The European Agency for the Evaluation of Medicinal Products
Directorate

London, Friday 9 June 2000
Doc. Ref: EMEA/D/16906/00

Outcome of public consultation on new EMEA transparency initiatives

A consultation exercise was launched in February 2000 to gather comments on two new transparency
initiatives proposed by the EMEA (EMEA/D/6135/00). Comments were invited on the following:

- Publication of a Summary of opinion for all CPMP and CVMP opinions on the granting of a
marketing authorisation. These would be published on the day of adoption of the opinion and be
made available for positive and negative opinions.

- The development of an EMEA post-marketing communication strategy.
Contributions were received from the following:

AESGP

EFPIA

European AIDS Treatment Group

European Consumers Organisation (BEUC)
FEDESA

HAI Europe

International Society of Drug Bulletins
Pharmaceutical Group of the European Union

Copies of these contributions are attached.

The EMEA Management Board considered the contributions received at its meeting of 7 June 2000
and decided the following with effect from July 2000:

1. Summaries of opinion (both positive and negative) will be published 15 days after the adoption of
CPMP opinions, once the right of appeal has expired and the opinion has become final. Opinions
that are appealed will therefore not be published until they are final.

2. All applicant companies will similarly be requested not to communicate before ‘day 15'. Thiswill
be monitored by the EMEA in liaison with EFPIA during a period of 6 months.

3. Thetemplate annexes | and Il were adopted, with some technical amendments to take into account
comments from interested parties.

4. Separate discussions will be held with FEDESA to clarify their position. Pending the outcome of
these discussions, the ‘60-day’ publication policy will continue to apply to al CVMP opinions.
Template annexes 111 and IV of the original consultation paper will therefore not be used at this
time.

5. A workshop will be convened in autumn 2000 with interested parties to consider a strategy for
post-marketing communication.

6. The Management Board will finalise its position at its meeting on 20 December 2000.
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Annex |
Template to be used for afinal positive or negative CPMP opinion

COMMITTEE FOR PROPRIETARY MEDICINAL PRODUCTS SUMMARY OF OPINION*
for <name of the product>

International Non-proprietary Name (INN): <name of the active substance>

On <date of the adoption of the opinion> the Committee for Proprietary Medicinal Products (CPMP)
adopted a <positive/negative> opinion <to/not to> recommend the granting of a marketing
authorisation for the medicina product <name of the product> intended for <treatment of
/prophylaxis against/diagnosis of> <disease>. The applicant for this medicinal product is <name of
the company>.

The active substance of <name of the product> is a <therapeutic class — cfr. ATC system and brief
description of mode of action>.

(For a positive opinion)

The benefits with <name of product> relate to its <brief statement on the character of the main
clinical benefitsin terms of the approved indication(s)> and its most significant side effects relate
to <brief statement on the character of the main safety concerns>.

The approved indication is for <the indication as worded in the CPMP approved SPC>. <It is
proposed that <name of the product> is prescribed by physicians experienced in the treatment of
<disease>>. Detailed conditions for the use of this product will be described in the Summary of
Product Characteristics (SPC) which will be published in the European Public Assessment Report
(EPAR) and will be available in al official European Union languages after the marketing
authorisation has been granted by the European Commission.

The CPMP, on the basis of qudlity, safety and efficacy data submitted, considers that there is a
favourable benefit to risk balance for <name of the product> and therefore recommends the granting of
the marketing authorisation <under exceptional circumstances**>.
(For a negative opinion)
The grounds for the negative opinion relate to the following points:

<Brief statements on the major grounds for refusal of the marketing authorisation)>.
The CPMP, on the basis of quality, safety and efficacy data submitted, considers that there is an

unfavourable benefit to risk balance for <name of the product> and therefore cannot recommend the
granting of the marketing authorisation.

*  Summaries of opinion are published without prejudice to the Commission Decision, which will normally be
issued within 90 days from adoption of the Opinion.

**  Marketing authorisation under exceptional circumstances refers to the fact that in exceptiona
circumstances an authorisation may be granted subject to certain specific obligations, to be reviewed
annually.
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Annex ||
Template to be used for an amended CPMP opinion further to new information*
or to arequest from the European Commission in the framework of the Standing
Committee procedure

COMMITTEE FOR PROPRIETARY MEDICINAL PRODUCTS SUMMARY OF OPINION**
for <name of the product>

International Non-proprietary Name (INN): <name of the active substance>

On <date of the adoption of the opinion> the Committee for Proprietary Medicinal Products (CPMP),
having considered new information, adopted a <positive/negative> opinion <to/not to> recommend
the granting of a marketing authorisation for the medicina product <name of the product> intended
for <treatment of /prophylaxis against/diagnosis of> <disease>. <Brief statement on the background
with dates>. The Applicant for this medicinal product is<name of the company>.

The active substance of <name of the product> is a <therapeutic class —cfr. ATC system and brief
description of mode of action>.

(For a positive opinion)

The benefits with <name of product> relate to its <brief statement on the character of the main
clinical benefits in terms of the recommended indication(s)> and its most significant side effects
relate to <brief statement on the character of the main safety concerns>.

