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ENCePP Approval Process

Vera Ehrenstein, MPH, DSc

Department of Clinical, Epidemiology, Aarhus University Hospital, Aarhus, Denmark

We are very pleased that for the

. ] . Keywords

first time in the Newsletter's ¢ aooru mepiciNgs AGENCY (EMA),

publication to have an interview  EUROPEAN NETWORK OF CENTERS
with a member of the European Network Egi;&'ﬁmgﬂm‘zﬂgﬁ%f ND
of Centers for Pharmacoepidemiology
and Pharmacovigilance (ENCePP) community. Professor Vera
Ehrenstein, MPH DSc, to talk about her experience of going through the
ENCePP approval process. Over the past year we have published articles
about the ENCePP project's activities and processes, but we thought
what investigators and researchers would really like to know is what it
would be like to go through the process themselves. And the best way
to do sometimes is to ask someone who has already done so.

We hope this will the first of many interviews with members of the
PharmacoEpi and Risk Management Community. If there is a topic that
you think could particularly benefit from a one-on-one interview, please
let us know.

1. Please describe briefly who you are and how you became involved in
ENCePP.

| am assistant professor at the Department of Clinical Epidemiology,
Aarhus University Hospital, in Denmark. My department, which is an
ENCePP center, received a restricted invitation to tender for a study,
commissioned by the European Medicines Agency. Our department won
the tender, and | was charged with coordinating the study.

2. Please describe briefly the study that you submitted for ENCePP approval
(Participants, research questions, etc).

The Agency wished to assess the impact of interventions aimed at
minimisation of risk of adverse outcomes among patients treated with
rosiglitazone-containing products. Rosiglitazone is indicated as a
second-line therapy for treatment of type 2 diabetes mellitus in certain
groups of adult patients.
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The Agency wished to have results from at least two EU
Member states. Therefore we used data from Danish
population registries and subcontracted Boston
Collaborative Drug Surveillance Program, a university-
based research organization, which has access to the
United Kingdom’s General Practice Research Database.

3.  What was your motivation in wanting to achieve ENCePP
approval status?

Applying for an ENCePP Study Seal was one of the
deliverables of the project, so we committed to it when
submitting the tender.

4. What was required of you to apply for approval?

To apply for the ENCePP Study Seal, we had to submit
the following documents to the ENCePP Secretariat: 1)
a signed declaration, agreeing to follow the ENCePP
Code of Conduct; 2) a completed ENCePP Checklist for
Study Protocols; and 3) the study protocol. Furthermore,
we had to enter information about the study in the
electronic register of studies (E-Register of Studies),
whereby, in addition to the protocol, we provided
information about the study population, the drug of
interest, the funding sources, and the study milestones.
The requirements for the ENCePP studies are listed
under the following link:
http://www.encepp.eu/encepp_studies/index.html

5. What was the timeline of the application? How long to
create the application? Once it was submitted, how long
until approval?

We signed the contract with the Agency in mid-
December, 2010, and submitted the application for the
Study Seal, including the study protocol, on 14 January.
2011. We consulted the Checklist for Study Protocols to
ensure that our protocol contained all the required
elements. The Study Seal was awarded 15 February 2011.

6. Were there any unexpected challenges or delays that
occurred?

Initially there was some uncertainty about how to fill out
one or two items on the Checklist for the Code of

Conduct. For example, item 5 of the checklist requires
commitment to provide dataset used in the analysis on
request, “to regulators, health care professionals and
members of scientific community”. Danish law does not
allow sharing data outside the institution for which a
project was approved. We sent to ENCePP Secretariat
documentation describing data access procedures and
achieved a solution that was acceptable.

7. Was the agency helpful in the process? For example,
were you given a contact person, were you able to
communicate with someone directly?

The Agency was helpful, and promptly provided
required clarifications. There was a clear contact person,
available for direct communication.

8. What do you think the major benefit of receiving approval
has been/will he?

The major benefit for researchers conducting the study
is having a clear ‘roadmap’ of how to proceed at the
study start, which is in particular important in the ‘rapid-
response’ type studies, such as the rosiglitazone study.
The major benefit for those who use the study results is
the transparency of the process. The ENCePP approval
requires that both the initial and the final study
protocols available for public and professional scrutiny.

9. What advice would you give for others wanting to receive
approval?

Address your concerns early and openly with the
ENCePP Secretariat. It's the best way to find a solution.

10. Would you apply for approval of further studies?

In October, we will be submitting two proposals in
response to the Agency'’s restricted invitations to tender.
If awarded, application for an ENCePP approval is a
standard requirement for such studies. So | hope that
we get to apply for approval again.

Thank you.

[ Publication

Pharmacoepidemiology

Pharmacoepidemiology, 5" Edition

Brian L. Strom (Editor), Stephen E Kimmel (Editor), Sean Hennessy (Editor)
ISBN: 978-0-470-65475-0 — Hardcover, 1008 pages

Now in its fifth edition, Pharmacoepidemiology defines the discipline and provides the most
comprehensive guidance of any book on the topic.

Written by world renowned experts in the field, this valuable text surveys the research designs
and sources of data available for pharmacoepidemiologic research, and provides descriptions
of various automated data systems, along with the advantages and disadvantages of each.
Incorporating perspectives from academia, industry and regulatory agencies, this book provides
detailed insights into all aspects of pharmacoepidemiology.
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On the 7" of November 2011, the European

Network of Centers for Pharmacoepidemiology

and Pharmacovigilance (ENCePP) held their 2"
Annual Information Day at the European Medicines
Agency (EMA) building at Canary Wharf, London.
Eleven speakers presented throughout the day on key
ENCePP principles, project tools, and their applicability
throughout the research project.

The first morning session introduced the importance of
post-authorisation safety studies (PASS), as a means for
risk management of products. Following, Henry Fitt
from the EMA relayed results from an internal EMA
study on the fulfillment of industry commitments up
until the 315t of January of this year. Of the 63 studies
identified in EMA database records, 47 studies were
carried out (4 complete, 38 on-going, and 5 not started).
Of 16 studies not carried out, 7 were given permission to
do so. Of the 5 not started, almost all were protocol
disagreements. Three needs identified from this study
were the investigation of lengthy timelines from
approval to start (mean 30 months), transparency, and
integration of risk management plans.

After a break of coffee and pastries, Dr Stefanie Prilla of
the EMA presented the ENCePP code of conduct and the
rational for such a code. Key messages included a focus
on transparency to build trust and confidence, clarity of
roles and responsibilities, and clear and transparent
communication of results. Particular emphasis was put
on clear roles between investigators and funders,
always publishing in a timely manner, and flexibility in
responding to data requests.

