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BY DENISE MYSHKO

Through patient registries, PHARMACEUTICAL COMPANIES

CAN OBTAIN REAL-WORLD EFFECTIVENESS DATA 

ABOUT PRODUCTS, including adverse events 

and outcomes in various patient populations, that 

go beyond the limited confines of controlled trials.
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There is no such thing as a standard

registry. WE HAVE TO STRIKE A

BALANCE: DO WE ASK A LOT OF

QUESTIONS OR JUST A FEW?

We also need to consider the work

load for the investigators.
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PATIENT registries

Postapproval research
in one form or another has been around for more
than 30 years. Recently the Food and Drug
Administration has stepped up its demand on
drug developers to conduct more certain, effec-
tive, and timely postmarketing studies (see
related box on page 41). While most of these
studies fall under mandatory postmarketing
commitments (PMCs), some voluntary studies
are starting to gain popularity as ways of con-
ducting outcomes research. In particular, phar-
maceutical companies are adding patient reg-
istries to their postmarketing toolkits. 

Traditionally, registries have been used as a
way to survey the safety of approved drugs in
pregnant women, for example, as well as to
observe data from clinical practice. The success
of some of the largest disease registries — such

as Genentech’s National Registry of Myocar-
dial Infarction (NRMI) — has spurred com-
panies to expand their use. 

Industry experts believe that pharmaceuti-
cal companies will develop registries as tools
to generate real-world data for their products.
Already, sponsors are starting to incorporate
both scientific and commercial objectives into
their postmarketing programs, which is
expected to lead to more product-specific pro-
grams with risk-management plans and fewer
disease-specific registries. 

“One of the reasons that registries are hot
now is that sponsors recognize a huge number
of value drivers,” says Richard Gliklich, M.D.,
president and CEO of Outcome. “Registries, if
properly constructed, have the ability to gen-
erate a lot of data for publications, and publi-

cations drive postapproval sales. Companies
also can get competitive intelligence, particu-
larly when they do a disease registry.” 

Genentech’s registry is one of the largest
observational studies of acute myocardial infarc-
tion (AMI). Since 1990, NRMI has collected
data on more than 2 million AMI patients and
helped more than 1,600 participating hospitals
assess their approach to AMI treatment and
identify trends in patient outcomes.

Dr. Gliklich says such registries can allow
companies to view, in real time, the market
dynamics of what’s happening with a drug or
device. 

“Increasingly, companies are viewed as a
knowledge partner with physicians because
they are actively engaged in increasing the sci-
entific knowledge about a disease process, and
physicians and hospitals respond positively,”
he says.

Cyndi Verst-Brasch, Pharm.D., VP,
Kendle Late Phase, says pharmaceutical com-
panies are beginning to seek out contract-
research companies and others to act as con-
sultants in the design and implementation of
registry programs. 

“Of course, the primary importance is the
scientific nature of the program,” she says.
“But now, there is appropriate blending of
commercialization objectives into these trials.”
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THE FDA IS DEFINITELY 

ENCOURAGING PHARMACEUTICAL

COMPANIES TO IMPLEMENT 

PREGNANCY REGISTRIES, especially

among drugs that are typically used by

women of childbearing potential.

This union is really where 

INNOVATION AND 

KNOWLEDGE ARE GOING TO

COME FROM IN THE FUTURE.D
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On the regulatory front, experts predict
that agencies will request more registries as a
postmarketing commitment. 

“As regulatory agencies strive to approve
products earlier, they are looking to ensure
that biopharmaceutical companies have in
place risk-management strategies,” Dr. Verst-
Brasch says. “While the FDA may not require
a safety-registry study, many companies are
being proactive and conducting such a registry
as a risk-mitigation approach. Risk manage-
ment is the new buzzword in this heightened
regulatory environment.”

According to Christopher-Paul Milne,
DVM, MPH, JD, assistant director of Tufts
Center for the Study of Drug Development,
risk management efforts are just beginning.

“There weren’t many risk-management
specific PMCs in 2003, but I think we will see
more as they are incorporated into the risk-
management plan concept,” he says.