The approved indication is for <the indication as worded in the CPMP approved SPC>. <It is
proposed that <name of the product> is prescribed by physicians experienced in the treatment of
<disease>>. Detailed conditions for the use of this product will be described in the Summary of
Product Characteristics (SPC) which will be published in the European Public Assessment Report
(EPAR) and will be available in al official European Union languages after the marketing
authorisation has been granted by the European Commission.

The CPMP, on the basis of qudlity, safety and efficacy data submitted, considers that there is a
favourable benefit to risk balance for <name of the product> and therefore recommends the granting of
the Marketing Authorisation <under exceptional circumstances***>.

(For a negative opinion)

The grounds for the negative opinion relate to the following points:

<Brief statements on the major grounds for refusal of the Marketing Authorisation: (indicate as
per category in the annex of the List of Questions template)>.

The CPMP, on the basis of quality, safety and efficacy data submitted, considers that there is an
unfavourable benefit to risk balance for <name of the product> and therefore cannot recommend the
granting of the Marketing Authorisation.

*  See Conduct of Pharmacovigilance for Centrally Authorised Products, CPM P/183/97, page 7.

**  Summaries of opinion are published without prejudice to the Commission Decision, which will normally be
issued within 90 days from adoption of the Opinion.

*** Marketing authorisation under exceptiona circumstances refers to the fact that in exceptiona
circumstances an authorisation may be granted subject to certain specific obligations, to be reviewed
annually.
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EURCPEAN FEDERATION OF FEDERATION EURDPEENNE
PHARMACEUTICAL INDUSTRIES D'ASSOCIATIONS ET O'INDUSTRIES
AND ASSOCIATIONS PHARMACEUTIQUES

Avewue Louise 250 BoiTE 91- B-1050 BRUKELLES - BELGIQUE
TEL. +32-2 624 25 B5 - Fax. +32-2 426 25 &6 - TVA BE.418.742 559

Ref: BA.mcf/51.280 17 May, 2000

Professor André BROEKMANS
Chairman EMEA Management Board
7 Westferry Circus

Canary wharf

London E14 4HB

UK.

Dear Professor Broekmans,

It was a pleasure to meet with you last week with Fernand Sauer and I am
looking forward to further meetings with you together with EFPIA’s
President.

We appreciated in particular the discussion on the transparency issue on 10
May. As promised, I am now forwarding the EFPIA revised position so that
it can be put forward at the Management Board in June.

Also T can confirm that assuming the Management Board accepts the
proposal we would envisage a review of the way this has worked after six
months. We are aware that the operation of this revised requires
commitment of principle by EFPIA members,

With kind regards,

1s sincerely,

bldyay

Director General - Jy~Telefax

Fax-N®;
8l |Aan/To/A:

Van/From/De:
% Datum/Date: ﬁ (5[0{) N° Pag.: 4‘

¢c: Fernand Sauer
Jorge Gallardo
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European Federation of
Pharmaceutical Industries and
Associations

Fédération Européenne
d'Associations et d' Industries
Pharmaceutiques

EFPIA POSITION ON THE

PUBLIC CONSULTATION ON NEW EMEA
TRANSPARENCY INITIATIVES (DOC. REF, EMEA/D/6135/00)

GENERAL COMMENTS

EFPIA considers that the establishment of sound, appropriate and well-balanced system for
regulatoty communication and transparency is extremely important for the pharmaceutical sector.
In particular, EFPIA appreciates the efforts made by EMEA to improve the transparency of its
procedures and of its related scientific committees.

The EMEA document on new transparency initiatives which went out for public consultation
(Doc. Ref. EMEA/D/6135/00), whilst referred to as detived from an “EFPIA proposal”, relates
in fact only to one specific part of the actual EFPIA proposals: the suggestion that a summary of
the CPMP opinion would be published after adoption by the committee.

EFPIA’s main objective with its otiginal proposals was to improve Regulatory Transparency
from an overall perspective, with a view to meeting the expectations of the key customers (health
professionals, patients, regulators, industry, etc.), and also to developing 2 sound and approptiate
post-marketing communication system. We were somewhat disappointed that these essential
elernents of our proposals for a comprehensive communication policy were not reflected jn the
above EMEA document. However, we now understand that it is foreseen to have a discussion
on Post-marketing/Pharmacovigilance Communication, as part of the re-organised joint
meetings between EMEA/CPMP and Interested Parties, which we welcome of course. It js
essential that representatives from patient groups be also invited 1o participate in the latter
discussions, in addition to doctors, pharmacists, consumers and industry.

EFPIA welcomes EMEA’s decision to adapt its current communication policy with respect to
CPMP opinions (i.¢. the relezse of the opinion 60 days after adoption by the CPMP, including
the full summary of product characteristics (5mPC) in the case of positive opinions). The issue of
the detailed SmPC on day 270 was considered of limited value to the promotion of public health
and of little interest to the main key customers (health professionals, patients and the general
public), since its content may change duting the Commission decision-making process and the
product cannot be made available until that process is completed,

EFPIA is however concerned that an automatic publication of summaries of opinions (positive
or negative) on the day of adoption by CPMP (i.e. day 210) would become the norm in all
instances. While this may on the whole be acceptable in the case of 2 positive opinion, it is clearly
problematical for a negative and the company reasonably needs time to consider its position.
Considering that from both legal and practical viewpoints it is possible to appeal either a negative
Or 2 positive opinion, we propose that as 2 general rule, summaries of CPMP opinions be
published only aftet completion of the appeal procedure, if one is undertaken, or not sooner than
15 days after the adoption if an appeal is not lodged.
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Specific circumstances may justify the issue of a public statement by the company eadier than 15
days after adoption of an opinion. This should of coutse be done in close consultation/co-
operation with the EMEA.

