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Thank you for supporting the first year of the PharmacoEpi and
Risk Management Newsletter!
We are very pleased that this newsletter has reached its goal of becoming a
forum for members of our community to discuss and debate issues relevant to
their work. Over the past year we have had contributions from a broad range of
individuals in the regulatory community, industry and academia. In our
inaugural issue (issue 0) we had contributions covering the EMEA’s European
Network of Centres in Pharmacoepidemiology and Pharmacovigilance
(ENCEPP), the future of pharmacoepidemiology in light of recent regulatory
changes, the CHMP working group report on benefit-risk assessment methods,
ways to ensure successful conduct of post-authorisation safety studies, the FDA
workshop on use of large electronic health care datasets, and the ISPOR
observational database project. In our first issue (issue 1) we had contributions
on the ALERT (now EU-ADR) project, the Xyrem European and French Risk
Management Plan, the EMEA draft guidance for advanced medical therapies
and methods of improving recall of medical exposure history in observational
studies. In our second issue (issue 2) we had contributions on the Tysabri
European Risk Management Plan, the conduct of studies in Croatia, the
Research Capability Program in the UK and a proposal for the development of
standardized coding libraries for studies using administrative claims and
electronic medical record databases.

We have also developed our website (www.prmnewsletter.org) to be an easily
accessible repository for all the information published in the newsletter. This
includes all the articles and additional information on reviews of new books
and upcoming meetings. Our website has a search engine to help you quickly
locate articles. Each article is presented in its original format so that it can be
downloaded and reprinted as needed. We have also made it possible for our
authors to provide a direct web link to their article on their own websites.

The newsletter circulation has expanded over the past year to include over
7000 people from regulatory agencies, industry and academia in over 20
countries. We expect the demand for the information you provide through this
newsletter to continue to expand in response to public desire for more
information about methods of improving drug safety, reducing medication
risks and better understanding of the comparative effectiveness of new
medications in a real-world setting.

We thank you for your support and look forward to your future contributions!
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Structured Product Labeling (SPL)
FDA’s new product label database (called eLIST) will
allow FDA to receive labels electronically (via a
transmission standard called SPL). Since up-to-date labels
will be transmitted at regular intervals, eLIST will allow
compliance and safety monitoring personnel to rapidly
review the most recent available labeling. It is expected
that FAERS and eLIST will be linked so that product
definitions used in one data set can be used in the other,
thereby linking labeling and safety signaling results. 
The MedWATCHplus-FAERS-SPL superstructure will
also function as a foundation for the receipt and analysis
of electronic safety information from health care
organizations (FDA’s Sentinel Initiative) which is
mandated in the FDA Amendments Act of 2007
(FDAAA)3.

Sentinel Project
The Sentinel Project represents a marked expansion of
both the quantity and uses of FDA extramural data in order
to more rapidly detect and investigate healthcare product
safety signals. For many years, FDA has had access to
health care data, such as insurance claims for purposes of
signal hypothesis testing. FDAAA mandated that FDA’s
extramural program be expanded to encompass at least 25
million lives by 2010, and at least 100 million lives by 2013.
FDA is currently requesting a first round of proposals from
potential data supplier/implementation teams for this
project. 
As of this writing, no definitive description of the Sentinel
data repository has been published by FDA. However,
based on recent requests for information and FDA public
statements, the outline of FDA’s planning for the Sentinel
Project are beginning to emerge. First, Sentinel data will be
maintained by an external supplier/implementation team,
not by FDA. The Sentinel Project team will include
statisticians, epidemiologists, and resources for evolving
and testing new signaling and validation procedures.
Second, there are no current plans to integrate multiple
sources of extramural data into a common repository.
Rather, each data source will be utilized independently of
the others. Note, however, that this does not preclude the
analysis of any given safety signal using all data sources
simultaneously, with the results combined by FDA using
meta-analysis or other weight of evidence techniques.
Third, recent FDA requests give priority to electronic health
records over linked claims data. This emphasis is not
surprising given USA national initiatives by the current
administration to enhance and standardize electronic

Introduction
Within the last two years multiple initiatives
have been launched by the Food and Drug
Administration that have the potential to

substantially change the way that the Agency and
companies monitor healthcare products. Four of these
programs are of particular interest: MedWATCHplus, the
FDA Adverse Event Reporting System (FAERS),
Structured Product Labeling (SPL) and the Sentinel
Initiative. When viewed together, they describe an
evolving information environment that will markedly
increase the ability of industry and government to
rapidly locate and react to adverse events and
medication errors.

MedWATCHplus

MedWATCHplus is FDA’s new portal for the acquisition of
safety information. It is being jointly funded by FDA and
NIH. The primary function of MedWATCHplus is to
facilitate the intake of case reports from any source,
whether arising from a consumer, healthcare
practitioner, manufacturer or health care service
organization. In order to achieve this, MedWATCHplus will
allow both web-based, manual entry and the receipt of
electronically transmitted information in both the
International Conference on Harmonisation (ICH) E2B
and Health Level Seven (HL7) formats. Manual entry will
be achieved through a user friendly structured format
(called the Rationale Questionnaire) in which data fields
are populated using pick lists wherever possible. The
inclusion of the HL7 transmission standard will allow
health services organizations (which are generally
familiar with this format) to forward data from their
patient level systems much as health care
manufacturers already do using E2B1.

