropriate measures to ensure that the manufacture,
import and distribution on their territory of active substances, including active
substances that are intended for export, complih e principles ofgood
manufacturing practice and good distribution practices for active substances
specified in the delegated acts adopted in accordancé\ithe 160

Active substances shall only be imported if the following conditions ardédtfi

(a) the active substances have been manufactured in accordanteenatinciples
of good manufacturing practisat least equivalent to those laid down by the
Union pursuant té\rticle160, and

(b) the active substances are accompanied by a wdttefirmationissued by the
competent authority of the exporting third courdtgting that

(i) the principles of good manufacturing practiseapplicable to the
manufacturingsite manufacturingthe exported active substance are at
least equivalent to thosaid down by the Union pursuaAtticle 160

(i) the manufacturingsite concerned is subject to regular, strict and
transparent controls and to the effective enforcement of good
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manufacturing practice, including repeated and unannounced inspections,
soas to ensure a protection diblic health at least equivalent to that in
the Union; and

(i) in the event of findings relating to n@oempliance, information on such
findings is supplied by the exporting third country to the Union without
unduedelay.

The conditionsset out inparagraph 2point (b) shall not apply if the exporting
country is included in the list referred toAmticle 1592).

The conditionsset out inparagraph 2point (b) may be waived by angompetent
authority of aMember State for a period not exceeding the validity of the certificate
of good manufacturingpracticeissued in accordance with ArticlE88(13) where a

site manufacturing an active substance for export has been inspectede by
competent authority a Member State and was found to comply with the principles
of good manufacturing practice laid down pursuarfrtacle 160.

Article 159
Active substances imported from third countries

At the request of a third country, the Commission shall assess whethert count r y
regulatory framework applicable to active substances exported to the Union and the
respective control and enforcement activities ensure a level of protectpmurbld

health equivalent to that of the Union.

The assessment shall take the form of a review of relevant documestatimitted
by electronic meanand, unless arrangements as referred #riitle 1532) are in
place that cover this area of activity, that assessment shall includesite oeview
of the third country’s regul aihspectypnofy st em
one or more of the third country’s manuf ;

Based on the assessment referred to in paragraghie Lommissionmay adopt
implementirg acts tanclude the third country in a list and apply the requirements
set out inthe second subparagraphhose implementing acts shall be adopted in
accordance with thexaminatiorprocedure referred to ilarticle 214(2)

When assessing the thicduntry pursuant to paragraph 1, the Commission shall take
account othe following

@ the country’ s rules for good manufactu

(b) the regularity of inspections to verify compliance with good manufacturing
practice;

(c) the effectiveness @nforcement of good manufacturing practice;

(d) the regularity and rapidity of information provided by the third country relating
to noncompliant manufacturers of active substances.

The Commission shall verify regularly whether the conditions laid damvn
paragraphl are fulfilled. The first verification shall take place no later than 3 years
after thethird country has been included in the list referred to in paragtaph

The Commission shall perform the assessmef¢rred to in pargarph HAnd
verification referred to inparagraph3 in cooperation with the Agency and the
competent authorities of the Member States.
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SECTION 3

PRINCIPLES OF GOOD MA NUFACTURING AND GOOD DISTRIBUTION PRACTI CES

Article 160
Rules applicable to medicinal products aaative substances

The Commissionmay adopt implementing & in accordance withArticle 214(2) to
supplement this Directive by specifying:

(@) the principles of good manufacturing and good distribution practices for medicinal
products complemente@here relevantby specific measures applicable notably to
pharmaceutical formanedicinal products or manufacturing activities in line with
good manufacturing principles;

(b) the principles of good manufacturing and good distribution practices for active
substances.

Where relevant, these principles shall be specified in coherence with any principles of good
practices established under any other Union legal framework.

Article 161
Rules applicable to excipients

The Commission is empowered to adopt delehatets in accordance witArticle 215 to
supplement this Directive on the formalised risk assessment for ascertaining the appropriate
good manufacturing practice for excipients referred to in Arfidl&2). Such risk assessment

shall take into account ragements under other appropriate quality systems as well as the
source and intended use of the excipients and previous instances of quality defects.

Chapter XII
Wholesale distribution and sale at distance

SECTION 1

WHOLESALE DISTRIBUTION AND BROKERING OF MEDICINAL PRODUCTS

Article 162
Wholesale htribution of medicinal products

1. Without prejudice toArticle 5, Member States shall take all appropriate action to
ensure that only medicinal products in respect of which a markatithgrisatiorhas
been granted in accordance withion law are distributed on their territory.

2. In the case of wholesale distributiarcluding storage, medicinal products shall be
covered byeithera centralisedmarketing authorisation or by national marketing
auhorisation

3. Distributors who intend toimport a medicinal product from another Member State
shall notify the marketing authorisation holder and the competent autiobribye
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Member State to which the medicinal prodiscto be imported otheir intention to
import thatmedicinalproduct.

In the case of medicinal produatsvered bya national marketing authorisatipthe
notification referredto in paragraph 3o the competent authorityf the Member
State shall be without prejudice to additial procedures provided for in the
legislation of that Member State and to fees payable to the competent awthtiréy
Member Statéor examining the notification.

In the case of medicinal produatevered bya centralised marketing authorisation
the distributor shall submit theamenotification referred to inparagraph3 to the
Agencywhich will be in chargef checking that the conditions laid down in Union
law on medicinal products and in the marketing authorisations are obsEorettiis
check, a fee shall be payable to the Agency

Article 163
Authorisation for vinolesale distributiorof medicinal products

The competent authority of thdember Stateconcernedshall take all appropriate
measures to ensure that the wholesale distribution of medicinal products is subject to

an authorisationto engage in activity as a wholesaler in medicinal products
(“whol esale distribution auitnhaothorissateri i on” )
shall indicatethe premisesthe medicinal products and the wholesale distribution
operationgor which it is valid.

Where personauthorisedr entitled to supply medicinal products to figblic may
also, under national law, engage in wholesale business, such persons shall be subject
to theauthorisatiorprovided for in paragraph

A manufacturing authorisation required underArticle 142 shall include an
authorisationto distribute by wholesal the medicinal productthat it coves. A
wholesale distribution authorisati@hall not give dispensation from the obligation
set out inArticle 142to hold a manufacturinguthorisatiorand to comply with the
conditions set out in that respect, even reltbe manufacturing or import business is
secondary.

The competent authority of thdember Stateoncernedshall enter the information
relating to thewholesale distributiomuthorisations in the Union database referred to
in Article 18§15).

The competent authority of the Member State that granted the wholesale distribution
authorisation for premises located in its territory shall ensure that coofrdhe
persons authorised to engage in activity as a wholesaler in medicinal products, and
inspedions of their premisesarecarried outat an appropriate frequency.

The competent authority ahe Member Statehatgranted thevholesale distribution
authorisationshall suspend or revok if the conditionsfor granting it set out in
Article 162 cease to be metn such event the Member Statkall without undue
delayinform the other Member States and the Commission thereof.

Where a competent authority of ember State considethat the conditions for
granting a wholesale distributi@uthorsation set out irticle 162are not met with
respect to avholesale distributiormuthorisationgranted bythe competent authority
of another Member State, it shalithout undue delaynform the Commission and
the competent authority of thether Member Statthereof.The competent authority
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of the other Member Statshall take the measurésconsidersnecessary and shall
inform the Commission and theompetent authority of thérst Member State of
those measuremndthereasons fothem

Article 164
Requirements fom wholesaledistribution authorisation

In order to obtaira wholesaldistribution authorisation, applicangfall submit an
application by electronic means to the competent authority of the Member State
concerned.

The application referred to in paragrapbhall include the following particulars:

(@) aconfirmation and proof that the applicants havéhat disposalsuitable and
adequate premises, installations and equipment, to ensure proper conservation
and distibution of the medicinal products;

(b) a confirmation and proof that the applicants have at their dispppabpriately
trained staff, and in particular, a qualified person designated as responsible,
meeting the conditions provided for by the legislat@inthe Member State
concerned;

(c) an undertaking to fulfil the obligations incumbent on them under the terms of
Article 166

Article 165
Granting ofa wholesé&e distribution authorisation

The official representatives of the competent authority of the Member State
concerned shall carry out an inspection to confirm the accuracy qfattieulars
provided in accordance withrticle 164.