Susana Perez-Gutthann (RTI Health Solutions) followed
with the role that ENCePP can play in fostering
methodological aspects of research. She relayed that
the working group she leads, on research standards and
guidance’s, has placed a list of guidance documents on
the ENCePP web-site (http://www.encepp.eu/
standards_and_guidances/index.html) with the goal to
aid quality of pharmaco-epidemiologic work, not
uniformity. She saw the main challenges in this type of
research to be bias and confounding and restrictions of
data methods when using automated health databases.
She also added that systematic updates would be made
to the guidance documents on a yearly basis.

The manageing director of ZEG, Dr Klaas Heinemann,
gave a first hand account of what it is like to go through
the ENCePP study registration process. ZEG is an
independent research institute in Berlin focusing on

drug safety and risk management/minimization and
currently has four on-going ENCePP certified studies. Dr
Heinemann was quite positive about the ENCePP
experience, emphasizing that adoption was simple and
only needed to be done the first time and then a stream-
lined process takes over. In questions, he did remark
that time from study plan to inception did take longer,
but attributed that to newer regulations and contract
negotiations.

In the afternoon, Dr Schnetzler presented the goal of his
task force to create a common definition of ‘non-
interventional’ trials. The fundamental principle the
group decided on was that of the investigator
‘observing’ and not allocating treatment. Current
practice was counted as ‘observation’. Examples were
given of studies to be considered non-interventional,
including retrospective studies, registries, drug
utilization studies, studies of current practice, and health
outcomes assessments could all be non-interventional.
Prospective studies could be as well, such as when the
prescription of a medicine was independent of
inclusion. Further data collection from a retrospective
study, and follow-up beyond interventional studies for
observation (e.g. death or event free survival) were also
mentioned.

Next, Dr Corinne de Vries presented the data protection
challenges that arise when conducting multi-national
studies. Her talk highlighted the between-country
differences in privacy laws, the almost universal inability
to share patient records for national security reasons,
and the lack of blanket informed consent in most
European countries. In conclusion, she reminded the
audience to be ‘mindful and respectful” with privacy and
to always include oversight and feedback mechanisms
in a study.

Other highlights included:

+ An update on the number and trends in research
centres (n=96), networks(13), and data sources (18) in
ENCePP (Kevin Blake).

« ENCePPs role in future actions. These include HTAs,
paediatrics, and rare diseases (Jim Slattery).

- Review of oversight for non-interventional safety
studies (Annalisa Rubino).

« An overview of the new pharmacovigilance legislation
(Kevin Blake).

For more information, please visit:
http://www.encepp.eu/
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The Use of Electronic Medical Records

in Clinical Research
Lee Walke, MS
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Senior Director, Biometrics, North America, REGISTRAT-MAPI, Lexington, KY, USA

Clinical practices are investing in Electronic

Medical/Health Records systems (EMRs or EHRs)

in greater numbers. In 2010, the percentage of
office-based physicians in the US using an EMR system
reached 50%." These systems replace paper medical
charts, as they collect and share medical information
electronically. Via the Recovery Act, the US government
is subsidizing the purchase of these systems, with the
expectation of improved patient care and decreased
healthcare costs. The ability to share information
among care providers, pharmacies and payers holds
great promise for small practices, large institutions, and
private and public payers. Clinical researchers also have
high hopes that these systems will provide an efficient
and accurate source of data to support clinical trials and
postmarketing commitments.

These hopes are tempered by the novelty of these
systems as research tools. Very few clinical trials have
used datasets that have been successfully extracted
from these systems. To date, EMRs have supported
research of large, aggregated, anonymous datasets, not
datasets of individual patient data, which are analyzed in
traditional clinical research. In many of these cases, the
data source is a single institution, or network using the
same system. Because there are few successful cases in
which EMRs have supported traditional clinical trials,
there is uncertainty that this approach will work for any
particular case.

Considering the efforts to make EMR-sourced data
uniformly accessible, there should be little uncertainty
that EMR systems can provide clinical data. The CDISC
(Clinical Data Interchange Standards Consortium)
Healthcare Link project has united several ongoing
efforts to establish a uniform standard to access EMR
data.

At the core of this initiative are two mature data
transaction standards:

(1) RFD (Retrieve Forms for Data) which describes the
syntax of data expressions, and (2) CCD (Continuity of
Care Document), a semantic standard that provides a
common meaning to the data elements.

When these standards are implemented, an eCRF
(electronic case report form) is automatically completed
as data is made available in the EMR. Traditional data
management is completed using the EDC (electronic
data capture) application; but the initial, unchanged
source of the data is kept within the EMR system. EMR
system providers demonstrate compliance with these

PRM Newsletter

standards by achieving certification from CCHIT
(Certification Commission for Health Information
Technology) and by participating in events such as the
IHE (Integrating the Healthcare Enterprise) Connectathon,
a live, refereed annual event in which hundreds of
systems providers prove that their systems and
applications share data accurately.

Uniform access to healthcare data is only part of the
solution. Healthcare data is not necessarily research
data. The researcher’s focus on outcomes makes for a
sometimes difficult connection from the patient chart to
the eCRF. For instance, the “End Date” of an adverse
event is a prominent data element in research, but is
rarely collected outside of the physician’s notes in an
EMR. Also, even though an EMR system provider may
be in strict compliance with the alphabet soup of data
standards, individual institutions and practitioners may
implement these systems in unique and noncompliant
ways. To make effective use of an EMR data source,
each site’'s data must be mapped and checked for
accuracy.

However, there are data elements that are likely to be
common across sites, and require minimal effort to
acquire. Medications and laboratory results are data
domains that must be standardized in order for
institutions to accurately charge and track this
information with third parties. Computerized physician
order entry (CPOE) systems communicate with
pharmacies and labs, and these transactions are already
highly standardized. An EMR supplying research data
can make use of these two domains, which are already
mobile and often comprise the majority of data collected
in an eCRF. Multiple unique data elements, including
dosing, indication, normal ranges, alert flags, and many
rows of data per patient, make these domains especially
burdensome for site entry. By simply relieving sites of
this burden, we can start to realize the promise of EMR
data extraction.

Cost remains an obstacle to the widespread adoption of
EMR extraction. Though we have the necessary
technical standards in place, we must continue to collect
data through other means in order to have a complete
patient case report form. Of course, not every site will
be able to provide this data, and most eCRFs will have
specific elements that are not suited for extraction from
the EMR. Thus, in any common late-phase clinical trial,
it will be necessary to establish an eCRF exactly as if an
EMR were not contributing data.

= (continued on p. 5)
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The last decade has witnessed an increase in

the power of national regulatory authorities to

require explicit programmes to control and
mitigate risks related to the use of new and existing
drugs. The impact on the pharmaceutical industry is
substantial because these new laws and regulatory
powers will require a significant change in the way
drugs are developed and supporting research is done
prior to the filing of new drugs.

