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1 List of Abbreviations

ATMP Advanced therapy medicinal product

CA Competent authority

CAP Coordinated assessment procedure

cMS Concerned Member State

Cs Commercial sponsor

CT Clinical trial

CTA Clinical trial application

CTAG Clinical Trials Coordination and Advisory Group
CTD Clinical Trials Directive

CTFG Clinical Trials Facilitation Group

DCP Decentralised procedure

eg. Exempli gratia

EC Ethics committee

EMA European Medicines Agency

EU European Union

FP7 Seventh Framework Programme

FTE Full time equivalent

GCP Good clinical practice

GLP Good laboratory practice

HMA Heads of Agency

e Id est

AR Impact Assessment Report

ICREL Impact on Clinical Research of European Legistatio
IMP Investigational medicinal product

MS Member State

NCA National competent author

NCS Non-commercial sponsor

NIT Nor-interventional trial

No. Number

rMS Reporting Member State

RMS Reference Member State

SA Substantial amendment

SUSAR Suspected unexpected serious adverse reaction
WHO World Health Organization

XEVMPD Extended EudraVigilance Medicinal Product Dictigna
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2 Introduction

“In a clinical trial the rights, safety, dignity andell-being of subjects should be protected
and the data generated should be reliable and robiuse interest of the subjects should
always take priority over all other intere5{d).With this first Recital the Regulation (EC)
536/2014 starts.

To meet these requirements clinical trisdaduld be subject to prior authorisation

(Recital no. 2 (1)).

Clinical trials conducted in the Member Stateshaef European Union before 2004 were
ruled by national law. In the course of furtherrhanisation within the Union, the Directive
2001/20/EC was released on April 4, 2001 and camoeforce on May 1, 2004. Since then
clinical trials are authorised on the same legaldmm theory. As this was a Directive, only
the principles had to be implemented in nationgiSlation and thus, in practice, the same
legal basis was not been implemented identicatty mational legislation. The slight
differences in each national legislation causedadginistrative burdens for the sponsors
when preparing an application dossier for authogigspecially a multi-national clinical
trial (which are 24% of all clinical trials in tHeU (2)). The issue with multi-national
clinical trials is the fact that “the=2% of clinical trials involve approximately 67% aif
subjects enrolled in a clinical triak2).

Within the FP7 framework, the European Commisstamthed a study calledhfipact on
Clinical Research of European Legislatidi3) to represent the impact of the Directive in
the EU in 2009 (see Chapter 3.1). Subsequentlypuiatic consultations were arranged by
the Commission to find out about the issues meatidyy the stakeholders (see Chapter
3.2).

With these findings the Commission compiled &npgact assessment report on the revision
of the “Clinical Trials Directive” 2001/20/EC(2) (see Chapter 3.3) as the basis for the
“Proposal for a Regulation of the European Parliatamd of the Council on clinical trials
on medicinal products for human use, repealing Elikee 2001/20/EC(4) in 2012.

After the amendments of the proposal by the Padrarand the Council in 2013, a
negotiation was conducted by the Commission, thtaRzent and the Council on the®2
December 2013. This negotiation stage is calledATGE.
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The result of the TRIAGE negotiations was considecebe the final text which passed the
Parliament on April 4, 2014 and the Council of pg@n May 16, 2014. The final text was
published in the Official Journal of the Europeamanh with the nameREGULATION

(EC) No 536/2014 OF THE EUROPEAN PARLIAMENT ANDTBIE COUNCIL of 16
April 2014 on clinical trials on medicinal produdisr human use, and repealing Directive
2001/20/EC (1) on May 27, 2014.

This master thesis describes the developmerthefClinical Trials Directive [as] the most
heavily criticised piece of EU-legislation in theea of pharmaceuticaldExplanatory
Memorandum (5)) to the Regulation (EC) 536/2014.

The main focuses are the assessment procedure apftication dossier and the technical
requirements according to the Regulation (see @hdpt

This thesis does not deepen the aspects of thesEllmmmittees, the protection of subjects
and the conduct of a clinical trial.

The aim of this thesis is to illustrate the impade of regulating clinical trials on the
European scale Without clinical trials, there would be no new nades, no further
development of existing medicines, and no evidbased improvement of treatments with

medicine’ (Explanatory Memorandum (5)).
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3 Need for Change

3.1 Impact on Clinical Research of European Legisl£tlOREL)

In this subsection 3.1 the conclusions of the ICREIdy are summarised (3).

3.1.1 Introduction

In 2006 the Directive 2001/20/EC had finally bempliemented in all EU Member States.
Its effects on clinical trials with medicinal pratta needed to be investigated in the
European Union. Therefore, a call for an indepehdeademic research project was
released by the European Commission’s ResearchktDiete within the FP7 framework. A
consortium led by the European Forum for Good €éihPractice (EFGCP) and consisting
of several academic institutions was awarded thgprto examine the impact of the CTD
on the interested groups, i.e. the applicants (&otemmercial sponsors) and the
authorising institutes (Competent Authorities & EthCommittees). (6)

The main objectives inter alia were (3):

- The achievement of the directive with respect moicl trials and improvability of
the concerned Directive

- The influence of the new directive on the clinicedearch practice of the different
sponsor-types

- The impact of the CTD concerning the budget, cdpi@si and the success for all
aggrieved parties

- The outcome of the implementation of the CTD inMamber States

In summary [tlhe ICREL study was a longitudinal, retrospectiabservational and
comparative study (survey) carried out in four staédder groups (...) to assess the impact
of the CTD on the number, size and nature of dirticals, on workload, required
resources, costs and performarid@)

All available research from other research groupseveompiled and presented. A
questionnaire was created for each stakeholdepgand sent to all European competent
authorities, most ethics committees, all large aundtsized as well as a large number of
small pharma companies and to all academic institstlinked with the consortium
partners. The sampling period for this questioraias from Junel to September 30,
2008. The rate of responses was variably. Neadyyecompetent authority replied (25 of
28) whereas the participation of the Ethics Conmaagtwas extremely moderate (64

guestionnaires filled in of 708 questionnaire seéWthile 66% of the top 15 companies
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responded the overall response rate was 8, 98%ofomercial sponsors (CS) and 38%
from non-commercial sponsors (NCS)). (3)

Generic companies were not considered, becaussdgltke preparation of the project
revealed that most of the trials conducted by germampanies are bioequivalence studies
and they were mainly conducted in non-EU countries.

The outcomes of the ICREL study were used for dwaubsequent documents, e.g. the
public consultation in 2009 (7) and the impact asseent report (2) both concerning the
Clinical Trials Directive 2001/20/EC.

In the following the results of the questionnaiaes described concerning the weaknesses

and the strengths as well as recommendationsrigfioam of the CTD. (3).

3.1.2 Strengths and Weaknesses of the CTD

The strengths of the Clinical Trials Directive wéine improved protection of the patients
and taking on responsibility for the clinical tsddy the sponsors, the competent authorities
and the Ethics Committees. This led to a reduaticthe investigators’ responsibility.

These strengths were weakening by four generalmsgoes and by a lack of clear defined
terms.

The major weaknesses were:

- The Directive was transposed differently into tla¢ianal legislation of the EU
Member States and caused ththe*harmonisation target was partly missed for
clinical trials on medicinal productg3)

- The scope of the Directive was limited to cliniti@ls on human subjects with
medicinal products. Based on the previous existatgonal legislation some MS
had widen the scope bgdvering other types of clinical resealq3) as they
implemented the CTD into their national legislatidhis led to totally divergent
systems(3) in the EU Member States.

- The CTD did not differentiate in the requiremems aules between clinical trials
with investigational medicinal products mostly penhied by commercial sponsors
and clinical trials with authorised medicinal prathimostly performed by non-
commercial sponsors. Having similar requirememespective of the type of the
trial led to a difficulty for academic researciMultinational] non-commercial
trials are difficult to organise in an efficient wdecause a sponsor based at an
academic institution in one EU Member State hagm®institutional coverage to
take over legal responsibility for clinical trialcéivities performed at an academic
institution in another Member Stat¢3)
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- The requirements of the CTD increased the admatige burden of all
stakeholders, which led t@‘need for increased resoureces with the relatestisco
generation, delays in study preparation (...) ane tdanger of reduced protection of
trial participants’ (3) because the EC did not have enough capadaitiesms of

administrative tasks.

Further the CTD was weaken by a lack of definitibke the terms ‘Sponsor’,
‘substantial amendment’ and ‘investigational mewhtiproduct’.

The national implementation was disharmonised wheshilted from different strategies
developed by the Member States, inter alia theliraroent of the Ethics Committees,
who had to deliver a single opinion per Member &tddifferences in the interaction
between ethics committees and competent authantig®cess, composition, training,
fees, number and activity of ethics committeetheir independence, and in the
cultural context of ethic review result in majosdiepancies between countries in
protocol and patient information requirements, ewitimeframes, costs and

acceptability for a single protocol in a multinatial study.” (3)
3.1.3 Summary of the results

In the following the outcome of the four stakeholgeups (competent authority, Ethics

Committee, commercial sponsors and non-commeng@lsors) are summarised.

1. Competent authorities

One of the most discussed issues of the Direc®?4./20/EC was its harmonisation within
the MS. (3)

Unfortunately, there was a discrepancy in the @mmf the participating competent
authorities. By some CAs the harmonisation wasrde=t to be the strongest point and
some other CAs concluded that harmonisation wasuititiently achieved.

The quality of the clinical trials conduct was atsentioned as an improvement. Only four
authorities concluded that the Directive had sttieeiged the safety of subjects.

The Directive brought a tremendous change in tasireaucracy. The authorities were
experienced a substantial increase of workloadpaoounced this point as a weakness of
the CTD. This workload induced an increase in tinelper of employees (FTEs — Full time
equivalents). The table below represents the (geg¢faT Es required for the administration
of Clinical Trials Applications in the competenttharities of the Member States during
2000 and 2007.
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Year 2000 |2001 |2002 |2003 |2004 |2005 |2006 |2007
MEAN /inst. EU 1.25 1.61 2.02 2.12 2.43 2.28 2.813.30
Sample size EU 10 9 9 17 12 14 16 21

Table 1: Mean number of FTEs per institution regdifor administrative tasks in the EU (3)

The workload of handling SUSAR reports and theeddht comprehension of the definition
of a substantial amendment were stated also asleness.

Three competent authorities mentioned also fimereased] difficulties for academic
researchi (3) as an issue.

The feedback from the authorities concerning recendations for changes to the CTD
was poor. Some of them proposed a more preciseitii@ii of SUSAR reporting and

simplifying procedures for NCS. (3)

1. Ethics Committees

The Ethics Committees considered the harmonisainohthe protection/safety of the
subjects as an improvement. The biggest burdemeo€T D was the enormous increase of
administrative tasks. This was caused, for exanigyléhe achievement of a single opinion

within a Member State (see Figure 1).

Achievement of the single opinion

oNo local EC involved

BInvolvement of a local EC not mandatory

OLocal EC consulted

OLocal EC opinion mandatory

B Missing information

Figure 1: Achievement of the single opinion (3)
Also the need for ECs to manage the reporting ddSRs was a burden. But proposals of

the ECs for a change in the CTD were rare. An utdithaccess to the EudraVigilance or

any other database regarding adverse events wgestad by a few ECs. (3)
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2. Commercial sponsors

The responses of the commercial sponsors weregdimerSome points were stated both as
strengths and as weaknesses of the CTD at thetsame

Most of the sponsors described the harmonised fixeelines for the authorisation
procedure as the strength of the CTD. But at theesame some commercial sponsors
complained about the non-compliance of some CAsE®slto the given timelines.

The harmonisation of procedures and the CTA dossrirements within the European
Union was appreciated by some sponsors and statgdeagth of the CTD. But other CS
criticised these aspects to be the weaknesses G'TD.

The increased workload in administration issuesdossier requirements crystallised as a
burden.

One of the suggestions for improvement was to ertegt possibility to submit one single
application in different Member States and getdfae the procedures simplified and
harmonised.

Some commercial sponsors even proposed a regulatitead of a directive. (3)

3. Non-Commercial sponsors

A multitude of the non-commercial sponsors reptethe question “Where are the
strengths and weaknesses of the CTD?".

Some of the NCS recognised positively that the @ddto a partial harmonisation. Also
the increased safety of the subjects and a beitdityof research were mentioned as
strengths.

A strong negative feedback was given by other mmraercial sponsors regarding the
insufficient harmonisation and the severe loaddshiaistration, high costs and increased

time. An increase of personnel was inter alia aoador the high costs (see Figure 2).

Increase of personnel

11%
7%

@ Increase
® No increase

O Missing values

82%

Figure 2: Perceived increase of personnel (3)
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A risk-based approach concerning clinical trialhawisation and supervision was not
considered in the directive. Also internationaldatigator-driven trials were not adapted to
the CTD.

The non-commercial sponsors argued for a risk-bapptach to reduce the burden for

low-interventional studies, better harmonisatiod arore manageable requirements. (3)

3.1.4 Conclusions

For all stakeholders the increased administrativelén was a clear result of the CTD as
clinical trial performance required more person(jesbecially for competent authorities and
non-commercial sponsors) and time and thus resurdtbajher costs.

Some Member States showed an increase in climiatd and some a decrease, especially
in non-commercial trials. A[feason] for these trends could be the way the Q3
nationally implemented and/or other factors like thcal research activity of some pharma
companie’(3). Since 2004 a strong increase of multi-nagidnials could be deteced
particular in non-EU countries (a reason for theegal decrease of clinical trials in the
European Union). This could also be a reason #isttong increase of substantial
amendment since 2005 in order to to adapt therdiiterequirements of the countries.
“[The] time interval between protocol finalisationagthe first inclusion of patients has
considerably increased, possibly due to compleitire preparation of the application
dossier upstream to submission (...) an/or to poacksonisation between the submission
to multiple competent authorites and ethics cone@&tfor multi-national studiéq3)

Also the timeline for the implementation of a sangtal amendmentricreased by
approximately 30% (3)

The increased workload for clinical trial assesshoegated the need for higher personnel
resources in the competent authorities and resurtbayher fees.