Where the accuracy of thearticularsis confirmed in acordance with the first
subparagrapland no later thaB0 days after the receipt of the application submitted
in accordance witlArticle164, the competent authority of the Member State shall
grant or refuse a wholesale distribution authorisation.

The canpetent authority of the Member State concerned may require the applicant to
supply, by electronic means, all necessary information concerning the particulars for
granting the wholesale distribution authorisation. In stes$e, the period laid down

in paragraph 1 shall be suspended until the requisite additional information is
supplied.

The competent authority of the Member State may grant a wholesale distribution
authorisation subject to conditions.

Thewholesale distributiomuthorisation shakpply only to theoremises specified in
the authorisation.

Article 166
Obligations of thevholesaledistribution authorisation holder
Member States shall ensure thdiolesale distributiomuthorisation holders shall:
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(@ have at their disposal theervices of staff who comply with the legal
requirements existing in the Member State as regards wholesale distribution;

(b) allow the official representatives of the competent authority of the Member
State access to their premisgstallations and equipent referred to if\rticle
164(2), point (a) at all times

() obtain including by financial transactiontheir supplies of medicinal products
only from persons who are themselves in possessiawiolesalelistribution
authorisationin the Unionor a manufacturingauthorisationreferred toin
Article 1633);

(d) supply including by financial transactiomedicinal product®nly to persons
who are themselvewholesaledistribution authorisationholdersor who are
authorisedr entitled to supply medicinal products to theblic;

(e) verify that the medicinal products received are not falsified by checking the
safety features on the outer packagiimgaccordance with the requirements
laid down in the delegated actglopted prsuant toArticle 67(2), second
subparagragh

(f) have an emergency plahat ensures effective implementation of any recall
from the market ordered by the competent authorities or carried out in
cooperation with the manufacturer or marketagthorisatio holder for the
medicinal product concerned;

(g) keep recordsgiving, for any medicinal products received, dispatched or
brokered, at least the following information:

(i) the date of receipt, dispatch or brokering of the medicinal product,
(i)  the nameof the medicinal product,
(i) the quantity of the medicinal product received, supplied or brokered,

(iv) the name and address of the supplier of the medicinal product or the
consignee, as appropriate,

(v) the batch number of the medicinal products, astefor medicinal
products bearing the safety features referred Article 67,

(h) keep the records referred ito point (g) available to the competent authorities
of the Member State$or inspection purposes, for a periodige years;

(i) comply with the principles of good distributiopractices for medicinal
products laid down ifrticle 160,

() maintain a quality system setting out responsibilities, processes and risk
management measures in relation to their activities;

(k) immediately nform the competent authorif the Member Statand, where
applicable, the marketing authorisation holder, of medicinal products they
receive or are offered that they identify as falsified or suspect to be falsified;

()  continuously guarantee thappropriate and continued supply of an adequate
range of medicinal products to meet the requirements of a specific
geographical area, and deliver the supplies requested over the whole of the area
in question, within a reasonable timeframe, which shall ééned in the
national legislation;
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(m) cooperate with marketinguthorsation holders and competent authorities
the Member Statesn the security of supply.

Where the medicinal product is obtained framother wholesale distributothe
wholesale ditribution authorisation holders obtaining the product shall verify
compliance with the principles of good distribution practices by the supplying
wholesale distributor. This includes verifying whether the supplying wholesale
distributor holds a wholesalalistribution authorisation, or a manufacturing
authorisation referred to ifarticle 163(3).

Where the medicinal product is obtained from a manufacturer or importer, wholesale
distribution authorisation holders shall verify that the manufacturenporter holds
a manufacturing authorisation.

Where the medicinal product is obtained through brokering of medicinal products,
wholesale distribution authorisation holders shall verify that the person brokering the
medicinal product fulfils the requireants set out irticle 171

Article 167
Obligation of sipply of medicinal products

With regard to the supply of medicinal products to pharmacists and persons
authorised or entitled to supply medicinal products tgth#ic, Member States shall

not impose upon thavholesaledistribution authorisatioholderthathas been granted

by another Member State any obligation, in particydablic service obligations,

more stringent than those they impose on persons whom they have themselves
authorised to engage equivalent activities.

The wholesaledistributors ofa medicinal prodct placed on the market in a Member
State shall, within the limits of their responsibilities, ensure appropriate and
continued supplies of that medicinal product to pharmaciepearsthns authorised to
supply medicinal products so that the needs of patients in the Member State in
guestion are covered

The arrangements for implementing this Article should, moreover, be justified on
grounds ofpublic health protection and be prationate in relation to the objective

of such protection, in compliance with the Treaty rules, particularly those concerning
the free movement of goods and competition.

Article 168
Documentation accompanying supplied medicinal products

For all supplies of medicinal products to a persarthorisedor entitled to supply
medicinal products to theublic in the Member State concerned, thethorised
wholesaler must enclose a document that makes it possible to asdbdain
following:

(@) the dae of the supply

(b) the name and pharmaceutical form of the medicinal product

(c) the quantityof the medicinal producupplied

(d) the name and address of the supmighe medicinal produ@ndconsigree
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(e) thebatch number of the medicinal prards at least for products bearing the
safety features referred to Aticle 67.

2. Member States shall take all appropriate measures to ensure that pertsonsed
or entitled to supply medicinal products to theblic are able to provide information
that makes it possible to trace the distribution path of every medicinal product.

Article 169
National requirements on wholesale distribution

The provisions ofthis Chapter shall not prevent the application of more stringent
requirements laid down dyember States in respect of the wholesale distribution of:

(@) narcotic or psychotropic substances
(b) medicinal products derived from blgod
(c) immunological medicinal productand
(d) radiopharmaceuticals.
Article 170

Wholesale distribution to thirdountries

In the case of wholesale distribution of medicinal products to third courrgdes 162 and
166(1), point (c) shall not apply.

Where wholesale distributors supply medicinal products to persons in third countries, they
shall ensure that such supplies are only made to persons who are authorised or entitled to
receive medicinal products for wholesale distribution or supply tgtiec in accordance

with the applicable legal and administrative provisions of the third country concerned.

Article 168 shall apply to the supply of medicinal products to persons in third countries
authorised or entitled to supply medicinal products tqotiisic.

Article 171
Brokering medicinal products

1. Persons brokering medicinal products shall ensure that the brokered medicinal
products are covered laywalid marketing authorisation

Persons brokering medicinal products shall have a permanent addces®ntact
details in the Union, so as to ensure accurate identification, location, communication
and supervision of their activities by competent authoritfédee Member States

The requirements set out article 1641), points (e) to (j), shall applymutatis
mutandisto the brokering of medicinal products.

2. Persons may only broker medicinal products if they are registered with the
competent authority of the Member Statbere they havéheir permanent address
referred to in paragraph, secondsubpaagraph Those persons shall submity
electronic meanst least, their name, corporate name and permanent atllitbes
competent authorityn order to register. They shall notiflgy electronic meanshe
competent authoritgf the Member Statef any changes thereof without delay.
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The competent authorityf the Member Statehall enter the information referred to
in the first subparagraph in a register that shapldaidy available

3. The principles referred to inArticle 160 shall include specific provisions for
brokering.
4. Inspections referred to iArticle 188 shall be carried out under the responsibility of

the Member State where the person brokering medicinal products is registered.

If a person brokering medicinal products does not comply with the requirements set
out in this Article, the competent authorigf the Member Statenay decide to
remove that person from the register referred to in paradgtapphsuch eventthe
competenauthorityof the Member Statshall notify that person thereof.

SECTION 2

SALE AT A DISTANCE TO THE PUBLIC

Article 172
General requirements for sale at distance

1. Without prejudice to national legislation prohibiting the offer for sale at a distance of
prescription medicinal products to thmublic by means of information society
services, Member States shall ensure that medicinal products are offered for sale at a
distance to theublic by means of services as definedDimective (EU) 2015/1535
of the European Parliament and of the Codhdilying down a procedure for the
provision of information in the field of technical regulations and of rues
Information Socty servicesinder the following conditions:

(@) the natural or legal person offering the medicinal products is authorised or
entitled to supply medicinal products to tpeblic, also at a distance, in
accordance with national legislation of the Mem8ate in which that person
is established;

(b) the person referred to in point (a) has notified the Member State in which that
person is established of at least the following information:

() name or corporate name and permanent address of the placesibf act
from where those medicinal products are supplied;

(i)  the starting date of the activity of offering medicinal products for sale at a
distance to theublic by means of information society services;

(i) the address of the website used for that psepand all relevant
information necessary to identify that website;

(iv) if applicable, theprescription statug accordance witiChapterV of the
medicinal products offered for sale at a distance tgth®ic by means
of information society services.

