








“Improved
medication
safety by strip
packaging”

The MEB wants to stay informed of knowledge and experience from the field. This led to the formation of
the Practical Expert Group [Expertgroep Praktijk], including physicians, pharmacists, pharmacy assistants
and nurses. One of the 2010 focus areas of the group was to modify the packaging of oral oncolytics. MEB
member Chiel Hekster and Senior Regulatory Project Leader Ardo Ebbinge were closely involved in this
project as Practical Expert Group members.
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2.2 Pharmacovigilance

Medicines are monitored for both adverse events and potential risks during their entire life cycle,
both proactively and reactively. This process is also termed pharmacovigilance. Before medicines
reach the market, various studies are done to ascertain their benefits and risks. To determine the
efficacy of a medicine, it is necessary that the research population is well defined. Factors that
could distort the measurements are limited as much as possible during studies, and the study
population must meet certain criteria. Moreover, groups of patients such as the elderly, children
and pregnant women often cannot participate in studies for ethical reasons. All of this means that
the research population is not entirely representative of the final group of patients that will use the
medicine.

“It is important to involve clinical context in all rules and requirements
that are in place for medicines. Not a medicine-centric perspective
therefore, but patient-centric.”

Chiel Hekster, MEB member

Risk minimisation

Manufacturers must accompany their applications with a Risk Management Plan (RMP) in order to
minimise the risks of medicinal products during their entire life cycle. This plan contains a safety
specification: a summary of what information relating to the medicinal product'’s safety profile has
and has not become available during the development phase. Based on this Risk Management
Plan, the MEB may require manufacturers to do specific safety/efficacy studies (Post Authorisation
Safety Studies). The MEB includes the outcomes in their evaluation/review. This plan provides
opportunities to pursue a proactive approach alongside a reactive approach (responding to
adverse event reports). This is aided by the accompanying risk minimisation plan, outlining what
needs to be done to control any risks. Think of additional measures as additional information,
patient monitoring, pregnancy prevention programs, control distribution and special labelling.

“Once medicines reach the market, it becomes clear under which
circumstances they are used in daily practice. Those circumstances
largely determine their safety profile. Pharmacovigilance is the
continuous monitoring of medicines to determine their benefit/risk
ratio. Industry is also required to develop Risk Management Plans,
outlining weak areas and blanks in our knowledge of the medicinal
product.”

Sabine Straus, Leader, MEB Pharmacovigilance Department
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Monitoring risks

There are various other European instruments in addition to the RMP that facilitate early risk
identification. One is the Pharmacovigilance System (PVS). Authorisation applicants use the PVS
to describe the measures and resources they intend to deploy to adequately track their medici-
nes once they reach the market. Marketing authorisation holders must also submit periodic safety
update reports (PSUR) to the MEB. These reports contain information on the number of patients
using the medicine, user type (e.g. mostly elderly or children); use, dosage and information on
measures taken by other regulatory authorities. Depending on how long a product has been
authorised, the frequency with which these PSURs must be submitted decreases, from every six
months to annually to every three years. Together with partners such as Lareb (the Netherlands
Pharmacovigilance Centre) and the National Institute for Public Health and the Environment
(RIVM), the MEB constantly monitors and assesses possible risks.

The MEB finally forwards all reports to the European EudraVigilance database. Evaluations or
reviews take place each time the clinical benefit/risk ratio changes, e.g. as a result of new
insights, information on potential risks, or product specification changes. Final considerations
and decisions often have a European component. There is a high level of data exchange between
member states. For instance, member states may ask each other to provide product-related
information once risks are identified. Rapid Alerts (RAs) are sent out when urgency is high.
Non-Urgent-Information requests (NUIs) are sent when urgency is not so high. There is also a
high level of working group collaboration. The MEB actively participates (see appendix E) and is
also involved in European legislation and assessment of pharmacovigilance processes.

Risk communication

Medical professionals are notified immediately of significant health risks. The MEB can have
Marketing authorisation holders communicate these risks using a Direct Healthcare Professional
Communication (DHPC). This communication details the product in question, observed risks and
measures taken by the MEB to address the problem. A DHPC can be sent out both at the initiative
of the European and national authorisation agencies and Marketing authorisation holders. Letter
content is aligned with the Health Care Inspectorate (IGZ) and the MEB. Additionally, the MEB
posts a message on www.cbg-meb.nl with a recommendation for health care professionals and
patients, and distributes a digital newsletter to physicians and pharmacists.

96
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Facts and figures 2010

Pharmacovigilance

* The MEB carried out some 2,600 pharmacovigilance evaluation tasks in 2010. The number
of evaluation tasks strongly depends on the number of issues at a national but particularly
the European level.

Reports

e The number of Dutch digital reports in 2010, E2B reports, received by the MEB from
Marketing authorisation holders is 8,124. As a positive development, only 1.7% of the Dutch
reports were submitted in hard copy versus 4.5% in 2009, allowing for more efficient
processing.
Other sources of reports are doctors, pharmacists and patients. Lareb (the Netherlands
Phamacovigilance Centre) takes care of the receipt, analysis and filing of these reports on
behalf of the MEB. Lareb regularly reports its findings to the MEB. The MEB received 9,868
adverse event reports through Lareb in 2010. This involves 4,015 reports from medical
professionals (physicians and pharmacists), 1,545 reports from users and 3,263 reports from
pharmaceutical companies. Another 1045 adverse event reports were received from the
National Institute for Public Health and the Environment (RIVM) for vaccines used in
Dutch national vaccination programmes. In addition to the above, another 661 reports were
received in connection with the pandemic vaccination campaign.

Risk communication
31 risk warnings (DHPCs) with important medicine safety information were sent to prescribers
and pharmacists. (see appendix D)
Risk communication was optimised with the introduction of a digital newsletter, distributed
when there is news on risks observed with the use of medicinal products.
The MEB organised a workshop for the pharmaceutical industry, specifically for the members
of the Netherlands Pharmaceutical Medicine Association, about the translation of European
risk minimisation measures to actual practice in the Netherlands. The central question in
this workshop was: ‘What is the best way to implement risk minimisation activities, and,
particularly, what is the best way to create educational material?’ Using practical examples,
experiences were exchanged during the workshop, and everyone considered points of
improvement together.
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Facts and figures 2010

Pharmacovigilance in Europe
The MEB was responsible for 24 assessments at a European level in the framework of
PSUR work sharing.
43 incoming Non-Urgent Information requests (NUIs) were also completed. The number of
NUI requests sent by the MEB to other European member states was 2.
A total of 6 Rapid Alerts (RAs) were received from either the EMA or an EU member state.
The MEB actively contributed to international pharmacovigilance conferences in 2010.
A number of assessors also published in various international journals (see appendix F).
The MEB furthermore contributed actively to a large number of European pharmacovigilance
projects, such as the review and learning project of the Committee for Medicinal Products for
Human Use (CHMP) and the assessors training for the PharmacoVigilance Working Party.
EudraVigilance is playing an increasingly important role in pharmacovigilance. Consequently,
the MEB was closely involved in various European projects for the development and use of
this database in 2010. For instance, the MEB played an active role in the development of
international standards for adverse event data exchange (EudraVigilance ‘next generation’).

European legislation amendment

* Anamendment to European pharmacovigilance legislation was passed in Brussels on
22 September 2010. The MEB participated actively in the amendment of this legislation,
which will take effect in July 2012. The upcoming period will be marked by preparing the
organisation, Marketing Authorisation Holders and other target groups for the changes
involved in this legislation. Simultaneously with the implementation of the new law, a new
scientific committee will be founded, the Pharmacovigilance Risk Assessment Committee
(PRAC). The MEB will have a high level of input in this committee.
This amendment involved both Regulation (EC) No. 726/2004 and Guideline 2001/83/EC,
aiming to better protect and promote public health by:

Increasing European civilian involvement in pharmacovigilance.
Increasing transparency.

Improving communication of decisions and reasons of decisions.
Providing a legal basis for more proactive pharmacovigilance.
Simplifying regulations for e.g. spontaneous reports.

Improving pharmacovigilance efficiency.
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Natalizumab (brand name Tysabri) is a medicine for patients with the severe neurologic disease Multiple
Sclerosis (MS). It is prescribed mostly to people suffering from a progressive form of MS and is adminis-
tered monthly by infusion. The active ingredient in natalizumab, controls and blocks MS episodes, thereby
limiting damage to the nervous system. Natalizumab was authorised in June 2006. Various reports of the
rare and severe brain infection PMLI1 prompted a review of the risks and benefits of natalizumab in 2010.
MEB member Barbara van Zwieten was closely involved in this decision.

“The first reports of PML emerged at the time of
authorisation. There was one PML report in the clinical
study program. As this is a very serious disease, this
sparked extensive debate at the time of authorisation. But
because the positive effects of natalizumab were very
significant and no adequate alternative treatment was
available to patients suffering from a progressive form of
MS, it was decided to grant marketing authorisation, but
with limitations. Only those patients who did not benefit
from other treatments were able to get it. Furthermore, the
company was required to do additional research into the
potential association between the use of natalizumab and
PML”

No association between PML and the use of natalizumab
was reported during the first years of marketing authori-
sation. This changed when between July 2008 and
October 2009, 23 cases of the rare brain infection PML
were confirmed. Fourteen, including one death, were
reported within the EU. The European scientific Com-
mittee for Medicinal Products for Human Use (CHMP)
then reviewed efficacy and risks.

1 PML s a rare brain infection that is caused by the JC virus.
80% of people are carriers of this virus, but it only becomes active
if the immune system is compromised. This is often the case with
MS patients. The symptoms of PML can be compared to those of
an MS attack. Because of this, the disease is hard to diagnose.
The consequences are even worse. In many cases, PML causes
severe physical limitations, and sometimes the disease even results
in death.
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“The study results indicated a PML risk of 1 in 1000.
This risk was also shown to increase when patients use
natalizumab for 2 years or longer. However, patients with
progressive form of MS benefited greatly from natalizumab,
making them very eager to keep the medicine. In their
decision process, the CHMP did not only consider the
PML reports, but also investigated whether other adverse
events were reported. Additionally, a group of experts in
the field of neurological and brain diseases, including
neurologists and MS patient association representatives,
were asked to provide input. The CHMP finally concluded
that the efficacy of natalizumab still outweighed the risks,
but supplemental measures were stipulated in order to
minimise the risks, imposing additional limitations on the
indication. Furthermore, a description of PML symptoms
and a statement that the risk of PML increases when
used longer than 2 years were added to the prescribing
information. As a new measure, patients were required

to sign a form at the start of treatment and after 2 years,
attesting that their physician adequately informed them of
the risk of PML. To make the risks as clear as possible,
the MEB worked with the Dutch companies to devise an
effective communication strategy with specialists and
prescribers. This led to an information meeting in 2010
where physicians and pharmacists received information
about risk limitation during natalizumab treatment. The
companies also developed a patient warning card and
additional educational materials. Finally, the company was
asked to suggest a research method to better evaluate
the risks. Time will tell whether this is sufficient to keep
natalizumab on the market.
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2.3 Scientific participation and grounding

The MEB contributes to the pharmaceutical innovation process by giving scientific advice to
medicine developers. Scientific advice may be given both in the development phase and
immediately prior to the actual submission of the authorisation application. A request for advice
may involve the scientific content of the file, e.g. studies to be performed and the study protocols,
or the designated authorisation procedure, e.g. the scientific basis of an application.