Clinical-drug development and safety
assessments have become much more sophisti-
cated in recent years, with more of an empha-
sis on defining risk in a more quantitative
way, says Sandy Kweder, M.D., deputy direc-
tor of the Office of New Drugs, at the U.S.
Food and Drug Administration. 

“To define the risk, companies often need to
go beyond gathering the data that might be
available in a typical new drug application,”
she says. 

In light of FDA requests for more post-
marketing data on newly approved drugs,
Sean L. Hart, B.S., MBA, CEO of BBCI, says
the agency is likely to request restricted access
or product-specific registries that identify spe-
cific safety signals over time.

“FDA officials are discussing risk-manage-
ment strategies, and that is why we’re hearing
more about registries and large simple safety
studies,” he says. “The FDA is talking more
about registries and large, simple safety studies
as part of its new overall risk management/risk
assessment pharmacovigilance efforts.”

Additionally, registries can help define the
safety parameters for drugs with a narrow
therapeutic window. 

“If the population can be defined through
an electronic registry — and this really only
can be done electronically — then companies
will be able to collect data and authorize the
dispensing of the drug based on the parame-
ters defined in the registry,” Dr. Gliklich says.
“Therefore, more drugs with a narrow safety
window could become available for more
appropriate populations. The FDA is going to

be evaluating this carefully. As a result, this
will be a huge opportunity for sponsors
because drugs that weren’t necessarily thought
safe enough for large populations might be
safe for 10% of the population.”

REGISTRIES VS.

CLINICAL TRIALS

Patient registries can be product-oriented,
disease-oriented, or focused on a particular
patient population. Unlike Phase III or Phase
IV trials, registries are not blinded. They may
have a comparator group, but there are no inclu-
sion and exclusion criteria for patient recruit-
ment. In other words, all patients taking a par-
ticular drug or using a particular device or who
have a certain disease are eligible to participate. 

Registries generally focus on effectiveness
while Phase III trials look at efficacy. Reg-
istries typically are observational where trials
are randomized. And registries tend to be larg-
er than clinical trials.

Mr. Hart says to be a true registry, there has
to be prospective enrollment of patients
receiving a particular drug or a series of drugs
within a specific disease. The patients need to
be tracked to evaluate a specific effectiveness
or safety outcome. 

“I say effectiveness because we’re really not
proving efficacy,” he says. “There has to be a
given endpoint, and there has to be a well-con-
structed data collection method with rigorous
follow up. In the past, some registries didn’t
have these criteria.” 

A registry does not try to show that a prod-
uct is having a particular effect. A registry
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Companies that view registries

as an effective growth tool 

and not just a burden or an

obligation WILL BE THE

MOST SUCCESSFUL.

Once a drug is on the market,

WE WANT TO UNDERSTAND

HOW IT PERFORMS in a wider

group of patients beyond 

the patients meeting the 

inclusion/exclusion criteria 

of the clinical trials.
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aims to gather as much data as possible,
including information about other drugs a per-
son may be taking or other conditions or ill-
nesses the person may have. In this way, a real-

world picture can be
drawn about the how
the drug affects people
in the community. 

“That real-world,
community-based setting often includes
younger patients, older patients, sick patients,
patients with concomitant medications, con-
comitant illness, and in some cases, pregnant

women,” Mr. Hart says. “Registry
and large, simple safety study proto-
cols are much different from those
for Phase III trials, which have very
restrictive inclusion/exclusion crite-
ria. In registries, practitioners follow
the product label and meet the tar-
geted protocol endpoints that have
been established.”

According to John Walt, MBA,
senior manager of global health out-
comes strategy and research at
Allergan Inc., once a drug is on the
market, it is important to under-
stand how it performs in a wider
group of patients beyond the
patients meeting the inclusion or

exclusion criteria of the clinical trial.
“A registry doesn’t tell physicians what to

measure or when to bring patients back,” he
says. “Registries capture what happens to
these patients in normal practice. Physicians
let us know the results when they do particu-
lar measures, and we capture those data.”

The primary aim of a registry, Mr. Walt
says, is not to submit data to the FDA to make

■ Between 1998 and 2003, mandatory postmarketing studies

accounted for about one-third of the 492 performed studies.