Where appropriate, that information shall be updated;

4 Directive (EU) 2015/1535 of the European Parliament and of the Council of 9 September 2015 laying
down a procedure for the provision of information in the field of technical regulations and of rules on
Information Society services (OJ L 241, 17.9.2015, p. 1).
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(c) the medicinal products comply with the national legislation of the Member
State of destination in accordance wAttiicle 5(1);

(d) without prejudice to the information requirements set out in Dec
2000/31/EC of the European Parliament and of the Cddntile website
offering the medicinal products contains at least:

() thecontact details of the competent authodfythe Member Stater the
authority notified pursuant to point (b);

(i) a hyperlink to the website referred to Article 174 of theMember State
of establishment

(i) the common logo referred to Wrticle 173 clearly displayed on every
page of the website that relates to the offer for sale at a distance to the
public of medicinal products. The common logo shall contain a hyperlink
to the entry of the person in the list referred tdAiticle 174(1) point

(©).

2. Member States may impose conditions, justified on groundguliiic health
protection, for the retail supply dheir territory of medicinal products for sale at a
distance to theublic by means of information society services.

3. Without prejudice to Directive 2000/31/EC and the requirements set out in this
Section Member States shall take the necessapasures to ensure that other
persons than those referred to in paragragtat offer medicinal products for sale at
a distance to thpublic by means of information society services and that operate on
their territory are subject to effective, proportde and dissuasive penalties.

Article 173
Requirements for common logo

1. A common logo shall be established that is recognisable throughout the Union, while
enabling the identification of the Member State where the person offering medicinal
products for ale at a distance to thmublic is established. That logo shall be clearly
displayed on websites offering medicinal products for sale at a distancepubiice
in accordance witlrticle 1721), point (d)

2. In order to harmonise the functioning of tbemmon logo, the Commission shall
adopt implementing acts regarding:

(@) thetechnical, electronic and cryptographic requirements for verification of the
authenticity of the common logo;

(b) thedesign of the common logo.

Those implementing acts shall, where necessary, be amended to take account of
technical and scientific progress. Those implementing acts shall be adopted in
accordance with the procedure referred tauiicle 214(2)

42 Directive 2000/31/EC of the European Parliament and of the Council of 8 June 2000 on certain legal
aspects of information society services, in particular electronic commerce, in the Internal Market
(Directive on electronic commerce (OJ L 178, 17.7.2000, p. 1).
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Article 174
Information about the supypat distance to thpublic
Each Member State shall set up a website providing at least the following:

(@) information on the national legislation applicable to the offering of medicinal
products for sale at a distance to théblic by means ofnformation society
services, including information on the fact that there may be differences
between Member States regarding classification of medicinal products and the
conditions for their supply;

(b) information on the purpose of the common logo;

(c) thelist of persons offering the medicinal products for sale at a distance to the
public by means of information society services in accordanceAwtible 172
as well as their website addresses;

(d) background information on the risks related to medicpralducts supplied
illegally to thepublicby means of information society services.

This website shall contain a hyperlink to the website referredparagrapl?.

The Agency shall set up a website providing the information referredparagraph

1, first subparagraptpoints (b) and (d), information on the Unitaw applicable to

falsified medicinal products as well as hyperlinks to the websiteabe Member
Statesreferred to in paragraph The Agency’ s website shall
the Member States’ websites contain info
supply medicinal productsy salesat a distancen the Member State concerned.

The Commission shall, in cooperatiovith the competentauthorities, conduct or
promote information campaigns aimed at the genptddlic on the dangers of
falsified medicinal products. Those campaigns shall raise consumer awareness of the
risks related to medicinal products supplied illigaly salesat a distancas well as

of the functioning of the common logmd thewebsitesreferred to in paragraphs 1

and 2

Chapter XIlII
Advertising

Article 175
Definition of advertising of medicinal products

For the purposes of thGhaptey* advertising of medi ci nal
any form of dooito-door information, canvassing activity or inducement designed to
promote the prescription, supply, sale or consumption of medicinal products

It shall include in particular:
(a) theadvertising of medicinal products to the generdlic;

(b) advertising of medicinal products to persons qualified to presatmainister
or supply them

(c) visits by medical sales representatives to persons qualified to prescribe
medicinal products

(d) the supply of samplesf medicinal products
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(e) the provision of inducements to prescribe or supply medicinal products by the
gift, offer or promise of any benefit or bonus, whether in money or in kind,
except when their intrinsic value is minimal

(f) sponsorship of promotional meetings attended by persons qualified to prescribe
or supply medicinal produgcts

(g) sponsorship of scientific congresses attended by persons qualified to prescribe
or supply medicinal products and in particular paymertheir travelling and
accommodation expenses in connection therewith

(h) advertising related to medicinal productsthat does not refer tepecific
medicinal product

The following are not covered by tHhapter

(@) the labelling and package leaflets, which are subject to the provisions of
ChapteVI;

(b) correspondence possibly accompanied by material of a +pwomotional
nature, needed to answer a specific question about a particular medicinal
product

(c) factual informative announcements and reference material relating, for
example, to pack changes, adversaction warnings as part of general drug
precautions, trade catalogues and price lists, provided they include no product
claims

(d) information relating to human health or diseases, provided that there is no
reference, even indirect, to medicinal products.

Article 176
General provisions on advertising of medicinal products

Member States shall prohibit any advertising of a medicinal productsipect of
which amarketingauthorisatiorhas not been granted.

All parts of the advertising of a medicinal product must comply with the particulars
listed in the summary of product characteristics.

The advertising of a medicinal product:

(a) shall encourage the rational use of the medicinal product, by presenting it
objectively and without exaggerating its propetties

(b) shallbe accurate, verifiable amibt be misleading.

Any form of advertising that aims to highlight negatively another medicinal product
shall be prohibitedAdvertising that suggestthat a medicinal product is safer or
more effective thamanother medicinal producshall also be prohibited unless
demonstreedand supportetly thesummary of product characteristics

Article 177
Restrictions on advertising of medicinal products

Member States shall prohibit the advertising to the genmuhblic of medicinal
productsthat
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(@) are available on medicptescription only, in accordance withaptenV;

(b) contain substancedassifiedas psychotropic or narcotwithin the meaning of
internationalkconventions

Medicinal products may be advertised to the genmshlic where, by virtue of their
composition and purposdhey are intended and designed for use without the
intervention of a medical practitioner for diagnostic purposes or for the prescription
or monitoring of treatment, with the advice of the pharmacist, if napgess

Member States shall be entitled to ban, on their territory, advertising to the general
public of medicinal products the cost of which may be reimbursed.

The prohibition contained in paragrafibshall not apply to vaccination campaigns
carried ot by the industry and approved by the competent authorities of the Member
States.

The prohibition referred to in paragrapishall apply without prejudice tArticle 21
of Directive 2010/13/EU

Member States shall prohibit the direct distributionnodédicinal products to the
public by the industry for promotional purposes.

Article 178
Advertising to the genergublic

Without prejudice tdArticle 177, all advertising to the genenaliblic of a medicinal
product shall:

(@) be setoutin such a walyat it is clear that the message is an advertisement and
that the product is clearly identified as a medicinal product;

(b) include the following minimum information:

(i) the name of the medicinal product, as well as the common name if the
medicinal prodat contains only one active substance

(i)  the information necessary for correct use of the medicinal product

(i) an express, legible invitation to read carefully the instructions on the
package leaflet or on the outer packaging, as the case may be.

Member States may decide that the advertising of a medicinal product to the general
public may, notwithstanding paragragdh include only the name of the medicinal
product or itsactive substancer the trademark if it is intended solely as a reminder

Article 179
Restrictionson advertising to the generplblic

The advertising of a medicinal product to the gengmablic shal not contain any
materialthat

(@) gives the impression that a medical consultation or surgical operation is
unnecessary, iparticular by offering a diagnosis or by suggesting treatment by
mail;
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(b) suggests that éheffects of taking the medi@hproductare guaranteed, are
unaccompanied by adverse reactions or are better than, or equivalent to, those
of another treatment enedicinal product;

(c) suggests that the health of the subject can be enhanced by taking theahedicin
product

(d) suggests that the health of the subject could be affected by not taking the
medichal product

(e) s directed exclusively or principallyt ahildren;

() refers to a recommendation by scientistsalthcareprofessionals or persons
who are neither of the foregoing but who, because of their celebrity, could
encourage the consumption of medicinal products;

(g) suggests that the medicinal protlus afood, cosmetic or other consumer
product;

(h) suggests that the safety or efficacy of the medicinal product is due to the fact
that it is natural,

(i) could, by a description or detailed representation of a case history, lead to
erroneous selfliaghosis;

() refers, in improper, alarming or misleading terms, to claims of recovery;

(k) uses, in improper, alarming or misleading terms, pictorial representations of
changes in the human body caused by disease or injury, or of the action of a
medicinalproduct on the human body or parts thereof.