FDA Adverse Event Reporting System
(FAERS)
In addition to its state-of-the-art database structure,
FAERS (which will replace the current FDA AERS) will
provide FDA’s safety evaluators a broad range of
applications for manipulating and analyzing AE reports.
FAERS will allow assessors a variety of approaches for
the screening and analysis of AE reports. Importantly,
these capabilities will be combined with concurrent
ready access to documents, labels, the medical
literature, and premarketing and postmarketing
databases2.
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baseline risk for users of the individual formulations
(lifetime history of co-morbidity, risk factors, co-
medication, socio-demographic and lifestyle data).
Additionally, all other clinical outcomes including
contraceptive failure and return to fertility after cessation
of COC use were recorded.

Methods
The methodology and logistics of the study were
designed to ensure that within a few years, the risks of
short and long-term use of DRSP-containing OCs and
established OCs could be characterized and compared in
a study population that was representative for typical
users. Based on the expected clinical profile of the new
COC, the main clinical outcomes of interest were
cardiovascular events, i.e. incidence rates of arrhythmias,
myocardial infarction, stroke, venous thromboembolism,
and sudden death. The primary variable was the VTE
hazard ratio between users of EE/DRSP and users of LNG-
containing OCs.

In brief, a large cohort of women starting COC treatment
(first-ever users or switchers to a specific product) was
actively monitored for the occurrence of rare or
unexpected adverse outcomes possibly related to
exposure to OCs. These events were monitored
continuously for the duration of the study. In addition, all
other serious adverse events were fully documented and
reviewed by both the investigator and the study data
safety monitoring board twice a year.

The European Active Surveillance (EURAS) COC study9

placed a high priority on the following methodological
issues: 1) inclusion of all women with a new prescription
for an COC – regardless of the preparation - and non
inclusion of long term users to avoid the known
differences in VTE risk between long-term and new users;
2) complete documentation of important VTE risk factors:
e.g. past medical history, family history of VTE, and
previous COC use; 3) documentation of all VTEs –
regardless of whether diagnosis and/or treatment were
in inpatients or outpatients; 4) frequent ascertainment of
patient-reported outcomes for all medically relevant
events throughout the entire study combined with
fastidious validation of all important outcomes of interest
via the attending physician; 5) avoidance of erroneous
and/or inconsistent classification of VTE through a
predefined diagnosis algorithm and confirmation of the
results via a blinded adjudication process at the end of

Introduction
Combined oral contraceptives (COCs) are a very
popular form of reversible birth control. Today
COCs typically contain ethinyl estrogen (EE) in a

dose of ≤ 35µg combined with one of many different
progestins available. COCs have a very good risk/benefit
profile for the vast majority of users, nevertheless
because they are used by millions of healthy women
worldwide our tolerance for even slight increases in risk
in new preparations is low.

Cardiovascular side effects, especially venous
thromboembolism (VTE), are the most important side
effect associated with COC use. These rare side effects (<
1/1000 PY of exposure) are thought to be attributable to the
level of the EE dose. However, following the publication of
several case control studies in the mid-1990s, a scientific
discussion developed that centered around a putative
differential risk for various progestogens.1-3

The heated scientific debate over whether so called third-
generation progestogens were associated with a higher
risk for VTE compared to other progestogens
demonstrated that it was not a simple methodological
task to distinguish between confounding, bias, and true
heightened risk in the past studies.4-8 In particular, it has
become clear that studying the impact of preferential
prescribing to patients with risk factors, referral bias of
risk patients to specialized centers, and duration of use
of the preparation is of utmost importance when
attempting to compare the risk associated with the use
of different preparations.

Therefore when the innovative COC, containing a new
progestin (drospirenone or DRSP) with mild antiminero -
corticoide effects, was marketed the manufacturer
recognized the importance of ensuring that sufficient
safety data in typical users would be needed as soon after
launch as possible.

Objectives
In 2000, long before PASS studies were mandated, the
manufacturer made a phase 4 commitment to EMEA to
commission an independent investigator group to
perform a large, prospective, controlled cohort, safety
study to assess the cardiovascular risk of the new DRSP
containing COC. Other objectives of the study were to
analyze the drug utilization pattern of DRSP-containing
OCs and established OCs, and to characterize the

Management of Cardiovascular Risk Potential
for a New Oral Contraceptive
Maureen Cronin, 
MD, PhD, Head of Global Medical Affairs Women’s Healthcare, Bayer Schering Pharma,
Berlin, Germany

ORAL CONTRACEPTIVE, VENOUS
THROMBOEMBOLISM (VTE), DROSPIRENONE
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the study; and 6) achievement of a low loss to follow-up
rate by means of a multifaceted, four-level follow-up
procedure.

