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On the Register

Kim Maguire and Bruce R Smith of United BioSource Corporation
get to grips with the demands of setting up a global registry

Understanding the nuances of setting up an effective global
registry is becoming increasingly important, since this kind of
study enables manufacturers to gather and analyse data about the
actual use of their products in every country where a product is
marketed, while meeting stringent new regulatory requirements.

Key regulatory bodies in the EU and the US have passed
legislation that has resulted in more regulations and greater
governance, intensifying the pharmaceutical industry’s emphasis
on drug safety (1,2). The requirements include greater focus on
post-approval studies to address risk assessment and risk
minimisation. Registries — databases used to collect patient
information for specific purposes — are among the types of studies
used more and more to address these safety issues.

Registries are often long-term in nature, therefore it is critical to
consider a number of design factors, such as ensuring that
objectives are well-defined with a justifiable purpose, calculating
an appropriate sample size with representative patients registered,
and creating clear, comprehensive plans for follow-up and patient
retention. The protocol and operational plans should map out how
best to facilitate communications with — and data collection from
— patients and physicians.

VALUE AND FUNCTION OF REGISTRIES

In post-approval studies — such as registries, observational
studies, surveillance programmes and large streamlined
studies — data are gathered under real-world conditions, using
larger, more heterogeneous populations than in controlled,
randomised clinical trials (RCTs). With strict enrolment
criteria, RCTs exclude subjects based on such demographic
factors as age, gender and ethnicity, as well as health issues,
such as co-medication and co-morbidity.

By contrast, registries methodically collect and analyse data in
real-world settings with heterogeneous patient populations,
enabling researchers to assess and document effectiveness, safety

CIOMS and FDA definitions of registries

According to the Council for International Organizations of Medical
Sciences (CIOMS), a registry is “an organised collection of data on
humans within a particular disease group or other special group (for
example, cancer, pregnancy, birth defect, organ transplant and
serious skin disease)” (3).

Similarly, the FDA defines a registry as “an organized system for

the collection, storage and retrieval, analysis and dissemination of
information on individual persons exposed to a specific medical
intervention who either have a particular disease, a condition (such
as a risk factor) that predisposes them to the occurrence of a health-
related event, or prior exposure to substances (or circumstances)
known or suspected to cause adverse health effects” (4).
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and the economic value of a medication or treatment. Registries
can enable evaluation of patient preference, adherence to therapy,
and such specific economic outcomes as increased work
productivity or reduced physician visits and hospitalisations.

Registries can be used in different ways. Disease registries, for
instance, collect clinical data on patients with certain diseases or
conditions, looking at epidemiological outcomes and risk factors.
These include registries for understanding natural history of
disease, such as a registry of patients with rheumatoid arthritis
(RA), or natural history of specific adverse outcomes, such as
blood dyscrasias or severe cutaneous reactions.

Product registries gather data about patients who have had
documented exposure to a specific drug. For example, a registry
might study those participants who were exposed to specific
biological therapies for the treatment of RA to determine the long-
term safety of the product(s). A third type of registry is a
pregnancy registry that addresses drug and biological exposure
during pregnancy.

Disease registries can be implemented both pre- and post-
approval. During the pre-approval phase, registries are important
for strategic planning to prioritise indications and to gain an
understanding of the patient population to be treated. They also
help assess whether the clinical trial subjects are representative of
the general population of patients who will use the product after
approval. Post-approval, registries are valuable tools for gathering
data about product use, effectiveness and safety.

KEY FACTORS TO LONG-TERM SUCCESS

Seven key factors involved in setting up global registries are
examined here: feasibility survey, site recruitment, site
management, data collection, patient enrolment, data quality and
protection, and physician/patient retention.

FEASIBILITY SURVEY

Designing a successful global programme depends on a
thorough understanding of the specific treatment landscape in
each country. While the data elements in a registry might be
identical in all geographical locations, the protocols and
approaches to data collection must be customised based on
country-specific regulatory requirements, data protection
standards, and programme implementation sensitivities of the
sponsor’s local affiliates.

The first step, therefore, is to conduct a feasibility survey to
identify issues that should be considered in study design and to
gauge physician interest in the programme, as well as their
willingness to enrol patients and follow registry procedures.