The prohibition set out in the paragraph, point (d), shall not apply to the
vaccination campaigns referred toArticle 1774).

Article 180
Advertising to persons qualified to prescrilagiministeror supply medicinal produst

Any advertising of a medicinal product to persons qualified to presadmainister
or supply such products shall include:

(@) essential information compatible with the summary of product characteristics;
(b) the supplyprescription statusf the medicinal product.

Member States may also require such advertising to include the selling price or
indicative price of the various presentations and the conditions for reimbursement by
social security bodies.

Member States nyadecide that the advertising of a medicinal product to persons
qualified to prescribeadministeror supply such products may, notwithstanding
paragrapt, include only the name of the medicinal product, or its international non
proprietary name, wherthis exists, or the trademark, if it is intended solely as a
reminder.

Article 181

Supporting documentatidor advertisingto persons qualified to prescripadministeror
supply medicinal produst
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Any documentation relating to a medicinal prodinztis transmitted as part of the
promotion of thaimedicinalproduct to persons qualified to prescrilae@ministeror
supply it shall include, as a minimum, the particulars listedriicle 180(1) and
shall state the date on which it was drawn up or lasted.

All the information contained in the documentation referred to in paradrabiall
be accurate, upp-date, verifiable and sufficiently complete to enable the recipient to
form theirown opinion of the therapeutic value of the medicinal prodacterned.

Quotations as well as tables and other illustrative matter taken from medical journals
or other scientific works for use in the documentation referred to in paratysyil
be faithfully reproduced and the precise sources indicated.

Article 182
Obligations related to medical sales representatives

Medical sales representatives shall be given adequate training lnydtetakinghat
employs them and shall have sufficient scientific knowledge to be able to provide
informationthatis precise and as complete as possible about the medicinal products
thatthey promoteThe information provided by medical sales representashed

bein accordance witlrticle 176.

During each visit, medical sales representatives shall give tis®nsevisited, or

have available for them, summaries of the product characteristics of each medicinal
product they present together, if the legislation of the Member State so permits, with
details of the price and conditions for reimbursement referred £aticle 18(01),
second subparagraph

Medical sales representatives shall transmit to the scientific service referred to in
Article 1871) any information about the use of the medicinal products they
advertise, with particular reference to any adveesetions reported to them by the
persons they visit.

Article 183
Promotion of medicinal products

Where medicinal products are being promoted to persons qualified to prescribe or
supply them, no gifts, pecuniary advantages or benefits in kind may péesuip
offered or promised to such persons unless they are inexpensive and relevant to the
practice of medicine or pharmacy.

Hospitality at sales promotion events shall always be strictly limited to their main
purpose and must not be extended to persmher thanpersons qualified to
prescribe or supply medicinal products

Persons qualified to prescribe or supply medicinal products shall not solicit or accept
any inducement prohibited under paragramin contrary to paragragh

Existing measuresr trade practices in Member States relating to prices, margins and
discounts shall not be affectbgl the rules set out iparagrapb 1, 2 and 3

Article 184
Hospitality at scientific events
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The provisions ofArticle 1831) shall not prevent hospitalitpeing offered, directly or

indirectly, at events for purely professional and scientific purpdS@sh hospitality shall

always be strictly limited to the main scientific objective of the eMémust not be extended
to persons other thgersons qualiéd to prescribe or supply medicinal products

Article 185
Provision of samples of medicinal products

1. Free samplesf medicinal productshall be provided on an exceptional basis only to
persons qualified to prescribe them and on the following conditions:

(@) the number of samples for each medicinal product each year on prescription
shall belimited;

(b) any supply of samples shall be iesponse to a written request, signed and
dated, from th@ersons qualified to prescribe or suppigdicinal products

(c) the persons qualified to suppbamples shall maintain an adequate system of
control and accountability;

(d) each sample shall be rarger than the smallest presentation on the market;

() each sample shall be manrokte df o'rf rseal eme d
show some other wording having the same meaning;

(H each sample shall be accompanied by a copy of the summary of product
chamrcteristics;

(9@ no samples of medicinal products containirspbstances classified as
psychotropic or narcotic within the meaning of international conventions may
be supplied.

2. On an exceptional basifee samples afedicinal productsot saubject to medical
prescription maylsobe provided to persons qualified to supply thembjectto the
conditionsof paragrapt.

3. Member States may also place further restrictions on the distribution of samples of
certain medicinal products.

Article 186
Implementation of advertising provisions by the Member States

1. Member States shall ensure that there are adequate and effective methods to monitor
the advertising of medicinal products. Such methods, which may be based on a
system of prior vetting, shall in any event include legal provisions under which
persons oprganisationgegarded under national law as having a legitimate interest
in prohibiting any advertisement inconsistent with tBiepter may take legal action
against such advertisement, or bring such advertisement b#fereompetent
authority of the Memeér State either to decide on complaints or to initiate
appropriate legal proceedings.

2. Under the legal provisions referred to in paragrapMember States shall confer
upon the courts ocompetentauthoritiesof the Member Statepowers enabling
them, n cases where they deem such measures to be necessary, taking into account
all the interests involved, and in particular pfublicinterest:
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(a) to order the cessation of, or to institute appropriate legal proceedings for an
order for the cessation of, sheading advertisingr

(b) if misleading advertising has not yet been published gailication is
imminent, to order the prohibition of, or to institute appropriate legal
proceedings for an order for the prohibition of, spablication

Member Stateshall confer upon the courts or competent authorities of the Member
States the powers referred to in the first subparagraph, points (a) arel€h),
without proof of actual loss or damage or of intention or negligence on the part of the
advertiser.

Member States shall make provision for the measures referreghémagrapl? to be
taken under an accelerated procedure, either with interim effect or with definitive
effect.

It shall be for each Member State to decide which of the two options set ¢t in t
first subparagraph to select.

Member States may confer upon the courtsampetentauthoritiesof the Member
Statespowers enabling them, with a view to eliminating the continuing effects of
misleading advertising the cessation of which has bearexddy a final decision:

(8) to requirepublication of that decision in full or in part and in such form as they
deem adequate

(b) to require in addition thpublication of a corrective statement.

The mragrapbe 1to 4 shall not exclude the voluntargontrol of advertising of
medicinal products by setegulatory bodies and recourse to such bodies, if
proceedings before such bodies are possible in addition to the judicial or
administrative proceedings referred to in paragph

Article 187
Implementabn of advertising provisions by the marketing authorisation holder

The marketingauthorisatiorholdess shall establish, withitheir undertakingor not
for-profit entities,a scientific service in charge of information about the medicinal
productsthattheyplaceon the market.

Themarketingauthorisatiorholder shall:

(&) keep available for, or communicate to, tbempetentauthorities of the
Member State®r bodies responsible for monitoring advertising of medicinal
products, a sample of all advegments emanating froits undertakingor not
for-profit entitiestogether with a statement indicating the persons to whom it is
addressed, the method of dissemination and the date of first dissemination

(b) ensure that advertising of medicinal produeystheir undertakingor notfor-
profit entitiesconforms to the requirements of tidkapter

(c) verify that medical sales representatives employethély undertakingor not
for-profit entities have been adequately trained and fulfil the obligations
imposed upon them bArticle 182, paragraphs 2 and 3

(d) supply thecompetentauthoritiesof the Member Statesr bodies responsible
for monitoring advertising of medicinal products with the information and
assistance they require to carry out their responsibjlities
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(e) ensure that the decisions taken by toenpetentauthoritiesof the Member
Statesor bodies rsponsible for monitoring advertising of medicinal products
are immediately and fully complied with.