National regulatory agencies in the US and Europe
have adopted similar approaches to enacting risk
control programmes. In the US, the FDA has
developed the concept of Risk Evaluation and
Mitigation Strategies (REMS). The guidance’ outlines
the requirements and expectations, but not the explicit
approach that companies will need to use. The basic
elements of the REMS programmes include
mechanisms to inform healthcare providers about
appropriate use of medications, describe product risks
to patients and control access to products through risk
screening (i.e. questionnaires), diagnostic testing and
use of national speciality pharmacies. Companies
selling products with a REMS programme also have to
commit to the evaluation of the effectiveness of these
risk control measures at regular intervals following the
launch of the drug.

The European approach? requires that a formal risk
control plan (called an EU-RMP) be submitted with
each new drug approval application at both a pan-
European and national level. This plan outlines both
the known and potential risks, and all required
methods designed to monitor and control these risks.
Within this document, which is finalised at the time of

product approval, the sponsor makes explicit
commitments to complete the activities outlined in the
document. Like the US approach, there is also a
requirement for detail on the effectiveness of the risk
control activities, and efforts must be made to change
the plan if this effectiveness evaluation indicates the
risk control goals are not being met.

The additional complexity in Europe is the multi-
layered pharmaceutical regulatory environment. The
EMA has responsibility for the approval of most new
products in the European Union and will approve a
specific risk control programme, but the
implementation of this programme will occur and be
regulated separately by each individual European
Union country. The practical result is that additional
risk control activities may be required at individual EU
country level. In addition, several EU member state
regulatory agencies are questioning the value of
educational programmes designed to control risk, as
they see these as often relating to promotional
activities.

The primary common element of both the US and EU
approach is the increased desire to ensure that the
proposed risk control methods will be effective prior
to approval of the product. Both regulatory agencies
have adopted the approach of having additional risk
management review committees specifically review
the proposed programmes separately from the routine
drug approval process. In addition, both regulatory
agencies have secured increased regulatory powers to
require these programmes and levy substantial fines
if post-marketing commitments related to risk control
programmes are not completed according to schedule.

©. (continued on p. 6)

The Use of Electronic Medical Records in Clinical Research (continued from p. 4)

The additional effort in extracting EMR data—obtaining
permission from privacy officers, collaborating with the
sites’ technical staff, establishing a data connection, and
validating the transfer—are all costs borne by the
sponsor, for the primary convenience of the site. Sites
have been reluctant to accept reduced grant payments
that compensate for the sponsors’ additional effort in
this endeavor.

Nevertheless, there will be opportunities to conduct
EMR extraction in a cost-neutral manner. As sponsors

and sites gain experience, they will become more
comfortable and efficient, and the use of EMRs to
support clinical research will grow to become a
common practice.

For more information, please contact:
Lee Walke at Iwalke@registratmapi.com

Reference

1. http://www.cdc.gov/NCHS/fastats/electronic_medical records.htm
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This increased pre-approval scrutiny, and the
increasingly punitive aspect of failing to deliver upon
a promised programme, means the pharmaceutical
companies need to ensure that they can prove that
their proposed risk control programmes will work
following approval of the drug. They also need to
ensure that they understand and can prove the
feasibility of post-marketing commitments.

The traditional approach of pharmaceutical companies
to risk control programmes has been to propose a very
minimal risk control programme as part of a new drug
application. The goal is to learn what regulatory
agencies want by getting them to voice objections as
part of the review process and negotiate the final
programme. In the new environment, this is unlikely
to be a successful strategy because regulatory
authorities have adopted a systematic approach to risk
control and are looking for proof of effective risk
control techniques being proposed.

A similar approach has often been taken by companies
in the design of post-marketing commitments. The
goal has generally been to secure product approval by
promising studies without any assessment regarding
the feasibility of actually completing these activities in
a reasonable amount of time. In the new environment,
regulatory authorities are less likely to be sympathetic
and more likely to fine companies with substantial
penalties for these failures.

Fortunately, it is possible for companies to generate
this additional proof in the pre-approval stage of drug
development with a relatively small investment. The
proof of likely risk control plan effectiveness is based
on: 1) description of current medical practice in a given
therapeutic area; 2) sufficient information from
practitioners in this therapeutic area to demonstrate
that the proposed risk control methods can be enacted
and; 3) the efforts to communicate them will be well
understood. The feasibility of post-marketing study
commitments can also be understood relatively
inexpensively by doing small-scale surveys of a few of
the likely recruiting physicians in multiple countries to
identify regulatory hurdles, patient enrolment rates,
and any issues related to implementation of the study
protocol.

In order to illustrate these concepts in a practical
setting, | have worked through an example using a
hypothetical drug profile for a new drug for multiple
sclerosis (MS). MS is an autoimmune condition
characterised by recurrent episodes of loss of motor
function, progressing to permanent disability and
death. This disease area has seen extensive drug
development in recent years due to the severity and
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progressive nature of the disease and the relative lack
of therapies to address both acute and progressive
elements of the disease in a safe and effective manner.
Because the pathophysiology of MS involves an
autoimmune process, immunosuppressive or
immunomodulatory agents are commonly used and
evaluated as therapies. The potential problems
associated with this pathway of activity are increased
risk of opportunistic infections and cancer.

In the hypothetical example, the company has
determined that there are few patient history factors
which increase the risk of these adverse events, and as
a result the goals of its risk management plan (RMP)
are to provide information to physicians and patients
about potential risk factors which may increase the risk
of opportunistic infections. The company has
proposed a set of educational tools to help achieve
these goals. These tools include a patient education
guide, letters to healthcare providers about the details
of the RMP, and a healthcare provider RMP training kit.
In addition, the company has proposed a risk
evaluation programme including a multi-national post-
authorisation safety study of drug users to estimate
the incidence rates and risk factors for identified and
potential risks as described in the EU-RMP.

The patient education guide would provide the patient
with information about the effect of the drug. This will
also provide some detail on activities that the patient’s
physician will carry out to monitor for potential
adverse effects, symptoms that the patients might
observe if they are developing an opportunistic
infection and what a patient should do if any of these
symptoms are observed. The healthcare provider
(HCP) letters would provide a summary of the rationale
and goals of the RMP and describe the communication
tools being used to achieve these goals. It would also
mention that a training kit is available for healthcare
providers. This training kit would provide detailed
instructions targeted at different types of healthcare
providers that may be involved in patient care. It would
describe how the drug acts to improve MS and the
potential adverse events of this therapy. For each of
these potential adverse events, it would list potential
risk factors and signs that may indicate the
development of these conditions. It would list any
routine monitoring that may be carried out within the
primary care setting and describe what physicians
should do if they suspect one of these adverse effects
is developing within a patient.

The pre-approval approach to development of these
tools would involve a process of qualitative focus
groups to develop the content of each of these tools.
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The goal of the pre-filing qualitative testing would be
to evaluate the appropriateness and readability of the
material from the perspective of healthcare providers.
This would involve the conduct of multiple focus
groups of physicians and non-physician healthcare
providers. Multiple focus groups would be conducted
in an iterative fashion to allow for revision of materials
between focus groups and for confirmation of any
trends observed. Focus groups have the advantage in
this application because a large amount of information
can be collected in a short period of time. An additional
advantage is the sponsor can also attend these focus
groups, as long as participants are notified before
attending, behind an opaque glass and request the
moderator to gain more information on specific topic
areas that arise during the meeting.