Scientific advice in practice

Scientific advisory reports received by the MEB are presented to and aligned with an internal
scientific advisory group. This group has the MEB’s mandate to act independently in behalf of the
MEB. All relevant topics are shorted to the committees of the EMA. Scientific advisory reports are
given at a department level, like all other scientific MEB products. Knowledge and application of
regulatory guidelines often play an important role. To keep this knowledge at a high level, external
(clinical) experts are used to an increasing decree. They work with the MEB through various
collaborations. Finally, the internal scientific advisory group ensures peer-review. The MEB-wide
and multidisciplinary nature of the group thereby ensures that quality and knowledge in connection
with scientific advisory reports are guaranteed, both at a national and a European level.

“The MEB actively participates in drafting European guidelines and
also enforces these guidelines. Especially in terms of important,
far-reaching decisions, the Netherlands strongly enforces compliance
with directives. If we deem it necessary, we require comparative
research, three-arm placebo-controlled trials and demonstration of
clinical relevance, for example. The patient gains the most from new
medicines that contribute something to the current treatment.”

Christine Gispen-de Wied, Scientific Advisory Group Coordinator (MEB) and member of
the Scientific Advice Working Party (EMA)

Knowledge development

The various developments in the biomedical and pharmaceutical sciences may provide building
blocks for innovative medicine development. But bringing a new medicine to the market requires
investments. For industry, these costs are not always in proportion to the anticipated returns, but
the MEB values investments in innovation from a public health perspective. This is interplay
between the private and public domains.

The MEB has a research committee to foster research and the development of knowledge. The
committee’s work consists of verifying (internal) research applications against scientific merits and
regulatory importance. Additionally, the committee advises the MEB on grants. An overarching
principle in these assessments is that studies serve the primary process of the MEB - evaluating
and monitoring the risks and quality of medicinal products. Applications are largely submitted by
assessors and external partners (RIVM/LAREB).
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It is impossible to have sufficient ‘in-house’ relevant clinical and scientific expertise. That is why the
MEB actively invests in an academic network. Increasingly, Regulatory Science is becoming a topic
of importance within the MEB. Reinforcing the MEB as a link and partner in the pharmaceutical
knowledge chain is one of the strategic priorities and is outlined in the Strategic Business Plan. The
MEB encourages external expertise in the workplace to keep scientific knowledge up to date. Young
people are invited to do their PhD with the MEB. There is also staff that does PhD research for half of
their time and use the other half to evaluate files. The MEB has PhD programs at various universities
(Utrecht, Groningen, Rotterdam, Amsterdam), aiming for optimal distribution of the available
know-how in the Netherlands.

The MEB is also attracting more students from various disciplines, supplying its own need for
information on the one hand, and achieving a government objective to create training opportunities

on the other.

MEB Scientific Network in 2010

VU University Amsterdam
Diabetes, dermatology

University of Amsterdam
Psychiatrics, Alzheimer, cardiology

The Netherlands Cancer Institute
Amsterdam

Oncology

Tl Pharma Leiden

Leiden University
Gastrointestinal/hepatic

Groningen University
Risk communication, Child and
adolescent psychiatry, sex hormones

National Institute for Public
Health and the Environment RIVM
Toxicology

Centre for Infectious Disease
Control (Clb)

Bilthoven

Vaccines

Utrecht University
Drug safety, CNS, rheumatic disease,

€ ‘\ pharmacology (botanicals), vaccines
=2

N2

Rotterdam Erasmus University
Drug safety, oncology Nijmegen Radboud University

Diabetes

Netherlands Pharmacovigilance
Centre (LAREB)
‘s-Hertogenbosch

Maastricht University
MS/Parkinson

2010 marked the start of various initiatives to ensure the exchange of knowledge between staff

and (external) experts:

* Expert and sounding board groups were initiated in the field of paediatric medicine, pharmaco-
vigilance, advanced therapies and practice.

* The biologicals project, in collaboration with Utrecht University, has led to a memorandum
outlining how biosimilars should be handled at an EU level.

* Knowledge in the field of antidiabetics is helping to improve the quality of reports.

* The Pregnancy Prevention Programs study in collaboration with Groningen University has led
to continued discussion on the best way to implement such programs, with new communi-
cation insights as one of the outcomes.

* Rotterdam Erasmus University studied reports in children, improving signal detection within the
MEB pharmacovigilance department. This University also initiated two new programs: one in
the field of renal disease medicines and one on risk minimisation. These studies will likely
upgrade the knowledge and assessment quality level of the pharmacovigilance department.

* Two new PhD programs were started: one in the field of generic interchangeability and one on
handling composite endpoints and subgroup analyses (statistics). 101
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* The MEB organised various clinical theme meetings where scientists from the medicines
research field updated the MEB on important developments in their professional field.

» Various programs led to presentations in conferences and publications (see appendix F).

Advisory request research

In 2010, the MEB studied the pattern and content of its own advisory requests over the past

years in connection with the Tl Pharma Escher research program ‘Facilitating drug development

by creating the ‘ideal’ regulatory environment in the context of Priority Medicines’ study. The first

study outcomes indicate that it is mostly the smaller pharmaceutical companies that ask the MEB

for advice and that there is a clear top 10 of ‘frequently asked questions’. The following diagram

presents a summary.

Top 10 of frequently asked questions

Overall Efficacy Strategy

Overall Safety Strategy

Indication

Efficacy Primary Endpoints

Study Design

Dosing

Study Population

PK Strategy

Validity of Measurement Method

Special Safety Issues

Frequencies 0 10 20 30 40 50 60 70 80 90 100 110 120
. Small Medium Large

This is the first research to provide insight into the need of the pharmaceutical industry for advice.

The outcomes help define the manner in which the MEB is better able to align national scientific

advisories with the outside world. The Putzeist et al article contains a detailed description of the

advisory report. Eur J Clin Pharmacol 2011 ‘Regulatory scientific advice in drug development:
does company size make a difference?’
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Facts and figures 2010

Scientific advisory reports

e The MEB received 96 national scientific advisory requests in 2010. There were 49
meetings; 25 written advisories and 9 regulatory advisory reports were provided. The total
number of national advisory reports increased by well over 16% versus 2009.

Number of MEB national advisory reports

91

Applications 96 79
Meetings 49 45 37
Written/other 34 18 20

Total

In total, pharmaceutical companies requested 398 scientific EMA advisories (including
follow-up advisory reports and protocol assistance). This is a reduction of 324 compared
to last year.

The EMA outsources its advisory tasks to two members of the “Scientific Advice Working
Party” (SWAP). Fourteen member states are represented in the SAWP. Two members and
an alternate member are active for the Netherlands.

The MEB provided 75 scientific advisory reports (including protocol assistance) for the
SAWP. This is an increase of well over 30% compared to 2009.

Number of European EMA advisory reports

Internships and PhD programs
e 11 students started as MEB research trainees in 2010 (see appendix C for subjects).
* The MEB participated in a total of 18 PhD programs in 2010 (see appendix C for

subjects).
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3 The evaluation of botanicals and
novel foods

In addition to regular medicines evaluation, the MEB took on responsibility for the evaluation of
homeopathic medicines in 1997. Novel foods and botanicals were added in 2005. The MEB has
a regulatory responsibility to ensure that the benefits and risks of these products were weighed
carefully. The evaluation of these products involves different principles than those for regular
medicines.

“I’s high time that in the evaluation process for this special group

of medicinal products in Europe, we rely much more on each others’
evaluations and authorisations. The HMPC monographs should play a
more dominant role with respect to herbal medicines. This is necessary
if we are to avoid significant duplication in evaluation, and will
significantly reduce the administrative burden for both agencies and
companies.”

Emiel van Galen, Leader, Botanicals & Novel Foods

Homeopathic medicines

The use of homeopathics is well established in the Netherlands. The benefits and risks of these
products deviate from regular medicines in one important aspect. Efficacy is not included in the
evaluation. Product quality and risks of use, however, are assessed, meaning that product
components should not create health risks. Additionally, their composition should be in line with
the European Pharmacopoeia guidelines. Several thousands of homeopathic product files were
evaluated over the past years. Virtually all homeopathic applications had been evaluated by the
end of 2010. The majority of these products was authorised without specific indication.

Traditional herbal medicines

A second product category requiring special consideration of benefits and risks are traditional
herbal medicines. The active ingredients of these medicinal products are exclusively plants or
plant material, or combinations, in their natural or processed state. Even though these products
seem innocent, their use may cause significant pharmacological effects. That is why the evaluation
process carefully assesses harmful effects that may be involved in their use. Several criteria must
be satisfied in order to justify authorisation. Product quality in particular must be high, but benefits
must also be substantiated both by prolonged use (at least 30 years, of which at least 15 within
Europe), and positive user experience. When in doubt, the MEB may require additional research to
further demonstrate safety. Seeing herbal medicines may have significant unwanted health effects,
European law stipulates that, effective 30 April 2011, these products may be sold only when
authorised.
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Novel foods

The MEB also contributes to the evaluation of novel foods. These are products which before
1997 were unknown in Europe as foods. Evaluation is commissioned by the Health Ministry. The
evaluation of novel foods differs from medicine evaluation. Only the safety of novel foods is
assessed on the basis of the European new foods regulation. All scientific safety aspects are
evaluated and aligned with an independent expert committee in this field, the Dutch Committee
on the Safety Assessment of Novel Foods (VNV). Together with the VNV committee, the MEB
Novel Foods Unit only performs a scientific evaluation of the product safety aspects based on
information supplied by the applicant. The evaluation report serves as a recommendation to the
Health Minister.

“Novel foods encompass a great diversity of new products, requiring
significant room for interpretation in the safety evaluation. Knowledge
and experience are more important here than specific guidelines.
Simultaneously, Europe promotes the consistent use of key concepts in
novel foods legislation.”

Clemens van Rossum, Novel Foods Evaluator

The European component

Homeopathic and herbal medicines and novel foods have a significant European dimension.