The Member States shall not prohibit thepromotion of a medicinal product by the
marketing authorisatioholdess and oneor more companies nominatbg them

Chapter XIV
Supervisionand controls

SECTION 1

SUPERVISION

Article 188
System of supervisioand inspections

The competent authority of the Member State concerned shall, in cooperation with
the Agencyand where relevant, other Member Statssurecompliance with the
rules of this Drective, namely the principlesf good manufacturing practice and
good distribution practicreferred to inArticles 160and161.

For the purposes of the first subparagraph, the competent authiotitg Member
Stateshall have in place a system of supervision that shall include the following
measures:

(&) announced andvhere appropriaj@inannouncednsite inspections;

(b) remote inspections, whejustified;

(c) compliance control measures;

(d) the effectie follow-up of the measures referred to in points (a), (b) and (c)

The competent authoies of the Member State concerned, and the Agency shall
exchangeinformation on the inspectionsreferred to in paragraptl, second
subparagraphpoints (a) and (b)that are planned or that have been conduatet!
shall cooperate in the coordination of such inspections.

The competent authorityf the Member Statshall ensure that the measures referred
to in paragrapil, second subparagrapdre carried out bthe official representatives
of the competent authority of the Member State

(a) atan appropriatequency based on risk, at the premises or on the activities of
manufactureref medicinal productdocated in the Union or in third countries,
including where appropriateat central or decentralised site(s), and at the
premises or on the activities afholesale distributors of medicinal products
located in the Union

(b) at an appropriate frequency based on risk, at the preorisgsthe activitie®f
the manufacturerof active substances located in the Union or in third
countries and at the premises or on the activities of imppdedistributors of
active substancelgcated in the Union

To determine the appropriate frequency based dnreterred to inparagraph3,
point (b) the competent authorityf the Member Stateay:
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(@) rely on inspecbtin reports from trusted nddnion regulatory authorities;

(b) take into account whether the manufactwtactive substancis located in a
third country included in the list referred toAmticle 1592).

Where the competent authoritgf the Member Stateconsidersit necessary, in
particular whee there are grounds for suspecting fummpliance with theules of
this Directive, includingwith the principles of good manufacturing practice and good
distribution practicesreferred toin Articles 160 and 161, it may have itsofficial
representativescarry out the measures referred to in paragraph second
subparagrapht the premisesr on theactivitiesof:

(&) manufacturers or importers of medicinal products applying for a manufacturing
import authorisation or wholesale distributors applying for a wholesale
distribution authorisation;

(b) manufacturers of active substance applying for a magish or manufacturing
sites applying for a registration as decentralised sites;

(c) marketing authorisation holders;

(d) distributors of medicinal products oractive substances located in third
countries;

(e) manufacturers of excipients, functionaixcipients, starting materials or
intermediatgproducs located in its territory or in a third country;

(f) importers of excipientdunctional excipients, starting materials or intermediate
producs located in its territory;

(g) personsrokeing medicind products located in its territory

The measures referred to in paragraplsecond subparagrapimay also be carried
outat the request of @eompetent authority of ®lember State, the Commission or the
Agency in the Unionor in third countriesor, where appropriate, by asking an
Official Medicines Control Laboratory or a laboratotjat Member State has
designated for that purpose to carry out tests on samples.

Each Member State shadéinsurethat official representativesof its competent
autlorities areempoweredand requiredo carry out one or more of the following
activities:

(@) inspect the manufacturing or commercial establishments of manufacturers of
medicinal products, of active substances or of excipients, and any laboratories
employedby the manufacturing authorisatitilderto carry outverifications
and controlgursuant tdArticle 8;

(b) take samplesluring an inspection or request samples as part of the measures
referred to in paragrapli, second subparagraplmcluding any required
essential testing material or reagevith a view to independent tests being
carried out by an Official Medicines Control Laboratory or a laborattoay a
Member States hakesignated for that purpose;

(c) inspect the premises, @cls, documents and pharmacovigilance system master
file of the marketing authorisation holder or amydertakingemployed by the
marketing authorisation holder to perform the activities describ&chapter
IX.
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10.

11.

12.

13.

14.

15.

16.

17.

Inspectiongeferred to in paragraph second subparagrappgints (a) and (k)shall
be carried out in accordance with grinciplesreferred to inArticle 190,

After every inspection carried ouin accordancewith paragraph 3 and5, the
competent authorityof the Member Stateoncernedshall issue a report on the
complianceof the manufacturing activities inspectedth the good manufacturing
practice and good distribution practices referred toArticles 160 and 161, as
applicable.

The competent authorityf the Member Stat¢hat had its official representatives
carry out inspectionsin accordance witlparagraphs &nd 5, shall share its draft
report withthe inspected entity.

Before adopting theeport, the competent authority the Member Statehall give
the inspected entity the opportunity to submit comments.

Without prejudice to any arrangemetitsit may have been concluded between the
Union and third countries, a Member State, the Commission or the Agency may
require a manufacturef amedicinal product or of an active substamstablished in

a third country to submit to an inspection as referred to in this Article.

Within 90 days ofthe conclusion ofan inspectioncarried outin accordace with
paragraph 3 and 5 the competent authoritgf the Member Stateoncernedshall
issue to the inspected entity certificate ofcompliance ofgood manufacturing
practice or good distribution practices if the outcoméhat inspection shows that
the inspected entitgomplies with the principles of good manufacturing practice or
good distribution practice®ferred to inArticles 160and 161

If the outcome of the inspectiararried out in accordance with paragraph 3, 4 and 5
shows that theinspectedentity does not comply with the principles of good
manufacturing practice or good distribution practices as referred Aaticies 160

and 161, the competent authoritgf the Member Stateoncernedshall issue a
statement of nogompliance.

The competent authoritgf the Member Statshall enter the certificates of good
manufacturing practicer good distribution practices itme relevantnion database
managed by the Agency on behalf of the Uni®arsuant toArticle 157, the
competent authy of the Member States shall also enter information in that
database regarding the registration of importers, manufacturers and distributors of
active substanceand decentralised sites performing decentralised manufacturing
activities including theirrespectivedatabasdink to the manufacturing authorisation

of the central site

If the outcome of the inspecti@arried ouin accordance witiparagraplb is that the
inspected entity does not comply with the legal requirementbe principles of
good manufacturing practice or good distribution practiceef@sred to inArticles

160and161the information shall be entered in the Union databasefaged toin

paragraphb.

If the outcome of thactivity carried outin accordance witlparagraplv, point (c) is

that the marketing authorisation holder does not comply with the pharmacovigilance
system as described in the pharmacovigilance system master file an@hajpker

IX, the competent authority of the Member Statmoerned shall bring the
deficiencies to the attention of the marketinghausation holder and givéhe
marketing authorisation holdére opportunity to submit comments.
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In such case the Member State concerned shall inform the other Member States, the
Agency and the Commissi@tcordingly

Where appropriate, the Member State concerned shall take the necessary measures to
ensure that a marketing authorisation holder is subject to effective, proportionate and
dissuasive penaltiezs laid down in Articl206.

Article 189
Cooperation on inspections

Uponrequestby one or more competent authorities, inspecti@fsrredto in Article

188 paragraphs3 and5, may becarried outby official representativerom more
than one Member State, together with the inspectors of the Agermgcordance
with Article 52(2), point (a) of [revised RegulatiofEC) 7262004 ( the joint
inspection).

The competent authoritpf the Member Stateeceiving a request for aoipt
inspection, shall make all reasonable efforts to acceptatmtuest, and coordinate
and support thgbint inspection, where:

(a) it is demonstrated, or therare reasonable ground for suspecting, that the
activities carried out on the territory tife Member State@eceiving the request
pose a risk to the safety and quality in the Member Sththe competent
authority requesting the joint inspectjon

(b) competen authorities of the Member Statequesting the joint inspection
require specialist technical expertigeailable in theMember Stataeceiving
the joint inspection request

(c) the competent authority of the Member State receiving the request agrees that
there are other reasonable grousdsh as training of inspectors, sharing of
good practice, fofor conducting a joint inspection

The competent authorities participating in a joint inspection shall conclude an
agreement prior to the inspection thafines at least the following:

(@) the scope and obgtive of the joint inspection;

(b) the roles of the participating inspectors during and following the inspection,
including the designation of an authority leading the inspection;

(c) the powers and rpsnsibilities of each of theompetentauthorities.

The competent authorities participating the joint inspection shall commit
themselves in that agreement to jointly acebptresults of the inspection.