The insurance companies used the implementatitimed€ TD to change their fee structure
which led to much higher insurance costs withouytasting the damage coverage of the
trial participants, a problem, especially for thESl The whole process to conduct a clinical

trial got more complex and induced a raise of &atiw and expenses. (3)
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3.2 Public consultations

Two public consultations were conducted by the peam Commission in order to review
and ‘to put forward (...) a legislative proposal to regithe Clinical Trials Directive
2001/20/EC. (8) The advantages and the shortcomings weesstd, and suggestions for
changes were specified. The results of the ICREHystwvere also considered.

One concept paper for public consultation was sttbthin 2009 namedA'ssessment of the
Functioning of the “Clinical Trials Directive” 200/RO/EC’ (7) and the other was
submitted in 2011 theRevision of the 'Clinical Trials Directive' 2011/HT" (8)

The results of these concept papers and the suesarthe public consultations were also
used for compiling thelfpact assessment report on the revision of théni€l Trials
Directive” 2001/20/EC (2).

In the following both concept papers and the sunesaf the consultations are
consolidated.

3.2.1 Concept paper for public consultation in 2009

In this public consultation five key issues werghtighted and accompanied by eighteen
more items. Furthermore different possible appreadtere to consider. Each issue was
desired to be reviewed by the interested partiede@ents to all items and approaches and
suggestions for improvement should be provided.

In the following only the key issues are specified.

The first key issue mentioned concerned tmailtiple and divergent assessments of clinical
trials”. (7)

About 25% of the clinical trials did not take plaoeonly one MS. So the protocol of a
particular clinical trial had to be submitted ta&A and EC in all concerned MS.
“[Sponsors had] to respond to the various requiredrgges, adapt their protocol in view of
diverging assessments by the NCAs or [could nagymithe envisaged clinical trial any
further in one or more Member Stétér)

This led to rising administrative costs without added value. The preparation of the
applications for a multi-national trial needed wddapted to the different requirements of
the Member States. This administrative work inoedabe costs, which couldeach
prohibitive levels (7), especially for non-commercial sponsors.

Further these administrative works caused delagsairting a clinical trial as a result of
additional information required by the different Mer States or as a result of different

reasons for non-acceptance (see Figure 3).
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mmmmmmwmuﬂ
subsequent change of request, positive outcome

mmxmmm%mmm.
positive outcome

Figure 3: Submission of request for authorisatiod Member States (7)

These delays increased by 90% which was about a2 lsktween the finalised protocol

and the ‘first patient in’.

The next issue was a question of thebdnsistent implementation of the Clinical Trials
Directive'. (7)

Although one of the intensions of the Directive 2(W/EC was to harmonise the conduct
of clinical trials within the European Union, theplementation into the respective national
legislation differed. This applied inter alia teetbefinition of substantial amendments, the
details of the SUSAR-reporting and the scope ofGh®.

Substantial amendments were one of the issues,getais term was differently
interpreted by the Member States. In order to lmepdiant sponsors notified more
substantial amendments than were necessary intamatibnal trial. This led to& three-
fold increase of number of substantial amendmnididsafter the CTD came into force.

If a suspected unexpected serious adverse reaatamred during a clinical trial, the
sponsor had to report this to the CA and the E®Member States.

But this reporting fed to a multitude of different regimes in the MemBtates, which (...)
led in turn to multiple reporting of the same SUSKRk of reporting and unreliability of
the Community data on SUSARS) Although the number of clinical trials didbtraised
considerably, the SUSAR reports increased by airfaxtsix.

The scope of the Directive 2001/20/EC coverednadirventional trials, but “interventional”
was interpreted differently. Therefore in a norementional trial no additional diagnostic
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or monitoring procedures should be applied to #ieepts and epidemiological methods
should be used for the analysis of collected déta borderline between non-
interventional and interventional createdsituation where a trial is considered “non-
interventional” in one Member State, while it isnstdered as “interventional” in another

and thereby falls within the authorisation reginfealtee Clinical Trials Directive.(7)

“Regulatory framework not always adapted to the ficatrequirements(7) was another
key issue.

The past showed that the actual risk of a subjegéedded on different factors.

“Different types of trials carry different risks atitis require different regulatory
safeguards.(7) But the provision in the Directive was a geadgisk-approach which
induced high costs (e.g. insurance) without analvimprovement of the patients’ safety.
Further the concept of a single sponsor was imjgbt in terms of multi-national trials. In
particular non-commercial sponsors had difficultiestake responsibilities for clinical

trials performed in another Member Statg)

The fourth key issue concerned tlaglaptation to peculiarities in trial participantsd

trial desigri. (7)

Clinical trials were performed in different groufi&e paediatric clinical trials and clinical
trials in emergency situations. These aspects naradequately addressed in the CTD.
Informed consent was one of the requirements ®itithorisation of a clinical trial. But
informed consent in emergency situations could lysnat be obtained by the person
concerned.

Clinical trials in emergency situation are reflette international guidelines (e.g. ICH E6)
which demonstrate the need for such kind of tridlsdeed, it would be a very serious
setback for clinical research if medicinal reseamtemergency situations proved to be
impossible in Europ&(7)

Some but not all Member States regulated the mstlieclinical trials in emergency
situations. However, these legal requirements lead to a situatvhere there are divergent

standards for good clinical practices in emergesityations in the EU.(7)

The last issue was abouwrisuring compliance with good clinical practice§SCP”) in

clinical trials performed in third countriés(7)

In one quarter of clinical trials conducted in thgropean Union was also at least one third
country included. Most of the ‘first in men trials®ere conducted in non-EU states and 65%
of the information submitted in pivotal clinicauslies for obtaining a marketing

authorisation EU-wide were generated in non-EU taes Different reasons were stated
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for rolling out trials in third countries: more akable subjects and therefore more simple
recruitment, lower costs and fewer formalities.

“There is a continuing risk that medical researckl @harmaceutical products in the EU
are based on clinical research in third countriet ntomplying with international standards
of safety and ethics(7)

3.2.2 Summary of the answers to the consultation pap2009

106 respondents, 60 of them non-commercial, pravide European Commission with
their answers to the public consultation paperGif® Many respondents used this
consultation for further comments. In the followiting responses to the above mentioned

key issues of the concept paper are pointed out.

One of the first general comments concerned theEIC&udy. The number of participants
and the outcome of the ICREL-study were criticised.

The response to the first key issue demonstratatiflhe outcome of the assessment of a
clinical trial application mostly differed Respondents stressed that, if the ultimate decision
was not always divergent, it was because sponsitinsingw applications.(9) The same
happened with the Ethics Committees, the respoedtrdssed this issue. Although the

item with the Ethics Committees was not mentiomethe consultation paper and called it a
“main challenge today when rolling out a clinicahtr'. (9)

The second key issue concerned the divergent ingsitation of the Directive into national
law.

The respondents confirmed the challenge with thstamtial amendments, the SUSARs
and the scope of the Directive 2001/20/EC. Theetiffit implementations of the SUSAR-
reporting requirements was even stressed adeahst*harmonised [aspect] in the area of
clinical trials legislation in the Unioh(9) which “created a false sense of secur{t).

Also the burdensome annual safety report was lggtdd as crucial. The term “non-
interventional trial” required to be regulated.

A lot of respondents confirmed the third key is$tiat the CTD did not sufficiently
differentiate between the risks posed by clinidald.” (9)

Other issues were mentioned with the topics: cosipaate use, off-label use mainly in
paediatric research, radiotracer, etc. Variousardents required more guidelines with
respect to the actual risk occurring in a triat,ifsstance & Commission guidance

document ‘on acceptable risk’(9)
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The key issue concerning paediatric clinical treadsl clinical trials in emergency situations
and the issue with obtaining informed consent veagiomed by the respondents.

First of all clinical trials with children are basily classified with a high riskj]éng-term
measurement was more important than short-termrteqs. (9) Various ideas for an
approach were suggested by the respondents baskd other legislations worldwide.
“Most respondents agreed that the situation [witlegyency trials] as established by the
CTD was unsatisfactory.” (9)

The forms for receiving informed consent should de adjusted.

The last key issue, concerning clinical trials anfEU countries, induced thanany
respondents criticised the problem description esitp founded on prejudice and not fact-
and evidence-based9)

It was criticised that pharmaceutical companiesevidamed for havingdouble standards
(9) or conducting the trials in third countries vénother quality. On the contrary some
respondents stressed that the quality in some ¢bindtries could be superior to the quality

in trials in the EU. The outcome was that the cbods in third countries were divergent.

3.2.3 Concept paper for public consultation in 2011

This consultation was to deepen the outcome optiidic consultation in 2009 and to
present & ‘preliminary appraisal’ of which option appears be the most suitable one to

address some of the key concerns of the Clinidal Directive’. (8)

The consultation paper started with the issue aoimog the submission and assessment of a
CT-application. A single submission via an EU-pbwas suggested, from which the
submitted information would be forwarded to the M&ree options for a clinical trial
assessment procedure were presented:

- “single submission with separate assessments”

“single submission with subsequent central assesSme

- “single submission with subsequent ‘coordinateéssment procedure’ ” (CAP)
The latter option CAP would be like the decentediprocedure for authorisation of a
medicinal product. A leading Member state wouldalailable for the assessment
procedure and finally every concerned Member Stateld come to an individual decision
including national ethical aspects. The appraikdrty outlined that the ethical scope was a
national issue.
The coordinated assessment procedure would cofieedespects of the application, i.e.
risk-benefit, quality and labelling of the medici(ieart a’). Ethical and local aspects would
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be part of a national assessment (‘part b’). Eactterned Member State would have the
opportunity for a justified ‘opt out’. Stakeholdesisould give their opinion on whether the
CAP should be generally mandatory, mandatory apopt for multinational clinical trials.
The timelines for a coordinated assessment proeeghd for the assessment of substantial
amendments would be leaned on the current giveglities.

After classification in a ‘pre-assessment’ as “typtial”, the timelines for low-risk trials

would be shorter.

As already stated in the first public consultati@per the implementation of the
classification of a non-interventional trial wag harmonised in the Member States
although the term was defined in the Directive.

“Rather than limiting the scope of the Clinical Tsi®irective through a wider definition of
‘non-interventional trial’, it would be better taome up with harmonised and proportionate
requirements which would apply to all clinical #s&(8) which was described as a
‘preliminary appraisal’ in the concept paper of 201

The same occurred with the ‘preliminary appraiiadt academic/non-commercial sponsors
should not be excluded from the scope of the dirtitals legislation. ft is difficult to see
why rules designed to protect the safety and righfgrticipants and the reliability and
robustness of data should apply to some typesaofsgp and not to others. (..) Beside, it is
difficult in practice to establish whether a sponsoacting in a ‘non-commercial’ or a
‘commercial’ context.(8) Harmonised rules and adapted requirementsliical trials
would be appropriate and should be independent thentype of sponsor.

“More precise and risk-adapted rules for the contdrihe application dossier and for
safety reporting)(8) were further points for consultation, for exple the possible risk
occurring in a trial compared to the risk occurringhormal practice. It was suggested to

integrate these rules‘ Annexes to the basic legal ‘af®) enforced by the Commission.

A clear definition of the used medicinal produciswd be necessary to discriminate
whether a medicinal product is an investigatiomsd or an auxiliary one. Therefore
definitions for an ‘investigational medicinal praduand for an ‘auxiliary medicinal
product’ were suggested in the consultation pagdeéng) into account thertiles for dossier

requirements, reporting, and labellihd8)

Subjects in clinical trials are insured. Insuranaed indemnities are linked to high costs
and hence burdensome especially for academic sporidte proposals were either to
exempt clinical trials with a low risk for subjedtem the obligatory insurance as the
available health insurances would be sufficientherimplementation of a national

obligation for indemnity.
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The next item for consultation was about the litiota of conducting a clinical trial only by

a single sponsor. The ‘preliminary appraisal’ wakeep the idea of having one single
sponsor. It was explained that the ‘responsibikgd the ‘liability’ of a sponsor were

mixed up due to the fact that the liability is dioaal matter and is not harmonised amongst
the Member StatesRegarding the ‘responsibility’ of the sponsor, thain problem seems
to stem from the divergent requirements amongstide@tates for conducting clinical
trials.” (8) The condition for permitting co-sponsorshipwid be a clear differentiation of
responsibility and liability in conjunction withteue harmonisation of the requirements

among the Member States.

The lack of rules for clinical trials in emergergijuations should be overcome by
adaptation of the European legislation to the mdggonally available legal framework. It
was suggested to have the possibility to conduricel trials in emergency situations

bound to predefined conditions.

Good clinical practice is a basic requirement fmmaucting a clinical trial in the European
Union. Due to the fact that globalisation goes fanaly clinical trials are more often
conducted in non-EU countries with different legaquirements.

“[In] order to increase transparency of clinical ats performed in third countries the
legislation could provide that the results of theBeical trials are only accepted in the
context of a marketing authorisation process inEheif the trials had been registered in
the EU clinical trials database EudraCT and thuspoblished via the public EU-database
EudraPharn. (8)

3.2.4 Summary of the answers to the consultation pap20ii

The response to the public consultation paper frl2@as higher than the response to the
first public consultation paper in 2009, i.e. 143pondents were counted whereas again
most responses came from academia.

In general the concerned parties appreciated tendeconsultation partly because the
communicated concerns on the part of the staket®ldere respected.