Each one of these criteria played an important role in the
study’s ability to provide accurate and precise results,
however for brevity the impact of only a few examples
will be discussed here.

Results
Overall, 59,510 women were enrolled in the study and
followed for a period of up to 5 years, i.e. over 140,000
women-years of observation.

Baseline data were recorded on a questionnaire that
addressed the participants’ state of health and potential
risk factors. Participants provided their medical history,
including medication history and history of COC use. The
distribution of risk factors and preexisting diseases was
comparable among the COC user cohorts. However, the
frequency of obese (BMI > 30) women was 1.6 higher in
the DRSP-containing COC cohort (more than 2 fold higher
in first time users) compared to the other cohorts. Since
an elevated BMI is a well-known risk factor for
cardiovascular events, this verification of a higher
preferential prescribing of the new COC to high risk
patients was important and could be adjusted for the final
analysis of the results. Given the complete risk factor
information in the entire study population a stratified
analysis of the final results was feasible and very
informative.

Follow-up assessments for each woman were scheduled
every 6 months. The questionnaires addressed the
occurrence of adverse events. Of the 522 reported
occurrences of VTE in the study, only 118 cases (22.6%)
were confirmed by the attending physician. Most of the
mistakes made by the COC users were due to reporting of
events that occurred before the study start or a different
reporting period (33.9% of all self-reports) or incorrectly
reported diagnosis (40.2% of all reports). These results
affirmed that patient-reported outcomes are a sensitive but
not highly specific research tool. Medical record
verification is an essential step for ensuring the validity of
such results.

A low “loss to follow-up rate” was also considered crucial
for the validity of the study. In order to minimize loss to
follow-up, a four-level follow-up process was established.
A total of 58,674 study participants was followed up for
142,475 WY of observation. In sum, 1,401 out of 58,674
women, or 2.4%, were lost to follow-up. This means that
the percentage of participants lost at each of the
semiannual follow-ups was less than 0.5%. Also a
comparison of the loss to follow-up rate among cohorts
showed only very minor differences.

The low loss to follow-up rate of 2.4% is particularly
noteworthy. In theory, a disproportionately high
percentage of SAEs could have occurred in those patients
who were lost to follow-up, because SAEs could be the
reason for the break in contact with the investigators. This
could considerably bias the study results. Therefore the
loss to follow-up should be kept as low as possible in all
studies. Under real-life study conditions, however, the
loss to follow-up can never be reduced to zero. This is
especially true for studies of COC users. A large share of
these (young) women participate in such studies during
a period of their lives that is marked by frequent major
changes in circumstances (e.g., moving to another city as
part of the transition from school to university,
completing their education, marriage, or change of
partner). It is therefore especially difficult to maintain
contact with the study participants over a long period of
time. An advantage of the study design, however, is that
it addresses precisely this point. Because the investigator
team had direct contact with the women, contact was not
lost if the women changed their gynecologists, for
example (e.g. due to change of residence or
dissatisfaction with treatment).

This cohort study approach is based on the concept of
studying the risk/benefit of OC use with signal detection
and drug utilization patterns with patient-reported
outcomes that are verified by fastidious medical record
verification. In addition, some of the major problems that
tend to plague cohorts studies such as high loss to follow
up were vastly improved with the approach to study
conduct. The introduction of additional data and patient
safety quality control measures such as blinded
adjudication of the final results and study conduct
oversight with a data safety monitoring board introduced
a level of scientific quality that meets today’s standards
for observational studies.

The results of the EURAS COC study have been essential
in ensuring the safety and marketability of our DRSP OC
portfolio. They have been helpful in discussions with
health authorities throughout the world.

Conclusion
In conclusion, the study has contributed to the overall
success of our WH portfolio at BSP. The results have
provided assurance of the positive safety/risk ratio for the
vast majority of the women who use our contraceptives.
These studies have also aided us in understanding who
might have a higher risk for unwanted side effects. We
continue to use this data to inform the public, the
physicians who prescribe our preparations, and health
authorities about the best use of our products. We are
committed to continued active surveillance of the safety of
our products in large cohort studies following approval.
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health data. And, fourth, FDA has indicated that it is seeking
to stimulate the development of new techniques for both
the rapid detection and analysis of safety signals4. 

Impact of FDA Initiatives
Taken together, these four initiatives will allow the full
impact of the surveillance process to be realized. To be
prepared for this new world of product safety, FDA-
regulated businesses will need to familiarize themselves
with new data standards (e.g., HL7, RxNorm, NDF-RT,
SNOMED), and, in many instances, will need to re-
examine their current surveillance processes.