Regulatory guidance indicates that multiple interviews
or focus group testing can assist in determining
acceptance or comprehension of a risk control tool by
major stakeholder groups. These focus groups would
involve 5-10 participants per group and could be
organised and conducted within a short period of time
to allow for them to be conducted in the year prior to
submission of the drug marketing application.

Post-authorisation safety studies (PASS) are
challenging to conduct because of frequent difficulties
related to the recruitment of physicians and patients.
Unlike clinical studies, PASS studies usually involve
physicians with limited research experience, thus the
sponsor of the studies will usually have to provide
support services to secure ethical approval and data
collection from the site. These studies are
observational studies of marketed products so no drug
has to be distributed, and physician payments tend to
be low because of the relatively limited procedures
performed for each patient. In addition, these studies
usually involve large sample sizes (>1000 patients),
and large numbers of sites are generally needed.

Pre-approval feasibility assessments based on short
interviews and questionnaires sent to a small number
of physicians in the major countries expected to be
included in the study can provide evidence to
understand the feasibility of a proposed PASS study.
The information requested in these feasibility
assessments includes expected rate of patient
enrolment at each site, any likely problems associated
with conducting the research, and the willingness of
the site to participate in the research. These can
usually be conducted within two to four weeks and can
be easily conducted in the year prior to submission of
the drug marketing application.

The new era of risk control and accountability requires
that companies obtain evidence of the likely
effectiveness of their proposed risk control
programmes prior to the submission of an application
for drug marketing. Failure to provide this information
is likely to lead to either longer approval times or
increased failures during the drug approval process.
However, the information on programme effectiveness
is relatively easy and inexpensive to obtain prior to
submission of a marketing application. As a result,
companies can ensure the success of their new
medications by conducting this research.

References
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Kindle Edition — 121 pages —

AN INTRODUCTION TO
Pharmacovigilance

pharmacovigilance.

An Introduction to Pharmacovigilance [Kindle Edition]

Patrick Waller
ISBN: 1405194715 - Publisher: Wiley-Blackwell; 5 edition (August 24, 2011)

Pharmacovigilance is the science and activities relating to the detection, assessment,
understanding and prevention of adverse effects or any other drug-related problems.

This introductory guide is designed to aid the rapid understanding of the key principles of
pharmacovigilance. Packed full of examples illustrating drug safety issues it not only covers
the processes involved, but the regulatory aspects and ethical and societal considerations of

Covering the basics step-by-step, this book is perfect for beginners and is essential reading for
those new to drug safety departments and pharmaceutical medicine students.
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Introduction

In response to many medications being used

without marketing authorisation or licensing and
without evidence of safety and efficacy in paediatric
populations, both the FDA and the EMA have issued
important changes in the regulatory environment for
paediatric medicines in order to stimulate paediatric
research.

New legislation governing the development and
authorisation of medicines for use in children (0-17
years) was first introduced in the US in 2002 (Best
Pharmaceuticals for Children Act, BPCA*)'* and in the
European Union in 2007.5¢ The objectives were to better
protect the health of children by facilitating the
development and availability of high quality, ethically
researched and appropriately authorised medicines for
children and improving the availability of information
on the use of medicines for children, without subjecting
them to unnecessary trials, delaying the authorisation
of medicines for use in adults.

The Paediatric Research Equity Act (PREA) in the US and
the EU Paediatric Regulation both mandate that
sponsors are now required by lawto initiate a paediatric
development program for any drug, which could benefit
children. This particularly affects rare diseases as 15-
20% of rare diseases affect children only and 55% adults
and children. In compensation, paediatric trial programs
completed in accordance with regulators' requirements
are rewarded by a 6 month patent extension (two years
for orphan drugs) of marketing exclusivity rights in both
the EU and the US markets.

In the EU, the paediatric investigation plan (PIP) is a
development plan, which is aimed at ensuring that the
necessary data from studies is obtained in order to
support the authorisation of a medicine in children. PIPs
cover all age groups of children, from birth to
adolescence and should include a description of the
studies implemented to support the authorization for
children and define the timing of studies in children
compared to adults (studies in children can be
postponed until after the studies conducted in adults in
order to ensure that research in children is performed
in the safest and most ethical way). PIPs should also
include the measures to adapt the medicine’s
formulation to make its use more acceptable in children
(for instance, use of a liquid formulation rather than
large tablets).
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PIPs are submitted by pharmaceutical companies to the
EMA’s Paediatric Committee (PDCO), which is
responsible for agreeing or refusing the plan. The
Agency publishes an opinion associated with each PIP
decision.

In case of conditions that occur only in adult populations
or if the treatment is likely to be ineffective or unsafe in
part or all of the paediatric population or unlikely to
represent a significant therapeutic benefit over existing
treatments for paediatric patients, a PIP is not required
and the pharmaceutical companies can apply for a
waiver. Waiver applications are reviewed by the PDCO in
Europe and by the FDA therapeutic division and
paediatric review committee in the US.

The objective of this article was to review all EMA
authorized products between January 15t 1995 and July
20th 2011 to identify 1) those with a potential paediatric
indication, and 2) those with a request for a PIP. Refused
and withdrawn products were not included in this
review.

* The BPCA was followed by the Paediatric Research
Equity Act (PREA) in 2003 and the Food and Drug
Administration Amendments Act (FDAA) reauthorized
both the BPCA and PREA in 2007.

Methods

Two databases were investigated: EMA EPARs, and
EMA Paediatrics.

EMA EPARs

For each product, the Summary of Product
Characteristics (SmPC) included in the EPAR was
reviewed to explore quotes relative to any potential
paediatric indication. The information was found on the
EMA website: www.ema.europa.eu- click on Find
Medicines, Human Medicines. The search was
performed on the medicine (brand) name.

The products were separated into 4 categories: Adult
indication only (not relevant in children) (C1),
Safety/efficacy not studied/established in paediatric
population (C2), Adult and paediatric indication (C3) and
Paediatric indication only (C4).

The important number of SmPC quotes characterizing
the irrelevant use in children and the lack of evidence
made the classification of the corresponding products
in the C1 or C2 categories sometimes difficult. See
quotes in Appendix 1.
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EMA Paediatrics

For each product, the EMA paediatrics database was
searched for PIPs, including waivers and deferrals for
PIPs: www.ema.europa.eu - click on Find Medicines,
Human Medicines, Paediatrics. The search was
performed on the common name of each product.