Only the issue with the Ethics Committees was aoti$ed sufficiently, the “key

problem”, namely a dual ‘approval’ by NCAs and E@Gad not been addressedl10)

The possibility to submit a single application aia EU-portal was widely appreciated. But
it was stressed inter alia that the required dadailsl be standardised and not an
accumulation of national peculiarities. The techhrequirements should be realisable for

non-commercial sponsors.
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Nearly all respondents appreciated the basic pi@adf the coordinated assessment
procedure. Still some concerns came up regardmmgletermination of the reference MS,
fear of increased opt-outs, possible influencehenscope of the EC review, and need for an
‘appeal mechanism’.

Some further points were suggested to be includgabit a’ of the assessment in the CAP,
like safety issues, non-IMPs, etc.

‘Part b’ should also include data protection besidikthe other mentioned issues in the
public consultation paper.

In case of disagreement between the Member States ICAP, the limited possibility of a
justified opt-out should be granted; the opt-ouaisen ‘Serious risk to public healti{10)

was stressed to bélbgical” (10) by many respondentdt fvas suggested that reference
should be made instead to aspects of normal clipicectice in a MS, ethical issues, or to
‘major issues with national specificitie5{8) But these issues should not lead to a general
refusal of the application in all Member Statese Tjuestion whether the CAP should be
mandatory or not, was answered differently. Thedioated assessment procedure should
be mandatory for trials conducted in more thanMeenber State. If the CAP would also
be mandatory for trials conducted in one single M8,CAP should still be manageable
especially for non-commercial sponsors.

Most of the concerned parties appreciated the stiggeof appropriate and defined
timelines for the assessment of an applicatiorcliarcal trials.

The definition of the non-interventional trials wadiscussed and most of the stakeholders
agreed with the proposal by the Commission to ndemwthe definition. Some of the
respondents suggested rather defining the meahingerventional trial’ than ‘non-
interventional trial’.

The suggestion of a risk-based standard was andwess alia with that risk in clinical
trials refers to two separate issues: data relidpiand subject safety(10)

Stakeholders listed some more points to considea fesk-based standard.

Several aspects and examples were highlightearplementation of a definition for

auxiliary medicinal products.

Respondents stressed that the issue with the imsaitaid not basically in the costs. Rather
the diverse liability coverage schemes existinthexMember States presented an issue, and
therefore an exemption from insurance would naase a sponsor from its liability. A
couple of respondents asked for harmonised lighiblverage conditions within the

European Union.
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The concept of whether a single sponsor shouldepé dr multiple sponsors should be
possible was ambivalent. Some stressed that vaihghe sponsorship discrepancies in
responsibilities would not occur and were therefmeferable.

Others mentioned thatdrge multinational companies, who conduct multioaal trials
through their national branches, aeeting de facto on the basis of a co-sponsor niodel
(10)

Rules for clinical trials in emergency situationsres appreciated, but highlighted with
several additional points to consider, like theaexeording of certain terms or the

conditions for the informed consent process.

The ‘ClinicalTrialsRegister’ database should notleonly accepted database for
registration of a clinical trials conducted in adhcountry, in order to obtain GCP-
compliance. However, a registration in a databasaldwnot imply automatically GCP-
compliance as some stakeholders mentioned in §p@nse to the consultation paper. It
was also stressedhat bioavailability and bioequivalence studies glidbe excluded from
transparency requirementg10)

Finally the respondents stated several additicesaidas for consideration regarding the
Clinical Trials Directive, like Patient representation in ECs should be mandat(i9)
and ‘Patients should have access to the results oflihiea trials and to post-trial
treatment. (10)

3.3 Impact assessment report

The European Commission informed at the 2008 Phaguteals Communication about an
assessment of the CTD and its implementation aedtefon the Member States and the
stakeholders. (2)

Two public consultation papers were published &wedrésponses were summarised (10)
and used subsequently for tHenpact assessment report on the revision of théniCal

Trials Directive” 2001/20/EC (2), which was compiled by the European Commissiad
made public in 2012. This report accompanied tlopgsal of the European Commission
for a Regulation on clinical trials on medicinabgucts for human use and summarised the
impacts on the revision of the CTD. In the follogyithe overview of the impact assessment

report is described. (2)
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3.3.1 Introduction

The Clinical Trials Directive was a new legislatiand developed inter alia a better
situation of the subjects’ safety, but still i$ the most heavily criticised piece of legislation
of the entire EU acquis for pharmaceuticalR)

The harmonisation failed and led to high criticisynall concerned parties. This failure
influenced beside other things: the reduction ofapplications, delay in starting the CT
and rising costs in the EU.

The submission and the assessment of an applidati@enclinical trial were handled
differently among the Member States. Accordingly tegulatory supervision (e.g.
substantial amendments) was differently considbsetthe MS. The outcome of this caused
delays in conducting clinical trials. Also an olaligry insurance for subjects was defined
without calculating the actual risk that could happo an individual in a clinical trial. The
insurance and the additional administration indueédigh rise of costs.

This impact assessment report aimed to name thegssith the CTD and summarised the
recommended objectives for improvement by all comee parties.

In the following the main objectives and suggestitor improvement are described.

3.3.2 Improving regulatory requirements (objective no. 1)

There were several options/suggestions in improthedCT into ‘@ modern regulatory
framework for submission, assessment and reguldédiow-up of applications for clinical
trials, taking into account the multinational resela environmerit(2):

1. No action but cooperation of the MS

With the ‘voluntary harmonisation procedure (VHKR) Member States could
jointly assess an application dossier for a clinical, but still every MS required a
separate submission of the dossier and the eti@eigw would be handled on
national level only.

This option would not facilitate the current sitoat The administrative costs would
still be high and there would be no improvemematient safety or gaining time.

2. Single application but split assessment

An electronic portal should make a single submisgiossible. But the application
would be assessed separately by the concerned M&tdies.
This option would improve the current situation avalld lead to less

administrative cost. However, the costs for subsagjassessments would be equal
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to the current situation. The concerned partiesavaed the option of a single

submission but critically considered the aspedepfarate assessments.

. One submission with cooperated assessment of agpatctelated to ethics of the

concerned MS

Ethical aspects would not be part of the assessrentvould be separately
reviewed by each Member State.

The advantage would be one single submission aediogle opinion by the
concerned MS without different additional requirertse This would reduce a lot of
administrative cost, would support the early stéw clinical trial and would lead to

identical conduct of clinical trials in the concedchMember States.

. One submission of aspects not related to ethicdsalbnassessed by the Agency

This option is similar to the central authorisatmocedure for medicinal products
in the EU. A rapporteur, member of a new estabti$wentific committee, would
assess the application and describe the decisiamaport. This opinion would be
effective in the complete EU. Each MS would be oesjible for the ethical part and
implement a national decision. The advantage wbalthe involvement of all MS
and therefore a complete available expertise iasza3g. There would be more time
necessary for the assessment of the applicatioa.c@tical point was the fact that
the authorisation of a clinical trial and a medadiproduct would be in the same
institution.

The administrative costs for the sponsors wouldetese, but additional fees for
implementation would rise. This would be a barfe@rnon-commercial sponsors.
Also non-flexibility was named as a big issue bijedlent pharmaceutical

companies.

. Transferring the directive to a requlation

A regulation has the advantage that it is direlsthding in all Member States and
does not need to be implemented in national law.

Therefore submitting an application would be faaikd for sponsors of a clinical
trial. But “if the legal form was a Regulation, requirementsidatill be interpreted
differently by Member States bodies in the prattggplication, unless a
cooperation mechanism is in plat€) This could be achieved, if this option
number 5 would be combined with the options nundoer 4.

However, the sponsors, both commercial and non-cenzial, would appreciate a

regulation.
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6. Cooperated assessment with a regulation as thedagis

This option is the combination of number 3 (singidmission with a cooperated
assessment of the concerned MS without ethicakéspend number 5 (directive
transferred into a regulation). A regulation wotddilitate the cooperation of the

Member States because of a similar legislation.

3.3.3 Regard to practical aspects (objective no. 2)

There were six policy options which bore in mindgircal aspects, concerning the
insurance and the annual safety reportérms of operational objective (...) targeting in
particular non-commercial sponsors who do not haweess to the same (human and
financial) resources as industry sponsa2) to reduce the administrative burden and the

COSts .

1. No action
The current situation would not be changed. Thetig obligatory national
insurance schemes would keep the current existive) bf protection of subjects.
The annual safety report would continue to helpcthrapetent authorities and ethics

committees to monitor the IMPs’ safety situation.

2. Non-interventional studies

The CTD does not include non-interventional stuehél authorised medicinal
products. One of the requirements for a NIT is thate are no additional
procedures (e.g. diagnostics, measurements) cadlirctomparison to the usual
manner.

If this requirement would be excluded from the diion, this ‘option would
broaden the scope of non-interventional studies [This would mean that any
study using authorised medicinal products for tlaithorised indication, even with
additional intervention, would fall outside the pecof the Clinical Trials Directive
if the subjects are not assigned prospectivelyef@mple by randomisatidn2)

In conclusion only phase IV studies would fall unttes option (authorised IMP
used in an authorised indication). This would ngiport the ambition of

harmonisation through the Union. The large partogep this proposal.
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3. Non-commercial sponsors as an exception

NCS would be excluded from the scope of the Reguiand therefore their trials
would not be regulated on a European legal basis. Was discussed several times,
to free the non-commercial sponsors from admirtisegaand additional financial
issues. But this would lead to a non-protectiothefsubjects by EU-law and the
outcome of the trials might not be used becausmpfrobustness.

One critical point is the possible influence on plublic health by published data of
non-EU-regulated trials.

Anyway, the majority of the concerned parties ogglohis option.

4. Authorised medicinal product as an investigationaticinal product

Trials with authorised medicinal products normdigar low risks. This aspect
would be respected and would induce facilitatiancanducting these trials.
Therefore the obligatory insurance and the anrafely report would be needless
without having a cognisable influence on the safdétyubjects. The institutions in
which such trials would take part, mostly have am diability insurance or
something similar. So the subjects would be stok@cted.

Due to the fact that authorised medicinal prodactscontinually reviewed by the
periodic safety update report, the annual safgigntfor such a clinical trial would

be obsolete. This option was appreciated by alteored parties.

5. National insurance

With this option the obligatory insurance of pagants of clinical trials would be
subject to afiational indemnification mechanisrf2). A sponsor would have the
possibility to take part in the national system veha trial would be conducted or
would acquire an own insurance on the insurancé&enarhis type of
indemnification mechanism is already availablehi@ Nordic MS. Actually the
damage of subjects caused in clinical trials iy Vew. Following the costs for a
national indemnification mechanism would be low.

Still this option was opposed by most of the stalkdérs. One of the concerns was
“the risk of divesting liability to the stétg?2)
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6. Low-risk trials
A national insurance mechanism would only applipo® risk trials. Thus, if a
clinical trial is planned with an authorised medatiproduct, there would be no
need for a separate insurance. The general healilhaince available for patients
would be sufficient. Following, the insurance costauld decrease for trials with

authorised medicinal products.

3.3.4 Compliance with GCP (objective no. 3)

Clinical trials conducted in non-EU countries aot always GCP-compliant per se.
Five options are described in the impact assessrapatt for ‘ensuring compliance with
GCP of clinical trials conducted in non-EU coungribut referred to in the EU in the

context of another clinical trial or of an appli¢ah for a marketing authorisatién(2):

1. No action
This option would not change the current situatibmspections outside the EU were
conducted but limited to capabilities.

To leave the situation as it is would not supplogtaim of improvement.

2. More transparency

Today the Clinicaltrialregister.eu is available &tinical trials conducted in more
than one MS, but it is not applicable for clinit@ls conducted solely in non-EU
countries. The aim of this option is to have atbdallowed from clinical trials
publicly available. This would lead to more trangpey and would support GCP
inspections. An advantage would also be the pdigibf the society to observe the
clinical trials. Most of the stakeholder appreaiatieis option; although more costs

would arise for maintaining the register.

3. Inspections in non-EU countries (requlatory framgyo

If a clinical trial should be used for an authotisa of a medicinal product, this trial
had to be conducted according to good clinicalfgracNon-EU countries’
regulatory infrastructure would be inspected ansl Would ensure more
compliance.

The costs would rise and it must be determined wiwld be responsible for

conducting the inspection — the EMA or the Europ€ammission.
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4. Inspections in non-EU countries (GCP in clinicalltsites)

The EMA would inspect non-EU clinical trials sitesd would be independent of
the inspectors of the Member State. Only the sitgls are part of the inspection and
not the general regulatory framework of the nondeuntry. The maintenance of all
these inspections is going to be challenging. Eh&sbig issue, because most of the
first in men studies and the pivotal clinical tsi@re conducted outside the EU.
“Between 2005 and 2009, these pivotal clinical $riél were spread over 44 034
sites in 89 countriéq2) and the application for a marketing authdima of a
medicinal product is mostly some years after thedaotion of clinical trials.

Following, this option was determined to be impicadtle.

5. Combination
The combination of the options number 2 (more arsncy) and number 3
(inspections in non-EU countries) would be anotrassibility to improve the
current situation.
This combination would strengthen the GCP-comphkaide costs would rise for

this purpose and the need for more inspectors wioaNeé to be considered.

3.3.5 Conclusion

In the following the final selections of the abdigted policy options are described.

In terms of the objective no.1 the option ‘Coopedahssessment with a regulation as the
legal basis’ was adjudged to be the effective éneould be the combination of a
regulation as the legal basis and the joint assasiswith one single application. This
would support a reduction of the administrativedams and to further harmonise the
clinical trial conditions in Europe.

In terms of the objective no. 2 the option ‘Lowkrisials’ was mostly agreed. It would be
the possibility to have no obligatory insurancetasysfor clinical trials with known IMP
(i.e. authorised medicinal products). Normally #h&sd of clinical trials have a low risk of
damage; the available general insurances of thieutisns would be adequate. This would
reduce a lot of costs. For clinical trials with IMFPhational insurance system would cover
the patients’ protection.