For more information, please contact:

John Clark, MD, MSPH, RiskBenefits, LLC, 
740 Bethlehem Pike, Flourtown, PA 19031
Tel: +215 510-4737, 
jclark503@comcast.net. 
www.riskbenefits.com
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Good Pharmacovigilance Practice Guide
Compiled by the Medicines and Healthcare products Regulatory Agency. 
Published by Pharmaceutical Press, an imprint of RPS Publishing, London, UK, 2009.
ISBN 978-0-85369-834-0. Paperbound, xviii + 211 pp. (24.5 x 17 cm) Available at
www.pharmpress.com

Audience: Organizations involved in pharmacovigilance practice in the European Economic
Area (EEA), such as consultants, contractors and service providers, and especially Market
Authorization Holders (MAH; ie, pharmaceutical manufacturers) are the targeted audience.
The purpose of this practice guide is to complement recently updated European legislation and
guidelines and provide practical guidance to stakeholders in achieving effective and compliant
systems of pharmacovigilance.

The book is organized into 12 chapters that cover a broad range of topics in pharmacovigilance practice. The first chapter
details the role and responsibilities of the MAH’s Qualified Person Responsible for Pharmacovigilance; subsequent
chapters describe various facets of good pharmacovigilance practice and components of pharmacovigilance systems
required for compliance. These include the management of pharmacovigilance data, spontaneous case processing, risk
management plans, and communication of drug safety signals. Five appendices follow the 12 chapters and include an
overview of the Medicines and Healthcare products Regulatory Agency (MHRA) pharmacovigilance inspection process,
along with a list of tips for preparing for a regulatory authority inspection.
This resource complements several laws and guidance documents relating to pharmacovigilance, from the European
Union’s Volume 9A to the International Conference on Harmonisation guidelines on risk management plans. Most
chapters end with examples of inspection findings that provide insight into practices deemed to be of concern by MHRA.
MAHs can use these examples to identify previously unrecognized weaknesses within their own practices and adopt
solutions to improve these situations. This book also points readers to other valuable resources such as templates for
direct healthcare professional communications and Web links to actual letters sent to healthcare providers from MHRA
and MAHs.

Publication
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registry covering pain management in both European
and South American countries

The components of this multi-faceted national registry
include a web-based program allowing healthcare
providers to input and access their own data along with
receiving quarterly aggregate reports sent by the
registry sponsor (REGISTRAT-MAPI). The Registry will
assist health care providers (HCPs) seeking to improve
their knowledge and management of chronic pain
patients by providing on-line management tools such as
site-specific and “blinded” aggregate data comparisons,
selectable data reports, on-demand data exports,
patient-reported outcomes, and patient profiles to
optimize patient care and outcomes. These tools are
designed to improve education, practice management,
appropriate patient selection, product utilization and the
continuum of care to support the HCPs and their
relationship with patients. For researchers, the analysis
of the data from this project has the potential to launch
multiple sub-studies to investigate the effectiveness and
safety of new developments in pain management that
may be recorded in the registry.

The patient-reported outcomes used in CPMR have been
adapted from measures recommended by The Initiative
on Methods, Measurement, and Pain Assessment in
Clinical Trials (IMMPACT, www.immpact.org). This
initiative developed consensus recommendations on
the design, execution and interpretation of clinical trials
for treatment of pain. Participants in IMMPACT come
from academia, regulatory agencies (US Food and Drug
Administration, European Agency for the Evaluation of
Medicinal Products), US National Institutes of Health,
US Veterans Administration, consumer support and
advocacy groups, and the pharmaceutical industry. The
disciplines represented at meetings varies but has
included anesthesiology, clinical pharmacology, internal
medicine, law, neurology, nursing, oncology, outcomes
research, psychology, rheumatology, and surgery2.

IMMPACT has recommended that 6 core outcome
domains should be considered when designing chronic
pain clinical trials2. These 6 core outcome domains are: 

1. Pain
2. Physical functioning
3. Emotional functioning
4. Participant ratings of improvement and

satisfaction with treatment
5. Symptoms and adverse events
6. Participant disposition

Introduction
The Chronic Pain Management Registry
(CPMR™) program, about to be launched in the
United States, has been designed to collect

much needed treatment information and clinical
outcome information on chronic pain patients. It has
been estimated that chronic non-cancer pain affects
approximately 25 percent of the U.S. population1, yet
there is very little agreement amongst health care
providers (HCPs) on the use and effectiveness of some
of the therapies used to treat it. Also highlighting the
need for better information is the increased scrutiny and
public awareness of the misuse, abuse and diversion of
prescription medications most notably the opioid class.
CPMR will track treatment, safety and outcome data on
all participating patients.

Objectives
The goals of CPMR are to improve clinical outcomes of
patients with chronic pain and support research
interests of the pain management community through
collection, analysis and dissemination of data. 

Methods
CPMR is an observational, non-interventional,
longitudinal, prospective, multi-center Registry
designed to collect and report data on treatments and
outcomes of patients with chronic intractable pain. In
contrast to a randomized, controlled trial, there are no
pre-defined experimental interventions and no
restrictive exclusion criteria. The patient’s physician
makes all treatment-related decisions. Thus, data
captured and reported provides a “real world”
perspective on the diagnoses, treatment, and outcomes
of patients with chronic pain.