The Netherlands has played an active and directive role in Europe from the start. The MEB
currently participates in various European consultations: the Homeopathic Medicinal Products
Working Group (HMPWG@G), the Herbal Medicinal Product Committee (HMPC) and the European
Pharmacopoeia working groups (see appendix E). As such, the MEB contributes to the develop-
ment of a more harmonised European evaluation system for both homeopathic and herbal
medicines. For herbal medicines this not only involves a transparent evaluation system, but also
the use of herbal monographs.
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Facts and figures 2010

Botanicals and novel foods

e In the field of herbal medicine, the MEB actively contributed to the Monograph-List
Working Group and the regular Herbal Committee (HMPC) meetings. The MEB values
active participation, as this enables the approval of more herbal monographs, eventually
leading to a harmonised basis for future national decisions.
With respect to novel foods, the MEB issued its advisory report for primary evaluation of
Bovine Lactoferrine in 2010. In 4 other cases, a comments report was written up on the
evaluation performed originally by another member state. Also a notification was handled
in 2 cases. Evaluators collaborate closely with the Health Ministry in several policy support
areas.
59 new botanical applications were received in 2010
150 variations were approved in 2010
13 new herbal applications were received in 2010 and by the end of the year 11 traditional
herbal medicines had been authorised by the end of 2010 (among which 7 DMF-applica-
tions for herbal extracts).
One MEB decision was contested in court in 2010. The decision was based on the
Medicines Act, which since 2007 stipulates that evidence of efficacy is required in order
to state an indication for products. The Alkmaar Court ruled in the MEB's favour in 2010.

Homeopathic and herbal medicine authorisation

Homeopathics (cumulative) 3,847
Homeopathics, MRP procedures 0 1( CMS)
New herbal applications 2 (1CMS)
DMF applications for herbal extracts

1
Authorised as a traditional herbal 9

medicine
Authorised as herbal medicine on the
basis of a complete dossier
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4 Evaluation of veterinary medicines

Veterinary medicines are authorised in the Netherlands by the Minister of Economic Affairs,
Agriculture and Innovation only, in close consultation with the Ministry of Health, Welfare and
Sport. The actual authorisation process is carried out by the MEB Veterinary Medicinal Products
Unit (MEB/BD). European laws governing the authorisation processes for veterinary medicines and
human medicines are very similar. Veterinary medicines are authorised after a benefit/risk assess-
ment. There is, however, an important difference in the use of human and veterinary medicines. The
cost of treatment with human medicines is usually covered by a collective reimbursement system.
However, owners of animals must usually pay for veterinary medicines themselves. The financial
cost/benefit analysis is therefore an important part of the decision process. Consequently, margins
and recovery of investments in the veterinary pharmaceutical industry are at a different level than in
the human sector. This impacts the development and availability of effective veterinary medicines.
The European Committee realises this and is preparing specific amendments to veterinary
legislation.

The evaluation of veterinary medicines

Veterinary pharmaceutical companies must substantiate the efficacy and risks of their medicines
in line with European rules in order for the MEB/BD to authorise a product. There is a high level of
similarity in application types (centralised, decentralised, national and parallel import) with those
of human medicines. The evaluation of veterinary medicines takes place in both a national and a
European context. The evaluation of authorisation files in the Netherlands is commissioned by the
Ministry of Economic Affairs, Agriculture and Innovation under the direction of the MEB/BD. The
MEB/BD does the preparatory work for the Veterinary Medicines Authorisation Committee (CRD).
The CRD submits recommendations to the Minister, who makes the final decision on market entry.
The CRD provides advice to the State Secretary of Economic Affairs, Agriculture and Innovation,
who makes the final decision on market entry. A positive decision means that a veterinary medicine
receives a unique REG-NL number, with which the medicine may be brought onto the Dutch
market.

This consideration focuses in particular on the risk that veterinary medicinal residues enter the
human food chain through milk, eggs or meat. Scientific research will need to demonstrate there is
no danger to public health when the meat is used for consumption. Authorisation applicants must
therefore submit a Maximum Residue Limits (MRL) file for each active substance administered to
food-producing animals. Measured MRLs are used to determine the time medicines need to be
cleared from an animal, so as to avoid human health risks from the consumption of milk, eggs or
meat.

“The new MRL regulations require the CVMP to carry out significant
efforts in the area of safety of medicinal residues in food. As a toxi-
cologist in the Netherlands, | am able to collaborate with pharmaco-
kineticist Peter Hekman, who is an alternate CVMP member, and the
Dutch RIVM risk assessors to make a significant contribution.”

Johan Schefferlie, CVMP Vice-Chairman
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The MEB/BD in Europe

Veterinary legislation is approved on a European level. Various committees and working groups
function within the European Medicines Agency (EMA), addressing the harmonisation of legislation
between the various member states. The MEB/BD plays an active role in these European
committees and working groups. We provide the vice-chairman of the scientific committee for
medicinal products for veterinary use (CVMP) and are well represented in the various CVMP
subgroups (see appendix E).

In 2010, MEB member Johan Schefferlie was appointed vice-chairman of the EMA veterinary
medicines committee (CVMP).

Procedure types and risk management

Like human products, veterinary medicines can receive marketing authorisation through a

national procedure, a Decentralised Procedure (DCP) or a Mutual Recognition Procedure (MRP).
Veterinary medicines may receive European marketing authorisation from the European Committee
using a Centralised Procedure. On behalf of the State Secretary of Economic Affairs, Agriculture
and Innovation (formally the national authority for the authorisation of veterinary medicines), the
MEB takes on an executive role in the authorisation process. After authorisation, marketing
authorisation holders must submit periodic safety reports (PSURs) to the MEB/BD. Additionally,
veterinarians can report unknown medicine effects immediately. The Pharmacovigilance depart-
ment carries out pharmacovigilance tasks during the entire product life cycle.

Veterinary pharmacovigilance

The importance of veterinary pharmacovigilance, or pharmacovigilance as control mechanism for
safety and efficacy, has increased with the abolishment of mandatory authorisation extensions
(after a first extension 5 years after initial authorisation). As a result, the evaluation of PSURs and
writing up assessment reports has become more important. There is also active participation in
the European project to synchronise PSUR submission data and have them evaluated using a
work sharing system, where one member state carries out the primary evaluation. The MEB/BD is
also responsible for receiving adverse event reports, evaluating their content and issuing
recommendations on the basis of these reports where necessary.

“Medicine effects should be count and weigh.”
Baukje Schat, Member of the EMA Veterinary Pharmacovigilance Working Party
Additional tasks
In addition to these primary tasks, the MEB/BD carries out various other veterinary responsi-
bilities, including administrative support of animal feed additives applications, test exemptions,

veterinary vaccine batch inspections, export certificates, and the evaluation and granting of
licenses for veterinary medicine production and distribution.
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Facts and figures 2010

Veterinary medicines

» The total number of applications was about 30% higher than expected in 2010. Notably,
the number of certificates and batch inspections was significantly higher. Furthermore,
normal authorisation tasks exceeded projections by 3-5%.
61 veterinary cases were in backlog in 2010. In 36 of these cases, the reason is that the
application awaits action by the applicant or for European procedures. MEB/BD action is
required in 25 cases. Evaluations have demonstrated that the backlogs were caused by a
limited capacity. Additional capacity will be hired on the basis of this conclusion.
Significant progress has been made over the past year in digital adverse event reporting,
facilitating more efficient processing.

The MEB/BD in Europe

* The Netherlands participated actively in European pharmacovigilance worker training
organised by the EMA in 2010.
The MEB/BD played a leading role at a European level to ensure the balanced distribution
of tasks in connection with the Periodic Safety Update Reports between the various
member states (work sharing project). European participation was reinforced by the
MEB/BD's appointment as rapporteur for the implementation of the new MRL legislation.
This provides an opportunity to take the Dutch model to a European level.
The MEB/BD was appointed rapporteur for both three centralised (European) applica-
tions for a new veterinary medicine and for a Maximum Residue Limits (MRL) application,
and was appointed co-rapporteur four times for applications in connection with a MRL
extension in 2010. Finally, the MEB/BD acted as coordinator three times in scientific
advisory requests.
In 21 of a total of 156 European application procedures for authorisation of a veterinary
medicine, the MEB/BD acted as Reference Member State (RMS) (13.4%) in 2010.
This places the Netherlands in third place on the list of most active countries.
Besides the marketing authorisation activities for veterinary medicines, the MEB/BD
issued 2,072 export certificates and performed 998 (European) batch inspections of
veterinary vaccines. The number of batch inspections is much the same as in 2009;
export certificates increased by 30%.

Number of new authorisations of veterinary medicines

National 16 44 60 64 42
European 107 101 81 133 55

Number of veterinary medicines that may be marketed on 1 January 2011

Number of veterinary medicines W 2,202 2,123 2,011 1,995
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5 Medicines evaluation from various
perspectives

The MEB always uses clinical benefit/risk analyses as the basis for medicine evaluations.
Consistently, scientific data and evidence are at the heart of such assessments. In addition to the
scientific perspective, other relevant social interests weigh in also in the evaluation of medicines.

“Our primary objective is and ever will be to have good medicines for
patients. We always bear this in mind, no matter how high the tension
level in which we operate. In no other sector do the private and public
domains interact so intensely. For instance, we deal with economic
industry interests, regulatory considerations and patient vulnerability.
The MEB must be able to handle these factors objectively, wherever the
centre of gravity may be at any given moment.”

Bert Leufkens, Chairman, Medicines Evaluation Board

Society perspective

The MEB fulfils an important social role. Society must be able to rely on an organisation that
operates with ethics and integrity. The MEB therefore has its own code of conduct for ethical
behaviour based on the European Medicines Authority EMA and the Health Ministry. One aspect
is to avoid conflicts of interest.

Another key MEB priority is a transparent evaluation system. Therefore this is one of our primary
focus areas.

“Every patient or his representative (doctor or lawyer) has the basic
right to know why (according to what data and criteria) and on what
grounds medicines are prescribed to him or her”

Aginus Kalis, Executive Director, Medicines Evaluation Board

As part of our mission, we are committed to creating visibility and standards for the way the

MEB functions by being transparent and open to society. We thereby provide insight into how
resources are used responsibly, scientific information is considered, which decisions have been
taken in connection with (veterinary) medicines, and the implications of advisory reports for

novel foods. This should be done carefully and verifiably. The MEB must realise, however, that
transparency has its constraints. Firstly, we must comply with rules and regulations, such as the
Government Information Public Access Act (Wet openbaarheid van bestuur) and the Personal
Information Protection Act (Wet bescherming persoonsgegevens). Information from both patients
and commercial parties is confidential. Another consideration is how the MEB operates within the
European network of pharmacological authorisation agencies. In this setting, the MEB seeks
optimal opportunities to embed transparency.
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Polical and public accountability

The MEB values the availability of adequate channels for all target groups to contact the
organisation. The website therefore includes a contact form that can be used to submit questions
or requests. These questions are forwarded to the subject matter expert. Additionally, the MEB
answers some hundred media questions each year from both the scientific press and the news-
papers. The MEB also contributes by providing information to the Minister for answering questions
put to her by members of the Dutch Parliament's Lower House.