In terms of the objective no. 3 the option ‘combioi@ was a good compromise of all
stated options. All clinical trials would have te available in a register independent from
the location of the clinical trial site. If a clgal trial, conducted in a non-EU country, would
be part of a future marketing authorisation appilocafor a medicinal product, then this

country would be inspected concerning their reguljatramework.
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4  The Clinical Trials Regulation (EU) 536/2014 —
Key Changes

A Regulation is directly binding in all European Meer States. It does not need to be
transposed into national law; therefore differempiementations into national legislation do
not occur. A Directive needs to be implemented mdtonal law by each Member State.
With this adaption to national law, the transpaositinto a national legal text can
tremendously differ from the original one, depemgdom the available national legal
framework, the willingness of the MS to perform rbas and to which extent the national
text is modified. These different transpositionshef original text occurred with the
implementation of the Directive 2001/20/EC withinetMember States.

Hence the European Commission published the ficgigsal for a Regulation on July 17,
2012. (5) The Rapporteur Glenis Willmott (Committeethe Environment, Public Health
and Food Safety (ENVI) of the European Parliampuablished the final Draft Report on
the proposal of the Commission on January 31, 20866 amendments to the Articles
and eight amendments to the annexes (11).

Accordingly, the Council of the European Union psibéd an amendment of the proposal
of the Commission for a Regulation on October ZA,2 (12)

Finally, the Commission, the Council and the Parkat came to an agreement and
compiled the Clinical Trials Regulation negotiatiom the December 17, 2013. (4) This
final legislation text was adopted by the Parliatr@nApril 4, 2014 and signed by the
Council on May 16, 2014and got published in thed@f Journal of the European Union
on the 2% May 2014 with the number ‘536/2014’ (1) and 20slafter publication the
Regulation enters into force.

To provide an overview over the changes in the Retigin development process in relation
to the Clinical Trials Directive, two tables in shinaster thesis are attached in section 8 of
the Appendix; one shows the Articles of the Regoa(EU) 536/2014 besides the Articles
in the Directive 2001/20/EC (table 2) and the ostesws the impact of the Parliament and
the Council on the final legislation text compatedhe proposed text of the Commission
(table 3).
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4.1 Content of the Clinical Trial Regulation (EU) 53612

The Regulation (EU) 536/2014 on clinical trialsnaédicinal products for human use starts
with 85 recitals followed by 19 chapters with 9%igles closing with seven annexes,
presented on 76 pages.

In the following the important chapters of the Riagjon (EC) 536/2014 are summarised.
(1) These summaries are reviewed and are compatbé tifferent proposals of the
Commission, Parliament and the Council to findwho of them had the most influence on
the important Articles of the Regulation.

4.1.1 Chapter | — General provisions

The first Article states the scope of the Reguitgtice. “This Regulation applies to all
clinical trials conducted in the Union. It does ragiply to non-interventional studiegl)
Besides the scope, Article 2 is about the defingidn the Directive 2001/20/EC only 16
terms were defined. Now the Regulation defineseB®s and six more terms are referred to
Article 1 of the Directive 2001/83/EC.

In the following some of the most important newcbanged definitions are described.

From now on the terms ‘clinical study’ and ‘clini¢eal’ are clearly defined: ‘clinical

study’ is the general term. A study is then clasdifis a ‘clinical trial’, if it fulfils at least

one of the conditions laid down in Article 2 paragh 2. (1)

The conditions are:

“(a) the assignment of the subject to a particuterapeutic strategy is decided in
advance and does not fall within normal clinicahptice of the Member State
concerned;

(b) the decision to prescribe the investigatiomadicinal products is taken together
with the decision to include the subject in thaickl study; or

(© diagnostic or monitoring procedures in additimmnormal clinical practice are
applied to the subjects(1)

A ‘low-intervention clinical trial’ is a subtype & ‘clinical trial’. To classify a trial as low-
intervention, all conditions set out in Article arpgraph 2 (1) have to be met, which are:
“(a) the investigational medicinal products, exchglplacebos, are authorised;
(b) according to the protocol of the clinical trjal

(i) the investigational medicinal products are dse accordance with the terms

of the marketing authorisation; or
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(i)  the use of the investigational medicinal puats is evidence-based and
supported by published scientific evidence on #fietg and efficacy of those
investigational medicinal products in any of therieer States concerned;
and

(c) the additional diagnostic or monitoring proegds do not pose more than minimal
additional risk or burden to the safety of the sait$ compared to normal clinical

practice in any Member State concerhéb)

In the Directive 2001/20/EC the term ‘non-intervenal trial’ was used. This term is
changed to ‘non-interventional study’ and is therefnot regulated by the Regulation.
The prior definition of an ‘investigational medieinproduct’ is split in ‘investigational
medicinal product’ including placebos and in ‘autbed investigational medicinal product’
independent from the intended labelling.

A substantial amendment was not precisely explamgdt was a significant change to an
authorised clinical trial stated in Article 10 @f)the Directive. (13) In the Regulation, the
term ‘substantial modification’ is established at&dined in Article 2 of the Regulation.
The definition of the ‘Principal investigator’ i®w specified in addition to that of

‘investigator’.

It is interesting to see that the Parliament a$ asethe Council agreed with the proposal for
the scope of the Regulation by the Commission.

The Commission stated in the Explanatory Memoranttutheir proposal of the

Regulation that the scopées‘essentially identical to that of the Directive(d/20/EC. (4)

The exclusion of ‘non-interventional studies’ istified by the Commission, because these
types of trials are post-authorisation safety studies initiated nanged or financed by the
marketing authorisation holdé&(4) according to the Directive 2001/83/EC.

Next to non-interventional studies the narrow scofpihe Regulation excludes, also all the
other studies or trials in clinical research, l#tedies comparing surgical procedures. Some
of the Member States included those types of ssudithin their scope of the CTD
interpretation when they implemented the Direc2081/20/EC (e.g. Belgium). The
respective MS will have to decide how to handles¢hstudies in future but there is a danger
that there will be discrepancies between the dirstudies conducted in different countries,
whereas only clinical trials with medicinal prodsietre equally regulated in the European
Union. So the assurance of robustness and retiabflthe compiled data, the rights and
safety of humans in a clinical study are limitedrtals with medicinal products, which fall
within the scope of the Regulation.
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A critical question is: Is it politically and etlalty correct to have only one type of studies

in humans regulated identically EU-wide?

The Council and the Parliament did not agree wlithraposals of the definitions, e.g. the
Council enforced the deletion of two market autbation status-related conditions in the
definition of the term ‘clinical trial’. The Courlds also responsible for having defined the
terms further and for integrating new terms likaripipal investigator’, ‘investigators
brochure’ and ‘early termination of a clinical trid he Parliament included the terms
‘Ethics Committee’ and ‘clinical study report’, boot with its proposed definitions.

In the second summary of the answers of the catgutpaper in 2011 most of the
stakeholders argued for a definition of a non-wveetional trial (10); this issue is respected
in so far that the definition in the Regulatiommwv “Non-interventional study’ means a
clinical study other than a clinical trial (1) This is not a useful definition, becausesit

only a clarification that non-interventional stusligo not fall within the scope of the
Regulation (EU) 536/2014.

Fully agreed by the Parliament and the Counchésdefinition of ‘substantial
modification’, which was one of the heavily crised issues in the Directive. Some of the
Member States differently implemented Article 1pdhathe Directive 2001/20/EC; hence
the Member States interpreted a ‘substantial amentmot always in the same way. This
was a challenge for any sponsor if a substanti@naiment occurred in their clinical trial.
Due to the fact that the Regulation is directlydiny for all Member States and therefore

does not have to be implemented in national lais,shall not be longer a big issue.

4.1.2 Chapter Il — authorisation procedure

From Article 4 to Article 14 the authorisation pealtire for a clinical trial is described. It
starts with the general remark that any clinical {inot study, regarding the scope) has to
be authorised prior conducting and has to be readieny the concerned Ethics Committee
of the Member States.

Every Member State is responsible for having thatronal EC complying with the

assessment procedure stated in the Regulation.

The applicant submits the application dossier to@icerned Member States via the EU-
portal (according to Article 80). The basis for #plication dossier is Annex | of the
Regulation. With this submission the applicant algggests one of the MS as the reporting
Member State (rMS). Clear rules are stated in Articfor entitling the reporting Member

State in case of non agreement between all condéfdeenber States (cMS).
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To compare the authorisation procedure in the Reigul with the procedure fixed in the
Directive 2001/20/EC, the current authorisationcgdure in the Directive is described
below:

According to Article 6 paragraph 5 and Article Yaugraph 4 of the Clinical Trials
Directive the timelines for assessing a valid aggtion are defined.

Ethics Committee have to give their opinion witbid days. This also applies to the
competent authority. Both bodies have to givepasse statement.

“The sponsor may not start a clinical trial untietikEthics Committee has issued a
favourable opinioh (13) If in a Member State the EC has give a fpasiopinion about a
CTA and the CA has not raised any concerns duhiagtated timeline, an implicit
approval with respect to the CA is possible.

In the following, the authorisation procedure ie Regulation is presented. Further, Figure
4 and 5 shall illustrate the procedure:

After the submission of the dossier by the applicéne rMS has to validate the submitted
dossier within 10 days. All cMS have the possipild comment on the dossier’'s
completeness no later than 7 days after submission.

The rMS shall [take] into account considerations expressed byater Member States
concernedl (1) during the whole authorisation procedure.

If the dossier is incomplete or the trial falls afithe scope of the Regulation, the applicant
gets a maximum of 10 days for a reply. The repgrifftember State informs the sponsor
about the outcome 5 days after receipt of the reply

After a positive outcome of the validation, theesssnent procedure starts (‘validation
day’). The assessment procedure is divided in tartsp- Part | and Part Il.

The reporting Member State is responsible for s®egsment of Part I, but according to
Article 4 a ‘review by the ethics committee may encompass aspedtessed in Part | of
the assessment repbr(l)

The dossier of Part | have to contain all requatath of Chapter V (‘Protection of subjects
and informed consent’), Chapter IX (‘Manufacturiugd import of IMPs & AMPs) and
Chapter X (Labelling). The details of the requitetuments are listed in Annex | of the
Regulation.

The timeline for the assessment, the finalisatimeh the conclusion of Part | is 45 days since
the end of the validation date.

If more than one Member State is involved in theliaption procedure, the timeline stays

the same but the procedure differs and is dividetiiee phases:
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1. ‘Initial assessment phase’
The reporting Member State is responsible for its¢ &ssessment. The timeframe for this
procedure is 26 days. The draft of this assesswidiriie subsequently sent to the
concerned Member States via the EU-portal.

2. ‘Coordinated review phase’
The rMS and the cMS review the draft within 12 days

3. ‘Consolidation phase’
In the next 7 days the reporting Member State dafeges the last phase of the draft (with
respect to the comments of the cMS) and providesgiplicant and all cMS with the final
assessment via the EU-portal. This day is clask#gethe reporting day (see Figure 3).
During the assessment phase the need for clartficat for sending additional documents
by the sponsor can occur. Only the rMS can redoeshese information. In this case the
rMS determines an extension up to additional 3kd#éne sponsor has to send the responses
not later than 12 days, all Member States invob@atdinate the reply of the sponsor
within another 12 days and finally, after a cordation phase of seven days, the rMS
reports the outcome of the assessment (see Figjure 5
The reporting Member State may also extend thelitimep to 50 days for an assessment
in case of clinical trials with advanced therapyPMas well as biotech products developed
by recombinant DNA technology, controlled expressa genes coding for biologically
active proteins in prokaryotes and eukaryotes tholytransformed mammalian cells,
hybridoma and monoclonal antibody methods (Reguiatlo 726/2004, Annex 1).
Besides the Part | application dossier, the appiican also submit Part 1l of the application
dossier at the same time. Part Il of the applicatias to be assessed by every single
concerned Member State on its own regarding ttaional requirements.
The dossier regarding Part Il has to be compliatit amongst others the requirements
concerning Chapter V (i.e. informed consent andeatmn), eligibility of the subjects and
the trial site, compliance with the indemnificati@tc.
The cMS assesses the documents with respect teghgements on its territory within 45
days. If further information is needed, the cMS eatend the timeline up to 31 days. The
sponsor has to submit the reply latest after 12 @dknowledge except the cMS grants less
days. During the next maximum 19 days the cMS stisgeconclusion via the EU-portal to
the sponsor and all concerned Member States.
After the assessment phase of Part | and Parttheoépplication dossier, the final single
decision of every involved MS has to be notifiedhivi 5 days after the reporting day. This

day is named the notification day.
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Timeline parallel assessment report for
multiple MS (part | & Il)

M validation ™ assessment cMS inital rMS coordination consolidation decision

part | - standard (sum 60 days)

part Il - standard (sum 60 days)

Figure 4: for the assessment procedure in multinaticlinical trials with “standard” IMPs (1)

Timeline parallel assessment report for
multiple MS (part | & 1l)

M validation I extension sponsor extension rMS/cMS

M assessment cMS M inital rMS coordination
consolidation M extension sponsor ass. [ extension coordination
extension consultation M extension cMS decision

part | - with all extensions (sum 106 days)

part Il - with all extensions (sum 106 days)

Figure 5: Timeline for the assessment procedunauhinational clinical trials with “standard”

IMPs including extension of the validation phasd eequest for additional information (1)
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If the sponsor does not provide the rMS or/andcti& with the requested information
within the given timeline (independent of the vation or assessment phasehe"
application deemed to have lapsed in all MembeteSta(1)

The possibilities of the outcome of the assessramtbe an approval, an approval under
conditions or a refusal.

If the reporting Member State concludes to appamv® approve under conditions the
application of Part I, then its decisioshall deemed to be the conclusion of the Member
State concernetl(1)

A refusal of the Part | application by the rMS Iedd a refusal of Part | by all cMS.