CPMR plans to initially enroll thousands of patients in
the United States and track them for five years. Sites will
be encouraged to enroll all eligible patients without any
limits on enrollment. Site personnel will be asked to
input demographic information, medical and
medication history on the patient at the baseline visit.
Patients will complete baseline outcome tools via the
web and will provide outcome information at a
minimum of every 3 months. A goal for the CPMR
program is to eventually make it an international

Chronic Pain Management Registry (CPMR™)
to be launched in the United States
Shaun Carlson, Pharm D, Program Director; 
Stephen Webb, BS, President North America,
REGISTRAT-MAPI, Lexington, KY, USA

CHRONIC PAIN, REGISTRY, CHRONIC PAIN
MANAGEMENT REGISTRY (CPMR), OPIOIDS, RISK
EVALUATION AND MITIGATION STRATEGIES (REMS)
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consider a CHMP opinion to be of interest, but there is no
obligation for CHMP to offer an opinion. All CHMP
opinions given are to be made publicly available on the
EMEA website. The implementation of compassionate
use programme remains the responsibility of the member
state.

The pharmacovigilance rules and responsibilities defined
for centrally authorised medicinal products are applicable
to medicinal products for which an opinion on the
conditions for compassionate use has been adopted.

This guideline has been welcomed by patient groups and
by the pharmaceutical industry, although there is a
widespread feeling that the new rules do not go far
enough. The European Federation of Pharmaceutical
Industries and Associations (EFPIA) observes that a
greater harmonization concerning compassionate use
approach and processes across member states is
necessary. The current initiative can hopefully be viewed
as a first step towards that long-term objective.

What is a compassionate use programme?
A compassionate use programme is a possibility of access
for patients with a chronically or seriously debilitating
disease or whose disease is considered to be life-
threatening and who can not be treated satisfactorily by
an authorised medicinal product.

Two ways could be used to set up compassionate use
programmes:

Cohort access: concerns a group or sub-group of patients,
treated and supervised according to perfectly defined
criteria in a protocol for therapeutic use and information
collection. It is also called cohort systems or expanded
access programmes.

Nominative access: allows accessing unlicensed
medicines on a patient by patient basis, with various
denominations depending on the country: single patient
access, individual patient supply or named patient
programmes. The prescribing physician is responsible for
the submission of the application file for this system, since
the medicinal product is likely to present a benefit for this
patient.

The pharmaceutical company is responsible for providing
fair, accurate and balanced information to the national
authorities and to the prescribing physician for decision
making and also for the quality of the medicinal product.

Introduction
Early access to a medicinal product via
compassionate use programmes may be possible
before its Marketing Authorization (MA) when

benefit/risk ratio of the medicinal product is presumed to
be positive and there is a cognized high unmet medical
need.

It’s a way to provide a therapy, although not yet approved,
to a patient who is not eligible to receive that therapy in a
clinical trial, but who has a serious or life-threatening
illness for which other treatments are not available.
Compassionate use programmes allow patients to receive
promising but not yet fully studied or approved therapies
when no other treatment option exists.

Some individual member states have their own legislation
allowing use of medicinal products under compassionate
use. These national legislations are the subject of a
European harmonizing guideline issued by the EMEA1.
Nonetheless, significant differences still remain in the
management of these compassionate use programmes
by the member states. The French system, where the
concept was initiated, will be explained in the fourth part
of this overview.

The recent European guideline 
National compassionate use programmes have existed
for many years and have only recently been subject to
legislation. Indeed, the EMEA issued a finalized
harmonizing guideline in July 20071. The key elements of
harmonization are that compassionate use means that the
medicinal product must be available to a group of
“patients with a chronically or seriously debilitating
disease, or a life threatening disease, and who cannot be
treated satisfactorily by an authorised medicinal
product.” The medicinal product concerned must either
be the subject of an application for a MA or must be
undergoing clinical trials. This guideline is not applicable
to medicinal products which are not eligible for the
Centralised Procedures and to compassionate use on a
named patient basis.

Member states are required to notify the EMEA of all
applications for compassionate use. The Committee for
Medicinal Products for Human Use (CHMP) has the right
to become involved and to adopt opinions on the
conditions for use, distribution and target patients.
Member states might indicate whether they would

Early Access to Medicinal Products:
Compassionate Use Programmes
Fanny Raymonenq, Pharm D; Caroline Delaitre-Bonnin, Pharm D; 
Christelle Fasano, Pharm D;
JNB-Développement, Paris, France
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In every case, the prescribing physician is always
responsible for inclusion of the patient in compassionate
use programmes.

Different Member States’ Interpretation
Compassionate use programmes therefore continue to
operate within their own national idiosyncrasies. Thus
each member state has to be approached separately and
in accordance with its national legislation. Moreover, in
some member states, only nominative or cohort system
exists whereas other member states have both systems.

Some examples of member state specificities are
explained below:

- Medicinal product status: Compassionate use is
allowed for medicinal products which are the subject
of a MA abroad or not, or which are authorised in the
member state for another indication or which are
strictly experimental.