Where the joint inspection is conducted in one of the Member States, the competent
authority leading the joint inspection shall ensure thafoint inspectionis carried

out in accordance with the national legislation of the Member State in wigigbiri
inspection takes place.

Member States may set up joint inspection programmes to facilitate routine joint
inspections. Member States may operate such programmes under a agreement as
referred to inparagrapb 2 and3.

A competent authoritpf a Member Stte may request another competent authority
to take over one of itmispections referred tio Article 188 paragraphs 3 and 5
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7. The other competent authorityf the Member Stateshall communicate to the
requesting competent authority whether it accepis requestto conduct the
inspectionwithin 10 days. Where it accepts, it shall be responsible as the competent
authority to carry out the inspections pursuant to$bigion

8. For the purposes of paragraphand when the request is agredde requesting
competent authority shall, in a timely manner, submit the relevant information
necessaryo conductthe inspection to theompetent authoritgpf the Member State
that accepd the request.

Article 190
Inspection guidelines
1. The Commissiommay adoptimplementing acts to laggown the principles applicable
to:

(@) the system of supervision referred tcAinicle 1881);
(b) the joint inspections referred to Article 1891);

(c) the exchange of information and cooperation in the coordination of inspections
in the system of supervision between the Member States and the Agedcy;

(d) trusted norUJnionregulatory authorities

The implementingacts referred to in the firssubparagraplshall be adopted in
accordance with the procedure referred téiticle 214(2)

2. Member States shall, in cooperation with the Agency, establish the form and content
of the manufacturingauthorisation referred to iArticle 142(1) andof the wholesale
distribution authorisation referred to in Article 3(&), of the report referred to in
Article 188 of the certificates of good manufacturing practice and of the certificates
of good distribution practices referred toArticle 18813).

SECTION 2

CONTROLS

Article 191
Controls on medicinal products

Member States shall take all appropriate measures to ensure that the mankibtmigation

holder for a medicinal product and, where appropriate, the manufactauigorisation
holder, furnish proof of the controls carried out on the medicinal produthte ingredients

and of the controls carried out at an intermediate stage of the manufacturing process, in
accordance with the methods laid dowimex|.

Article 192
Submission of adrol reportsfor immunological medicinal products

For the purpose of implementiyticle 191, Member States may require manufacturers of
immunological products to submit to a competent authofithe Member Statesopies of all
the control reports signed by the qualified person in accordancdutitke 153.
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Article 193
Batch controlof specific medicinal product by Member States

Where it considers it necessary in the interesfsubfic health, a Member Stataay
require the marketinguthorisation holder of

(@) live vaccines

(b) immunologicalmedicinal products used in the primarymunisationof infants
or of other groups at risk,

(c) immunological medicinal products used ipublic health immunisation
programmes,

(d) new immunological medicinal products or immunological medicinal products
manufactured using new or altered kinds of technology or new for a particular
manufacturer, during a transitional period normally specified in the marketing
authorisation

to submit samples from each batch of the balkthe medicinal product for
examination by an Official Medicines Control Laboratory or a laboratory that a
Member State has designated for that purpose before release on to the market unless
the competent authority ainotheMember State has previously examined the batch

in question and declared it to be in conformity with the approved specificalions.

such a case the declaration of conformity issued by another Member States shall be
directly recognised.Member States shall ensure that any sesiamination is
completed withirB80 days of the receipt of the samples.

Where, in the interests @lublic health, the laws of a Member State so provide, the
competent authoritiesf the Member Statenay require the marketing authorisation
holder for medicinal products derived from human blood or human plasma to submit
samples from each batch of the bukthe medicinal product for testing by an
Official Medicines Control Laboratory or a laboratory ttetMember State has
designated for that purpose before being released into free circulation, unless the
competent authorities of another Member State have previously examined the batch
in question and declared it to be in conformity with the approved faicns.
Member States shall ensure that any such examination is completed within 60 days
of the receipt of the samples.

Article 194

Processes for the preparation of medicinal products derived from human blood or human
plasma

Member States shall taksl necessary measures to ensure that the manufacturing
and purifying processes used in the preparation of medicinal products derived from
human blood or human plasma are properly validated, attain -tzabaich
consistency and guarantee, insofar as the ©f technology permits, the absente o
specific viral contamination.

To this end manufacturers shall notify the competent authowofieche Member
Statesof the method used to reduce or eliminate pathogenic viruses liable to be
transmitted by medioal products derived from human blood or human plasma. The
competent authoritypf the Member Statenay submit samples of the butk the
medicinal product for testing by a State laboratory or a laboratory designated for that
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purpose, either during the eraation of the application pursuant Aaticle 29, or
after a marketinguthorisatiorhas been granted.

Chapter XV
Restrictions of marketing authorisations

Article 195
Suspending, revoking or varying the terms of marketing authorisations

The competentauthoritiesof the Member Stageor, in the case of centralised
marketing authorisation, the Commissisimall suspend, revoke or vary a marketing
authorisation if the view is taken that the medicinal product is harmful or that it lacks
therapeutic efficacy, or that thgenefitrisk balance is not favourable, or that its
qualitative and quantitative compositi is not as declared. Therapeutic efficacy shall

be considered to be lacking when it is concluded that therapeutic results cannot be
obtained from the medicinal product.

The competent authoritiesf the Member Statesr, in the case of centralised
marketing authorisation, the Commissiamy suspend, revoke or vary a marketing
authorisation if aseriousrisk to the environment grublic health has been identified
and not sufficiently addressed by the marketing aigaton holder.

A marketing authorisation may also be suspended, revoked or varied where the
particulars supporting the application as provided forAmtcles 6, 9 to 14 or
Annexes Ito V are incorrect or have not been amended in accordanceAvtitte

90, or where anyconditions referred to irArticles 44 45 and 87 have not been
fulfilled or where the controls referred toAmticle 191 have not been carried out.

Paragrapi? also applies in cases where the manufacture of the medicinal product is
not carried out in compliance with the particulars provided pursuaihnex |, or

where controls are not carried out in compliance with the control methods described
pursuant tAnnex I.

The competentauthorites of the Member Stater, in the case of centralised
marketing authorisation, the Commissishall suspend or revoke the marketing
authorisatiorfor a category of preparations or all preparations where any one of the
requirements laid down iArticle 143is no longer met.

Article 196
Prohibition of supply or withdrawal of a medicinal product from the market

Without prejudice to the measures provided forAricle 195 the competent
authorities of the Member Statesnd, in the case of centralised marketing
authorisation, the Commissioshall take all appropriate steps to ensure that the
supply of the medicinal product is prohibited and the medicinal product withdrawn
from the market, if the view is taken that:

(@) themedicinal product is harmful;

(b) it lacks therapeutic efficacy;

(c) thebenefitrisk balance is not favourable;

(d) its qualitative and quantitative composition is not as declared;
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(e) thecontrols on the medicinal produot on the ingredients and tle®ntrols at
an intermediate stage of the manufacturing process have not been carried out or
if some other requirement or obligation relating to the grant of the
manufacturing authorisation has not been fulfilled

() a serious risk to the environment orgoblic health via the environment has
been identified and not sufficiently addressed by the marketing authorisation
holder.

The competent authorigf the Member Stater, in the case of centralised marketing
autlorisation, the Commissiomay limit the prohibition to supply the product, or its
withdrawal from the market, to those batchiestare the subject of dispute.

The competent authorigf the Member Stater, in the case of centralised marketing
authorisation, the Commissionay, for a medicinal product for which the supply has
been prohibited othat has been withdrawn from the market in accordance with
paragraph 1and2, in exceptional circumstances during a transitional period allow
the supplyof the medicinal product to patients who are already being treated with the
medicinal product

Avrticle 197

Suspected falsified medicinal produatsd medicinal products with suspected quality defects

1.

Member States shall have a system in pldw aims at preventing medicinal
products that are suspected to present a danger to health from reaching the patient.

The system referred to in paragrafthshall cover the receipt and handling of
notifications of suspected falsified medicinal products as welloekmedicinal
products withsuspected quality defects. The system shall also cover recalls of
medicinal products by marketing authorisation holders or withdrawals of medicinal
products from the market ordered by competent authodfiise Member Statear,

in the case of centralised marketing authorisation, the Commissionall relevant
actors in the supply chain both during and outside normal working hours. The system
shall also make it possible to recall, where necessary with the assistance lof healt
professionals, medicinal products from patients who received such products.

