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Estonian Hospitals Association comments on the publconsultation paper
on the assessment of the functioning of the “Clina Trials Directive” 2001/20/EC

Estonian Hospitals Association is a non-governmesatiaintary union established for representing
the common interests in health care matters ameh@irng co-operation of hospitals.

Estonian Hospitals Association welcomes the opeafrige discussion by the EC on the impact of
the EU clinical trial legislation. Please find b&locomments to the Consultation Paper
ENTR/F/2/SF D (2009) 32674.

We find this initiative timely and necessary in tight of increasing publicly funded research
from one hand and from the perspective of keepiregEU attractive for good quality industry
sponsored trials on the other.

Our comments to the specific Consultation Iltems:

Consultation Item 1, p10 | We have found the legislative framework in genstgdportive
of the protection of trial subjects.

We would point to two main areas where the EU lagan has
had an important impact:

1) the more uniform standards for the functionifghe
Independent Ethics Committee network and

2) widening of the common trial standards to thadehl
research in the regions where this was not the loafese.

We also find the Directive helpful in bringing upetissues
around the paediatric trials, although possiblyprot/iding
optimal solutions there.

Consultation Item 2, p12 | In general it can be agreed with that the papecrdess the
situation in the EU trial arena well.

From a perspective of a small EU member statesiinsethat the
complexity may be over-stated by the paper or elated
entirely to the EU legislation itself but its apgaltions by the
MS-s.

This is important to consider, as the means to dgmige
situation may well differ according to the root sau

There are also good reasons for divergent decisiessribed
by the paper, as the aspects of patient protenteyndiffer
according to the level of standard therapy, prewadeof disease
etc across the EU.

Consultation Item 3, p14 | The reasons behind the increase of administratsesaeeds
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further analysis before it can be concluded thigtithcaused by
the Directive.

There are certainly other changes in the trial remvnent and
conduct, several of these dependent on the spotisirdrive
the administrative costs of the studies.

It cannot be agreed that the current regulatoryahofiNational
Authorities (referred to as “patchwork of assesdiarthe
document) leads to patient safety issues. Thispeaulation
not backed up by the EC in the paper and shoult@ot
considered as a factual ground in justifying angrge in the
legislation.

The time to the “1st patient in” does not only degphen the
regulatory and IEC approval but also on the spolugpstics
and the study site/institution. A better undersiagaf the
causes of delay is necessary before drawing canokisn that
issue.

Consultation Item 4, p16

The deliberations on the streamlining of the reguiaapproval
are most welcome.

The starting points for this need to consider thatimmediate
over-sight in form of constant safety analysis trel
inspections during the active conduct of the stuahyain with
the MS-s and that the National Agencies are thediEessible
information and contact points for the patients sxvéstigators,
This necessitates that the National Agencies retaather
intimate knowledge of all ongoing trials on the Ké&%itory.
Thus, a system described based on the ,,decenttatiseel”,
seems workable and preferable. The model need=eto the
opportunity for input from all MS-s and divergergaisions if
scientifically justified (e.g. based on differencestandard
therapy across EU).

The MS-s should keep the oversight and approvsiuafy sites
as this needs information accessible mainly naliypna

It should also be kept in mind that the bureaucexroynd the
assessment and assessment report formats shokegtoe
minimal.

The scope should not be optional as this leavesmpression of
potential loopholes for specific trials. The systeimould cover
all trials performed in more than one MS.

Consultation Item 5, p17

The attempts to better define the scope of assegsshthe
regulators and the IECs are welcome. This shoule ha
possible impact on the speed as well as qualithef
assessment by these bodies.

On the other hand, considering the objective difiees among
the MS-s and the whole nature of the issues coresidey the
IEC-s, there should be no attempt of inter-MS ethitecision-
making.

Further attempts to strengthen the co-operatiaghefEC-s and
to develop guidance documents to support theseebade
nevertheless welcome.

Consultation Item 6, p20

It is agreed that there are issues that are natibéam a
harmonised way between MS-s and the divergencesdrthe
substantial amendments are possibly the most odiisig




Further formal agreement would be necessary here.

The same applies to the regulatory issues aro8tESAR
reporting, more than to the safety definitions teelves.

It is very important to agree on the borderlinghef scope of
the directive, both in the interests of patienesatind of the
feasibility of non-interventional studies.

Consultation Item 7, p20

It is not agreed that the current regulatory issuesind SUSAR
reporting result in actual threat to patient safétghould be
more seen as a regulatory/workload/administratost issue.

Consultation Item 8, p20

From a perspective of a small MS, both the furtherification
of the Directive text and the clarification in tfeem of the
Regulation are easily implementable.

Reliance on non-binding guidance documents hapnootn
useful.

Consultation Item 9, p22

Although partially true, the implications and piaatities of the
diversification of rules according to the trial sgEs may
prove to be more detrimental than the limitatiohthe ,broad
brush* approach described here. There is enouglbiii¢y and
room for the scientific common sense in the curssstem to
address this.

Consultation Item 10,
p22

It is agreed that the necessities of the acadessiarch should
be addressed.

Nevertheless, in the interest of patient safetgry ¢lear
responsibility distribution has to be retained.

Consultation Items 11-
13, pp 23-24

There should be no double quality standard for acecl
research.

Part of the marketing authorisation or not, rese@&s©nly
ethical when it is conducted to the best standandsso that the
medical decisions can rely on the information getest.

It is also not always possible to a priori diffetiate what part
of the research may end up in a MA application ofeaicinal
product.

It seems improbable better practice can be achientbd
modification of the guidance only.

Consultation Iltems 14-
15, p26

There is little in terms of regulation that candmme.

Most fruitful interventions seem rather to be traghof
regulatory staff, better access to scientific/ratdy advice for
the industry and better co-operation/training foe tEC-s.

The acceptability of the consent by a represergaifithe
patient in emergency situations needs to be disdusisd
brought into the legislation, however, major diffites can be
foreseen in the view of differences in the veryib&sislation
in the MS-s, often on the constitution level.

Another issue that has not been addressed by tHealp€r but
which in our view deserves attention is the curstanhdard of
informed consent and the forms used. For legakgtmnist
reasons the information provided is hardly digdstibr an
average reader, even less so for the patient wwhigess or in any
other unfavourable condition. Measures to ensuatettte
patient is informed and not overwhelmed with masdetata
need to be put in place (e.g. recommended formeddability
requirements, recommended length of the informedeot




forms).

Consultation Item 16-17, | The issue is well covered in the paper. Considahagthe
p29-31 GCP compliance problems are not unique to the Guatries
but need constant gardening also in the EU itdalgnnot be
foreseen that the EU have resources, obligationglatr to
police the world.

The EU has to have a clear mission of supportiegdheign
regulators in their efforts and a firm policy ore thcceptability
of data in the EU MA system.

No real value in the assessment of the EMEA otrilaés in the
3rd countries is seen. The “review of intentioneésd not
guarantee the standards of trial conduct in the&@mment of
no local regulatory oversight and might give fadssurance.

We hope to see the EC pursuing the review of timécel trial legislation and are happy to provide
input also during the further steps.

Yours truly,

Urmas Sule
Chairman of the Board
Estonian Hospitals Association