- Compassionate use initiative: Applications for
compassionate use can be initiated by the prescribing
physician or by the pharmaceutical company
depending on the compassionate use type and the
national regulation.

- Availability of clinical data: Compassionate use is often
granted when phase II-III clinical data is available or
when clinical evidence is promising and convincing.

- Cost: Concerning the cost of the medicinal product, it
can be sold or provided free of charge by the
pharmaceutical company.

- Follow-up of pharmacovigilance: The applicant is
responsible for respecting the national
pharmacovigilance requirements which can be applied
in different ways: on the one hand, all serious and
unexpected adverse reactions which could be related
to the medicinal product under compassionate use
need to be reported and on the other hand, some
member states do not require specific documentation.

- Dossier / Authorisation: The level of information
required depends on the local regulation in each
country and on the status of the drug (already
authorised in another country or strictly experimental).

To conclude on the European situation, due to differences
in legislation, facility and rapidity of access to medicinal
product through compassionate use programmes are
very dependent on the member states in question.

The French Experience
The compassionate use programme was implemented in
France in 1994, and it has covered several hundred
medicinal products, allowing treatment of several tens of
thousands patients who had no alternative therapy
available. In France, the generic name for compassionate
use is Temporary Authorisation for Use (ATU) and in
practice, both types of ATU exist: nominative ATU and
cohort ATU. These two kinds of ATU concern medicinal
products already authorised abroad or under
development (see Tables 1 and 2).

In 2007, 12% of the medicinal products under nominative
ATU system obtained a MA. The same year, 14 cohort
ATUs were delivered and 2 were refused. A total of 27.563
nominative ATUs were granted, corresponding to about
20.000 treated patients. Among these 27.563 nominative
ATUs, only 2.8% of the applications were refused (i.e. 803
refusals). The main therapeutic areas concerned are AIDS,
analgesics and haemato-oncology2.

The use of these medicinal products is authorised by the
French Health Products Safety Agency (AFSSAPS) for a
limited time. The application is performed by the
pharmaceutical company in the case of cohort ATU, or by
the prescribing physician in the case of nominative ATU.
The drug under nominative or cohort ATU could be sold
by the pharmaceutical company; the price has to be
declared by the pharmaceutical company to the French
Economic Committee (CEPS).

Early Access to Medicinal Products: Compassionate Use Programmes, pp. 7-9

Table 1: Cohort ATU data2

2000 2001 2002 2003 2004 2005 2006 2007
New application 12 14 13 7 10 15 20 6

Approval 7 8 4 3 4 6 10 14

Refusal 2 6 7 4 4 2 4 2

Amendment or renewal 21 10 14 11 11 10 6 11

Withdrawal 0 2 0 0 0 0 0 0

MA granted 5 14 6 5 4 6 7 11

(continued from p.7) 

➪ (continued on p.9) 
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(continued from p.8) 

ATU can be modified, suspended or withdrawn for
reasons of public health or if the conditions which led to
granting it are no longer met.

Cohort ATU is subordinated to the implementation of a
protocol for therapeutic use and information collection,
established by AFSSAPS in collaboration with the
pharmaceutical company. AFSSAPS may consider
necessary that such a protocol is also set up for certain
medicinal products made available within the framework
of nominative ATU.

An application for cohort ATU can be submitted at the
same time as an application for MA or before filing an
application for MA, subject to a commitment to apply for
MA later on.

The application file includes: 

- an administrative dossier containing, among other
things, a draft ATU summary of product characteristics
(SPC), a patient information leaflet and labelling in
French, a draft protocol for therapeutic use and
information collection in France, the ongoing clinical
trials, the estimated number of patients in France
concerned by the ATU application.

- a medicinal product dossier containing all the
pharmaceutical and pharmaco-toxico-clinical data
available.

A cohort ATU is granted for a defined indication which
must be respected.

For nominative ATU, the application should contain
information concerning the proposed treatment (name of
the medicinal product, prescription conditions, length of
treatment), the patient (initials of first name and surname,
sex, age), the indication and the justification for this
application.

Each application is examined by AFSSAPS, with
assistance from experts. AFSSAPS assessment concerns
the pharmaceutical quality, safety and efficacy of the

medicinal product for the claimed indication, and also the
absence of therapeutic alternative on the French market.
Additionally, for cohort ATU application, assessment deals
with the draft protocol for therapeutic use.

A regional pharmacovigilance centre (CRPV), designated
by AFSSAPS, may be appointed to be in charge of the
national monitoring of adverse reactions associated with
the medicinal product under ATU.

The list of medicinal products for which nominative or
cohort ATU have been delivered over a given period is
public and available on the French Health agency website
(www.afssaps.fr).

Conclusion
Compassionate use programmes contribute to the
development of early access to innovative drugs for
patients for whom no alternative exists. Logically a major
field of implementation resides in Orphan diseases, where
by definition no satisfactory treatments exist, and as a
result the rare disease community has played a major role
in advocating the development of such early access
schemes. Similarly, HIV and cancer have benefited from
compassionate use programmes. After France, which to
large extent pioneered the development of
compassionate and early access programmes with the
very efficient ATU programmes, many other European
countries have implemented similar schemes, for the
benefit of patients with limited therapeutic alternatives.