“The MEB is aware that transparency is not a given, but a continuous
investment with only one criterion: what we do, must benefit patients.”

Diederick Slijkerman, Taskforce Member, EMA/HMA Transparency, and Leader,
Administrative and Legal Affairs Section

Legal perspective

The MEB operates within the frameworks of national and EU rules and regulations. There are
continuous dynamics of innovation and modification of the regulatory framework which are relevant
to medicine evaluation and pharmacovigilance, particularly at the European level. Also, assess-
ments and decisions are analysed critically by society. The MEB anticipates and responds to this.

Objections or appeals may be lodged against MEB decisions. Objections are largely motivated by
competitive considerations (because further substantiation is desired) or are submitted by the
marketing authorisation holder of the innovative product. Objection and appeal procedures are
varied. There are frequent objections to decisions involving a variation in marketing authorisation
legal status of supply, against denials (of homeopathic products) or against the marketing
authorisation of generics.

Anyone may ask the MEB to publish documents on the basis of the Government Information
Public Access Act (Wob). Most requests are submitted by law firms representing the innovative
pharmaceutical industry. Usually this involves information on marketing authorisation submissions.
If the Wob requestor disagrees with the MEB decision on his Wob request, he has the option to
lodge an objection.
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Facts and figures 2010

Medicines evaluation from various perspectives

* The MEB was the European initiator of transparency policy harmonisation efforts in 2010.
One of the outcomes is that assessment reports containing risk information from the
Periodic Safety Update Report (PSUR) may be provided when requested. This assessment
report offers an independent analysis of medicinal benefit/risk ratios.
European Medicines Agency EMA put the transparency policy high on the 2010 priority
list, in part as a result of statements by the European Ombudsman.
The MEB consistently promotes ethical standards. A 2010 comparative study by the
Netherlands Court of Audit of perceived integrity determined that the MEB enjoys a strong
design and quality of public MEB meeting reports was improved in 2010, increasing
transparency on MEB methods, considerations and decisions.
In 2010, the MEB published Public Assessment Reports (PARs) for products on the
website. The backlog in publishing Public Assessment Reports was eliminated. These
assessment reports, as well as the package leaflets and detailed information for physicians
and pharmacists (SPC), can be found at www.geneesmiddeleninformatiebank.nl.
The MEB organised a meeting for three primary target groups: industry, physicians/
pharmacists and patient associations, with transparency as the central theme. The meeting
helped clarify where communication with the primary target groups may be improved. One
of the outcomes is the introduction of an digital risk information newsletter; other initiatives
are being prepared.
The number of objection procedures went down last year: from 66 in 2009 to 54 in 2010.
The great majority of objection procedures involve an appeal in court. Objection procedures
involve complex issues exploring the limits of European law and making the Netherlands a
trendsetter in Europe.
This figure shows the number of lodged procedures. A procedure may include multiple
RVG numbers, involve several products or various decisions, or be lodged by several
parties. The actual number of objections is therefore much higher.

A trend emerged in 2010 that foundations representing interest groups and journalists are
submitting increasing numbers of document requests.
The number of Wob requests decreased slightly in 2010, from 43 in 2009 to 39 in 2010.
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Dextromethorphan products such as Dampo and Darolan were authorised in the Netherlands in 1974 for the
treatment of tickling cough. They could be obtained without prescription, as they were viewed as ‘innocent
medicinal products’. The MEB started to receive the first worrisome reports towards the end of the '90s. The
American medicines agency FDA issued a report warning against dextromethorphan abuse. American youth
deliberately exceeded the maximum dosage in order to use dextromethorphan as a party drug. There was
no cause for concern yet at the time in the Netherlands. This changed when after a few years increasing
numbers of European youths started to share experiences on the internet about trips on high-dosed Darolan
and Dampo. Additionally, risky interactions occurred when the product was combined with other medicines.
These worrisome reports put dextromethorphan on the MEB’s agenda in 2006. As dextromethorphan ‘case
manager’, Petra Prent, MEB Senior Regulatory Project Leader, was involved in the discussion and everything

that followed.

“The discussion within the MEB shifted more from
determining the benefit/risk ratio to how possible risks
could best be managed (risk minimisation). From the
moment of authorisation, dextromethorphan was available
both from chemists and pharmacies. The question that
concerned the MEB was where a secure control on the
sale of dextromethorphan could be set up with the goal of
preventing abuse. In the interim, the new Dutch Medicines
Act took effect on 1 July 2007. This law offered the pos-
sibility to select the sales channels for each medicine on a
case by case basis. There were three options: pharmacy
only (PO), pharmacy and chemist only (PCO) and

general sale (GS). The sales channel type is determined
by the MEB by examining the properties of the active
ingredient, the dosage, the duration of use and the inten-
ded target group. It was decided that the product should
not be sold in supermarkets or petrol stations (GS). When
dextromethorphan was put on the MEB agenda in August
2008, it was decided that the product was to be available
through pharmacies only (PO) starting 1 March 2009 so
as to enable pharmacies to monitor potential abuse. This
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decision caused significant opposition among both
manufacturers and chemists. They felt that abuse in the
Netherlands was in fact limited. In addition, there was a
legal discussion about the MEB's authority to reclassify
existing products in terms of their legal status of supply
without new facts or circumstances.”

“Chemists and manufacturers therefore appealed against
the MEB's decision. The court first ruled in their favour,
judging that the decision and the transition period had not
been properly motivated. In the subsequent appeal before
the Council of State, the MEB once again collected all the
arguments as to why dextromethorphan should only be
available through pharmacies. Among other facts, alarming
data from the National Poisons Information Service was
presented, and internet forums were referenced where
Dutch youths share experiences with dextromethorphan
as a party drug. The Council of State ruled in the MEB's
favour on 28 April 2010. The objections put forward by the
manufacturers and chemists were eventually disallowed
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Status of strategic objectives

What have we
achieved?

What are we
working on?

What do we
want to
achieve?
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We are on course for our objective
to eliminate backlogs. The MEB is
continuously improving the authori-
sation process:

 Give priority to avoiding and
eliminating backlogs.

* Work processes were redesigned,
reducing lead times of the
administrative process of issue
handling and (internal) approval
rounds by some 60%.

« Staff deployment was optimised
with the launch of an online
planning tool to request DCP time
slots for which NL is RMS.

* Number of evaluation rounds per
request was reduced.

* Implementation of measures to
structurally avoid new backlogs.

* Give priority to avoiding and
eliminating backlogs.

* As of 2011, no backlog in handling
of issues.

Evaluation system analysis, both
content and procedure: expand
where needed, reduce where
possible.

Participation in EU agency bench-
mark: BEMA.

Hosted ‘Transparent MEB' — MEB
dialogue with representatives of
the pharma industry, patient
associations, press, GPs, pharma-
cists and MEB members.
Introduction of online time slots tool
for DCPs.

Introduction of MEB web portal
with information for MAHs and
applicants.

Publication of MEB meetings.
Provided input for European.
transparency policy: e.g. proposed
publication of Periodic Safety
Update Reports (PSURs).
Risk-driven assessment of develop-
ment.

Transparency policy: European
harmonisation of publication of
agenda and minutes.
Implementation of best practices
from EU-benchmark (Benchmarking
of European Medicines Agencies).
Improved MEB meeting reporting
Improved and expanded trans-
parency policy.

Jointly and in a team setting define
the European medicine authori-
sation and pharmacovigilance
system.

Maintain leadership and pioneer
role in medicine chain transparency.
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* Involvement in European legis-
lation, e.g. the new European
Pharmacovigilance laws, European
transparency policy and the evolving
rules in Good Clinical Practice and
quality requirements.

* Delegate experts in virtually all
Working Parties and Drafting
Groups of the Committee for
Medicinal Products for Human Use
(CHMP) of the European Medicines
Agency (EMA) and appointments
as European experts (standing
observers) for various Working
Parties. These colleagues partici-
pate in the development of new
guidelines.

* Accession to the Board of Directors
of the Drug Information Association
(DIA).

 Active participation in the Heads
of Medicines Agencies (HMA)
group through the Management
Group and the Permanent
Secretariat.

* RIVM quality assessors ‘join’ the
MEB. This transition provides
opportunity for a more integrated
evaluation approach: once all
disciplines are represented at the
MEB, collaboration in evaluation
teams will be more efficient. As a
result, our focus in the evaluation
process can shift from individual to
team work, improving evaluation
quality.

* The MEB is part of a chain that
works to ensure a sound medicines
environment in NL and Europe. It
is our emphatic intention to
collaborate with these other organi-
sations. Investments in dialogue
and alignment for the national
medicines chain constitute a
strategic objective and a primary
focus area.
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* Intense collaboration with scientific
institutes and experts. Various
contracts were renewed, one
contract was cancelled and a new
contract was closed.

* Investments in the quality of
clinical assessment reports: each
report should have a logical flow
with a clear structure and clear
Benefit/Risk passage.

A systematic and coherent logic
of evaluation, weighing and
scientific accountability (‘Regulatory
Logic’).

Launched a digital newsletter with
risk information.

Publication of national Public
Assessment Reports on products
authorised in NL with a new active
substance, which NL was the first
to evaluate in Europe;

they can be accessed through
www.geneesmiddeleninformatie
bank.nl.

Intensified and more professional
consultations with patient associ-
ations.

Image research among patient and
consumer associations.
Completion of package leaflet
readability studies.

Good attendance at MEB & Industry
Day.

Eliminated Public Assessment
Report backlog.

Continued improvement of patient
information by modifications in the
Medicines data bank (database with
medicine information, e.g. SCPs,
package leaflets and Public
Assessment Reports).

The MEB aims to be an important
information resource for patients
and prescribers in the medicines
chain and translate and disseminate
knowledge for each group. This is
done in the direct communication
with interest groups, the press and
other professionals in the medicines
chain.
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6 The organisation

The MEB is currently planning an office move to Utrecht. This move is in line with our restructuring
effort, which was launched in 2009 to better pursue the MEB's ambitions. These objectives include
the consolidation of our scientific grounding, expansion of relevant knowledge networks, and more
effective and efficient service provision to our primary target group. The move involves significant
changes for our organisation. We will have one central facility in Utrecht, which will serve as the
meeting place for all the staff from our five current locations. Coinciding with this move is the intro-
duction of our ‘New World of Work’ concept, enabling all our employees to select flexible work times
and locations. The MEB is one of the first governmental organisations to actually implement this new
approach to work. The ability to work at times and locations of their own choice affords our staff
greater freedom to balance work and personal time. It is the MEB's ambition to distinguish itself as
a modern employer. Performance will be driven not so much by face time or work hours, but rather
by output in terms of both quality and quantity. We expect the New World of Work to enhance our
productivity and efficiency.