Decision types were classified as follows:

« P: decision agreeing on a PIP, with or without partial
waivers or deferrals

+ W: decision granting a waiver in all age groups for the
listed conditions

« PM: decision on the application for modification of an
agreed PIP

+ RP: decision referring to a refusal on a proposed PIP

+ RW: decision referring to a refusal on a request for
waiver in all age groups for the listed conditions

« RPM: decision referring to a refusal on the application
for modification of an agreed PIP

Results

1. Number of products authorized by the EMA

A total of 689 products were submitted to the EMA from
January 15t 1995 to July 20t 2011. Of these, 589 products
were authorized by the EMA (281 in the 1995-2006
period, 308 in the 2007-2011 period), 80 were
withdrawn, 4 were suspended and 16 refused (see
tables 1to 3).

. Table 1: EMA: Products authorized, suspended,
withdrawn from January 1°t 1995 to July 20t 2011
Year Authorized Withdrawn Suspended Tot_a I
submitted

1995 3 0 0 3

1996 18 6 0 24

1997 17 b) 0 22

1998 27 11 0 38

1999 20 10 0 30

2000 27 6 2 35

2001 34 9 0 43

2002 31 9 0 40

2003 14 5 1 20

2004 34 2 0 36

2005 20 2 0 22

2006 36 5 1 42

2007 65 4 0 69

2008 53 2 0 b5

2009* 108 1 0 109

2010 50 3 0 53

2011 32 0 0 32

80 4 673 excluding refused

1995-2011 16 refused
1995-2011 689 including refused

*Vadoxan and Thymanax were counted twice in the EMA listing: as
refused (in 2006) and authorized in 2009 -the inconsistency has
been corrected in our count.

F Table 2: 1995-2006 period: EMA authorized products

Year Authorized Withdrawn Suspended  Total submitted
1995 3 0 0 3
1996 18 6 0 24
1997 17 0 22
1998 27 11 0 38
1999 20 10 0 30
2000 27 6 2 35
2001 34 9 0 43
2002 31 9 0 40
2003 14 5 1 20
2004 34 2 0 36
2005 20 2 0 22
2006 36 5 1 42

[ 281 70 4 355

' Table 3: 2007-2011 period: EMA authorized products

Year Authorized Withdrawn Suspended  Total submitted

1995 3 0 0 3
2007 65 4 0 69
2008 53 2 0 55
2009 108 1 0 109
2010 50 3 0 53
2011 32 0 0 32

308 10 0 318

r Figure 1: EMA: Products authorized, suspended,

Number of products

The profile of authorized products widely differed
between the 2 periods, in terms of proportion of generic
and biosimilar products (respectively 0% and 0.7% of
the authorized products in the 1995-2006 period versus
27.9% and 2.3% in the 2007-2011 period). Orphan drugs
respectively accounted for 9.6% and 10.7% of the
authorized products in the 1995-2006 and 2007-2011
periods.

withdrawn from January 15t 1995 to July 20t 2011

120-
100
80
60
40-

204

1995 1997 1999 2001 2003 2005 2007 2009 2011*
M Authorized M Suspended @ Withdrawn
* July 20t 2011
**Valdoxan and Thymanax were counted twice in the EMA listing: as refused
(in 2006) and authorized in 2009 - the inconsistency has been corrected in our
count.

t.> (continued on p. 10)
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2. Categorization of products according SmPC
quotes

From 1995 to 2006, 40.6% of the EMA authorized
products had a paediatric indication (exclusive or not),
23.5% of the products had an irrelevant use in children;
36.3% presented a lack of evidence in the paediatric
population. In the 2007-2011 period, most of the
authorized products (63.3%) were classified in the
Safety/efficacy not studied/established in paediatric
population category; 21.8% had a paediatric indication
and 14.9% an adult only indication (See Table 4 for the
1995-2006 period and Table 5 for 2007-2011).

. Table 4: 1995-2006 - Authorized only:
categorization according SmPC quote
Safety/efficacy
i not studied/ Adul? an_d Paediatric
Year  (not relevant " . paediatric
. establishedin @ " only
in children) i indication
paediatric pop.
1995 1 2 0 0 3
1996 3 5 9 1 18
1997 2 8 5 2 17
1998 8 15 4 0 27
1999 3 5 1 1 20
2000 5 10 10 2 27
2001 4 12 16 2 34
2002 8 10 12 1 31
2003 4 3 7 0 14
2004 14 10 9 1 34
2005 6 9 5 0 20
2006 8 13 13 2 36
66 102 101 12 281
23.49% 36.30% 35.94% 4.27%
40.57%
. Table 5: Authorized only: categorization
according SmPC quote
Safety/efficacy
Ry not studied/ Adul! an_d Paediatric
Year  (not relevant . . paediatric
. establishedin @ " . only
in children) . indication
paediatric pop.
2007 6 37 21 1 65
2008 3 37 13 0 53
2009 24 69 1 4 108
2010 7 31 12 0 50
2011 8 19 4 1 32
48 193 61 6 308
14.94% 63.31% 19.81% 1.95%
21.75%

Among authorized products with a lack of evidence in
the paediatric population, orphan drugs accounted for
15.7% in the 1995-2006 period and 8.3% in the 2007-2011
period; the proportion of generic drugs was 30.1% in the
2007-2011 period.

. Figure 2: EMA: 1995-2006 and 2007-2011 periods
Authorized only: categorization according
to SmPC quote

1995-2006 2007-2011

Adult and
pacdiatric

pee Adult only (not
Adult and Adult only (not ~ indication . only (r
N . Paediats I
paediatric Paediatric only relevant in children)  19,8% o T;;,ony re‘emwtamy:/h”drem
indication 4,3% 23,5% - I
35,9% —

studied/established Safetyefiicacy not

in paediatric pop. s(.udued/evsla‘bhshed

36,3% in paediatric pop.
63,3%

Safty/eficacy not

3. Numbers of PIPs per authorized product

Between January 1st 2007 and July 20t*, 2011, 681
requests for PIP were identified (this includes all
authorized products and products under development).
21.4% of the products authorized before the regulation
(1995-2006 period) were subjected to a PIP or waiver
request (see Table 6): 44 decisions agreeing on a PIP or
for modification of an agreed PIP (15.6%) and 16 waivers
(5.7%). Fewer PIP or waiver requests were issued for
products authorized after the EU paediatric regulation
of 2007 (17.2% over the 2007-2011 period — see table 7):
42 decisions agreeing on a PIP or for modification of an
agreed PIP (13.6%), 10 waivers (3.2%) and 1 decision
referring to a refusal on a request for waiver in all age
groups for the listed conditions (0.3%).