Finally, we would like to stress that it is essential that the content of the summary of the CPMP
opinion is agreed with the applicant ptior to its publication. In this respect, we would appreciate a
confitrnation, in the EMEA document, of our understanding that the applicant company will be
asked to fill-in the proposed draft template initially.

o

SPECIFIC COMMENT
EMEA explanatory note

The second paragraph of the EMEA document refers to the proposal made by EFPIA that
EMEA should publish 2 summary of the opinion, whether positive ot negative, on the
day of its adoption.

This does not reflect the EFPIA proposal accurately:

*  Firstly, because this relates in fact only to one specific part of the actual EFPIA proposals,
the objective of which was to improve Regulatory Transparency from an overall perspective:
i.e. with 2 view to meeting the expectations of the key customers (health professionals,
patients, regulators, industry, etc.), and also to developing a sound and appropriate post-
marketing communication system.

* Secondly, because EFPIA’s proposals cleatly stated that summaries of negative opinions
should not be released untl the official (15-day) period allowed to lodge an appeal (cfr.
Regulation 2309/93) has passed.

EFPIA is particularly concerned that an automatic publication of summaries of opinions
(positive or negative) on day 210 would become the nom in all instances. Evetybody has in
mind the recent outcome of an appeal lodged on a negative opinion, which ultimarely
resulted in a positive opinion.

Considering that from both legal and practical viewpoints it is foreseeable to appeal gither a
negative or a positive opinion, it would be logical that as a general rule, summaries of CPMD
opinions be published only after completion of the appeal procedure, if one is undertaken, or
not sooner than day 15 post-adoption if an appeal is not lodged,

* Thirdly, because the EFPIA proposals for improving regulatory transparency sugpested that
the content of the summary of opinion should be prepared in consultation with the applicant,
This is not stated anywhete in the EMEA consultation document.

As a matter of principle and good practice, the contents of the summaty of opinion should
be agreed with the applicant prior to its publication,

From recent discussions at the joint meeting between EMEA-CPMP and interested parties in
March 2000, we understood that it was foreseen that the applicant compatty would be invited
to fill-in the draft template proposed in Annex I to the EMEA document. We would of
course welcome this. May we ask that this be clarified in the EMEA document,
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Annex I - Draft template to be used in case of a positive or negative CPMP opinion in
initial review phage

The EMEA proposed template includes "brief" Statements on the character (EMFA's emphasis)
of the main dlinical benefits and safety concerns. Some further guidance on what should be
included here would be helpful in ensuring the consistency of summaries of opinion for different
products. Similarly, there should be guidance on the brief statements on major grounds for
refusal of an authorisation that are to be included in summaries of negative opinions.

In addition, we stress again that this information must be agreed with the applicant. In this
respect, we would appreciate a confirmation in the FMEA document that the procedure foresees
that the applicant company fill-in the proposed draft template,

Footnote * (on page 2/5): “Susmmaries o Opinions are published without prejudsce 2o the Commission
Desision which is normally fssued within 90 days Jronr adoption of opinion”,

Our own 2nalysis shows that the period between opinion and Decision exceeds on average
this normal 90 day period.

Annex II - Draft template for revised opinion

It is not clear whether, in the event of an applicant lodging an appeal, the EMEA intend to
publish both 4 summary of the initial opinion (Annex I) and a summary of the revised opinion
(Annex IT). We would like to stress again that we believe that surnmaries of opmions should only
be published after completion of the appeal procedure, if one is undertaken, or not sooner than
15 days after the opinion if an appeal is not lodged,

Hikikok

EFPT4. April 2000



EukcPEAN FEOERATION OF FEDERATION EURQPEENNE
PHARMACEUTICAL INDUSTRIES . D'ASSCCIATIONS ET D' INDUSTRIES
AND ASSCCIATIONS PHARMACEUTICGUES

AVEMUE LoUisE 250 Boite 91- B-1050 BRUXCLLES - BeLGicur
TEL. +32-2 624 25 55 - FAx. +32-2 424 25 66 - TVA BE.418.762 589

Ref.: BA.SC/ 50.943

JrTelefax
FaxN: +4k 121 418 X909
Mr Fernand Sauer % |Aan/To/A: F_SAUER
EMEA 8 (Van/FromDe: 2 AL ER
- % L ’ N°Pag.. ]
7, Westferry Circus yl |Datum/Date: 4 L B Y P
Canary Wharf i

UK - London F14 4HB

April 4th, 2000
Dear Fernand,

Re:  Public Consultation on the new EMEA transparency initiatives
(Doe, Ref. EMEA/D/6135/00)

I would like to inform you that several membets have expressed strong concerns about
an automatic release of summaties of CPMP opinions on the day of their adoption
becoming the norm. This specific issue therefore tequites further in-depth discussion by
the FFPIA Board.