If a cMS disagrees with the positive outcome ot Passessed by the reporting Member
State, this cMS can refuse an approval, this isd¢abpt-out’. The refusal has to be
justified according to Article 8 (2), (4) of the &dation and has to be forwarded to the
Commission and all concerned parties via the EUWahokn appeal procedure has to be
provided by the Member States.

If a concerned Member State does not notify itsckesion within the given timeline, the
decision of the rMS concerning Part | applies ®¢bncerned Member State.

A Sponsor has also the possibility to submit frstossier concerning only Part | of the
application. If the application for Part | gets egyed, the sponsor may submit the dossier
concerning Part Il within the next 2 years provglthat there are nonéw substantial
scientific information that would change the valdof any item submitted in the [prior]
applicatiort (1) of Part I.

The application can always be withdrawn by the spotill the reporting day, even a
resubmission of a refused or withdrawn applicaisopossible by submitting a new
application.

Article 14 of the Regulation describes the posiibib add another Member State to an
approved clinical trial. The added cMS has to pitevthe sponsor with its decision of the
application within 52 days. If the additional MemiState refuses the authorisation of that
clinical trial, it “shall provide for an appeal procedure in respecswéh refusdl (1)

The approval of the clinical trial expires withiryars starting from the notification date

unless the subjects have been recruited in the tmsan

The Regulation determines in Article 9 and 10 whe to assess and under what conditions
Part | and Part Il have to be assessed.

The Member States are responsible to have emplayle@sdo not have conflicts of

interest, are independent of the sponsor, of timecall trial site and the investigators
involved and of persons financing the clinical krias well as free of any other undue
influencé. (1) Therefore the involved employees have tdatecannually their interest.
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If a certain group of persons shall take part endhinical trial, like minors or incapacitated
persons, experts of these different vulnerable |adjoms shall be involved in the
assessment of the application.

Independent of the concerned population for aadinirial, minimum one layperson shall

be involved in the assessment of the application.

Annex | includes the necessary information for ppligation dossier. This Annex is based
on the ‘Detailed guidance on the request to the competetoaities for authorisation of a
clinical trial on a medicinal product for human ygke notification of substantial
amendments and the declaration of the end of the(€T-1). (14) To have this Annex

now as a part of the Regulation is quite an impnoseat. The requirements are the same in
every Member State, so this is a step forward tmbaisation. The Member States have to
adhere to the law and cannot require differentrmédion for the same clinical trial. This is
facilitation for every kind of sponsor.

The new authorisation procedure is comparabledalédtentralised authorisation procedure
(DCP) of a medicinal product. (15) The reportingrivier State is similar to the Reference
Member State (RMS) in the decentralised proceddfd.But there are some differences
between them. The applicant decides which RMSheilpresent in the DCP, whereas the
applicant for a clinical trial authorisation canysuggest an rMS for the assessment
procedure. The outcome of the assessment repart prapared by the rMSshall be
deemed to be the conclusion of’'tfi® cMS, but this is not applicable to the CMSain
decentralised procedure. Another difference isith#ite assessment of a clinical trial an
independent Ethics Committees is supposed to lwvied by the Member States, this is not
foreseen in the DCP.

In the Explanatory Memorandum of the proposal ef@@mmission in 2012 the
“Regulation [did] (...) not regulate or harmoniseetprecise functioning of Ethics
Committee’s(5), becauseit [was] up to Member States to organise, intemathe

attribution of tasks to different bodie$5) This was extremely criticised and the Colinci
enforced Article 4 into the Regulation. With thitEthics Committees are not only
integrated in the assessment procedure, they nea/itha power to refuse an authorisation.
According to Article 4 the ECs are also empowerecktiew some aspects of the Part |,
which does not include national requirements. ltggo national law whether some aspects
of Part | have to be reviewed by the national ECsod, but if an EC justifiably refuses the
authorisation of a clinical trial in a Member Statgnich is the reporting Member State this

decision will lead to a complete rejection of thaltfor all participating Member States.
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If the rMS comes to the conclusiothat the clinical trial is not acceptable, that abuasion
shall be deemed to be the conclusion of all Meribates concerned(l)

This is a very critical point which has to be calesed by all Member States as soon as they
adopt their national legislation to the Regulation.

The cooperation between the rMS and the cMS ishangioint to consider. The rMS is
responsible for the assessment report and the @epdanational authorisation body has to
expand the timelines for the assessment and tbasklditional information. But the rMS
shall also take into account [the] considerations expressethigy/ (1) cMS. The rMS is

not legally obligated to accept or even to adoptdbnsiderations of the cMS. The rMS can
come into a conflict with any cMS if the considévat are not respected. However, this
means that in the assessment report the rMS neguaistify when comments from cMS are
ignored. The ‘opt-out’-possibility for the cMS caraing the assessment of the Part | of the
application has been widened by the Council. Inpifeposal of the Commission only two
options to ‘opt-out’ an application for a clinidaial were provided (subject would receive
an inferior treatment than the normal clinical pi@ein this Member State or an
infringement of the national law), but finally tRegulation enables three possible reasons
(subject would receive an inferior treatment, imflement of the national law or
considerations as regards subject safety, datbiigly and robustness ) to ‘opt-out’ an

application.

In the proposal of the Commission one of the legalects concerning the authorisation
procedure stated in the Explanatory Memorandumtwagave Clear timelines with a
concept of tacit approval in order to ensure cormpdi€. (5) But in the further proposal

this ‘concept’ was not reflected in the Article86-

In the Recital number 8 of the Regulation it igdesiethat the Directive 2001/20/EC
introduced the concept of tacit authorisation. T¢wscept should be maintained in order to
ensure that timelines are adhered’t(d.)

Nevertheless, a careful analysis of the Articleg &nd 8 does not indicate a tacit approval
in the assessment procedure. Only the validatszifiArticle 5 paragraph 4) and the
decision of the cMS concerning Part | (!) of the@lagation dossier (Article 8 paragraph6)
do fulfil the concept of a tacit approval. The Coilhad deleted Article 8 paragraph 6 as
well as paragraph 8, second sentence in its amaridrhthe proposal. But the Commission
enforced to keep these parts of the Article 8, milse there would have been no tacit
approval at all. All other procedures are not cate@ with a tacit authorisation, e.g. if the
rMS does not compile the assessment report ofl Rattin 26 days or the cMS does not
finish the assessment report of Part 1l within 4§sd So this is a worsening of the situation
as it has been with the Directive. In the Directv/&sponsor may not start a clinical trial

until the Ethics Committee has issued a favourableion and inasmuch as the competent
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authority of the Member State concerned has notiméd the sponsor of any grounds for
non-acceptance (13) The condition for a tacit approval is omyfavourable opinion of the
EC, not the authorisation of the competent autirofihis discrepancy between the
principle explained in the recitals and the wordufighe regulation text needs further
clarification but a strict following of the lettemeans that in the Regulation both bodies
have to give their approval, no matter how longiight take, otherwise the conduct of a

clinical trial is not possible.

Chapter Il is clearly Council-oriented, becausehe@xticle has been modified by them.
All amendments of the Council concerning the Aeschi-6 and 14 are adopted, only the
timelines have been slightly changed. The Parlidraenounced 14 amendments
concerning Chapter Il (Articles 6, 7, 9, 10, 12 &3, but only three amendments have
been adopted, i.e. Article 9 paragraph 1 secoragpaph (Persons assessing the
applicatiori), Article 10 paragraph 4 (experts have to be Iagd for clinical trials in
vulnerable populations) and Article 12 third sente(iThe reasons for the withdrawal
shall be communicated through the EU pditall)

The Timeline for an authorisation set in the Dineehave been 60 days both for the ECs
and the competent authorities (13), which was drieeocomplaints of the stakeholders (3).
The Commission respected this concern and therpfdskshed in its proposal in 2012
much shorter timelines for the validation and assent. The Commission divided the
timelines dependent on to the kind of trial. A lawervention clinical trial should have
been assessed within 10 days, a ‘normal’ clinigal within 25 days and ‘special’ trials
(e.g. the IMP is an ATMP) within 30 days. But theutcil proposed longer timelines as it
is in the Directive. Finally the Council determinin@ timelines and now in the Regulation
the timeline for an authorisation is still 60 da&yxluding the possible extensions. So this
concern of the stakeholders is not regarded bRegulation.

During the validation phase the sponsor has thsilpitisy “to complete the application
dossief (1) if the rMS finds the dossier incomplete. Rlutring the assessment phase the
reporting Member Statenfay request additional information from the spofiga). It is not
clear if with this ‘additional information’ any chges to the application incl. the protocol
can be implemented by the sponsor. The Recital rurbd explains that the possible
extension of the timelines i$d*allow the sponsor to address questions and cartsne
raised during the assessment of the applicatiorsiddy(1), but it is not clearly stated that
this includes changing or adapting the applicatiossier according to the requests of the
Member States.

If a Member State wishes to have any aspect chamigih@ provided data by the applicant,
then the sponsor might have to withdraw the apptineand submit a new one, because

amendments are not clearly conformable to law. Wilisheed further clarification.
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‘Low-risk trials’ were mentioned in the objective.r2 of the impact assessment report (2).
These trials are now regulated with the term ‘leervention clinical trial’. It is a trial
which is only conducted with authorised medicina@ducts in the authorised indications
except the investigational indication is evidencegped.

The conditions for a low-intervention clinical tri@re set in Article 2 paragraph 3. In
Recital no. 11 is stated thahbse clinical trials should be subject to lessrgtent rule$

(1) but there is no difference in the authorisapoocedure for this type of trials after the
Council enforced the deletion of the shorter assesstimeline for low-intervention

clinical trials. The reason is stated in the saraeifdl no. 11, i.e.Ih order to ensure

subject safety they should however be subjecktsdime application procedure as any
other clinical triaf’. (1)

Low-intervention trials are conducted by a lot ohrcommercial sponsors. If during the
assessment phase the rMS asks for information tlaésnon-commercial sponsor has 12
days for response, just as every other applicantwith the difference that most of the
NCS do not have the organisational infrastructanespond within 12 days. However, 12
days are very short to answer adequately, depeodehi raised issues, for every sponsor.
So if the sponsor does not respond on tirtteg ‘application deemed to have lapsed in all
Member Statés(1)

Article 9 states thatAt least one layperson shall participate in theeassnerit(1) as a

result in the negotiations in December 2013. Bub vgha layperson? In the Recital no. 18 is
stated, that this person should beragarticular a patient or [someone from a] patisht
organisatiori (1). But what type of competence is expected fthis person? In the
respective area of indication? In general? And dloisspatient have a right to vote? This
will have to be clarified in national legislationgthus may lead to different conditions in

the different concerned MS.

Article 14 describes the subsequent addition ofeanlder State to an approved clinical trial.
The timeline of the assessment procedure is 52 d&ys timeline is comparable to the
timeline for the assessment procedure for an astitarn of a clinical trial (normally 60
days). This insignificant timeline shall preven¢ ponsors from adding repeatedly another

Member State to a clinical trial.
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4.1.3 Chapter Il — substantial modification of an autked clinical trial

The term ‘substantial amendment’ (13) as stataterDirective is changed in the
Regulation to the term ‘substantial modificatioh).(
According to Article 15 of the Regulation a subsi@modification of the authorised
clinical trial has to be authorised as well. Therefa dossier concerning a substantial
modification of Part | or Part 1l or both parts iage submitted via the EU portal. The
required information for the application dossiesét out in Annex Il of the Regulation.
The rMS of the prior authorised clinical trial shag the same rMS for the assessment of an
application that is submitted for a substantial mcation of that clinical trial.
The authorisation procedure of the substantial frcadion is similar to the authorisation
procedure of the clinical trial, only the timeframiéfers (see Figure 6).
The validation phase for both Part | and Partdtdagenerally 6 days, with a possible
extension of further 10 days for the response @fthonsor and another 5 days for the
conclusion of the rMS , in case of additional regdidata.
The assessment phase for both parts lasts 38 days.
If the substantial modification concerns Part thef dossier and more than one MS is
involved, then the assessment is divided in diffephases, similar to the phases stated in
the authorisation procedure of a clinical triale- i

- the ‘initial assessment phase’ with 19 days forriig,

- then the ‘coordinated phase’ with 12 days for rM8SMS and

- finally the consolidation phase with 7 days for tMS.
If any objection arises, the assessment phaseotarRart | and Part 1l can be extended up
to 31 days only by the rMS. The 31 days extensmorife assessment is split in the same
different phases as the extended phase of thesassesfor the authorisation of a clinical
trial (see Figure 5).
For special medicinal products, like ATMPs, theession can be up to 50 days in order to
obtain the assistance of experts but only for #s=ssment of Part I.
The ‘[notification of the assessment] shall be done by of a single decision within five
days from the reporting dayl), only if a substantial modification concerRart | or both
parts of the application.
The outcome of a substantial modification concegrsiolely Part Il of the application has to
be notified “within 38 days from the validation d&y).
If the outcome of the assessment procedure ofrdithe | or Part Il is negative, then the
concerned Member State has to enable an appeadunec
If the rMS or the cMS do not give a response withie given timeline to the sponsor, the

application for the substantial modification shall be deemed taudhorised (1).
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If the sponsor does not provide the rMS or cMS \hignrequired data within the given
timeline, ‘the application shall be deemed to have lapsed iMember States concerned

(1).