B Toble 6: 1995-2006 - Number of PIPs or Waiver
per authorized products
Year P PM w
1995 1 0 0 1
1996 0 0 0 0
1997 0 1 0 1
1998 2 3 2 7
1999 1 1 0 2
2000 4 1 0 5
2001 3 1 1 5
2002 3 3 1 7
2003 0 2 0 2
2004 5 1 9 15
2005 3 2 1 6
2006 2 5 2 9
24 20 16 60 21.35%
44
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B tobie 7: 2007-2011 - Number of PIPs or Waiver Discussion/conclusion
I products The categorization of authorized products according
Year P PM w RW to the SmPC quotes has shown that a lot of products
2007 3 8 5 1 2 had . pot.entlal paediatric indications needing
confirmation through new research programs. As
2008 4 6 1 0 11
expected, most of the PIPs concern products under
2009 3 8 3 0 14 S .
2010 1 A development. However, it is interesting to note that
S 0 0 almost 16,6% of the requests (113/681) concerned
20m ) L k Y authorized products, with a higher percentage of
16 26 10 1 53 17.21% requests for products authorized before the paediatric
42 regulation. These findings suggest that the paediatric

regulation in Europe has filled a gap and fostered
paediatric research to create more therapeutic options
for children and healthcare providers.

Indications for which a PIP or a waiver is granted are
various, ranging from asthma, aspergillosis, candidiasis,
bipolar disorders, dementia, pulmonary hypertension,

chronic hepatitis C, etc.

The language used in the decisions is very explicit, with
no ambiguity. See Table 8 for an example (rivastigmine

- Exelon, Prometax authorized in 1998):

Table 8: Decision (Waiver) for rivastigminine
(Exelon, Prometax)

1.1. Condition: Treatment of dementia
The waiver applies to:

[l All subsets of the paediatric population from birth to
less than 18 years of age;

[ for hard capsules, oral solution, transdermal patch, oral
use and transdermal use;

[ onthe grounds that the disease or condition for which
the specific medicinal product is intended only occurs
in adults.

Source: http://www.ema.europa.eu/docs/en_GB/document_library/
PIP_decision/WC500106286.pdf

Number of PIPs or Waiver for authorized products.

1995-2006
2007-2011
y |
| 4

r Figure 3: EMA: 1995-2006 and 2007-2011 periods

Number of PIPs or Waiver
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The following quotes characterizing the lack of evidence led to the
classification of the corresponding products in ¢2, “Safety/efficacy not
established.”

“Lack of data” quotes:

e Product X is not recommended for use in children below 18 years due
to a lack of data on safety and efficacy.

 Product X is not recommended for use in children below the age of 18
years due to insufficient data on safety and efficacy

e The safety and efficacy of Product X in children has not been
established. No data are available.

» The safety and efficacy of Product X in children less than 18 years of
age has not been established. Product X should not be used in children
less than 18 years of age because no data are available.

 The safety and efficacy of Product X in children under 18 years has not
been established. No data are available. Product X is not approved for
use in children and adolescents under 18 years of age.

» Safety and effectiveness in paediatric patients have not been
established.

 The experience in children is limited.

e There is no experience in children.

» There are no data available on the use of Product X in patients under 18
years of age, and therefore its use in this age group is not recommended.

* No clinical trials have been conducted with Product X in paediatric
populations.

*No formal clinical trials or pharmacokinetic studies have been
conducted in children or adolescents.

e There are insufficient data to recommend the use of Product X in
children and adolescents under 18 years of age.

e The clinical safety and effectiveness of Product X in the paediatric
population (below 18 years of age) have not been studied and this
product should not be used in a paediatric population until further data
become available.

« The safety and efficacy of Product X in children and adolescents below the
age of 18 have not been established. Currently available data are described
in section 5.2 but no recommendation on a posology can be made.

* Paediatric use is not recommended until further data become available.

The following quotes characterizing the irrelevant use in children led to
the classification of the corresponding products in ¢1, “Adults only.”

“Not recommended, not relevant for use in children” quotes:

* Product X is not recommended for use in children*.

e There is no relevant use of Product X in the paediatric population in the
granted indications.

 There is no relevant indication for use of Product X in children less than
18 years

e There is no relevant indication for use of Product X in children.

e Product X is contraindicated in patients less than 18 years of age

* Product X should not be used in children because of efficacy concerns

e There is no relevant use of Product X in children, and Product X was
not studied in the paediatric population.

» The available data do not support safety and efficacy in the paediatric
population and therefore such use is not recommended.

*When not accompanied with the mention « due to lack of data »
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wmmmm—=_ New medicines have
always had risks as
well as benefits but,
until recently, the
majority of major
drug safety
catastrophes arose
unpredictably, often
with devastating
 soncaneae =it public health

TH consequences. Many
potentially useful drugs have also had
approvals delayed or refused due to
inadequate benefit risk planning and
mitigation.

Thérapeutic risk
management of
medicines

Risk management plans are compulsory
for new drug filings in Europe since
2004, and in the US for selected drugs a
REMS (Risk Evaluation and Mitigation
Strategies) is needed.

The legislation has evolved rapidly over
the last decade and this book is an
authoritative, and yet practical guide on
planning, writing, implementing, and
evaluating risk management plans for
medicines globally.

Chapters are also included on the
historical development, lessons from
other industries, the regulatory and
health authority perspective and public
communication of benefit risk.

This topic is of critical importance not
only to the pharmaceutical and
biotechnology industry, but also
prescribers, pharmacists, regulators and
healthcare policymakers.

This is an up-to-date practical guide on
conceiving, designing and implanting
global therapeutic risk management
plans for medicines.

A number of useful frameworks are
presented which add impact to RMPs
(Risk Management Plan), together with
regional specific information (EU, US
and Japan).
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FDA NEWS RELEASE (Nov. 18, 2011)

FDA Commissioner announces Avastin decision

Drug not shown to be safe and effective in breast cancer patients

Keywords
AVASTIN, FOOD AND DRUG ADMINISTRATION (FDA),

METASTATIC BREAST CANCER, ONCOLOGIC DRUGS
ADVISORY COMMITTEE (ODAC)

FDA Commissioner Margaret A. Hamburg, M.D.,

said she is revoking the agency’s approval of the

breast cancer indication for  Avastin
(bevacizumab) after concluding that the drug has not
been shown to be safe and effective for that use.

Avastin will still remain on the market as an approved
treatment for certain types of colon, lung, kidney and
brain cancer (glioblastoma multiforme).

“This was a difficult decision. FDA recognizes how hard
it is for patients and their families to cope with
metastatic breast cancer and how great a need there is
for more effective treatments. But patients must have
confidence that the drugs they take are both safe and
effective for their intended use,” Dr. Hamburg said.
“After reviewing the available studies it is clear that
women who take Avastin for metastatic breast cancer
risk potentially life-threatening side effects without
proof that the use of Avastin will provide a benefit, in
terms of delay in tumor growth, that would justify those
risks. Nor is there evidence that use of Avastin will
either help them live longer or improve their quality of
life.”

Avastin’s risks include severe high blood pressure;
bleeding and hemorrhaging; heart attack or heart
failure; and the development of perforations in different
parts of the body such as the nose, stomach, and
intestines.

This decision, outlined in Dr Hamburg’s 69-page
opinion,’ involves Avastin used in combination with the
cancer drug paclitaxel for those patients who have not
been treated with chemotherapy for their form of
metastatic breast cancer known as HER2 negative. This
indication must now be removed from Avastin’s product
labeling.