As you know, the EFPTA Board, the EFPIA President Mt Jorge Gallardo and myself
consider the improvement of fransparency as an extretnely important issue. I would like
to take the opportunity of the next meeting of the EFPIA Board (14 April 2000) to ask
everyone to approve the EFPIA consalidated position on the above new EMEA
transparency initative,

I appreciate that the official deadline for EMEA’s public consultation on this document
was April 1. Howevet, T would be grateful if you could wait until after April 14% for the
official EFPIA position on your new initiative.

Yours sinc

r f Brian AGER
Director General

Copyto:  J. Gallardo
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Fédération Européenne de la Santd Animale - European Faderation of Animal Health, Association nternationale
Rus Dafacgz, 1/Bte 8 - B-1000 Bruxellas (Belglum) - TVA 430.727.114

Tel, : 322543 75 60 (general)
32 2 543 75 64 (direct)

| ¢ 32253
FEBESA E-r'r'lsli=llax : secgen@feggogogsz
Waebsite: http://www.FEDESA.be

Dr. Johan Vanhemelrljck Mr. Fernand Sauer
Secratary General Executive Director
EMEA

7 Westferry Clrcus, Canary Wharf
UK- LONDON E14 4HB

Fax: +44 207 418 8409

Ref : JV/ma-0246 30 March 2000

Dear Mr. Sauer,

Subject: FEDESA position re. the EMEA transparency initlatives

In answer to your letter of 2 March announcing a public consultation on new EMEA transparency
initiatives, | am sending you herewith the position of FEDESA concerning these Initiatives. The
FEDESA Board will probably conflrm this consolidated position paper at its meeting on 5 April 2000.
The human docter Is only prescribing medicines, whereas the vet has a stock. The commercial
consequences of this fundamental difference are important for consideration In the transparency
initiative. -

| regret having to be critical but the damages that applicants could incur would be so huge and of
such importance that it is my duty to ask you to reconsider the EMEA policy in the light of the new
information attached.

Without prejudice to the gensral alm to improve transparency, the companies are requesting a
transparency policy that is not detrimental to the applicant.

Please let us know if you need further information.

Sincerely,

Dr. Johan Vanhemelrijck

Encl.: Posltion of FEDESA concerning the EMEA transparancy Inltiatives
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| Position of FEDESA concerning the EMEA
FEDESA transparency inltlatives

Doc. Ref. EMEA/D/6135/00

FEDESA members regret the very short consultation perlod on the EMEA proposal concerning
an important issue, which could have a potential impact on the choice of the applicant between
the centralised and decentralised systam.

Until now, & cornerstone of the EMEA policy on transparency has been that the confidentiality
and confldence of the applicant must be maintained. This fundamental policy shoutd not be
abandoned.

In considering the EMEA's proposal, the following question must be answered: does the timing
and the content of the divulged Information in any way give & commercial advantage to
competitors of the applicant, to which the applicant has no possibillty of defence.

In the case of a negative opinion, the image of the company and of the product can be damaged
and it would be more difficult to have a new file approved.

After having studied the timing and content, the membars of FEDESA feel that the interests of
the applicant whose activities are divulged prior to commercialisation are potentially damagad,
without him to be able to defend himself.

Indeed, the early announgement of the product name, substance and indication of traatment will
alert competitors. Those competitors can then react by special sales promotions to the
veterinary surgeon. Unlike the human practitioners, who are mostly only prescribing medicines,
the veterinarlan maintains a stock of medicinal products.

The competitor can therefore fill the market with their own equivalent product. The applicant
cannot defend himself because it is unlawful to promote unlicensed medicines and at the time it
is not a licensed medicine. It Is just a medicine for which a positive oplnion has been expressed.

Never the less, the animal health industry Is keen to support all initiatives to Improve
transparency, where these do not compromise commercial confidentiality. Therefore FEDESA
would like to recommend the following solutions:

1. The EMEA proposal could be balanced with an amendment to the legislation to allow the
applicant to promote to our customers the positive opinion so as to minimise the potential
damags to their product launch from the saturation of the market by his compatitors.

2. The EMEA proposal could be amended so that can only be published before day 60 with the
permission of the applicant, or in the event that the applicant makes the information public.

Under this condition FEDESA can accept the transparency document as established by EFFIA.
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However, together with EFPIA, FEDESA is not sure that the proposal fully reflects the EFPIA
position. The EMEA proposal creates the impression that certain aspects of the EFPIA position
have been selected, while other inseparable aspects have been overlooked. Should this be the
case, then the industry would like to polnt out that the entire EFPIA position as a proposal must
be studied as well as the special conditions for veterinary products should be included in this
position.

The issue is of great importance and It should be dealt with in full openness and transparancy
and not on the basis of partial information.