MEB employees were introduced to one small-scale aspect of the New World of Work in 2010 by

gaining experience with remote access. This is one of the most important pillars of “Civil Servant 2.0"

for the MEB. Additionally, a three-part road map for change was announced:

1 A physical component during which the move to Utrecht and an environment with flexible
workplaces and open office spaces were prepared.

2 A virtual component identifying the technical requirements to provide optimal support to our
people in the New World of Work and where continued digitisation of functions takes place.

3 Also, importantly, a mental component where people are prepared for the changes using a
tailor-made training programme.

The organisation in numbers
The tables and figures in this chapter provide information on the MEB employees on a permanent

or temporary contract, with the exception of employees on a secondment contract or hired through
a staffing agency. All figures are as at 31.12.10.

MGG A

Number of staff 206* 204* 192* 194* 178
Number of FTEs 185* 173* 172* 161

Number of staff

* excluding MEB members and trainees

Absence due to illness

[ DGR EAED

Including long-term absence 2.5% 3.3% 3.7% 4.5% 5.6%

(iliness lasting longer than 42 days)

Not including long-term absence 1.4% 1.9% 1.8% 2.0% 1.8%
o o

This table shows that absence due to illness, including long-term absence, continued to decline to
2.5%. This is the lowest absence rate ever.
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Breakdown of staff between primary process and management

2010 2009 2008

2007 2006
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7 Financial report

This chapter provides a review of the financial income and expenditure of the Medicines Evaluation

Board in 2010.

Summary income statement for the Medicine Evaluation Board Agency

Summary income statement
Amounts in € 1,000

-

01 Medicines Evaluation Board
Agency (MEB Agency)

Total income
Total expenses
Balance of income and

expenses

Total capital income

Total capital expenses

39,628
39,635

-449

39,581
38,780

801

-715

-47
855

808

-266
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2010 financial statements
Accounting policies

The 2010 financial statements have been prepared in accordance with the rules stated in the
National Budgetary Regulations 2011.

Valuation
General

Assets and liabilities are stated at face value, unless indicated otherwise.
Property, plant and equipment

Property, plant and equipment are stated at historical cost, less straight-line depreciation based
on the useful economic life.

The useful economic life of the assets is as follows:

Software 3 years
IT equipment 3 years
Office equipment 7 years
Furniture 5-10 years

Determination of the profit/loss

Subject to the above accounting policies, the profit/loss is determined as the difference between
the revenue from the activity concerned and the costs of production and other items incurred in
the year under review, taking historical costs into account.

In revenue recognition, the MEB Agency uses the completed contract method for short-term
applications. For long-term applications, part of the revenue is generated during the processing of
the application.

System change

Equity as at 31.12.2010 consists of the net operational reserve and the retained earnings.

The 2011 Income Statement Regulations (effective retroactively to 1 January 2010) provide that
no statutory reserve is permitted any longer for intangible fixed assets. In accordance with the
reporting rules, this reserve (€ 2.441 million) was added to the operational reserve as of

31 December 2009, making the position as at 1 January 2010 € 2.634 million.

Pensions

Pension costs and commitments are incorporated in the financial statements on the basis of
the ‘estimated commitments to the pension scheme operator’, with the premium payable to the
pension scheme operator shown as an expense in the income statement. The ABP pension
scheme is a defined contribution scheme based on the salary. The MEB Agency has no obliga-
tions to pay additional contributions in the event of a shortfall in the fund, other than through
higher future premiums.
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Income statement of the Medicines Evaluation Board Agency (MEB Agency)

Balance sheet as at 31 December 2010
Amounts in € 1,000

K

~

K

~

K

Assets

Intangible assets 1,785 2,441
Property, plant and equipment 207 327
- machinery and equipment 207 327
Debtors 7,699 6,975
Prepayments and accruals 988 1,489
Cash and cash equivalents 14,914 14,202
Total assets 25,593 25,434
Liabilities

Equity 2,767 1,966
—  operational reserves 1,966 2,634
- retained earnings 801 -668
Creditors 2,710 2,374
Deferred payments and advance 20,116 21,094
invoicing

Total liabilities 25,593 25,434

/

-

Notes to the balance sheet as at 31 December 2010

Intangible assets

Movements in the intangible assets were as follows:

Amounts in € 1,000

Property, plant and equipment

Movements in property, plant and equipment were as follows:
Amounts in € 1,000

K

~

K

K

~

-~

~

-

Cost
Depreciation up to and including 2009

5,834
3,379

Book value as at 01.01.2010

Movements in the financial year:
Add: cost of investments

Less: depreciation

2,455

645
1,315

Total movements

Cost
Depreciation up to and including 2010

-670

6,479
4,694

Book value as at 31.12.2010

-

1,785

-

Cost
Depreciation up to and including 2009

4,262
3,951

Book value as at 01.01.2010

Movements in the financial year::
Add: cost of investments

Less: depreciation

311

70
174

Total movements

Cost
Depreciation up to and including 2010

-104

4,333
4,126

Book value as at 31.12.2010

N

207

The investments in intangible assets relate to the further development of the workflow and document management system.
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Debtors
Debtors are stated at face value, whereby the balance includes a provision for bad debts
(€ 0.25 million). The increase in the balance sheet value for debtors is primarily due to a relatively
high level of invoicing in the final few months of the year and a substantial receivable from EMA
of € 2.0 million.

Prepayments and accruals

Amounts in € 1,000

Prepaid expenses 161
Service charges 60
IT 123
Subscriptions 125
Copiers 32
Licences 28
NS 233
HTM 27
Ministry of Economic Affairs, Agri- 199
culture and Innovation

(Department of Agriculture, Nature

Management and Food Quality)

\\ Total /\\ 988/

Cash and cash equivalents
Cash and cash equivalents as at 31 December 2010 comprise the balance of € 14.9 million held
with the RHB (central government nominal ledger). This balance includes deposits totalling € 8.0
million that become payable in February 2011.

Equity

Amounts in € 1,000

Operational reserve as at 31.12.2010 1,966
Retained earnings as at 31.12.2010 801

& Equity as at 31.12.2010 j\ 2,76'7j

The operating loss for the 2010 financial year was credited to equity. The maximum equity for an
income statement is 5% of the average revenue for the past three years. The permitted equity
consequently amounts to € 1.8 million. The MEB Agency exceeds this limit by about € 0.9 million.
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Equity (€ 2,767 million) consists of the net operational reserve and the retained earnings.

The 2011 Income Statement Regulations (effective retroactively to 1 January 2010) provide that
no statutory reserve is permitted any longer for intangible fixed assets. In accordance with the
reporting rules, this reserve (€ 1,966 million) was added to the operational reserve as of

31 December 2009, making the position as at 1 January 2010 € 2,634 million.

Notes to equity

Operational reserve

Amounts in € 1,000

K

-

Operational reserve as at 31.12.2009

(before system change)

Direct movements in equity
due to system change
Operational reserve as at 31.12.2009

(after system change)

Movements in 2010:

entry of retained earnings for 2009

Operational reserve as at 31.12.2010

193

2,634

-668

AN

1,966

/

The retained earnings for 2009 were added to the operational reserve.

Retained earnings

Amounts in € 1,000

K

Retained earnings as at 1.1.2010

Movements:
Transfer to operational reserve
Result for 2010

Retained earnings as
at 31.12.2010

++
++

-668
668
801 1,469
801
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Deferred payments and advance invoicing

This item mainly concerns the fees invoiced in advance that have not yet been recognised as
income because the activities have either not yet been carried out or not yet completed.

Amounts in € 1,000

4 Y e

Fees invoiced in advance 16,969
Salaries payable:
- end-of year bonus 66
- holiday 355
- holiday costs 459
880
Other items payable:
- Health Care Inspectorate (1GZ) 480
- accrued turnover for BD 426
- contract staff and other 308
invoices received in 2011
- covenants 72
- service contract for Utrecht 140
premises
— state advocate 130
— National Institute for Public Health 335
and the Environment (RIVM)
- Other 376
2,267
20,116

Commitments not disclosed in the balance sheet
Pharmacovigilance

The MEB Agency has undertaken to contribute a maximum of € 2.0 million to the activities of the
Netherlands Pharmacovigilance Centre (Lareb) in 2011.

Leasing commitments
Leasing commitments have been signed for the use of various premises in the coming years.

In 2011, double leasing commitments amounting to € 1 million on an annual basis must be anti-
cipated in connection with the relocation.
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Budgeted and actual MEB Agency income statement for 2010
Amounts in € 1,000

~

K

Y

Income

Revenue, parent department 178 178 0 178
- owner

- clients

Revenue, other departments 500 617 117 614
Third-party revenue 38,550 38,732 182 36,191
Interest income 400 54 -346 50
Released from reserves

Extraordinary benefits (0] 0 0 80
Total income 39,628 39,581 -47 37,113
Expenses

Operating expenses 37,010 36,515 -495 35,098
- staff costs 18,957 19,602 645 19,214
- tangible costs 18,053 16,913 - 1,140 15,884
Board 725 739 14 608
Depreciation charges 1,900 1,489 -411 1,738
- depreciation 658 174 -484 365
- amortisation 1,242 1,315 73 1,373
Other expenses 37 37 337
- provisions 37 37 0
—  extraordinary expenses 337
Total expenses 39,635 38,780 -855 37,781
Net income and expenses -7 801 808 -668

/

-

AN

Notes to the budgeted and actual figures for 2010

General

The MEB Agency posted a result of € 0.8 million in 2010. The income totalled € 39.6 million
in 2010.

Revenue, parent department

This concerns the contribution of the parent department for activities pertaining to novel foods.
Revenue, other departments

Based on further agreements with the Ministry of Economic Affairs, Agriculture and Innovation

(Department of Agriculture, Nature and Food Quality), more activities were carried out than had
been budgeted.
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Third-party revenue
Third-party revenue comprised:
Annual fees

This concerns the annual fee for maintenance of the marketing authorisation for a human or
veterinary pharmaceutical product and totals € 15.6 million.

Assessment of medicinal products

The MEB Agency charges fees for the assessment of new medicines and the assessment of
changes to existing medicines, as laid down in the provisions of the Medicines Act and the
veterinary medicines regulations. These fees totalled € 23.1 million.

Interest income

This concerns interest on deposit accounts held with RHB. The interest rates underwent a
substantial downward adjustment, and as a consequence interest income was less than had been
estimated.