Dr. Hamburg’s decision is based on an extensive record,
which includes thousands of pages submitted to a
public docket, data from several clinical trials and the
record from a two-day hearing held in June, 2011.

Avastin was approved for metastatic breast cancer in
February 2008 under the FDA's accelerated approval
program, which allows a drug to be approved based on
data that are not sufficiently complete to permit full
approval. The accelerated approval program provides
earlier patient access to promising new drugs to treat
serious or life-threatening conditions while confirmatory

clinical trials are conducted. If the clinical trials do not
justify the continued approval of the drug or a specific
drug indication, the agency may revoke its approval. In
this case, the accelerated approval was based on
promising results from one study that suggested that
the drug could provide a meaningful increase in the
amount of time from when treatment is started until the
tumor grows or the death of the patient.

After the accelerated approval of Avastin for breast
cancer, the drug’s sponsor, Genentech, completed two
additional clinical trials and submitted the data from
those studies to the FDA. These data showed only a
small effect on tumor growth without evidence that
patients lived any longer or had a better quality of life
compared to taking standard chemotherapy alone — not
enough to outweigh the risk of taking the drug.

FDA's Center for Drug Evaluation and Research, which is
responsible for the approval of this drug, ultimately
concluded that the results of these additional studies did
not justify continued approval and notified Genentech it
was proposing to withdraw approval of the indication.

Genentech did not agree with the Center’s evaluation of
the data and, following the procedures set out in FDA
regulations, requested a hearing on the Center’s
withdrawal proposal, with a decision to be made by the
Commissioner. That two-day hearing, which took place
June 28-29, 2011, included recommendations from the
FDA's Oncologic Drugs Advisory Committee (ODAC),
voting 6-0 in favor of withdrawing approval of Avastin’s
breast cancer indication. After the hearing, the public
docket remained open until Aug. 4, 2011. (In an earlier
meeting of the ODAC, that committee had voted 12-1 in
favor of the removal of the breast cancer indication from
the Avastin label).

“FDA is committed to working with sponsors to bring
promising cancer drugs to market as quickly as possible
using tools like accelerated approval,” Dr. Hamburg
said. “I encourage Genentech to consider additional
studies to identify if there are select subgroups of
women suffering from breast cancer who might benefit
from this drug.”
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UPE 2011: A Real Success!!

Hubert Méchin, MD
Viice-President Business Development, REGISTRAT-MAPI Europe, Lyon, France

‘ MEETING REPORT

Keywords
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The 8t
organized by REGISTRAT MAPI with the support of MAPI

to bring

Since its inception in 2004, the UPE event has become
a true institution anticipated by professionals in our
field. Participants have the opportunity to exchange

knowledge and gain insight from scientific experts and
regulatory authorities from such organizations as the Haute
Autorité de Santé (HAS), the Agence Francaise de Sécurité
Sanitaire des Produits de Santé (AFSSAPS), the Direction
Générale de la Santé (DGS), or the Commission Nationale de

I'Informatique et des Libertés (CNIL), etc.

Annual Conference of Pharmacoepidemiology

Research Trust took place in Paris, at the Hotel Salomon de
Rothschild, the 12t and 13t of September 2011.

Two whole days were dedicated to pharmacoepidemiology
with professional training, round table discussions, case
studies & current news on pharmacoepidemiology.

The scientific committee, composed of Muriel Vray from the

Institut Pasteur, Juliette Longin from Merck Serono, Hubert
Méchin and Remi Gauchoux from REGISTRAT MAPI, managed
together a remarkable bunch of speakers:
Industrialists, Academic Experts, and Health and Regulation

Authorities. We also had the privilege, on Tuesday, to welcome
Arnaud Robinet, National Deputy (Member of Parliament) and

reporting-counsellor on the government bill relating to new

drug regulation following the "Mediator scandal."

In total, we recorded about 80 attendees: 21 speakers & 55
participants (+ 4 staff).

Although the UPE changed location and format, it continues
to be the perfect place for training in pharmacoepidemiology.
Our main objectives are to offer our clients a high quality
scientific program, to provide everyone with a perfect
opportunity to meet & exchange and also to reinforce our
corporate image on Late Phase Expertise.

Emmanuelle Eydoux (Associate Director, Monitoring & Site
Management) managed to illustrate regulatory features of
paneuropean pharmacoepidemiological studies.

Will C. Maier (Vice President, Epidemiology/Drug Safety/Risk
Management), focused his expert talk on the ENCePP Code of
pharmacoepidemiological and pharmacovigilance studies.
And Xavier Fournie (Corporate Medical Director, and Executive
Vice President Europe) gave us a very interactive presentation
on Volume 9A and its impact on safety processes in
pharmaco epidemiological studies.

The Annual Conference of Pharmaco Epidemiology (UPE)
remains an excellent reference in pharmaco epidemiology and
will soon be developed in Europe and maybe in the US.

The next UPE will be organised in London on May 14 and 15, 2012.

For more information, please visit:
http://www.universites-pharmaco-epidemio.com/uk/

|
European Medicines Agency hosts workshop

on ethics in paediatric clinical trials

Keywords

ETHICS, EUROPEAN MEDICINES AGENCY (EMA),
PAEDIATRICS

The European Medicines Agency has hosted a
European workshop on ethical considerations for
clinical trials carried out in children.

The workshop, which was held on 29 and 30 November

2011, set out to examine how ethics committees in European
Union (EU) Member States could work together with the

Agency’s Paediatric Committee (PDCO) in an efficient

manner when considering the ethical aspects of the design
and conduct of trials.

The workshop, which was the first forum for direct dialogue
between ethics committees and the PDCO, brought together
25 ethics-committee members, as well as more than 20
European regulators, members of paediatric research
networks and clinical researchers, representatives from
more than 40 pharmaceutical companies and experts in
paediatric ethics from the United States of America and
Canada. It included discussions on:

* how ethics committees and the PDCO evaluate proposals
for paediatric trials;
» the methodology and the ethical aspects of clinical trials,

allowing participants to share experience of the difficulties
they encounter;
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« visions for the future, including opportunities for sharing
of information, improving the quality of paediatric trials
and protecting children who take part in trials.

The participants acknowledged the areas of shared interest
between the PDCO, whose main responsibility is to evaluate
the design of future trials to be carried out in children, and
ethics committees, which are responsible for determining
whether a particular study can go ahead on ethical grounds.

They also recognised the shared responsibilities of the Euro-
pean Network for Paediatric Research at the European
Medicines Agency (Enpr-EMA), paediatric clinical
researchers, pharmaceutical companies, the Agency, the
PDCO, ethics committees and patients in improving the
quality and ethical acceptability of paediatric trials and in
increasing access of children to clinical research.

A report from the workshop, together with the slides from
the presentations, will be published on the EMA website
soon.