FiComman2000\Pastion\Peliica\EMEATansparency.dociLast ravigion on 29 March 2000
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Faderation Europeenne de la Santé Animale - European Federation of Animal Health, Assoclation Internationale
Rue Defacgz, 1/Bte 8 - B-1000 Bruxelles (Belglum) - TVA 430.727.114

S\ Tel, : 3225437560 (general)
Rk ‘ 322543 73 64 (direct)
FE“ES Fax : 3225370049

E-mail :secgenfifedess. be

Wabsita: hito//www FEDESA be

Dr. Johan Vanhemelrijck Mr. Fernand Sauer
Secretary General Executive Director
EMEA

Woestfarry Clrcus 7, Canary Wharf
UK- E144HB London

Fax: +44 207 4188400

Ref : JV/ma-0322 25 April 2000

Dear Fernand,
Subject: EMEA transparancy initiatives
| can confirm that the Board of FEDESA approved unanimously on 6" of April FEDESA's position
paper concerning the EMEA Transparancy initiatives. The Board also reinforced the offer to deal
with this issue in full openness and transparency and gave instructions to start a more in-depth
consultation, We would therefore appreciate to have consultation mestings before the June
managemant board of the EMEA.
Thank you for considering this.

Yours since

Dr. Johan Vanhemaelrijck
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Assodiation Européenne des Spécialités Pharmaceutiques Grand Public
Association of the European Self-Medication Incustry
Européischer Fackverband der Arznelmittel-Hersteller

AESGP

03 April 2000
Mr Noé&l Wathion
EMEA
7 Westferry Circus
Canary Wharf
London E14 4HB
United Kingdom

Fax: +44 171 418 8416 (by fax and by mail)

Dear Mr Wathion,

Public consultation on the EMEA transparency initiatives / Communication of pharmacovigilance
issues

AESGP welcomes the initiative of EMEA to issue a public consultation paper on new EMEA
transparency initiatives (letter dated 28 February 2000). In light of this letter and the meeting held on 17
March 2000 we would like to comment as follows.

AESGP highly appreciates the principles of transparency in the work of the EMEA. The provision of
information to the general public related to regulatory decisions or scientific opinions has significant
implications for all interested parties. AESGP considers that this kind of approach requires to a large
extent a comprehensive communication policy, where all parties concerned have a role to play.

AESGP finds that the elaboration of a balanced communication policy with regard to patients (or users)
and health professionals is of great interest and importance for both regulators and marketing
authorisation holders. This policy would require a coherent post-marketing communication_sirategy
aiming to achisve the best possible public awareness, taking into account the substantive interests of all
parties involved. The procedures and channels of communication between all interested parties need to
be clearly defined and agreed depending on the urgent and non-urgent safety issues with regard to
medicinal products.

According to the revised document "Points to consider for an EMEA communication policy"
(EMEA/MB/011/98 Rev 2, 3 December 1998), the EMEA. has started to implement a new policy in
relation to communication issues and in particular with regard to the immediate post-opinion stage.
According to this paper "(...} the Agency might be required to make public statements where (a)
Detailed information about the application is already in the public domain (b) Misleading information
might have lo be corrected by means of factual clarification”, The document does not describe the way
the content of these documents might be agreed upon with the company or parties concermead before
being released.

7, avenue de Tervuren ' B-1040 Brussels - Belgium - Tel.: + 32 2/735 B1 30 - Fax: + 32 2/735 52 22
E-mall: info@aesgp be - http://www.aesgp.be 1
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The practice of the EMEA so far has been to use various documents (called “press releases”, “public
statements’’, “position papers” or “position statements”) to communicate pharmacovigilance issues.

Those documents usually provide recommendations for regulatory action based on the safety profile of
the product(s) concerned.

AESGP considers that such a policy would be best achieved through a transparent flow of information.
This would be done in accordance with a procedure defined by the competent staff at the EMEA to
guarantee the most suitable form of security agreed by all interested parties.

Early contacts with the parties concerned should be taken into consideration in the development of a
post-marketing communication strategy. A balanced policy should be elaborated to ensure that all
interested parties (in particular concerned company(ies) and/or trade associations) be involved in thege
channels of communication.

As a reliable and responsible partner in the area of pharmacovigilance, AESGP considers it
appropriate that the industry be involved in the further building - up of a pharmacovigilance
network in Europe. In accordance with a Community Regulation 2309/93/EEC, as amended, the
EMEA co-ordinates through a pharmacovigilance network the pharmacovigilance activities within the
EU. To reduce the disharmony among the European countries and improve the transparency in the field
of pharmacovigilance, the industry should be involved at a very early stage in the EMEA initiatives
regarding management of safety issues and establishment of a telematics network. Such an approach will
enable the industry both to benefit from and contribute to ¢communication and databases.

AESGP would be pleased to participate in any firther discussions on how to improve the channels of
communication on pharmacovigilance issues between all interested parties.

Yours sincerely,

Apehober v =

Prof. Jasmina Mircheva Jean-Frangois Dechamp
Director for Medical Affairs and CEEC Scientific and Regulatory Affairs Executive

CC: Mr Fernand Sauer
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European Aids E ATG

Treatment Grou
p Mindener Strasse 33
40227 Disseldorf
Germany
Tel: + 49211 78 83 481
Fax: +49 2117885414
April 2, 2000

Fernand Sauer

Executive director

European Medicinal Evaluation Agency
7 Westferry Circus, Canary Wharf
London, E14 4HB

UK

Dear Sir,

In response to your letter dated 3 March 2000, | have the honour to send you comments from the
European Aids Treatment Group en the new communications policy as defined on 22 February 2000,
particularly on the summary of opinion on the day of adoption of an opinion of the CPMP.