Operating expenses
Staff costs

The MEB Agency employed 187 FTEs at the end of 2010. This item also includes the costs of
employees hired through staffing agencies, recruitment and selection, training, travel expenses and
redundancy payments. The staff costs are higher than estimated as a result of an increase in the
year-end bonuses from 5.4% to 8.3% and regular increases.

Tangible costs

This item includes accommodation, IT and various office costs, costs totalling € 5.8 million for
buying in assessment capacity (National Institute for Public Health and the Environment) and a
contribution of € 2 million for the Netherlands Pharmacovigilance Centre (Lareb). The tangible
costs are lower than estimated primarily because budgeted costs for new accommodation were
not incurred.

Board
The expenses relating to the remuneration of the Chairman and members of the Board consist of
attendance allowances, the costs of meetings, and travel and accommodation expenses, as

specified below:

Amounts in € 1,000

Attendance allowances € 549 € 500
Travel and accommodation expenses € 13 € 25
Meeting costs €177 € 200
Total €739 € 725
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Income statement of the Medicines Evaluation Board Agency
(MEB Agency)

Cash flow statement for 2010
Amounts in € 1,000

1 RHB current account 14,202 14,202 0
as at 1 January 2010

2  Total cash flow from 16 1,427 1,411
operating activities
Total investments (-/-) -449 -715 -266

Total book value of disposals (+)

3 Total cash flow from -449 -715 -266
investment activities
Non-recurring distribution to (0] 0
parent department (-/-)
Non-recurring deposit by 0 0
parent department (+)
Repayment of loans (-/-)
Recourse to loan facility (+)

4  Total cash flow from financing 0 (0] 0
activities

5 RHB current account 13,769 14,914 1,145
as at 31 December 2010
(=1+2+3+4)

\ AN AN AN

Notes to the cash flow statement

The liquidity position has improved slightly as a relatively large amount was invoiced in the final
months of 2010 but had not been paid by the end of the year. The investments in 2010 relate to
the further development of the workflow and document management system.
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Authorised human medicines with a new active substance

Arzerra Ofatumumab LO1XC10
Treatment of chronic lymphocytic leukaemia in patients
with tumours refractory to fludarabine and alemtuzumab.
Brilique/Possia Ticagrelor B0O1AC24

Co-administered with acetylsalicylic acid for the
prevention of atherothrombotic events in adults with

acute coronary syndromes.

Brinavess Vernakalant Co1BG11
Rapid conversion of recent-onset atrial fibrillation to
sinus rhythm in adults.
Daxas Roflumilast R0O3DX07
Maintenance treatment of severe, chronic obstructive
pulmonary disease (COPD) associated with chronic
bronchitis in adult patients as add on to bronchodilator
treatment.
Elonva Corifollitropine alfa GO03GA09
Controlled ovarian stimulation for the development of
multiple follicles in women in ART.
Menveo MenACWY ATC code not assigned yet.
Active immunisation of adolescents and adults against
Neisseria meningitidis serogroup A, C, W-135 or Y.
Prolia Denosumab MO05BX04
Treatment of osteoporosis in postmenopausal women.
Rapiscan Regadenoson CO1EB21
Pharmacological stress agent for myocardial perfusion
imaging.
Revolade Etrombopag olamine B02BX 05
Treatment of chronic immune (idiopathic) thrombocyto-
penic purpura (ITP).
Ruconest Conestat-alfa ATC code not yet assigned.

(previously Rhucin)

Treatment of angioedema episodes.

Silodyx / Urorec

Silodosine

G04CA04
Symptomatic treatment of benign prostatic hyperplasia
(BPH).

Sycrest

Asenapine

NO5AHO05
Treatment of manic episodes in adults with type | bipolar

disorder.

Votrient

Pazopanib

LO1XE11

Treatment of patients with advanced renal cell carcinoma.

Vpriv

Velaglucerase-alfa

A16AB10

Treatment of Gaucher's disease.
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Authorised veterinary medicines with a new active substance

Meloxoral

Meloxicam

QMO01AC06

Alleviation of inflammation and pain
in both acute and chronic musculo-
skeletal disorders in dogs and
alleviation of inflammation and pain in
chronic musculoskeletal disorders in

cats.

BTVPUR AlSap 1

Bluetongue virus serotype 1 antigen

QI04AA02/08

Active immunisation of sheep and
cattle to prevent viraemia and to reduce
clinical signs caused by bluetongue

virus serotype 1.

Hiprabovis IBR

Marker Live

N

Live vaccine against infectious bovine
rhinotracheitis (IBR)

QI02ADO1
Active immunisation of cattle to
prevent the clinical signs of IBR and

reduce field virus excretion.

*  Standard name if INN is not yet known.
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Summary of PhD programs and student research in 2010

PhD programs in 2010

Safety issues for drug development Groningen University 2008

Paediatric pharmacovigilance Rotterdam Erasmus 2008
University

Immunogenicity of biologicals Utrecht University 2008

Calcium channel blockers in CV Groningen University 2008

disorders

Facilitating drug development/ Utrecht University 2008

regulatory issues

Generalizability of data from the Utrecht University 2008

clinical trial design

Tromboembolic risk of oestrogens Groningen University 2008

Drug safety: nephrotoxicity Rotterdam Erasmus 2009
University

Compliance to Pregnancy Prevention Groningen University 2009

Programs

Animal studies Il/alternative models Utrecht University 2009

Clinical trial design in psychiatry University of Amsterdam 2009

Animal studies I/predictive value Utrecht University 2009

Drug adherence NCE's Maastricht University 2009

Communicating risk effectively Groningen University 2009

Flu-vaccins safety after licensing Erasmus Universiteit 2009
Rotterdam

Annex 2 implementation Rotterdam Erasmus 2010
University

Context of post marketing in Utrecht University 2008

benefit risk

Pharmacovigilance biologicals Utrecht University 2008

Summary of student research in 2010

Use of the Quality by Design model.

University of Padua

Research about the safety and distribution of gases.

Utrecht University of Applied Sciences

Research amongst patient associations concerning the perception

of the MEB.

Utrecht University of Applied Sciences

The value of historical checks in the oncology file.

Utrecht University

How did the package leaflet actually come about?

Utrecht University of Applied Sciences

Research into the use of pregnancy prevention programmes

by dermatologists.

Nijmegen University

The importance of therapy adherence in medicinal treatment.

University of California

Research concerning the added value of pictograms in the package

leaflet.

Tilburg University

How well are product information and the package leaflet read by

patients?

Utrecht University of Applied Sciences

Research into the interchangeability of generic antiseptics.

Utrecht University

Safety of medicines: the rights of the patient.

Rotterdam Erasmus University
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Summary of DHCPs in 2010

28 January Reductil Sibutramine Marketing authorisation suspension
because of increased cardiovascular risk.

8 February Tacromilus Protopic Safety warning for the use of Protopic

ointment ointment as maintenance treatment.

18 February Tysabri Natalizumab Supplemental measures in relation to PML.

19 February Sirolimus Rapamune Important information on the use of various
immunoassays for therapeutic drug
monitoring.

19 February Fabrazyme Agalsidase beta Problems with the supply and availability
of this product.

15 March Regranex Becaplermin Contraindicated in patients with known
malignancies.

16 March Aclasta Zoledronic acid Amended safety information following
reports of renal insufficiency and renal
failure.

22 April Cerezyme Imiglucerase Problems with the supply and availability
of this product.

22 April Fabrazyme Agalsidase beta Problems with the supply and availability
of this product.

6 May Exelon Rivastigmine- Overdose as a result of medication errors

patches and incorrect use.

12 May Kepivance Palifermin Should not be used in patients treated
exclusively with myeloablative chemotherapy
as conditioning prior to autologous stem
cell transplant.

20 May Avastin Bevacizumab Hypersensitivity and infusion reaction
reports.

9 July Cerezyme Imiglucerase Supply shortages prompted modified
treatment recommendations (continuation).

9 July Fabrazyme Agalsidase beta Supply shortages prompted modified
treatment recommendations (continuation).

16 July Invirase Saquinavir Increased risk of arrhythmias.

10 august Cardioxane Dexrazoxane Potentially increased risk of second form of
cancer in children.

25 August Quixil or Evicel Human Risk of life-threatening air or gaseous

fibrinogen and

thrombin

embolism using nebulator with a pressure

regulator.

28 September

Avandia
Avandamet and

Rosiglitazone

Marketing authorisation suspension because

of increased cardiovascular risk.

Avaglim
28 September Synarel® Nafareline Problems with the supply and availability of
acetate this product by product defect.
29 September Cerezyme Imiglucerase Problems with the supply and availability of
this product (continuation).
6 October Relistor MethylInaltrexone Increased risk of gastrointestinal perforation.
bromide
12 October Vfend Voriconazole Potential risk of squamous cell carcinoma
with prolonged treatment.
26 October Ebixa Memantine Incorrect use of dosage pomp may cause
overdose — no letter sent in NL.
2 November Scintimun Besilesomab Risk of developing human anti-murine

antibodies during Scintimun use.
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2 December

Sutent

Sunitinib

Osteonecrosis of the jaw in cancer patients
treated with sunitinib (Sutent®) and

concomitant or prior to bisphosphonate use.

3 December Avastin Bevacizumab Osteonecrosis of the jaw in cancer patients
associated with bevacizumab (Avastin®)
treatment and concomitant or previous
bisphosphonate use.

3 December RoActemra Tocilizumab Potentially severe hypersensitivity reaction.

16 December Revlimid Lenalidomide Increased risk of complications of
thrombosis.

21 December Nplate Romiplostim Revised dose adjustments in ITP patients
and warnings for use in ITP patients with
hepatic insufficiency.