Contact: info@ema.europa.eu



P Epi
&R
M

eetings - Mark your calendar

January 23-25,2012

Pharmacovigilance and Risk
Management Strategies

Sheraton National Hotel, Arlington,
VA, USA

Top pharmaceutical, biotech, and
regulatory representatives will
discuss the current complexities and
controversies in pharmacovigilance
and risk management throughout all
phases of development and marketed
use, new and updated legislation in
various ICH regions, important new
harmonization initiatives, life cycle
management, the impact of social
media, biosimilars, and the use of
other data sources and observational
research. This program will focus
primarily on drug products and
biologics.

For more information, go to:
http://www.diahome.org/DIAHome/
resources/content.aspx?
type=eopdf&file=%2Fproductfiles%
2F27223%2F12002.pdf

Or contact: Melissa Matta, Program
Developer

Tel: +215-442-6158

Fax: +1.215.442.6199
Melissa.Matta@diahome.org

January 25, 2012

WEBINAR: Using Patient-reported
Outcomes to Assess Comparative
Safety and Tolerability:
Methodological and Regulatory
Considerations

Comparing the safety and efficacy of
new medical products to existing
products can yield important
information for all stakeholders in the
healthcare industry. Patient-reported
outcomes (PROs) may be used to
assess the relative safety and
tolerability of active treatments in
comparative studies. This webinar
will outline methodological and
regulatory considerations when using
PROs and describe applied examples.

Featured Topics:

* Industry Perspective on Using
Patient-reported Outcomes to Assess
Safety and Tolerability

» The Scientific Rationale for Using
Patient-reported Outcomes to Assess
Adverse Events in Clinical Research

* FDA Point of View
For more information, go to:

http://www.diahome.org/DIAHome/
Education/FindEducationalOffering.as
px?roi=echo4-16391112777-13768392-
38e50d85e40d39b2ee8dd761169317a
6&productlD=28317&eventType=Web
inar&utm_source=Biotaq_11_15_2011
&utm_medium=email&utm_campaig
n=12201

Or contact: Colleen Braun,
Program Developer,

Tel: +1.215.442.6160

Fax: +1.215.442.6199
Colleen.Braun@diahome.org

January 30-31,2012

7% Annual Pharmacovigilance
Conference

Visiongain Conference Centre,
London, UK

Visiongain’s 7" Annual
Pharmacovigilance Conference will
bring together industry experts to
discuss current regulations, safety
surveillance pre and post marketing
and review risk management plans to
improve drug safety.

For more information, go to:
http://www.visiongain.com/
Conference/316/7th-Annual-
Pharmacovigilance-Conference

February 28-29, 2012

CBI's 8" Annual Late Phase
Research Summit - Design Post-
Approval Studies to Meet Critical
Scientific, Safety, Risk
Management, Regulatory and
Commercial Needs

Amsterdam, The Netherlands

An Interactive, Two-Day Conference
on:

» Drug safety and risk management in
late phase research

* Market access, reimbursement and
lifecycle management

« Strategies and technologies to
improve the collection of late phase
data

For more information, go to:
http://www.cbinet.com/conference/
pc12011
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March 20-22, 2012

Late Phase Drug Development
World Americas 2012 - driving value
in phase Illb & IV trials

Come to Late Phase Drug
Development World and learn:

* How to build cost-effective, non-
interventional studies

* How to effectively collect, validate &
analyze observational data

* How to gain market access globally
based on late phase data

* How to turn insight from the real
world into a commercial asset

For more information, go to:
http://www.healthnetworkcommunica
tions.com/2012/late-phase-drug-
development/index.stm

Or contact: Health Network
Communications Ltd, Welken House,
10-11 Charterhouse Square, London,
EC1M 6EH, UK.

Tel: (0)207 608 7055

Fax: +44 (0)207 608 7050
customerservices@healthnetwork
communications.com

April 21-23, 2012

ISPE mid-year meeting
USA

For more information, go to:
http://www.pharmacoepi.org/
meetings/midyear12/
ISPE2012MidYrFlyer.pdf

April 12, 2012

Role of Naloxone in Opioid
Overdose Fatality Prevention;
Request for Comments; Public

Workshop

The Food and Drug Administration
(FDA), Center for Drug Evaluation and
Research (CDER), in collaboration
with the Office of the Assistant
Secretary for Health, National
Institutes of Drug Abuse and the

=~
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Centers for Disease Control and
Prevention, is announcing a scientific
workshop to initiate a public
discussion about the potential value of
making naloxone more widely
available outside of conventional
medical settings to reduce the
incidence of opioid overdose fatalities.

Academia, government, industry
experts and patient advocates will be
assembled to discuss which
populations are at-risk for opioid
overdose and how public health
groups are working together to curb
the abuse of opioids.

Contact Person: Mary Gross, Center
for Drug Evaluation and Research,
Food and Drug Administration, 10903
New Hampshire Ave., Silver Spring,
MD 20993-0002, (301) 796-3519,
Mary.Gross@fda.hhs.gov; or Matthew
Petcovic, 10903 New Hampshire Ave.,
Silver Spring, MD 20993-0002, (301)
796-5242,
Matthew.Petcovik@fda.hhs.gov.

May 14-15, 2012 &Q\%‘g
«‘ihﬁ.}
The 9% Annual i
Conference of
Pharmaco-Epidemiology

(UPE)
London, UK

Since 2004, MAPI has organized an
annual training event around the
theme of Pharmacoepidemiology.
This coming May we will be bringing
this special event to London.

The event provides the perfect
opportunity to meet key figures in
Industry, Academic experts, and
members of Health and Regulatory
bodies.

For more information, please go to:
www.universites-pharmaco-
epidemio.com/uk.
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Certification Commission for Health
Information Technology (CCHIT)................ 4

Clinical Data Interchange Standards
Consortium (CDISC) ............ccccceoveereverareens 4

Computerized physician order entry
(CPOE) systems. 4

Continuity of Care Document (CCD)......... 4

Electronic data capture (EDC).................... 4
Electronic Medical/Health Records

systems (EMRs/EHRS) ................ccccouenn... 4,5
Ethics 14

European Network of Centers
for Pharmacoepidemiology and

Pharmacovigilance (ENCePP).................. 1-3
European Medicines

Agency (EMA,).............ccocune. 1,3,5,812, 14
Food and Drug Administration

(FDA) 58 13
Metastatic Breast Cancer ......................... 13

Oncologic Drugs Advisory Committee

(ODAC) 13
Paediatrics 8-12, 14
Paediatric Committee (PDCO,.................. 14
Paediatric Investigation Plan (PIP)............. 8

Paediatric Research Equity Act (PREA).....8
Pharmacoepidemiology.................... 1-3, 14
Pharmacovigilance......................... 1,37, 14

Post-authorisation safety studies

(PASS) 3,57
Recovery Act 4
Retrieve Forms for Data (RFD,)................... 4

Risk Evaluation and Mitigation
Strategies (REMS) 5

Risk Management............... 1,3,5,6,12, 14

Summary of Product Characteristics
(SmPC) 8,10