If the medicinal product in question is suspected of presenting a seriouspigiito
health, the competent authority of the Member State in which that product was first
identified shall, withoutinduedelay, transmit a rapid alert notification to all Member
States and all actors in the supply chain in that Member State. In the event of such
medicinal products being deemed to have reached patients, upgdshc
announcemestshall be issued within 24 hours in order to recall those medicinal
products from the patients. Those announcements shall contain sufficient information
on the suspected quality defect or falsification and the risks involved.

Article 198
Suspendingr revoking manufacturinguthorisation

In addition to the measures specifiedAriicle 196, the competent authorityf the Member
State may suspend manufacture or imports of medicinal products coming from third
countries, or suspend or revoke the manufactuaintborisatiorfor a category of preparations

or all preparations whewrticles 144 147, 153and191are not complied with.
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Article 199
Refusal, suspension or revocatiathin the limits othe Directive

An authorisation to market a medicinal product shall not be refused, suspended or
revoked except on the grounds set out in this Directive.

No decision concerning suspension of manufacture or of importation of medicinal
products coming from third countries, prohibition of supply or withdrawal from the
market of a medicinal product may be taken except on the grounds sePoiitlas
1955) and 196,

Chapter XVI
General provisions

Article 200
Competent authorities of tidember States

Member States shall designate the competent authorities to carry out tasks under this
Directive

Member States shall ensure that adequate financial resources are available to provide
the staff and other resources necessary for the competent authorities to carry out the
activities required by this Directive afietvised Regulation (EC) No 726/2004]

The competent authorities of the Member States shall cooperate with each other and
with the Agency and the Commission in the performance of their tasks under this
Directive and[revised Regulation (EC) No 726/200#] ensure proper application

and due emrcement. The competent authoritedgthe Member Stateshall transmit

to each other all necessary information.

The competent authority of the Member State may process personal health data from
sources other than clinicatudiesto supporttheir public health tasks and, in
particular, the evaluation and monitoring to medicinal products, for the purpose of
improving the robustness dhe scientific assessment or verifying claims of the
applicant or marketing authorisation holder.

Processing of personal data under fDisective shall be subject to Regulations (EU)
2016/679 and (EU) 2018/1725, as applicable.

Article 201
Cooperation withotherauthorities

Member States, in applying this Directivshall ensure that whequestions arise
with regard to the regulatory status of a medicinal product, in relation to their link to
substances of human origin as referred to in Regulation (EUpbdIdQ Regulatioh

the competent authoritiesf the Member Stateshall consulthe relevant authorities
established undehat Regulation

Member States, in applying this Directive, shall take the necessary measures to
ensure cooperation between competent authorities for medicinal products and
customs authorities.
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Article 202

Menber States exchange of informatimianufacturingor wholesale distribution
authorisations ofnedicinal products

Member States shall take all appropriate measures to ensure that the competent
authorities of the Member Stategoncerned communicate to each other such
information as is appropriate to guarantee that the requirements placed on the
authorisations referred to iarticles 142 and 163 on the certificates referred to in
Article 18813) or on the marketing authorisati® are fulfilled.

Upon reasoned request, Member States shall send electronically theetgoed to
in with Article 188to the competent authorities of another Member State or to the
Agency.

The conclusions reached in accordance witticles 18813) or 188(4) shall be
valid throughout th&nion.

However, in exceptional cases, if a Member State is unable, for reasons relating to
public health, to accept the conclusions reached following an inspection under
Article 18§1), that Member State shavithout undue delaynform the Commission

and the Agency. The Agency shall inform the Member States concerned.

When the Commission is informed of these divergences of opinion, it may, after
consulting the Member States concerned, ask the inspectorpetiormed the
original inspection to perform a new inspection; the inspector may be accompanied
by two other inspectors from Member Statestare not parties to the disagreement.

Article 203
Information on prohibition of supply or other action omarketing authorisation

Each Member State shall take all the appropriate measures to ensure that decisions
granting marketing authorisation refusing or revoking a marketinguthorisation
cancelling a decision refusing or revoking a marke@ughoriséion, prohibiting

supply, or withdrawing a product from the market, together with the reasons on
which such decisions are based, are brought to the attention of the Agiémayt
unduedelay.

In addition to the notification made pursuant to ArtitlEs of [revised Regulation
(EC) No 726/2004]the marketing authorisation holder shall declarout undue
delayif suchnotified action is based on any of the grounds set o@triitles 195or

196(2).

The marketing authorisation holder shall also mé#ke notification pursuant to
paragraph? in cases where the action is taken in a third country and where such
action is based on any of the grounds sefotitles 1950r 196(1).

The marketing authorisation holder shall furthermore notify the Agen@revtine
action referred to iparagraphs 2r 3 is based on any of the grounds referred to in
Articles1950r 196(1).

The Agency shall forward notifications received in accordance with paradraph
all Member States without undue delay.

Member States shall ensure that appropriate information about action taken pursuant
to paragraphk 1and2 thatmay affect the protection @ublic health in third countries
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is without undue delayprought to the attention of the World Health Organization,
with a copy to the Agency.

Each year, the Agency shall mageblic a list of the medicinal products for which
marketing authorisations have been refused, revoked or suspended in the Union,
whose supply has been prohibitedtbat have been withdrawn frorthe market,
including the reasons for such action.

Article 204
Notification of decisions related to marketing authorisations

Every decision referred to in this Directitleatis taken by the competent authority
of a Member State shall state in detail the reasons on which it is based.

Such decision shall be notified to the party concerned, together with information as
to the redress available tilemunder the laws in forcand of the timéimit allowed
for access to such redress.

Decisions to grant or revoke a marketing authorisation shall be palbledy
available.

Article 205
Authorisation of a medicinal product gublic health grounds

In the absence of a marketing authorisation or of a pending application for a
medicinal product authorised in another Member State in accordanc€& hagster

I, a Member State may for justifiguublic health reasons authorise the placing on
the market ofhe said medicinal product.

When a Member State avails itself of this possibility, it shall adopt the necessary
measures in order to ensure that the requirements of this Directive are complied with,
in particular those referred to @hapterdV, VI, IX, Xl and XV, andArticle 206
Member States may decide thaitticle 74, paragraphd to 3, shall not apply to
medicinal products authorised under paragrhph

Before granting such a marketing authorisation, a Member State:

(@) shall notify themarketing authorisation holder, in the Member State in which
the medicinal product concerned is authorised, of the proposal to grant a
marketing authorisation under this Article in respect of the medicinal product
concerned

(b) may request the competenttlaority in that Member State to submit copies of
the assessment report referred to Article 43(5) and of the marketing
authorisation in force in respect of the medicinal product concerned. If so
requested, the competent authority in that Member Statessipply, within 30
days of receipt of the request, a copy of the assessment report and the
marketing authorisation in respect of the medicinal product concerned.

The Commission shall set uppablidy availableregister of medicinal products
authori®ed under paragraph. Member States shall notify the Commission if any
medicinal product is authorised, or ceases to be authorised, under paragraph
including the name or corporate name and permanent address ofatketing
authorisation holder. The Camission shall amend the register of medicinal products
accordingly and make this register available on their website.
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Article 206
Penalties

1. Member States shall lay down the rules on penalties applicable to infringements of
national provisions adopted pursuant to this Directive and shall take all measures
necessarto ensure thathey are implemented. The penalties must be effective,
proportiorate and dissuasiveMember States shall, without delay, notify the
Commission of those rules and of those measures and shall notify without delay of
any subsequent amendment affecting them.

Those penalties shall not be inferior to those applicable tonggments of national
law of similar nature and importance.

2. The rules referred to in paragraphfirst subparagraptshall address, inter alia, the
following:

(@) the manufacturing, distribution, brokering, import and export of falsified
medicinal prodats, as well asale at distancef falsified medicinal products to
the public;

(b) noncompliance with the provisions laid down in this Directive on
manufacturing, distribution, import and export of active substances;

(c) noncompliance with the provisienlaid down in this Directive on the use of
excipients

(d) noncompliance with the provisions laid down in this Directive on
pharmacovigilance;

(e) noncompliance with the provisions laid down in this Directive on advertising.

3. Where relevant, the petigls shall take into account the risk to public health
presented by the falsification of medicinal products.

Article 207
Collection of unused or expired medicinal products

Member States shall ensure that appropriate collection systems are in placedfoinal
products that are unused or have expired.