Timeline assessment of substantial
modification for multiple MS (Part 1)

M validation extension sponsor extension RMS

M inital RMS coordination consolidation

B extension sponsor 2 extension coordination ' extension consultation
decision

12 7 5

12 7.12 75’

Figure 6: Timeline for the assessment of a sulislanbdification for multiple MS (Part I) with a
“standard” IMP for Part | (1)

Part | - standard (sum 49 days)

Part | - with all time extensions (sum 95 days)

Substantial amendments under the Clinical Triale®ive are defined differently by most
of the Member States. This issue was heavily eséit by the stakeholders (7). Now the
information laid down in Annex Il of the Regulatiane mandatory for the application
dossier of a substantial modification, which isdshen paragraph 3 of the CT-1- Guideline.
(14) This is an improvement in harmonisation arailifates the handling with a substantial
modification for any sponsor. Another improvementhe fact that theconcept of tacit
authorisatiori (1) is implemented for the procedure of a subsghmodification.

One discrepancy can be found in the assessmerdutfstantial modification to a clinical
trial with special medicinal products (e.g. ATMPi$)such a clinical trial has to be
modified in Part Il, no cMS has the possibilityextend the timeline in order to obtain
support by an expert. This is also true for thesssment procedure of Part Il to get a
clinical trial authorised.

The timeline for the assessment of a substantidification in a low-intervention clinical

trial does not differ from the ‘normal’ clinicaliats.
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The Parliament did not suggest any amendment fapteh Ill of this Regulation. The
Council made again a lot of amendments in Chapiterith implementing longer timelines

for the assessment procedure.

4.1.4 Chapter IV — application dossiers

In this Chapter the application dossiers for aicéihtrial and for a substantial modification
are described. In each case a list of the necedsapments and information is available in
the Annex of the Regulation. Annex | has to be wered for a clinical trial application
and Annex Il has to be used in case of a substangdification of an authorised clinical
trial.

If nonclinical data are provided in the applicatawssier, these data have to be GLP-
conform, i.e. the nonclinical studies have to beedonder good laboratory practice
according to EU-law.

As soon as the Regulation is applicable, clinieghdsubmitted in the dossier have to be
registered in a public register which is a primaryartner registry of the WHO ICTRP
prior conducting the trial.Data from a clinical trial started before [the Rdgtion is
applicable] shall only be submitted in an applicatidossier if that clinical trial is
registered in a public register [as mentioned aljadef the results of that clinical trial
have been published in an independent peer-revieaiedtific publicatiori. (1)

If the data are from a clinical trial conductedsadé the scope of EU law (i.e. Directive
2001/20/EC and the Regulation), the provided datee lto be ih accordance with
principles equivalent to those of this Regulatisrr@gards the rights and safety of the
subject and the reliability and robustness of tatadyenerated in the clinical tria(1)
otherwise those data should not be part of the@mn dossier.

Delegated acts in order to update the Annexes llaar@ adopted by the European

Commission.

This Chapter is one of the few chapters in whieéhRlarliament has enforced its
amendments to the proposal of the Commission. BhnigaRent is responsible for the
inclusion of the requirement that every conductedaal trial has to be registered in a
public database that is free of charge and linkatié¢ WHO ICTRP fh order to increase
transparency in the area of clinical tridl§l) which is described in the Recital no. 25 loé t

Regulation.

"WHO ICTPR = World Health Organization Internatio@inical Trials Registry Platform. This platforns*
to ensure that a complete view of research is aillesto all those involved in health care decisimaking.
This will improve research transparency and wilimhately strengthen the validity and value of thiestific
evidence basé(21)
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Annex | and Annex Il are both based on the CT-1d@line. (14) Many aspects are adopted
from this Guideline.

A Guideline can be characterised as a “soft law7) (This means that the Guidelines are
not legally binding but they are handled as anitgrated expert opinion”. (17) The
authorities are not forced to accept these Guideland therefore some Member States did
not fully assess the application according to thelGGuideline, which was criticised by the
sponsors.

A big step towards harmonisation has been donatkgiating the CT-1 Guideline into the
Annexes | and Il of the Regulation which is dirgddgally binding for all Member States.

4.1.5 Chapter V — subjects in clinical trials

Article 28 lays down the general conditions thhhale to be met when conducting a
clinical trial.

Some requirements are e.g. the informed conseahdiy the subject or bynis or her

legally designated representativd), only a ‘qualified medical doctdr(1) or dentist is
responsible for an adequate medical care and galgkould not be influenced in their
decision of taking part in a clinical trial becaus e.g. financial interest.

Any subject can quit a clinical trial without gigrany reason at any time.

The informed consent is set out in Article 29 of Begulation and describes the framework
for preparing an informed consent. This Article sloet affect the national provisions
concerning incapacitated persons and minors.

In case of a low-intervention clinical trial soledgnducted in one Member State, it is
possible to simplify the informed consent, busiassociated with several conditions
(Article 30). To have incapacitated subjects, msnpregnant or breastfeeding mothers
integrated in a clinical trial, several requirenseate necessary in addition to the conditions
set out in Article 28.

In emergency situation the conduct of a clinical ttan be justified, if certain criteria are
met. The informed consent of the person in an eemengsituation is the key issue and

therefore the clear procedures are set out in lAr86.

Chapter V has been changed to a considerable deégose of the changes are determined
by the Council. The Council added four conditiam&tticle 28 and six new sections in
Article 29. The Articles 33 Clinical trials on pregnant or breastfeeding woeand 34
(‘Additional national measurgshave been newly included by the Council into fineposal

of the Commission. The Article 35CGlinical trials in emergency situatioh)ss an
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improvement over the Directive. The Directive daesregulate a clinical trial in an
emergency situation. (7) The Council has enfordedrde amendments to the Article 35.
Chapter V has been significantly changed duringlitege negotiations in December 2013.
The Atrticle 29 (informed consefjtparagraph 2 (d) and (e) and paragraph 4-6 aad th
Article 30 (‘Informed consent in cluster tridldhave been introduced during the Triage
negotiations. The Article 30 facilitates especidifig conduct of low-intervention clinical
trials in a single Member State for non-commersgnsors, who often conduct such kind
of trials for academic research. The administraiveden of the informed consent is

therefore reduced for this kind of trials.

4.1.6 Chapter VI - duration of a clinical trial

As soon as a clinical trial is authorised, anyacthat is done, has to be notified to all
concerned Member States via the EU-portal.

This means in detail that the start, the firstt\asid the end of the recruitment of the
subjects, any interruption and the end of the tréale to be notified to all Member States
within 15 days.

If an interruption occurs due to safety reason$/&lhave to be informedwithout undue
delay but not later than in 15 days of the datéheftemporary halt or early termination. It
shall include the reasons for such action and dpdoilow-up measurégl).

The end of a clinical trial in a particular MS amickthe trial in total has to be notified to all
Member States irrespective of the location of ike(&e. the last Member State or the end
of a trial in the last third country).

Independently from the result of the trial, witline year after the end of it a summary of
the results of the trial has to be submitted toEbedatabase for all concerned Member
States and one for laypersons. The summaries baye pirepared according to Annex IV
for the Member States and according to Annex Mdgpersons. A full clinical study report
has to be provided to the EU datab@®days after the day a marketing authorisatiorsha
been granted, the procedure for granting marketinthorisation has been completed or
the applicant for marketing authorisation has witisn the applicatioh(1). The
Commission is able to update the Annexes IV anditYf delegated acts according to
Article 39.

47 von 70



This Chapter VI has been amended mostly by the @buBut the Parliament succeeded in
adding a few amendments (i.e. Article 37 parageagi.

The sponsor shall now notify to all concerned Men&tates if any action was done
concerning the conduct of a clinical trial. In theective only the end of a clinical trial has
to be declared by the sponsor and if the trialdesen early terminated (CT-1 Guideline
(14)). The CT-1 Guideline includes thelitical trial summary repoft(14) which is part of
the declaration for the end of the trial. In thegRiation now the sponsor has to compile a
summary of the trial for the Member States conagared a summary for laypersoria “
accordance with international standafd&kecital no. 37 (1)). These summaries and the
permanent updates of the status will increasedh@rastrative burden for the sponsors,
especially for non-commercial sponsors but substiynincrease transparency.

The Parliament has committed the sponsor to sudelihical study report to the EU
database in Article 37 (according to Annex |, Pamodule 5 of the Directive 2001/83/EC)
and therefore makes the result publically available Parliament wants to have more
transparency, and=or the purpose of this Regulation, in generaldia¢a included in a
clinical study report should not be considered caruoially confidential once a marketing
authorisation has been granted, the procedure fanting themarketing authorisation has
been completed, the application for marketing atiffadion has been withdrawifl) as
stated in the Recital number 68.

Is the clinical study report really natdnsidered commercially confidentidlthe
application has been withdrawn? This has to beidered critically, especially if the

sponsor plans to submit an updated applicatioma fmarketing authorisation.

4.1.7 Chapter VIl — safety reporting

Articles 40 to 46 are about the safety reportingaierse events during a clinical trial. If a
suspected unexpected serious adverse reaction (8JU&#&urs during a clinical trial, this
event has to be reported via the EudraVigilancaliete, which is already available. The
investigator is responsible for recording any adeezvent and for documenting it according
to the protocol. He has to inform the sponsor alboytserious adverse evemtithout

undue delay(1) but latest within 24 hours as defined in gretocol. Equally the sponsor
has to report any suspected unexpected serioussedwaction to the agency as soon as
possible but latest within seven (life-threateniagl5 days depending on the seriousness
of the reaction. SUSARSs occurring in a clinicahksite outside the European Union have
to be reported in the same way. The sponsor previteEuropean Medicines Agency with
an annual report regarding the safety of the IM&dus the clinical trial. The information
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that has to be provided to the Agency is statefhinex Il of the Regulation, both for the
SUSAR reporting and the annual safety report.

Member States have to assess the SUSAR and thalaeparts; it is up to their national
legislation to involve Ethics Committees in theesssnent.

The Council has noticeably influenced Chapter VHe Commission had proposed that the
investigator should report any adverse event tsgomsor as fixed in the protocol. There
was no timeline specified for the reporting by @@mmission. In the proposal the sponsor
should report the SUSARwithout delay”(5) to the database, but again the Commission
did not give any timelines. The Council enforcedéeep the given timelines as stated in the
Directive 2001/20/EC. The Council was also respaador deleting the Article 41 in the
proposal of the Commission, as in this Article spensor had to provide the marketing
authorisation holder with an annual report, if atharised medicinal product was used
within its authorisation in the clinical trial.

The Ethics Committees stated in the ICREL-study itha an administrative burden to
review the SUSAR reports in addition to the compegaithority. (3) The Commission has
respected this issue and included in Article 44ageaph 3 the option in which ECsHall

be involved in the assessment (...) if it has Ipeenided for in the law of the Member State
concernedl (1) So the Member States can now decide on their territory, if Ethics
Committees shall participate in the assessment.

All the information on a SUSAR that the sponsor teasubmit to the EudraVigilance
database is now harmonised by including Annexti the Regulation which was the
“least harmonised(9) legislation noticed by the stakeholders statethe public
consultation paper in 2009. Annex lll is basedlm Guideline calledDetailed guidance

on the collection, verification and presentatioradiverse event/reaction reports arising
from clinical trials on medicinal products for humase (‘CT-3}. (18)

The Commission handled the complaint of the stakighne and made the required data
mandatory for SUSAR reporting, which is an improesincompared to the Directive.

The issue raised by the stakeholders about theahsatety report and its administrative
burden for the sponsors (9) has not been respettad Regulation. Still the sponsor has to

compile an annual safety report.
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4.1.8 Chapter XII — damage compensation

This Chapter contains only Article 76 with threeggaaphs. Member States have to
“ensure that systems for compensation for any damaffiered by a subject resulting from
participation in a clinical trial conducted on thretierritory are in place in the form of
insurance, a guarantee, or a similar arrangemesat s equivalent as regards its purpose
and which is appropriate to the nature and the eitd the risk. (1) This shall be
sufficient for low-intervention clinical trials ia Member Stateif‘any possible damage
that could be suffered by a subject (...) is coddre the applicable compensation system

already in placé. (1)

This Chapter has been completely changed by thadilou

The Commission proposed in Chapter Xll two Articlén first concerning damage
compensation and the second was about a natiatehimfication mechanism.

The Council amended to delete both Articles ancedddstead of them Article 76 with the
first two paragraphs, which are now stated in teguation. The third paragraph concerns
a national compensation system and is includedarRegulation during the Triage
negotiations. Still fees for a damage compensaystem are not regulated.

It is to appreciate that the Commission respedtedbncerns raised by the stakeholders
that the insurance for the subject should be raspted. (10)

The national indemnification mechanism should Hasxen free of charge for clinical trials
which would have not been usdor obtaining a marketing authorisation for a medal
product” (5) The deletion of this option leaves the sitoatas it is now in the Member
States. The indemnification mechanism would hawantzefurther step to harmonisation
(with respect to the condition for the patientsdtection) and a cost reduction, especially
for investigator-initiated trials, which usually dot aim to obtain a marketing authorisation
for an IMP.

4.1.9 Chapter XIV to Chapter XIX — summary

Chapter X1V includes three articles which specifg EU portal and the EU database.
The European Medicines Agency (EMA) is respondibtearranging and maintaining the
EU portal and the database ‘tollaboration with the Member States and the @ussiori.
(1) The EU portal shall be the submission tool.tAé information according to the
Regulation submitted via the portal shall be sauetie EU database.
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The EU database shall not contain the same infeom&tid down in the EudraCT &
EudraVigilance database in terms of duplication.

The EU database has a lot of functions: it allccat&inique EU trial numbér(1) for any
clinical trial, it is the single portal for all &i related information and it supports the
XEVMPD with the data available in the EU databdistacilitates the tooperation between
the competent authorities of the Member StatEs the sponsor can communicate with the
Member States via this database. The informatiomiged in the EU database shall be
searchable in an easy way so that citisens cathissdatabase as well. Therefore theér
interface of the EU database shall be availablalirofficial languages of the Unidn(1)

If incorrect information is available on the databdhe responsible parties have to change it
within a maximum of 60 days.