For more information, please contact:

Christelle Fasano, JNB-Développement, MAPI GROUP,
6, rue du général de Larminat, 75015 PARIS, France. 
Tel: +33 (0)1 53 58 57 78. cFasano@JNBD.COM
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Table 2: Nominative ATU data2

2000 2001 2002 2003 2004 2005 2006 2007
Number of medicinal 
products since 1999 511 554 591 630 671 724 781 836

Number of medicinal 
products per year 221 204 183 201 220 216

New medicinal 
product application 15 43 37 39 41 53 57 55

Approval 26.833 23.285 21.133 21.037 24.291 21.058 24.874 27.563

Refusal 488 257 472 581 661 434 546 803

MA granted 15 14 21 10 13 15 20 26
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Drug Safety Evaluation, 2nd Edition 
The updated and expanded safety guide to all aspects of the drug development
process
By Shayne Cox Gad
ISBN: 978-0-470-25316-8, Hardcover, 1182 pages, July 2009

Drug Safety Evaluation, Second Edition presents an all-inclusive, practical guide for those
who are responsible for ensuring the safety of drugs and biologics for patients, for health
care providers, for those involved in the manufacture of medicinal products, and for all
those who need to understand how the safety of these products is evaluated.
This Second Edition has been extensively revised and expanded to respond to the many
changes in regulatory requirements as well as pharmaceutical and technological

developments. Drawing upon more than twenty years of experience, author Shayne Gad explains the scientific and
philosophical bases for evaluating specific concerns (e.g., cardiovascular safety, immunogenicity, carcinogenicity,
development toxicity, etc.) to provide both understanding and guidance for approaching new problems.
Individual chapters address not only the general cases for safety evaluation of small and large molecules, but also
all the significant major sub-cases: imaging agents, dermal and inhalation route drugs, vaccines, and gene-therapy
products. 
Among the wide variety of topics covered are:

• Acute toxicity testing in pharmaceutical safety evaluation
• Genotoxicity
• Safety assessment of inhalant drugs
• Immunotoxicology in pharmaceutical development
• Large animal studies
• Evaluation of human tolerance and safety in clinical trials

More pertinent and practical than ever to the industry, Drug Safety Evaluation, Second Edition provides a road map
for safety assessment as an integral part of the development of new drugs and therapeutics.

Publication

Although CPMR is not a clinical trial, these core outcome
domains have been used in designing the data
collection process because they represent the key
elements to describe the impact of pain therapies. The
inclusion of instruments for each of these domains will
also allow for the comparability of CPMR results to other
studies on the safety and effectiveness of pain therapies.

One of the pressing issues of the pain community is the
misuse, abuse and diversion of opioid medications. We
anticipate that the data from the registry will have a
great deal of utility for clinicians, and it is hoped that it
will provide further insight into some of the questions
confronting clinicians on the issues of opioid abuse.
Patients will be monitored for aberrant behaviors that
have been shown to be associated with opioid abuse
and sites will document the various programs, such as
the use of an opioid agreement to help mitigate risks. A
component of the CPMR program will be a prescription
tracking card that may allow for the detection of multiple
prescriptions for the same medications. Being cognizant
of the risk of opioids, an important objective of the
program will be methods to optimize patient analgesia
while minimizing abuse and misuse of these controlled
substances. CPMR also may be able to provide access to
educational resources to the participating physicians
and healthcare providers as new information and
potentially new opioid-class Risk Evaluation and

Mitigation Strategies (REMS) educational requirements
are enacted by the FDA.

The list of parties that could possibly benefit from such
a robust registry would include physicians, patients,
regulatory agencies, managed care organizations, and
pharmaceutical and medical device companies.

Conclusion
CPMR is a new large scale initiative designed to improve
understanding of pain treatment and patient outcome
through the use of data collection and tools to improve
knowledge throughout its network of participating
physicians. More information on CPMR is available on
www.painregistry.com and updates on the progress of
this project will be posted periodically on this website.

For more information, please contact:

Shaun Carlson, REGISTRAT-MAPI, 2343 Alexandria
Drive, Suite 400, 40504-3279 Lexington, KY, USA. 
Tel.: (800) 381-7878. scarlson@registrat.com

References
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2. Turk DC, Dworkin RH, Allen RR, et al. Core outcome domains for
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September 15-18, 2009

World Drug Safety Congress
The Bloomsbury Hotel, London, UK

The 3rd annual World Drug Safety
Congress Europe conference brings
together top pharmaceutical,
biotechnology and regulatory
representatives in a forum that addresses
the key issues of the industry.
This conference follows the huge success
of World Drug Safety Congress 2007 and
2008, to which Health Network attracted a
record number of drug safety
professionals and decision makers to
explore the prevalent challenges of today.
The in-depth drug safety conference
programme covers the detection, analysis
and prevention of adverse drug reactions
with case studies and industry
experiences as well as global regulatory
coverage of developments in the US,
Japan, Europe, Asia/Pacific, South
America and Canada.