Article 208
Declaration of interests

1. In order to guarantee independence and transparency, the Member States shall ensure
that members of staff of the competent authority responsible for granting
authorisations, rapporteurs and experts concerned with the authorisation and
surveillance of medinal products have no financial or other interests in the
pharmaceutical industmpatcould affect their impartiality. These persons shall make
an annual declaration of their financial interests.

2. In addition, the Member States shall ensure that thepetant authority makes
publidy availableits rules of procedure and those of its committees, agendas for its
meetings and records of its meetings, accompanied by decisions taken, details of
votes and explanations of votes, including minority opinions.
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Chapter XVII
Specific provisions concerningCyprus, Ireland, Malta and the
United Kingdom in respect ofNorthern Ireland

Article 209
Provisions relevant tthe United Kingdom in respect Nbrthern Ireland

By way of derogation fromArticle 5, the competent authorities of the United
Kingdom in respect of Northern Ireland may temporarily authorise the supply to
patients in Northern Ireland of a medicinal product belonging to the categories
referred to inArticle 3, paragraphsl and 2 of [revised Regulation (EC) No
726/2004]provided that all of the following conditions are fulfilled:

(@) the medicinal product concerned has been granted a marketing authorisation by
the competent authority of the United Kingdom for parts of the United
Kingdom othe than Northern Ireland;

(b) the medicinal product concerned is only made available to patients or end
consumers in the territory of Northern Ireland and is not made available in any
Member State.

Themaximum validity of the temporary authorisation shalldix months.

Notwithstanding the specified validity, the temporary authorisation shall cease to be
valid if the medicinal product concerned has been granted a marketing authorisation
in accordance witirticle 13 of [revised Regulation (EC) No 726/2004r if such
marketing authorisation has been refused in accordance with that Article.

By way of derogation fronfrticle 56(4), marketing authorisations may be granted
by the competent authorities of the United Kingdom in respect of Northern Ireland:

(a) to applicants established in parts of the United Kingdom other than Northern
Ireland,;

(b) to marketing authorisation holders established in parts of the United Kingdom
other than Northern Irelandn accordance with the mutual recognition or the
decentraked procedure laid down @hapter Ill, Sections 3 and 4

The competent authorities of the United Kingdom in respect of Northern Ireland may
extend marketing authorisations already granted prior to 20 April 2022 to marketing
authorisation holders estableghin parts of the United Kingdom other than Northern
Ireland.

By way of derogation fromrticle 33, paragraphs 1, 3 and 4 and Article 35{flan
application for marketing authorisation is submitted in one or more Member States
and in the United Kingoim in respect of Northern Ireland, or if an application for
marketing authorisation is submitted in the United Kingdom in respect of Northern
Ireland for a medicinal produthatis already being examined or has already been
authorised in a Member Statdiet application regarding the United Kingdom in
respect of Northern Ireland shall not have to be submitted in accordance with
Chapter Ill, Sections 3 and, frovided that all of the following conditions are
fulfilled:

(@) the marketing authorisation for tHénited Kingdom in respect of Northern
Ireland is granted by the competent authority for the United Kingdom in
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respect of Northern Ireland in compliance with Union law, and such
compliance with Union law is ensured during the period of validity of that
mariketing authorisation;

(b) the medicinal products authorised by the competent authority for the United
Kingdom in respect of Northern Ireland are made available to patients -or end
consumers only in the territory of Northern Ireland, and they are not made
available in any Member State.

The marketing authorisation holder of a medicinal product for which a marketing
authorisation has already been granted for the United Kingdom in respect of
Northern Ireland in accordance wi@hapter Ill, Sections and 4 before 20 April

2022 shall be allowed to withdraw the marketing authorisation for the United
Kingdom in respect of Northern Ireland from the mutual recognition or the
decentralised procedure and to submit an application for a marketing authorisation
for that medicinal product to the competent authorities of the United Kingdom with
respect to Northern Ireland in accordance with paragtaph

With regard to quality control testingferred to inArticle 8 carried out in parts of

the United Kingdom other tima Northern Ireland regarding medicinal products
included in the list referred to iArticle 211(9) other than those authorised by the
Commission, the competent authorities of the United Kingdom in respect of
Northern Ireland may consider that there is ifiable case within the meaning of
Article 8, point (b), without carrying out a cabg-case assessment provided that:

(@) each batch of the medicinal products concerned is released by a qualified
person on a site in the Union or in Northern Irelandyoa lgualified person on
a site in parts of the United Kingdom other than Northern Ireland applying
quality standards that are equivalent to those laid dovnticle 153,

(b) the establishment designated by the third party conducting the quality control
testing is supervised by the competent authority of the United Kingdom,
including by performing oithe-spot checks;

(c) where the batch release is carried out by a qualified person who resides and
operates in parts of the United Kingdom other than Northestand, the
manufacturing authorisation holder declares that it does not have at its disposal
a qualified person who resides and operates in the Union on 20 April 2022.

By way of derogation fronArticle 142(1), the competent authorities of the United
Kingdom in respect of Northern Ireland shall allow medicinal products to be
imported from parts of the United Kingdom other than Northern Ireland by a
wholesale distribution authorisatidmldersas refered to inArticle 1631) that are

not in possession of a relevant manufacturing authorisation provided that all of the
following conditions are fulfilled:

(a) the medicinal products have undergone quality control testing either in the
Union, as provided for irArticle 1533), or in parts of the United Kingdom
other than Northern Ireland in compliance wAtticle 8, point (b);

(b) the medicinal products have been subject to batch release by a qualified person
in the Union in accordance witArticle 1531) or, for medicinalproducts
authorised by the United Kingdom in respect of Northern Ireland, in parts of
the United Kingdom other than Northern Ireland applying quality standards
that are equivalent to those laid dowrAinicle 1531);
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(c) the marketing authorisation for éhmedicinal product concerned has been
granted in accordance with Union law, by the competent authority of a
Member State or by the Commission or, as regards medicinal products placed
on the market in Northern Ireland, by the competent authority of theedJUni
Kingdom in respect of Northern Ireland;

(d) medicinal products are only made available to patients ccensumers in the
Member State into which the medicinal products are imported, or, if imported
into Northern Ireland, are only made available tbguais or eneconsumers in
Northern Ireland;

(e) the medicinal products bear the safety features referredtdiate 67.

For batches of medicinal produdtsatare exported to parts of the United Kingdom
other than Northern Ireland from a Member State and subsequently imported into
Northern Ireland, the controls upon importation referredntérticle 1531), first

and second subparagraplsdall not be requiredprovided that those batches have
undergone such controls in a Member State prior to being exported to parts of the
United Kingdom other than Northern Ireland and that they are accompanied by the
control reports referred to lrticle 1531), third subpaagraph

Where the manufacturing authorisation is granted by the competent authority of the
United Kingdom in respect of Northern Ireland, the qualified person referred to in
Article 151(1) may reside and operate in parts of the United Kingdom other than
Northern Ireland. This paragraph shall not apply where the manufacturing
authorisation holder already has at its disposal a qualified person who resides and
operates in the Union on 20 April 2022.

By way of derogation from thérticle 99(5), where themarketing authorisation is
granted by the competent authority of United Kingdom in respect of Northern
Ireland, the qualified person referred toAricle 994), point (a) may reside and
operate in parts of the United Kingdom other than Northern IrelBmd. paragraph

shall not apply where the marketing authorisation holder already has at its disposal a
qualified person who resides and operates in the Union on 20 April 2022.

The competent authorities of the United Kingdom in respect of Northermdrela
shall publish on their website a list of medicinal products to which they have applied
or intend to apply the derogations as set out inAlni€le andshall ensure that the

list is updated and managed in an independent manner, at least cmangiky
basis.

Article 210
Regulatory functions carried out in the United Kingdom

The Commission shall continuously monitor developments in the United Kingdom
that could affect the level of protection regarding the regulatory functions referred to
in Article 99(4), Article 151(3), Article 211, paragraphd, 2, 5and § Article 209,
paragraph$ and 7 that are carried out in parts of the United Kingdom other than
Northern Ireland taking into account, in particular, the following elements:

(@) the rulesgoverning the granting of marketing authorisations, the obligations of
the marketing authorisation holder, the granting of manufacturing
authorisations, the obligations of the manufacturing authorisation holder, the

176 E N



qualified persons and their obligatiorggjality control testing, batch release
and pharmacovigilance as laid down in United Kingdom law;

(b) whether the competent authorities of the United Kingdom ensure the effe