In addition, we would like to suggest some strategies that could help to improve communication to patients,
users and health professionals about marketed medicinal products.

About the agenda of the CPMP:

- Public announcement of medicinal products filing submissions, at the time of their submission, on the EMEA
web site.

- Public announcement of the rapporteur and co-rapporteur member states at the time of their nomination.

About the summary of opinion:

If the medicinal product characteristics should include exceptional properties affecting safety and efficacy, then this
should be part of the summary of opinion.

For example, if any dose induction is recommended to decrease the risk of hypersensitivity reaction, then we think
it may be crucial to mention it in this summary.

There are many other examples where a property could be mentioned (i.e specific monitoring like monthly renal
function test in the case of cidofovir — Vistide®, i.e a known interaction with another product that could have a
dramatic impact on the bio-availability/efficacy), and we suggest to shortly refer to it in this summary.

The CPMP could mention such an important information, since it is clear that all efforts to bring this information to
patients, users, health care professionals and clinicians should be emphasised.

We have several examples where misuse of a product due to lack of information or awareness lead to severe
clinical situations. Most of these cases have been reported to regulatory authorities/national evaluation agencies
and you are certainly better aware than we are about this reality.

Another suggestion is to add one document (Annex I} relative to new medicinal products that could be
conditionally approved bases on preliminary safety/efficacy results for patients who have exhausted treatment
options that could help to construct a new viable anti-retroviral regimen. During our last meeting with the CPMP on
14 December 2000, we advocated the need to adopt such an earlier approval and we think we could convince the
CPMP. Of course we realise that more efforts will be needed before this new approval procedure becomes a
reality, and we feel confident these efforts will be successful in a short term.

About post marketing communication to patients, users, health care professionals and clinicians.
We consider two types of communication:
1 addressing safety concerns
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2 communication for the promation of the product

1. Communication on safety concerns

A The EMEA should complete an exhaustive directory of European patients groups with the help
of existing partners and of a public announcement to all parties that would show interest to
receive such information.

B. In case of any new information of importance regarding safety or efficacy, the EMEA could
submit letters to the editorial board of medical publications. Another possibility could be to
communicate with the scientific committees of Eurcpean conferences to distribute relevant
and/or recent data to the participants.

2 Communication for the promotion of the product
We believe the EMEA should have the competence to fine in case of inaccurate or misleading
information distributed by the product manufacturer on the European scale or in specific member states
whenever this is brought to the EMEA attention by an interested party. If this is not applicable, then the
EMEA should refer to the appropriate judiciary body.

Sincerely,
Ana Sousa Passos Francois Houyez
Chair of the Board of Directors Beard of Directors

Also followed by Nikos Dedes, Athens.

European AIDS Treatment Group e.V.
Mindenerstr. 33 D-40227 Dusseldorf Tel. +49(211)7883481 Fax +49(211)7885414 E-Mail: office@eatg.org
Bank (account). Deutsche Apctheker- und Aerztebank Duesseldorf BLZ (sort code) 300 606 01 Konto (account) 44 27 963
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Annex lll -Draft Template to be used in case of a positive or negative CPMP opinion
in the initial review phase, i.e. ~day 210

For conditional approval

COMMITTEE FOR PRCPRIETARY MEDICINAL PRODUCTS SUMMARY OF CPINION*
for <name of the product>

International Non-proprietary Name (INN): <name of the active substance>

On <date of the adoption of the opinion> the Committee for Proprietary Medicinal Products (CPMP) adopted a
<positive/negative> opinion** <io/mnot to> recommend the granting of a Marketing Authorisation for the medicinal product
<name of the product> intended for <freatment of /prophylaxis against/diagnosis of> <disease> with the condition that
phase Il efficacy and safety results will confirm phase |l results on which this Marketing Authorisation is grounded. The
Applicant for this medicinal product is<name of the company>.

The active substance of <name of the product> is a <therapeutic class cfr. Arc system and brief description of mode of
action> .

(For a positive opinion)

The benefits with <name of product> relate to its <brief staternent on the character of the main clinical benefits> and
its most significant side effects relate to <brief sfatement on the character of the main safely concerns>. These
benefits apply to <description of the pafients’ population that could benefit from <name of medicinal product>
according fo information gathered from phase I/l clinical ials >
The approved indication is for <the indication as worded in the CPMP approved SPC>. <ft is proposed that <name of the
product> is prescribed by physicians experienced in the frealment of <disease” Detailed conditions for the use of this
product will be described in the Summary of Product Characteristics (SPC) which will be published in the European Public
Assessment Report (EP AR) and will be available in all European Union official languages after the marketing authorisation
has been granted by the European Commission.

The CPMP, on the basis of quality, safety and efficacy data submitted, considers that there is a favourable benefit to risk
balance for <name of the product> and therefore recommends the granting of the Marketing Authorisation <under the
condition that confirmatory data from phase [l irfals will be produced> for patients who have limited treatment options.

(For a negative opinion)
The grounds for the negative opinion relate to the following points:

<Brief statements on the major grounds for refusal of the Marketing A uthorisation)>.