The Management Board of the Agency is responsdléie functionality of the EU
database and has to inform the Commission wherréady for operation, after an

independent audit. Then the Commission has to ghulthiis information.

Chapter XV is about the cooperation inside of thheogean Union. In Article 83 the
Member States are committed to arrangee’national contact point in order to facilitate
the functioning of the procedures set out in Chiaplieand I11”. (1) The Commission will
list all national contact points and publish thés. IFor this purpose the ‘Clinical Trials
Coordination and Advisory Group (CTAG) has beeidsthed consisting of all these
national contact points. In Article 85 their taske described, e.gtd' support the exchange

of information between the Member States and thariesioi. (1)

Chapter XVI describes the possibility to demand fiee activities done by the Member
State, but Article 87 limits the Member Statesdbarging multiple fees for the assessment
done by the different bodies.

Chapter XVII is about implementing and delegateld.athe Commission is empowered to
adopt delegated actfot a period of five yeaf1) as soon as the Regulation has entered
into force and has to compile a report concerniregdelegated powers. The Parliament and
the Council have the authority to oppose delegatési by the Commission.

Miscellaneous provisions are laid down in chaptetlX Subjects shall not charge for the
participation in a clinical trial except it is camim to the national legislation.
Member States have to establishlés on penalties applicable to infringementshis t

Regulation and shall take all measures necessaeynsore that they are implemernited)
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Finally Chapter XIX is about the last provisionsid-years after the Regulation has come
into force the Commission has to prepare a regmterning the impact of the Regulation,

e.g. ‘the competitiveness of European clinical researth)

In the proposal from the Commission responsibititybuilding and maintaining the EU
portal and the EU database laid with the Commisdara result of the Triage negotiations
the responsibility has been transferred to the EMthout any published justification.

The Agency is also responsible for maintainingEoeraVigilance database. It is not a
secret that the EMA has not coped sufficiently weth the development of complex
databases up to now. But the application of thiguReion is dependent on the functionality
of the EU portal and the EU database. As long asuhctionality of these technical
requirements is not confirmed by the Commissiois, lfegulation will not come into force.
An incalculable time might go until the Regulatioecomes applicable. The Agency is now
the time factor for the application of the ReguatiThe Commission has to publish the
functionality of the EU databaseyhen it is satisfied that the conditions referredrt
paragraph 2 [of Article 82] have been fulfille¢ll), i.e. the ‘EU portal and the EU
database have achieved full functiondlitfl)

The EU database will become a very complex syslienas to meet a lot of criteria. In the
following some of the criteria are considered wheolild delay the finish of the EU
database.

This EU database has to be simple in its structteehnically advanced and user-friently
(1). Besides the authority bodies and the applg;atery citisen shall have the possibility
to use this database. The Parliament enforced ke th@ EU database publicly available,
to have more transparency.

Thus, two points will not be transparent for thdlp the communication between the
Member States during the assessment phase anBdhsohal data in accordance with
Regulation (EC) No 45/20011) have to be kept confidential. This is abselytiegitimate.
But the transparency on the part of the applicenascritical point.

In Article 81 paragraph 4 (b) is stated thebrhmercially confidential information, in
particular through taking into account the statddtte marketing authorisation for the
medicinal product(1) are protected. In Article 81 paragraph 5Isoastated that the
information in an application dossier for a clifit@al are protected as far as the decision
has been made. In both cases the data are onbcpedtif there is nodverriding public
interest in disclosurg(1l) otherwise all information is publicly availkg no matter whether
the clinical trial is authorised or the marketingleorisation is granted at that moment or

not.
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It is legitimately that the sponsors are worriegGduse it is not regulated who decides
whether there is a public interest or not, or efdéime applicant has the possibility to
undertake the disclosure.

The EU database has also the functimneéhable the cooperation between the competent
authorities of the Member Statd4). This cooperation shall be enabled for thepetent
authorities and sponsors but the Ethics Commitieesiot mentioned. So each Member
State has to decide on its own territory whethergthics Committees should get an access
to the EU database as an assessor or if the com@etdority would provide the EC only
with the necessary information without a separatess to the EU database. So this EU
database has to enable separate accesses witkmitiecess authorisations for the
competent authorities, possible EC, sponsors dmitiaen of the European Union.

The EU database shall awardumigue EU trial numbér(1) for every clinical trial,
comparable to currently available EudrCT numbee Touncil inserts this topic in the
Regulation and is also responsible for the insetti@ Article 82 ‘Functionality of the EU
portal and EU database(1)

One of the most critical points, which will makéigh demand on the EMA'’s time, is the
fact that the tiser interface of the EU database shall be avadablall official languages
of the Union. (1)

In the European Union we have 28 Member States 2¢ittlifferent official languages and
three different alphabets. (19j Should be left to the Member States to estalblish
language requirements for the application dosslerensure that the assessment of the
application for authorisation of a clinical triabihctions smoothly, Member States should
consider accepting a commonly understood languagled medical field as the language
for the documentation not destined for the subjett) Recital no. 26).

So every MS can decide in which language the agqiibas to submit the dossier. Part | of
the dossier of a multi-national clinical trial sheto be accepted in English, otherwise a
single submission of one dossier is not possibtkagain there would be no harmonised
application dossier. But it is up to the MS if thedgo accept Part Il of the dossier of a
multi-national clincial trial (except patient-relwt documents like informed consent) in
English. In terms of harmonisation the Member Stateall cooperate with each other and
find a solution which is acceptable for both theessors and the applicants, basically for
multi-national clinical trials.

The adaptation of the EU database to this requineme big challenge and will have an
impact on the date when the Regulation will apply.

The Council included in the Regulation the obligatfor the Commission to compile a

report concerning the delegated acts five yeaes #fe Regulation applies.
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The Articles 94 (Penalties), 97 (Review) and 98r(sitional provisions) second paragraph
have been developed by the Triage during their Mget

The Parliament suggested in its amendment of tyggsal to add an Article in Chapter
XVIII (Miscellaneous Provisions) about a cooperatietween the ECs, i.eThe
Commission shall facilitate cooperation of ethicsnenittees and the sharing of best
practices on ethical issues including the procedwrd principles of ethical reviéyl1)

but based on the Council’s position it has not tedwpted in the Regulation.

The transition period starts six months after thklijsation of the functionality of the EU
database by the Commission. Then the sponsor caaeden which legal basis the
application for an authorisation of a clinical tishall be. If the sponsor decides to submit
the application according to the Directive 2001EXD/ then the clinical trial can be
conducted in terms of the Directive for three yesdtsr the application date of the
Regulation.

Sponsors should consider whether to make usebfition or not. If the duration of a
clinical trial shall be for example five years, whiis not unusual, then the trial will have to
undergo a switch to the new legal basis. It isatenified in the Regulation, how this aspect
has to be handled. It could happen that the spdrasoto stop the trial and submit an
application for an authorisation according to tleg&ation. Even an adaptation to the
Regulation might be a condition of the Member $talfea substantial modification (not
substantial amendment!) occurs, the sponsor wiéha submit the application via the EU
portal. But this is only possible if the clinicaial is registered in the EU database. Who will
be the rMS if the trial is authorised in more tlwene Member State? This is another issue
that has to be considered by the EMA for maintgnire EU database.

Further, the transition period is difficult for thdember States. They have to assess the
applications in a different way. The technical a$@es well as the content and the provided
data are different. Following, the coordinatiortloé applications during the transition
period will be a challenge for the Member States.
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5 Isthe Regulation (EU) 536/2014 satisfying?

The application date of the Regulation $6¢‘months after the publication of the (...)
[functionality of the EU portal and the EU databfdeut in any event no earlier than 28
May 20186. (1) The transition period is one year, six man#fter the EU portal and the EU
database is functioning. After this one year the tran be continued for two more years
according to the Directive 2001/20/EC, and thealfinthe Regulation applies. (1)

The main reason for changing the rules for clinidals was to harmonise the legislation
EU-wide. The introduction of the Directive 2001/2Q/ was a big step towards harmonising
the authorisation procedure and the conduct oicdirtrials, but it has left room for
improvement. The implementation of the Directiviinational law has caused differences
in the legislations of the Member States. The psapof the Commission was to change the
legal form into a regulation, a courageous stegwvinas heavily criticised as going too far
and limiting the MS’ freedom of legislation. The i@mission provided the Council and the
Parliament with a detailed proposal for a Regukatia clinical trials with IMPs for
consultation. While the European Parliament suleahitt report with several amendments,
ultimately, the Council has strongly influenced fimal text of the Regulation whereas the
Parliament could only enforce a few amendmenthé@toposal of the Commission.

The Regulation is basically an improvement andeahlas of advantages compared to the
Directive. The first and most important advantagythe legal form, because the Regulation
is directly binding for all Member States and doeshave to be transferred to national law.
Especially the Annexes support facilitation for dpplications, a reduction of the
administrative burdens for the sponsors and the fidiea further harmonisation within the

European Union.

Currently under the CTD sponsors have the toudhttaadapt their applications to the
requirements of the Member States if they wanbtadact a clinical trial in more than one
Member State. Integration of the differing requigsits from competent authorities and
ethics committees in the different MS has to bedhethby the sponsor and very often
results in the requirement for a substantial ameardrnefore the clinical trial can start. This
means de facto a prolongation of the trial prepamaimelines way beyond the 60 days
requested by the CTD as was shown by the ICREUtse$Afith the now approved
coordinated assessment procedure the responsfbilitgtegration and negotiation of the
different MS positions falls under the responsipibf the rMS and has to be achieved in
clearly defined timelines.
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With separating the application dossier for thénatsation of a clinical trial in Part | and
Part Il the national characteristics, mainly ethaspects including informed consent, have
been respected. Also the possibility to submitgingle application for several Member
States via the fast electronic way is a succasrter to simplify the procedures for the
submission of an application dossi€(1) Recital no. 4).

But some aspects of the Regulation have not imgroveeven changed the conditions for
clinical trials for the worse:

Although the timeline for clinical trial authorisan is very strict, there is no time pressure
for the Member States as the principle of tacitrapal seems not to be established.

Without the concept of the tacit approval, Memb&t& have time for the assessment of an

application, particularly in assessing Part Illoé application.

The idea of the EU portal and the EU databasessaly welcomed but the technical
requirements will be very complex. Small reseangjanisations might not have the
capacity and the financial support to adapt theiigment.

The EU database is also a tool for transparendypakts of the information in the database
(e.g. application dossier, summary of the resalisical study report if applicable) shall be
public except confidential data (i.e. personal datenmercially confidential data,
communication between MS, etc.). This enlargedsparency has to be considered
critically, although the academia and the publimdad for it. Many of the sponsors intend
to obtain a marketing authorisation with the IMRdign a clinical trial. For this purpose,
they have to compile amongst others a clinicalystegort, which has to be submitted to
the EU database under the terms stated in Chaptér d¢linical study report includes
commercially confidential data. With the provisimnpublish this report, the European

Union might get less attractive for non-EU sponsors

The Regulation does not facilitate the languageeiss it is bound to fundamental
European rules. Every Member State can decide waigfuages are accepted for the
application in its territory. Part | has to be a&ssal by all involved MS for a multi-national
clinical trial and the rMS has to compile an asses# report. To have this report
understandable for all cMS, this report shouldrba language which fits all MS and
therefore the MS should enable an agreement amamigather. Unfortunately, Part 1l of

the assessment is solely assessed by the cM3nis t¢ keeping the European Union as an
attractive place for conducting clinical trials, Mber States should respect this and
voluntarily agree on an application in English deaist for multi-national trials but ideally
also for national trials as the sponsor may needrdhe trial in more than one country if

recruitment is not satisfactory.
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Some concerns raised by the stakeholders haveepatdudressed in the Regulation, for
example the administrative burden with the annatdtg report. Actually it has increased
with the obligation for the sponsor to submit twmrsnaries after completion finish of the
trial within one year.

“In order to maximise the valuable contribution §ffon-commercial sponsors and to
further stimulate their research but without compiising the quality of clinical trials,
measures should be taken by the Member Statesooi@ge clinical trials conducted by
those sponsofé(1)Recital no. 81) After the shorter authorisatitimelines have been
skipped by the Council there are not many advastégdow-interventional trials left.

This Recital has to be appreciated but accordiriggdregulation, it is difficult to integrate
those ‘measures’. The possibility to use the nalidamage compensation system supports
the non-commercial sponsors only for low-interventirials in those countries where this
possibility already exists.

However, if a non-commercial sponsor submits ariegmn for authorisation of a clinical
trial only in one Member State, then this Membext&has the option to ‘encourage’ NCS
through its national legislation. Some optionsdncouragement are shortening the timeline
for the assessment of the application nationallgaise of a low-intervention clinical trial or

of charging lower authorisation fees.

“The Commission (...) proposed patient involvemethtarassessment of clinical trials (...).
After all, it is patients who will bear the poteadtrisks of the trial, and who will enjoy the
potential benefits [and] that these patients shdaddexperienced and knowledgeable, and
their involvement should not be seen as tokehigt) This was stated by the Parliament in
its Explanatory Statement of the amendment of tbpgsal for a Regulation.

The Parliament proposed to involve patients inatdgessment procedure. But the Council
did not agree and proposed the deletion of the faragraph of Article 9 in the proposal of
the Commission. (12) Finally the Commission, thei@ml and the Parliament came to an
agreement in the Triage negotiations and the grardgraph of Article 9 in the final implies
the involvement of a layperson (not particularlyigats).

An EU-wide harmonised involvement of patients ia #ssessment procedure for
authorising a clinical trial would have been a gj&@nce for the Union, as patients,

politics and the EU Parliament has called for it.

In conclusion the Regulation is a further but rinat final step for harmonisation. A large
number of aspects are still linked to national refunents. Now it is the task of the Member
States in cooperation with the CTAG to configure tequirements of the Regulation in

terms of harmonisation.
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Beside the aim to harmonise the rules in the Eldrther aim is to get the EU attractive
again for clinical research and conducting clinicalls. Whether the attractiveness returns
to the EU or not, cannot be decided at the monfensoon as the system is established the
attractiveness can be measured. It depends onteoreal processes will take place in the
EU.