More information at:
http://www.healthnetworkcommunications
.com/2009/safety/index.stm 

September 22 - 24, 2009

12th Bio/Pharmaceutical and
Medical Device Registries and
Post-Approval Studies Congress
Princeton, NJ, USA

Post approval studies have continued to
see an increase in scrutiny from the FDA,
Senate and the public. This forum brings
together pharmaceutical, medical device
and biotech companies, as well as
industry’s leading CROs and technology
vendors to discuss the latest issues
surrounding post-approval studies.

Topics being researched for 2009 include:
- Evaluation of ongoing registries

Meetings - Mark your calendar

- IRB – Challenges/strategies/change in
standards

- Global registries and adaptive database
design

- Publication and analysis of registry and
post approval data

- And much more!

More information at:
http://www.cbinet.com/show_conference.
cfm?confCode=PC09155 

October 6-8, 2009

3rd Annual Clinical Trials Registries
and Results Databanks: Recipe for
Success
Gaylord National Resort & Convention
Center, National Harbor, MD, USA

Featured topics:
- Global Requirements, Laws, Regulations

and Business Cases
- Defining the Clinical Trial Disclosure Role

within a Company
- Available Tools, Resources,

Organizations
- Impact of External Stakeholders,

Company Policies, and Advanced
Technologies on Disclosure Processes

- Key Milestones for Managing
Compliance

- Quality Checks
- Lessons Learned

More information at: www.diahome.org 
Event Code:09018
Or contact: Carrie Dunn,
carrie.dunn@diahome.org. 
Tel: +1 215 442 6181 - Fax: +1 215 442 6199 

December 1-4, 2009

Late Phase Drug Development
World 2009
The Bloomsbury Hotel, London, UK

Late Phase Drug Development World aims
to attract the biggest gathering of
pharmaceutical late phase drug

development thought leaders to assemble
in 2009. How are you going to make sure
you stand out from the crowd? Invest in
the event, your company’s future; and
make sure your clients know who you are.

The event will attract Directors and
Managers of Clinical trials, Clinical
research, Post marketing, Surveillance,
Medical Affairs, Pharmacoepidemiology,
Investigator sponsored studies, Clinical
Data, Management, Drug development,
Pharmacovigilance, Risk Management
from the pharmaceutical and
biotechnology industries.

More information at:
http://www.healthnetworkcommunications
.com/2009/LSDD/ 

December 3-4, 2009

Advanced Workshop & Round Table
Meeting on Pharmacovigilance
Planning and Risk Management
Southampton area, UK

Programme outline:
- Understanding of the scientific basis for

safety specifications and risk
management

- Case studies for risk management for
small and large pharmaceutical
companies

- Practical workshops with examples on
how to write pharmacovigilance safety
specifications and risk management
plans

More information at:
http://www.dsru.org/shortcourses_
training.html
Or contact: Jan Phillips,
jan.phillips@dsru.org. 
Tel: + 44 (0) 23 8040 8605
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The 6th annual conference of Pharmaco-Epidemiology 
september 14 – 16, 2009 - Avignon, France

Check out our program and register online at: www.upe-avignon.org 

Key events:
An « International Day » presented in English and dedicated to international topics

Theoretical trainings on Pharmaco-Epidemiology led by our experts: 
Mitchell Levine and Jacques Massol

Round tables with members of Health and Regulatory Authorities
Practical trainings: case studies, themed workshops

The role of medico-economic evaluation in Pharmaco-Epidemiology
Hospital Studies

Use of databases
… and a gastronomic evening highlighting truffles!

This year, we have the pleasure of welcoming: 
HAS, CNOM, AFFSAPS, CNAMTS, IDS, CCTIRS, CNIL, CPP, CEPS, the PHISQUARE Institute

In addition, this year:
• The counsel of the Order of Doctors (CNOM) will attend the round table: 
«The regulatory framework of Pharmaco-Epidemiological studies in 2009» 

• A round table on data bases, with the GPRD
• Numerous French and international case studies

• Ethical submissions in Europe
• The specificity of online Pharmaco-Epidemiological studies

This conference may be covered by certain companies’ training budgets 
(Accreditation number: 82 69 08275 69). Find out more information from your Human Resources Department.
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Anne-Françoise GAUDIN (GSK, France) - Mitchell LEVINE (MacMaster University,
Canada) - Juliette LONGIN (REGISTRAT-MAPI, Europe) - Will MAIER (REGISTRAT-MAPI,
Europe) - Jacques MASSOL (PHISQUARE Institute, France) - Hubert MECHIN
(REGISTRAT-MAPI, Europe)

For more information, please contact:
Sabrine NECHADI - REGISTRAT-MAPI, 27 rue de la Villette, 69003 Lyon

Tel: +33 (0)4.72.35.53.37  Fax: +33 (0)4.72.13.59.62  E-mail: snechadi@mapigroup.com
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