The CPMP, on the basis of efficacy and safety data submitted, considers that there is an unfavourable benefit to risk
balance for <name of the product> and therefore can not recommend the granting of the Marketing Authorisation.

Summaries of Opinions are published without prejudice to the Commission Decision, which will normally

be issued within 90 days from adoption of the Opinion.

Applicants may appeal any CPMP opinion provided they notify the EMEA in writing of their intention to appeal within 15 days of
receipt of the Opinion.

Public consultation on new EMEA transparency initiatives
EMEAID/135/00 (@EMEA 2000 Pace 2R
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EMEA.

Mr. Fernand Sauer

7, Wostlerry Circas, Canary Wharl
London Ei4 4HB

United Kingdom

04 Apml 2000

Ref. : CDR/042000069/cm

BEUC comments on the new EMEA transparency initiatives.

BEUC warmly wclcomes more transparency and openness fromn EMEA. The publication
of a summary of opinion, no matter whether it is positive or negative, on the day of
adoption by the scientific committee, provides a possibility for the people interested with
the knowledge and expertise to follow closely the work of EMEA.

However, BEUC finds that the information given on these data templates is not very
informative for the general public. Also for consumer organisations lack of resources,
both in staff and money terms, makes it difficult to give this issue the right amount of
time and work that it deserves. The use of this intormation for consumers and consumcr
organisations might therefore be very limited.

Publishing in a "lighter" fortn, e.g. on the internet for general consumers, could be a
complementary information strategy for EMEA to consider in the post-marketing
conumunication.

Yours truly,

C o

Charlotte de Roo,
Environment, Safety and Health Officer

Gureau Européen des Unions de Consommateurs ww o Av. de Tervueren, 36 bte 4 . B-1040 Bruxelles
Tel: 02-743 1590 . Fax : UZ-/35 74 5% . e-mail: consumers@beuc.org

bazneagian Kok iamblis
Evipeaa potrosnidka organizacije
Den Furopeiske Forbruserorsmsasonen
Dt Curomnaiska Konsamentorganisaticner
Neytendazamtdk Evropu

Eurooese LUonsirnenenorga isaie
Eupumanen opyavoon Ketovetdy
Den Europaziske Forbrugerorganization
Organizacdo Europeta de Consumidores

TOTAL F.&1

Furopsigaher Vert-auchenerbare

The Eurcpean Cansurmers’ Crgarisation
Orpemzanon Sutones e Consuimidores
Crgenizzazione Faropes del Consumator
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Health Acflon International

HAT-Europe
Jacob van Uennepkade 334 T
1083 NJ Amsterdam

"The Netherlands
el +3] (0) 20 683 36 84
fax: +3 (0) 20 685 50 02 Fernand Sauer
E-mail: hpigghai.antenna.n Directorate
hetp:fwww. haiweb.org EMEA

7 Westferry Circus
Canary Wharf
London
UNITED KINGDOM-E14 4HB
30 March 2000

Re: Public consultation on new EMEA transparency initiatives
Dear Mr Sauer,

Health Action International (HHAT) welcomes the EMEA's efforts to become more
transparent about its own workings and those related to the centralised authorisation
procedure for medicines.

HAT is pleased to see the EMEA’s proposal to start publishing information on
negative opinions. This will be a valuable source of information that, at the moment,
remains unavailable. At the same time, HAI foresees a significant increase in the
number of “pre-emptive withdrawals” as pharmaceutical companies look for ways to
control public reaction to a negative opinion. For that reason, we strongly believe that
the public must be informed if a company chooses to withdraw its product from
consideration before the CPMP has finalised its opinion about it.

We have the following detailed comments on the draft templates;

1. Inthe templates in Annexes I and IT we would like the statement of the benefits of
the product to relate only to clinical benefits in terms of the approved indications, and
not to all potential clinical benefits.

2. We would like to see the benefits quantified in two dimensions;
a) how much benefit (range or average) in each approved indication;
b) the likelthood/ probability of benefit among individuals

3. In these templates we would like to replace the word “risk” with the word “harm”,
because risk refers to probability, not to a quality of harm or its intensity. Further, as
with benefit, we need a brief description of the character and severity of the harm or

disbenefit, and separately, of the likelihood of its occurrence.

4. With each approved indication we would ask the EMEA to express benefit and
harm using terms such as absolute risk reduction and/or numbers needed to

HEALTHACTIDIN INTERINATIOINAL IS AN INFORMAL NETWORK OF OVER 200 CONSUMER, HEALTH, DEVELOPMENT ACTION AND QOTHER PUBLIC [INTEREST
GROUPS INVOLVEDITN HEAL'TH AIND PHARMACEUTICAL JSS5UES IM 70 COUNTERIES AROUND THE, WORLD, HAI ACTIVELY PROMOTES A MORE RATIOMNAL USE OF DRUGS.
ALL DRUGS MARKETED SHOULD MEET REAL MEDICAL NEEDS, HAVE THERAFEUTIC ADVANTACGES, BE ACCEFTAELY SAFE AND OFFER VALUE FOR MONEY.