Last but not least it should be mentioned thatiheof any clinical trial should be
essentially the interest of the population, whdldienefit from the results of a clinical trial
someday. fh a clinical trial the rights, safety, dignity andell-being of subjects should be
protected and the data generated should be reliahlkrobust. The interest of the subjects

should always take priority over all other interggfirst Recitals (1)).
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7 Appendix

This table shows the Articles of the Directive ongarison to the Regulation. (1)

Article Directive Regulation
Chapter |: General provisions
1 Scope Scope
Definition Definition
Protection of the clinical trial subjects Gengmahciple
Chapter 11: Authorisation procedure
for aclinical trial
4 Clinical trials on minors Prior authorisation
5 Clinical trials on incapacitated adults not ablSubmission of an application
give informed legal consent
6 Ethics Committee Assessment report — Aspectsredve
by Part |
7 Single opinion Assessment report — Aspects calvere
by Part Il
8 Detailed guidance Decision on the clinical trial
9 Commencement of a clinical trial Persons assgdbmapplication
10 Conduct of a clinical trial Specific consideoatifor vulnerable
populations
11 Exchange of information Submission and assedsofien
applications limited to aspects covered
by Part | or Part Il of the assessment
report
12 Suspension of the trial or infringements Withelth
13 Manufacture and import of investigational Resubmission
medicinal products
14 Labelling Subsequent addition of a Member S
concerned
Chapter 111: Authorisation procedure
for a substantial modification of a
clinical trial
15 Verification of compliance of investigational General principles
medicinal products with good clinical and
manufacturing practice
16 Notification of adverse ever Submission of application
17 Notification of serious adverse reacti Validation of an application for
authorisation of a substantial
modification of an aspect covered by
Part | of the assessment report
18 Guidance concerning reports Assessment of dailzd
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modification of an aspect covered by
Part | of the assessment report

19 General provisions Decision on a substantialification
of an aspect covered by Part | of the
assessment report

20 Validation, assessment and decision
regarding a substantial modification of
an aspect covered by Part Il of the
assessment report

21 Substantial modification of aspects
covered by Parts | and Il of the
assessment report

22 Application Assessment of a substantial
modification of aspects covered by
Parts | and Il of the assessment report -
Assessment of the aspects covered by
Part 1l of the assessment report

23 Entry into force Decision on the substantial
modification of aspects covered by
Parts | and Il of the assessment report

24 Addresses Persons assessing the applicatian for
substantial modification
Chapter 1V: Application dossier

25 Data submitted in the application
dossier

26 Language requirements

27 Update by way of delegated acts
Chapter V: Protection of subjects and
informed consent

28 General rules

29 Informed consent

30 Informed consent in cluster trials

31 Clinical trials on incapacitated subjects

32 Clinical trials on minors

33 Clinical trials on pregnant and
breastfeeding women

34 Additional national measures

35 Clinical trials in emergency situations
Chapter VI: Start, end, temporary
halt, and early termination of a
clinical trial

36 Notification of the start of the clinici

trial and the end of the recruitment of
subjects
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37 End of the clinical trial, temporary halt
and early termination of the clinical
trial and submission of the results

38 Temporary halt or early termination of
by the sponsor for reasons of subject
safety

39 Update of the contents of the summary
of results and summary for laypersons
Chapter VII: Safety reporting in the
context of a clinical trial

40 Electronic database for safety reporting

41 Reporting of adverse events and ser
adverse events by the investigator to
the sponsor

42 Reporting of suspected unexpected
serious adverse reactions by the
sponsor to the Agency

43 Annual reporting by the sponsor to the
Agency

44 Assessment by Member States

45 Technical aspects

46 Reporting with regard to auxiliary
medicinal products
Chapter VIII: Conduct of a clinical
trial, supervision by the sponsor,
training and experience, auxiliary
medicinal products

a7 Compliance with the protocol and gc
clinical practice

48 Monitoring

49 Suitability of individuals involved in
conducting the clinical trial

50 Suitability of clinical trial sites

51 Traceability, storage, return and
destruction of investigational medicir
products

52 Reporting of serious breaches

53 Other reporting obligations relevant for
subject safety

54 Urgent safety measures

55 Investigator’s brochure

56 Recording, processing, handling and
storage of information

57 Clinical trial master file
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58 Archiving of the clinical trial master
file

59 Auxiliary medicinal products
Chapter |1 X: Manufacturing and
import of investigational medicinal
products and auxiliary medicinal
products

60 Scope of this Chapter

61 Authorisation of manufacturing and
import

62 Responsibilities of the qualified person

63 Manufacturing and import

64 Modification of authorised
investigational medicinal products

65 Manufacturing of auxiliary medicinal
products
Chapter X: Labelling

66 Unauthorised investigational and
unauthorised auxiliary medicinal
products

67 Authorised investigational and
authorised auxiliary medicinal products

68 Radiopharmaceuticals used as
investigational medicinal products or
auxiliary medicinal products for a
medical diagnosis

69 Language

70 Delegated acts
Chapter XI: Sponsor and investigator

71 Sponsor

72 Co-sponsorship

73 Principal investigator

74 Legal representative of the sponsor in
the Union

75 Liability
Chapter XI1: Damage compensation

76 Damage compensation
Chapter XII1: Supervision by Member
States, Union inspections and controls

77 Corrective measures to be taken by
Member States

78 Member State inspections

79 Unions controls
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Chapter XIV: IT Infrastructure

80 EU portal

81 EU database

82 Functionality of the EU portal and the
EU database
Chapter XV: Cooperation between
Member States

83 National contact point

84 Support by the Agency and the
Commission

85 Clinical Trials Coordination and
Advisory Group
Chapter XVI: Fees

86 General principles

87 One payment per activity per Member
State
Chapter XVII: Implementing acts and
Delegated acts

88 Committee procedure

89 Exercise of the delegation
Chapter XVII1: Miscellaneous
provisions

90 Specific requirements for special
groups of medicinal products

91 Relation with other Union legislation

92 Investigational medicinal products,
other products and procedures, free of
charge for the subject

93 Data protection

94 Penalties

95 Civil and criminal liability
Chapter XIX: Final provisons

96 Repeal

97 Review

98 Transitional provisions

99 Entry into force

Table 2: Comparison Articles of Directive and Redjain
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This table shows the impact of the Council of thedpean Union and the European
Parliament on the proposal of the European Comanssincerning the final Regulation.
An empty line means that the proposal of the Eusmopg@ommission has been adopted. (1)

(12) (12)
Article Requlation Influence of
Chapter |: General provisions

1 Scope

2 Definition Council brought up 7 changes and
2 new definitions
Parliament brought up 2 new
definitions

3 General principle

Chapter 11: Authorisation procedure
for aclinical trial

4 Prior authorisation Included by the Council
5 Submission of an application Strongly influenbgdhe Council
6 Assessment report — Aspects covered by Part 1 on§lly influenced by the Council
7 Assessment report — Aspects covered by Part Il fluednced by the Council
8 Decision on the clinical trial Strongly influerttby the Council
9 Persons assessing the application Influenceatyy®@ouncil and
Parliament
10 Specific consideration for vulnerable populagion Influenced by both Council and
Parliament
11 Submission and assessment of applications timitgluenced by the Council
to aspects covered by Part | or Part Il of the
assessment report
12 Withdrawal Influenced by the Parliament
13 Resubmission
14 Subsequent addition of a Member State conceri&tbngly influenced by the Council
Chapter 111: Authorisation procedure for a
substantial modification of a clinical trial
15 General principles Influenced by the Council
16 Submission of application
17 Validation of an application for authorisatidneo Strongly influenced by the Council
substantial modification of an aspect covered by
Part | of the assessment report
18 Assessment of a substantial modification of an Strongly influenced by the Coun
aspect covered by Part | of the assessment report
19 Decision on a substantial modification of aneaspStrongly influenced by the Coun

covered by Part | of the assessment report
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20 Validation, assessment and decision regarding &trongly influenced by the Council
substantial modification of an aspect covered by
Part Il of the assessment report
21 Substantial modification of aspects covered byd
| and Il of the assessment report
22 Assessment of a substantial modification of etspafluenced by the Count
covered by Parts | and Il of the assessment report
Assessment of the aspects covered by Part Il of the
assessment report
23 Decision on the substantial modification of aspeStrongly influenced by the Coun
covered by Parts | and Il of the assessment report
24 Persons assessing the application for a sulatant
modification
Chapter 1V: Application dossier
25 Data submitted in the application dossier Sitymfluenced by both the
Council and the Parliament
26 Language requirements
27 Update by way of delegated acts
Chapter V: Protection of subjects and
informed consent
28 General rules Strongly influenced by the Cadunc
and some changes occurred after
the Triage negotiations
29 Informed consent Strongly influenced by the Gulun
and some changes occurred after
the Triage negotiations
30 Informed consent in cluster trials Included ey Triage
31 Clinical trials on incapacitated subjects Inflaed by the Council
32 Clinical trials on minors Influenced by the Collin
33 Clinical trials on pregnant & breastfeeding woméncluded by the Council
34 Additional national measures Included by ther@du
35 Clinical trials in emergency situations Strongiffuenced by the Council
Chapter VI: Start, end, temporary halt, and
early termination of a clinical trial
36 Notification of the start of the clinical trial artde Influenced by the Council
end of the recruitment of subjects
37 End of the clinical trial, temporary halt analga Strongly influenced by both the
termination of the clinical trial and submission ofCouncil and the Parliament
the results
38 Temporary halt or early termination of by the  Strongly influenced by the Council
sponsor for reasons of subject safety
39 Update of the contents of the summary of resultkcluded by the Council

and summary for laypersons
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Chapter VII: Safety reporting in the
context of a clinical trial

40 Electronic database for safety reporting Strongly influenced by the Coun
41 Reporting of adverse events and serious adversgtrongly influenced by the Coun
events by the investigator to the sponsor
42 Reporting of suspected unexpected serious agvBteongly influenced by the Coun
reactions by the sponsor to the Agency
43 Annual reporting by the sponsor to the Agency tror@ly influenced by the
Parliament and some changes
occurred after the Triage
negotiations
44 Assessment by Member States Strongly influebgatie Council
45 Technical aspects Influenced by the Council
46 Reporting with regard to auxiliary medicinal
products
Chapter VIII: Conduct of a clinical trial,
supervision by the sponsor, training and
experience, auxiliary medicinal products
47 Compliance with the protocol and good clinical Strongly influenced by the Coun
practice
48 Monitoring Strongly influenced by the Coun
49 Suitability of individuals involved in conductinpe
clinical trial
50 Suitability of clinical trial sites Influenced by the Counu
51 Traceability, storage, return and destruction of Influenced by the Coun:
investigational medicinal products
52 Reporting of serious breaches Influenced by the Parliame
53 Other reporting obligations relevant for subject Strongly influenced by the Coun
safety
54 Urgent safety measures Influenced by the Count
55 Investigator’s brochure
56 Recording, processing, handling and storage of
information
57 Clinical trial master file Strongly influenceg the Council
58 Archiving of the clinical trial master file Infenced by the Triage
59 Auxiliary medicinal products Influenced by theu®cil
Chapter 1 X: Manufacturing and import of
investigational medicinal products and
auxiliary medicinal products
60 Scope of this Chapter
61 Authorisation of manufacturing and import Strigngfluenced by the Council
62 Responsibilities of the qualified person Respmliges of the qualified
person
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63 Manufacturing and import Strongly influencedtbg Council
64 Modification of authorised investigational medidi
products
65 Manufacturing of auxiliary medicinal products
Chapter X: Labelling
66 Unauthorised investigational and unauthorised Influenced by the Council
auxiliary medicinal products
67 Authorised investigational and authorised aawli
medicinal products
68 Radiopharmaceuticals used as investigational
medicinal products or as auxiliary medicinal
products for a medical diagnosis
69 Language
70 Delegated acts
Chapter XI: Sponsor and investigator
71 Sponsor Influenced by the Council
72 Co-sponsorship
73 Principal investigator Included by the Council
74 Legal representative of the sponsor in the UniorStrongly influenced by the Council
75 Liability
Chapter XII: Damage compensation
76 Damage compensation
Chapter XII1: Supervision by Member
States, Union inspections and controls
77 Corrective measures to be taken by Member Statélsenced by the Council
78 Member State inspections
79 Unions controls Strongly influenced by the Calunc
Chapter XIV: IT Infrastructure
80 EU portal Influenced by the Triage
81 EU database Strongly influenced by both the
Council and the Parliament
82 Functionality of the EU portal and the EU dastsbdncluded by the Council
Chapter XV: Cooperation between Member States
83 National contact point
84 Support by the Agency and the Commission Intteeinby the Triage
85 Clinical Trials Coordination and Advisory GroupStrongly influenced by the Council
Chapter XVI: Fees
86 General principles
87 One payment per activity per Member State
Chapter XVII: Implementing
acts and Delegated acts
88 Committee procedure Strongly influenced by the Coun
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89 Exercise of the delegation Strongly influenced by the Coun
Chapter XVII1: Miscellaneous provisions
90 Specific requirements for special groups of Strongly influenced by the Coun
medicinal products
91 Relation with other Union legislation Strongly influenced by the Coun
92 Investigational medicinal products, other pradudnfluenced by the Council
and procedures, free of charge for the subject
93 Data protection
94 Penalties Included by the Triage
95 Civil and criminal liability
Chapter XIX: Final provisions
96 Repeal
97 Review Included by the Triage
98 Transitional provisions Included by the Triag
99 Entry into force Strongly influencedy the Counc

Table 3: Influence of the Council and Parliament
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