21 December Dianeal, Peritoneal- Presence of endotoxins with risk of aseptic

Extraneal en dialysis (PD) peritonitis.
Nutrineal fluids
23 December Thelin Sitaxentan Worldwide withdrawal initiated by the

company.
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Medicines Evaluation Board members in 2010

MEB members

Prof. dr. H.G.M. Leufkens, chairman
Prof. dr. J.T. van Dissel, deputy chairman
Dr. B.J. van Zwieten-Boot, deputy chairman
Prof. dr. C. Neef

Dr. A.A.M. Franken

Prof. dr. Y.A. Hekster

Prof. dr. A.W. Hoes

Dr. P.A.F. Jansen

Prof. dr. JM.W. Hazes

Prof. dr. G.J. Mulder

Dr. M.F. Peeters

Drs. C.F.H. Rosmalen

Prof. dr. H. Schellekens

Prof. dr. J.H.M. Schellens

Prof. dr. A.F.A.M. Schobben

Prof. dr. P.A.B.M. Smits

Dr. J.A.J.M. Taminiau

Secretaries

Drs. A AW. Kalis, secretary

Mw. drs. A.G. Kruger-Peters, 2nd secretary

Drs. F.W. Weijers, 2nd secretary

Drs. R.E. Bijleveld, deputy secretary

Drs. K.H. Doorduyn-van der Stoep, deputy secretary
Drs. E. van Galen, deputy secretary

Drs. G.M. Janse-de Hoog, deputy secretary

Mr. D.S. Slijkerman, deputy secretary
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MEB participation in committees/working parties

European working parties or
committees as at 31 december
2010

European Commission

Commission Working Party on Notice to
Applicants

Drs. G.M. Janse-de Hoog

Drs. S. Kruger-Peters

Ir. G. Knol-Bloemhof

Standing Committee on Medicinal
Products for Human Use

Drs. A AW. Kalis

Drs. B.M. van Elk

Standing Committee on Medicinal
Products for Veterinary Use

Dr. A.M. Sparnaaij

Dr. A. Lam

Standing Committee on the Food Chain
and Animal Health

Drs. E.R. Deckers

Mr. drs. R.G. Herbes

Drs. D.G. Vreeswijk

International Conference on
Harmonisation

Dr. J.W. van der Laan (RIVM)
Dr. H. Hermsen (RIVM)

Drs. C.A. van Belkum

Drs. A. van Haren

M2 Expert Working Group

Drs. C.A. van Belkum, Rapporteur and EU
Topic Leader

R. de Haan, deputy topic leader

E2b(R3) Expert Working Group
Drs. A. van Haren

International conference on
Harmonisation

M7 Expert Working Group on Genotoxic
Impurities

Drs. D.A. van Riet-Nales, EU topic leader

Dr. J.W. van der Laan (RIVM)

Impurities Q3D Expert Working Group on
Metal Impurities

Drs. D.A. van Riet-Nales, EU topic leader

Dr. J.W. van der Laan (RIVM)
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Veterinary International Conference on
Harmonisation
Ir. G.J. Schefferlie

Novel Foods Working Group Brussel
Dr. M. Rutgers
Dr. C.M.A. van Rossum

Council of Europe

Council Working Party on Pharma-
peuticals and Medical Devices
Drs. B.M. van Elk

European Pharmacopoeia

Drs. A.H.P. van Gompel
Dr. J.M. van der Nat

Homeopathic Manufacturing Methods
Dr. J.M. van der Nat

Homeopathic Raw Materials and Stocks
Dr. J.M. van der Nat

European Medicines Agency (EMA)

Management Board
Drs. AL A\W. Kalis
R. de Haan

Management Board Telematics
Committee

Drs. A.A\W. Kalis

R. de Haan

Topic Coordinator Budget and
Remuration
Drs. A.A\W. Kalis

E&Y Report Conference Steering
Committee
Drs. A.A\W. Kalis

Taskforce on Transparency EMA/HMA
Mr. D.S. Slijkerman
Drs. G. M. Janse-de Hoog

Committee for Medicinal Products for
Human Use (CHMP)

Dr. B.J. van Zwieten-Boot

Prof. dr. P.A. de Graeff

Prof. dr. H.G.M. Leufkens (co-opted member)
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Central Nervous System Working
Party

Dr. B.J. van Zwieten-Boot (chair)

Dr. A.J.A. Elferink

Statistical Working Party
Dr. A.J.A. Elferink

Pharmacokinetics Working Party
Drs. J. Welink (vice-chair)

Pharmacovigilance Working Party
Dr. S.M.J.M. Straus
Dr. M.E. van der Elst

Biologicals Working Party

Drs. ing. A.J. van der Stappen (RIVM)
Dr. M. van der Plas (RIVM, alternate)
Dr. M.H.N. Hoefnagel (RIVM, alternate)

Quality Working Party
Drs. D.A. van Riet-Nales (RIVM
vice-chair)

Safety Working Party

Dr. J.W. van der Laan (RIVM,
vice-chair)

Dr. L.A.G.J.M. van Aerts (RIVM,
additional expert)

Gene Therapy Working Party
Dr. H. Hermsen (RIVM)

Vaccine Working Party

Dr. A.C.G. Voordouw

Dr. T.G.J. van Rossum (observer)
Dr. J.W. van der Laan (RIVM)

Cell-based Products Working Party
Dr. C.A. Herberts (RIVM)
Dr. M.S.G. Kwa (observer)

Pharmacogenomics Working Party
Dr. M. Maliepaard

Blood Products Working Party
Dr. M. van den Berg

Scientific Advice Working Party
Dr. C.C. Gispen-de Wied

Dr. ir. J.H. Ovelgénne

Dr. P.G.M. Mol (alternate)

Paediatric Committee (PDCO)
Dr. J.LA.J.M. Taminiau
Dr. H. van den Berg (alternate)
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Respiratory Drafting Group
Drs. A. Spruijt MD

Urology Drafting Group
Dr. J.P.T. Span

Cardiovascular Drafting Group
Prof. dr. P.A. de Graeff
Dr. A. El-gazayerly

Product Information

Management System (PIM) Steering
Committee

Drs. J. Kampmeijer

EudraVigilance Veterinary Joint
Implementation Group (Eudravigilance
VetllG)

Drs L.J.M.M. van Hooft

Committee for Orphan Medicinal
Products (COMP)
Dr. A.C.G. Voordouw

Committee for Advanced Therapies (CAT)
Dr. ir. J.H. Ovelgénne

EudraVigilance TIG and Expert Working
Group
Drs. A. van Haren

Eudra GMP - TIG
A. den Hartog

Herbal Medicinal Products Committee
(HMPC)

Drs. E. van Galen

Dr. B.H. Kroes

Organisational Matters (ORGAM)
Drs. E. van Galen (chair)

Quality Working Group
Dr. B.H. Kroes (chair)

Monograph and List Working Group
Dr. B.H. Kroes

Committee for Medicinal Products for
Veterinary Use (CVMP)
Ir. G.J. Schefferlie (member and vice-chair)
Dr. P. Hekman (alternate)

Strategic Planning Group
Ir. G.J. Schefferlie (chair)
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Pharmacovigilance Working Party
Drs. ing. B. Schat

Scientific Advice Working Party
Ir. G.J. Schefferlie

Safety Working Party
Ir. G.J. Schefferlie (chair)
Dr. P. Wester

Environmental Risk Assessment
Working Party
Dr. J.A. de Knecht (chair)

Immunologicals Working Party
Dr. H.L. Qei

Quality Working Party
Drs. H.P.B.M. Overhaus (vice-chair)

Scientific Advisory Group on Anti-
microbials
Dr. E. Van Duijkeren

Efficacy Working Party
Dr. J.W. Seinhorst

European Risk Management Facilitation
Group (ERMS)
Dr. S.M.J.M. Straus

Incidence Review Network (IRN)
Dr. S.M.J.M. Straus

Quality Review of Documents (QRD)
Drs. LA.M.J. Leentjens
Drs. W. Pragt (alternate)

European Directorate for the Quality
of Medicines and HealthCare (EDQM)

European Pharmacopoeia

Veterinary Sera and Vaccines
Dr. H.L. Oei

Heads of Medicines Agencies
(Human and Veterinary)

Drs. A AW. Kalis
Ir. F. Verheijen

HMA Management Group
Drs. A.A.\W. Kalis (voorzitter)
Drs. B.M. van Elk (permanent secretariat)
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Task Force HMA Strategy Paper to 2015
Drs. A.A\W. Kalis
Drs. B.M. van Elk

Task Force new Fee Regulation
Drs. A.A\W. Kalis
Drs. B.M. van Elk

Working Group on Veterinary
Legislation
Ir. F. Verheijen

Co-ordination Group for Mutual
Recognition and Decentralised
Procedures (human) [CMD(h)]
Drs. G. M. Janse-de Hoog (chair)
Drs. K.H. Doorduyn-van der Stoep
Drs. ing. A. Torqui (alternate)

Co-ordination Group for Mutual
Recognition and Decentralised
Procedures (veterinary)[CMD(v)]
Ir. G. Knol-Bloemhof

Working Group of Quality Managers
(WGQM)
Drs. M.A.B.M. de Coninck

Emacolex

Drs. B.M. van Elk

Mr. drs. D.S. Slijkerman
Drs. F.W. Weijers

Subgroup Parallel Import
Drs. F.W. Weijers

Homeopathic Medicinal Products
Working Group (HMPWG)

Drs. E. van Galen (Chair through December
2010)

Dr. B.H. Kroes

Dr. H.M.A. Kuin

Advisory Board of the Organisation
for Professionals in Regulatory Affairs
(TOPRA)

Drs. A.A\W. Kalis

HMA-Working Group (veterinary)

PSUR Synchronisation and Work-sharing
Drs L.J.M.M. van Hooft
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MEB groups or committees
as at 31 December 2010

Expert Groups

Paediatric Medicines

Dr. J.A.J.M. Taminiau (chair)

Drs. A.LM. Wesseling (secretary)
Dr. H. van den Berg (member)

Pharmacovigilance
Dr. A.A.M. Franken (chair)
Dr. S.M.J.M. Straus (secretary)

Advanced Therapies

Prof. dr. H.G.M. Leufkens (chair)
Dr. ir. J.H. Ovelgénne (secretary)
Dr. C.C. Gispen-de Wied

Drs. B.M. van Elk

Medlical Practice

Prof. dr. Y.A. Hekster (chair)

Drs. G.M. Janse-de Hoog (secretary)

Drs. C.F.M. Rosmalen

Drs. S. H. Ebbinge

Dr. M. Weda (RIVM)

Drs. D.A. van Riet-Nales (RIVM, alternate)

Other MEB committees

Authorisation Contact Committee (CCR)
Prof. dr. H.G.M. Leufkens
Drs. A AW. Kalis

Administrative Consultations KNMP -
KNMG - NHG - NVZA - MEB

Prof. dr. H.G.M. Leufkens

Drs. B.M. van Elk

Consultation between MEB and Dutch
Patient Organisations

Prof. dr. H.G.M. Leufkens (chair)

Drs. E.M.A. Breeveld (secretary)

B. Klijn

Objections Committee
Prof. dr. G.J. Mulder

Prof. dr. A.F.A.M. Schobben
Mr. drs. D.S. Slijkerman
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Research Committee

Prof. dr. C. Neef (chair)

Dr. C. Gispen-de Wied (secretary)
Prof. dr. J.H.M. Schellens

Prof. dr. AAW. Hoes

Prof. dr. H.G.M. Leufkens

Complaints Committee
Drs. M.A.B.M. de Coninck
Mr. drs. D.S. Slijkerman

Other MEB participation in nationwide
committees

Board for Pharmaceutical Medicine (SFG)
Prof. dr. P.A. de Graeff (member)

Consultation between MEB and Dutch
patient organisations
Dr. A.C.G. Voordouw (advisor)

Records Management Convention (RMC)
R. van den Hoorn

Cogem (Committee on Genetic
Modification)