Crther coordinating HAI offices:
HAI/ARDA/CI-ROAP, PO Box 1045, 10630 Penang, Malaysia. Tel: (+60) 4 2291 3%¢ Fax: (+60) 4 2286306 L-mail: ciroap@pe.jaring.my
AIS Latin America:Cficina d= Caordinagién AIS LAC, Aptdo. 414128, Lima, Peru, Tel/fax: (+51) 1-3451 502 E-mail:aisitamavta.rep.net. pe
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treat/harm. This is particularly important when evaluating drugs that are intended to
“prevent” disease.

5. Mention of a "benefit to risk balance" should be avoided because it suggests that
the character and degree of a benefit can be compared with and balanced against the
probability of harm. Since benefit and risk have totally different dimensions they
cannot be “balanced”.

6. In Annex II, line 2 of the template begins with the phrase "having considered new
information”. In our view it is necessary to state briefly the nature and the source of
the new information. Without this the reasons for the decision are bound to remain a

mystery.

7. In both Annexes I and II the concluding sentences for both positive and negative
opinions begin with the phrase "The CPMP, on the basis of [quality, safety and
efficacy] data submitted, considers..." This suggests that the CPMP considered
nothing else, and for example did not consider the efficacy and safety of other drugs
in the same or a closely related therapeutic class, or publications about the drug that
were not submitted by the applicant company (possibly because the company was not
aware of them). We believe that the CPMP does and must consider such other data,
though it may not make a great effort to obtain them.

We therefore suggest adding the phrase: “together with other relevant data," so that
the sentence would read "The CPMP, on the basis of [quality, safety and efficacyl
data submitted, together with other relevant data, considers ..."

HAI appreciates the opportunity to comment on this initiative and looks forward to
further constructive collaboration with the EMEA.

B3
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; Mr Fernand Sauer
| [EMEA directorate
| [Ref: EMEA/D/MH/nm/6768/00
' 7 Westferry Circus
i _,ana:y Wharf

' London

i UK -El44HR

[

Dear [Mr Sauer

Paris, March 30,2000

L . : Il
We welcome the EMEA’s intentions aifning at more lransparency.

We d;o appreciate

the release of sqme information on negative

opintons, 20 far a gap in EMEA copnjmunication policy, But we
thmklthe number of ‘preemptive withdrawals’ will probably o

up stibstantially as drug companies
kﬂow{ing of a negative report. We¢

Ity and prevent the public
think therefore that there

slimlcjl be lransparency about these pifeemptive withdrawals.

Ini the section ‘For a negative opinion

issue |(as well as efficacy and safety).
'

In th : section ‘For a positive opinion

bnet :tatement should just relate to

guality should also be an

of the draft template, the
tlinical benefits in terms of

thf: llcunsed indication(s), and net| to all potential clinical
bene The draft is not clear at the |mpoment.

We :llSD fear that early release pf information on positive
apinz‘uns will accelerate pre-lannchipg manoeuvres by drug
compames We would therefore recomumend that EPARs be also
relcas:d soon after these ecarly opinjons to help inform more
accum(tely health professionals and clopsumers.

The iSDB will carefully watch how
1mfplemcnted
|= :

Most ;i importantly, we believe tra

confusigd with speed. What really n'ﬁtters
cl

EMEA;[s assessment, even if the con
releascd and eventually total commi
the! arg,uments forming the basis of dr
EMEA Ihas still & long way to go.
Yours 'slncerely
Chrlslclphe Kopp
ISDB Plresident

this new procedure will be

should not he
is the quality of the
ylons are a bit Iess rapidly
irffication of data as well as
Wk approvals.
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Secrétariat Général - 13, Square Ambicrix - 1000 Bruxelles - Tél: 32, 2/736 72 81 - Fax: 32.2/736 02 08

Mr. Fernand Sauer
Executive Director EMEA
7 Westferry Circus
Canary Wharf

London E14 4HB

United Kingdom

Dear Mr. Sauer,

Concerning your letter dated 3 March 2000 (Doc. Ref.: EMEA/D/MH/NM/6768/00),
PGEU is glad to contribute to the public consultation on new EMEA transparency

£-mail: pharmacy@pgeu.org

initiatives. Please find herewith PGEU comiments,

Yours sincerely,

(ped
Lisette Tiddens-Engwirda
Secretary General PGEU

Website: www.pgeu.org

Brussels, 31 March 2000
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Brussels, 31.03.2000

_ PUBLIC CONSULTATION ON NEW EMEA TRANSPARENCY INITIATIVES

PGEU CONTRIBUTION

At its meeting on March 24™, the executive committee of PGEU considered your
document on the above topic. We fully agree with the proposal to publish Summaries of
Opinions of the CPMP and CVMP in accordance with the draft templates dated 28™
February 2000.

With regard to Post-marketing communications, we take the view that
communication should be in both directions; from professions to EMEA as well as from
EMEA to professions. To be specific, pharmacists throughout the EU should be invited to
submit reports of suspected Adverse Drug Events in an agreed format. We have recently
adopted a report on Pharmacovigilance by Community Pharmacists in the EU, and would
be pleased to table this as an agenda item for a forthcoming meeting. It is a matter for
discussion to discover the most effective channel for communication from EMEA to
community pharmacists. This may prove to be via PGEU, national regulatory agencies,
national pharmacy organizations, or a combination of these. We would welcome further
discussion of this aspect in the near future.

[@1002/002