As part of this process, the sponsor works with their affiliate
offices in each country to adapt the forms to address geo-specific
nuances and to provide insight into unique aspects of medical care
in each location.

Survey results are used to estimate appropriate physician and
patient fees, finalise the protocol and case report form, and
enhance the methods and tools developed for site recruitment,
patient recruitment and patient retention.

SITE RECRUITMENT

Typically, more sites are invited to participate than are necessary

for the study. Depending on the study, numerous techniques are

used for site selection, such as:

@ Identifying high prescribers and those participating
in approval trials

4 Pinpointing physicians who treat large numbers of patients
with the disease for which the drug is prescribed

4 Contacting and recruiting physicians, via mass mailings and
phone calls, using lists from professional societies in
countries where this is permissible

@ Enlisting the help of local affiliate offices, medical
science liaisons, and the sponsor’s sales force to identify
potential investigators

4 Establishing a global scientific advisory board —
comprised of a regional subcommittee for each continent
— to help locate sites, and to review and address any
country-specific issues

When deciding whether or not to include academic centres —
even if they are typically high-users of the study drug — consider
that high-volume, community-based sites are sometimes
preferred for various reasons. In addition to providing a broad-
based patient population, community sites can work with a
central investigational review board or ethics committee
(IRB/EC) and standard contract templates, allowing more rapid
site start-up. These sites also have more autonomy and flexibility,
often requiring lower compensation rates. Finally, these sites are
often more interested in observational research than academic
centres that typically prefer participating in cutting-edge clinical
trials of investigational products.

SITE MANAGEMENT

Site management is often handled by call centre personnel who
provide support to sites, functioning much like in-house
CRAs, triaging inbound calls immediately and tracking urgent
calls by inquiry type, centre ID, query resolution, and centre
feedback. They assist with:

@ Protocol-related questions

Safety reporting

Patient recruitment and eligibility

Guidance for completing case report forms (CRFs)
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Technical support on the web-based system

Dedicated freephone numbers for each region can facilitate
these communications.
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Call centre activities combine a mix of telephone, electronic and
in-person interactions, such as calling every investigator to discuss
study protocol and patient enrolment criteria, as well as holding
live meetings at each site to ensure thorough training for
physicians and study staff on the electronic data capture system.
Goals of site contact include developing a positive rapport,
reinforcing recruitment goals, and ensuring that data collection is
occurring at the appropriate intervals.

During patient enrolment, the number of contacts is typically
higher, with fewer communications required during the follow-up
phase. If sites fail to submit required information, however, such
as semi-annual CRFs, outreach is made to reduce the incidence of
loss to follow-up. In that process, if it is determined that a patient
has not consulted their physician during a predetermined time
period, as required by the protocol, actions are initiated to contact
the patient to obtain updated health status information. Typically,
each study would establish a particular percentage of sites to visit
in person to review protocol adherence and verify data.

DATA COLLECTION

Successful recruitment is linked to how data will be collected.
That is, sites or patients may decline to participate if they perceive
that the study will be burdensome, requiring too many forms to
complete or too many office visits. Sites might also decline to
participate if extensive inclusion/exclusion criteria suggest time-
intensive patient identification.

When possible therefore, it is advisable to gather required study
input at the same time that patients would ordinarily be coming
into the office for treatment or evaluation, in order to avoid the
need for additional visits.

To meet due diligence mandates, a registry should create a
protocol to track every patient aggressively, so as to reduce the
number of patients lost to follow-up, using a combination of
anticipatory alerts and telephone calls.

For instance, the system can anticipate when the registry should
receive data from the sites — either in the form of a survey or as a
CRF —and issue a reminder to sites both before and after that date.
If the system still does not receive the data, aggressive fax
outreach can be initiated to fill in any patient information gaps. In
addition, direct-to-patient telephone calls can be made to trace
those patients lost to follow-up so as to determine exit status.

Passive methods may also be used to reduce loss to follow-up,
such as reviewing the central mortality register in participating
countries (for example, the National Death Index in the US) and
performing broad internet searches.

PATIENT ENROLMENT

Investigators participating in a registry generally enrol patients
just starting treatment with the drug. Furthermore, the decision
to prescribe must be made before the patient can be enrolled in
the registry.
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