Dr. ir. J.H. Ovelgénne

Dr. S. Simonian

Additives Product Authorisation
Ir. E. Top (secretary)

Drs. D.G. Vreeswijk

Drs. B. Schat

Status Determination Working Group
Drs. J.A. Jonis
Drs. F.W. Weijers

Authorisations Working Group
J.M.J. Schipper

Dr. P. Hekman

Ir. F. Verheijen

Programme Enforcement Working Group
J.M.J. Schipper

Distribution Control Project Team
J.M.J. Schipper
Drs. A. Kamphuis

Customs Working Group
Drs. A. Kamphuis
J.M.J. Schipper

Animal Act Working Group
J.M.J. Schipper
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Veterinary Medicines Sounding Board
Group

Drs. A. Kamphuis

J.M.J. Schipper

HPV Sounding Board Group
Dr. T.G.J. van Rossum

National Headlice Working Group
Dr. T.G.J. van Rossum
E. Wijnans

Veterinary Medicines Authorisation
Committee

Drs. F.H. Pluimers (chair)

Dr. H.F. Egberink

Dr. A.LJ. Gielkens

Dr. D.G. Groothuis

Prof. dr. W. Seinen

Drs. N. Wijne-Raemakers

Pharmaceuticals, Veterinary Medicinal
Products and Water Environment
Working Group

Drs. B.M. van Elk

Drs. V.A. Geluk

Ir. G.J. Schefferlie

Medicines Clearance from Sewerage
Project
Drs. V.A. Geluk

Dutch Working Group on Preliminary
Consultations, Codex Committee
Veterinary Drug Residues in Food

Ir. G.J. Schefferlie

Orphan Drug Steering Group
Dr. J.P.T. Span
Dr. A.C.G. Voordouw
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Overview of scientific publications by employees of the MEB

in 2010

This is an overview of the scientific publica-
tions that MEB employees individually or
collaboratively worked on during 2010. These
publications do not necessarily reflect the
opinion of the MEB.

Influence of intensive versus conven-
tional glucose control on microvascular
and macrovascular complications in type
1 and 2 diabetes mellitus

Mattila T.K., de Boer A.

Drugs. 2010 Dec 3;70(17):2229-45.

Comparison of methods for identifying
patients at risk of medication-related
harm

van Doormaal J.E., Rommers M.K., Kosterink
J.G., Teepe-Twiss |.M., Haaijer-Ruskamp F.M.,
Mol P.G.

Qual Saf Health Care. 2010 Dec; 19(6):¢26.

Computerized physician order entry
(CPOE) system: expectations and
experiences of users

van Doormaal J.E., Mol P.G., Zaal R.J., van den
Bemt P.M., Kosterink J.G., Vermeulen K.M.,
Haaijer-Ruskamp F.M.

Journal of Evaluation in Clinical Practice.2010
Aug; 16(4):738-43.

Comparison of potential risk factors

for medication errors with and without
patient harm

Zaal R.J., van Doormaal J.E., Lenderink A.\W.,
Mol P.G., Kosterink J.G., Egberts T.C., Haaijer-
Ruskamp F.M., van den Bemt P.M.
Pharmacoepidemiol Drug Saf. 2010
Aug;19(8):825-33.

Vergelijking van potentiéle risicofacto-
ren voor medicatiefouten met en zonder
schade

Zaal R.J., van Doormaal J.E., Lenderink A.W.,
Mol P.G., Kosterink J.G., Egberts T.C., Haaijer-
Ruskamp F.M., van den Bemt P.M.

PW Wetenschappelijk Platform. 2010;4(1):
2-6.

Is dit vaccin schadelijk?

Wijnans L., Brandt-Dominicus H., van Rossum
T., Voordouw B.

Ned Tijdschr Med Microbiol 2010;18(3):
25-25
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Stem Cell Therapy - Evaluation of Risk
Factors

Herberts C.A., Kwa M.S.G., Hermsen H.P.H.
RIVM Letter Report 360060002/2010. 2010,
January 2010.

Guidance prepared on stem cells
SCRIP World Pharmaceutical News, 16 April,
2010, No 3492.

Isotretinoin use and compliance with the
Dutch Pregnancy Prevention Programme:
a retrospective cohort study in females
of reproductive age using pharmacy
dispensing data

Teichert M., Visser L.E., Dufour M., Rodenburg
E., Straus S.M.J.M., De Smet P.A., Stricker
B.H.

Drug Saf. 2010 Apr 1;33(4):315-26.

The association of serum testosterone
levels and ventricular repolarization

van Noord C., Dérr M., Sturkenboom M.C.,
Straus S.M.J.M., Reffelmann T., Felix S.B.,
Hofman A., Kors J.A., Haring R., de Jong F.H.,
Nauck M., Uitterlinden A.G., Wallaschofski H.,
Witteman J.C., V6lzke H., Stricker B.H.

Eur J Epidemiol. 2010;25(1):21-8.

Mapping the Safety Profile of Biologicals:
A disproportionality analysis using the
WHO Adverse Drug Reaction Database,
VigiBase

Giezen T.J., Mantel-Teeuwisse A.K., Meyboom
R.H.B., Straus S.M.J.M., Leufkens H.G.M.,
Egberts T.C.G.

Drug Saf. 2010 Oct; 33(10:865-878.

Serum glucose and insulin are associated
with QTc and RR intervals in non-diabetic
elderly

van Noord C., Sturkenboom M.C., Straus
S.M.J.M.,Hofman A., Kors J.A., Witteman J.C.,
Stricker B.H.

Eur J Endocrinol. 2010(162):241-248.

Insomnia medication: Do published stu-
dies reflect the complete picture of effi-
cacy and safety?

Mattila T., Stoyanova V., Elferink A., Gispen-de
Wied C.C., de Boer A., Wohlfarth T.

Eur Neuropsychopharmacology. 2010 Nov 15.
[Epub ahead of print]
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Glossary

BNV
Botanicals and Novel Foods Unit.

CAT
Committee for Advanced Therapies.

CBG/BD
Veterinary Medicinal Products unit.

Centralised procedure
Procedure whereby one marketing
authorisation is granted that is valid in
all Member States of the European Union.
This authorisation is issued by the
European Commission.

CHMP
Committee for Medicinal Products for
Human Use: the EMA's scientific
committee for human medicines.

CMD(h)/CMD(v)
Co-ordination Group for Mutual
Recognition and Decentralised Procedures
(human/veterinary).

CMSs
Concerned Member State in the mutual
recognition procedure or Decentralised
Procedure.

COMP
Committee for Orphan Medicinal Products:
EU Committee for Orphan Medicinal
Products.

CVMmP
Committee for Veterinary Medicinal
Products: the EMA’s scientific
committee for veterinary medicines.

DCP
Decentralised Procedure. The Decentra-
lised Procedure is a European authori-
sation procedure. It may be used to obtain
a marketing authorisation in several
member states when the applicant does
not yet have a marketing authorisation in
any country.

DHPC
Direct Healthcare Professional Communi-
cation: a letter containing important safety
information with regard to medicinal
products, which is sent to physicians,
pharmacists.

Duplex product
A product with a dossier identical to that
of a product that has already been autho-
rised.

EL&I
Ministry of Economic Affairs, Agriculture
and Innovation.

EMA
European Medicines Agency.
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EU
European Union.

EudraVigilance
European database for the electronic
reporting of adverse events.

Generic product
Medicine with a file that refers to the
pharmacotoxicological, clinicopharmaco-
logical and clinical data in the file of a
medicine that has been authorised for at
least 10 years.

GS
General Sale: non-prescription medicine
that is on general sale.

HMA
Heads of Medicines Agencies: the
directors of the European medicines
regulatory authorities.

Identical product
A product that can be authorised using
an abbreviated procedure and an abbre-
viated dossier since it is identical to an
existing, authorised product.

Lareb
Netherlands Pharmacovigilance Centre
(Lareb): Coordinates adverse event reports
submitted by physicians and pharmacists
on behalf the MEB.

MEB
Medicines Evaluation Board.

MRP
Mutual Recognition Procedure
see Mutual Recognition Procedure.

Mutual Recognition Procedure
The recognition of a marketing authori-
sation awarded in one member state of
the European Union by the other member
states. The assessment report from the
country that issued the first marketing
authorisation (the RMS) for the medicinal
product in question is made available to
the other member states.

Novel Foods
Foods or food ingredients that were not
consumed in significant quantities in
Europe before 15 May 1997.

NUI
Non Urgent Information: a non-urgent
request for information by an EU member
state relating to the possible risks to public
health posed by a medicinal product.

Orphan drug
Orphan Drug: medicine for the treatment
of a rare disease.
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Parallel imported product
A medicinal product identical to one
authorised in the Netherlands, but which is
imported from a different member state of
the European Economic Area (EEA).

PDO
Pharmacy and drugstore only: a non-
prescription medicine that is available only
via a pharmacy and chemist.

Pharmacopoeia
An official list of medicinal products
detailing their pharmaceutical characte-
ristics, etc.

Pharmacovigilance
The proactive and reactive monitoring
of the risks of medicinal products.

PO
Pharmacy Only: a non-prescription
medicine that is available only via a
pharmacy.

PSUR
Periodic Safety Update Report:
periodic safety update report from the
Marketing Authorisation Holder of a
medicine.

PT Group
Pharmacotherapeutic group: Section of
the MEB that assesses a certain group of
medicines.

RA
Rapid Alert: a request by an EU member
state or the EMA for a swift response and/
or reply to an information request about the
risks of a medicine.

Rapporteur
A CHMP member who carries out or
commissions the assessment of a
medicinal product via the Centralised
Procedure.

REG NL-number
Unique marketing authorisation number of
a medicinal veterinary product.

RIVM
Rijksinstituut voor Volksgezondheid en
Milieu (National Institute for Public Health
and the Environment).

RMP
Risk Management Plan: marketing
authorisation holders evaluate the
possible future risks of a medicine and
produce a Risk Management Plan to
control these risks.

RMS
Reference Member State: Reference
Member State in the mutual recognition
procedure.
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RVG number
Unique marketing authorisation number of
a medicinal product (previously: Register
of Packaged Medicines).

SAWP
Scientific Advice Working Party European:
working group for scientific advice.

SPC
Summary of Product Characteristics:
detailed product information for physicians
and pharmacists.

Traditional herbal medicines
Herbal medicines that have been used in
medical practice for at least 30 years prior
to the application date (including 15 years
in the European Union).

VNV Committee
Dutch Committee on the Safety
Assessment of Novel Foods.

VWS
The Ministry of Health, Welfare and Sport.

Wob
Government Information Public Access
Act.

ZBO
Zelfstandig Bestuurs Orgaan
(Independent Administrative Body).
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