■ The number of patients in studies has grown from a median 

of 30 in the 1970s to 123 in the 1980s, jumping to 920 in the 

1998 to 2003 period.

■ The number of PMCs per NME increased from 2.7 in the 1970s 

to 3 in the 1980s to 4.4 in the 1998 to 2003 period.

■ The median cost of studies rose from $135,000 in the 1970s and

1980s to $3.7 million in the 1998 to 2003 period.

■ During 1998 to 2003, efficacy-related and drug interaction studies

outnumbered all others.The high percentages for efficacy and

drug/drug categories are likely the result of the contribution of

studies required for accelerated approval, as these two study types

are the ones most often requested by FDA to support such

approvals.

■ Safety/ADR postmarketing studies have been employed with

increasing frequency — from 5% of all PMCs in the 1970s to 13% in

the 1980s, as well as in the 1998 to 2003 period — to monitor a drug

once it reaches a wider patient population.

■ More PMCs have been conducted in connection with NMEs than

for non-NMEs (previously approved new molecular entities). Priority

review drugs, on average, required 2.4 times as many PMCs as stan-

dard review drugs. Accelerated approvals comprised only 18% of the

approvals with PMCs but accounted for 29% of all PMCs for NMEs in

1998 to 2003.

■ On average, new drugs approved in 1998 to 2003 involved 4.4

PMCs, but oncology drugs, with an average of 5.6 PMCs per approval,

involved three times as many studies as cardio-renal drugs.

Source:Tufts Center for the Study of Drug Development, Boston. For more information,
visit http://csdd.tufts.edu.

POSTMARKETING COMMITMENTS GROW

The FDA is now requiring more post-

marketing commitments, registries, or

prospective surveillance studies. In

fact, THE AGENCY COMMONLY

REQUIRES POSTMARKETING

STUDIES TO VERIFY THE

APPROVED DRUG’S CLINICAL

BENEFIT, INCLUDING LONG-TERM

SAFETY PROFILE.

Postmarketing commitments (PMCs) are rapidly becoming an essential element of new drug development in the United States.

Registries are one type of PMC.The Tufts Center for the Study of Drug Development this year began a five-year research program to

evaluate how the FDA’s PDUFA III programs, which include greater emphasis on Phase IV studies and risk management in the 

postmarketing period, have affected new drug R&D.Tufts CSDD Impact Report is the first in a series that will help provide a benchmark

for structuring PDUFA IV, to be voted on by Congress in 2007. According to Tufts CSDD analysis, which was released in July, PMCs 

mandated by specific regulations began during the mid-1990s with the introduction of the accelerated approval program. Use of PMCs

increased with the addition of deferred pediatric studies under the 1998 pediatric rule (now codified as the Pediatric Research Equity Act

of 2003), and, more recently, the animal rule in May 2002. Other findings include:
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a pivotal claim, change the label, or develop
new indications.

“Rather, registries are used for either eco-
nomic reimbursement submission with man-
aged-care organizations and other payers out-
side the United States or for a better
understanding of real patient outcomes in the
current market,” he says. “Managed-care orga-
nizations, insurers, and payers want to better
understand how drugs work compared with
other therapies not versus placebo. Managed-
care organizations would rather see results
from a registry than a Phase IV study in the
same patients as the pivotal clinical trials.”

According to Dr. Milne, pharmaceutical
companies are using patient registries as a way
to control information flow and data collection
after a drug reaches the market. 

“This information can be used to detect
and follow up on safety signals, as well as for
marketing purposes,” he says. 

“Marketing-based registries are used to iden-
tify issues related to product use and to identify
factors that might impact prescribing deci-
sions,” says Deborah Covington, Dr.PH., direc-
tor of registries and epidemiology, at Inveresk
Research Group Inc. “Scientific and safety reg-

istries focus on supporting and strengthening
the safety profile of a particular drug.”

To achieve more effective patient recruit-
ment, Colin Lucas-Mudd, CEO of NCERx
LLC, says the clinical and marketing aspects
need to be integrated.

“The aim is to build consumer and patient
trust and turn that into permission through
registrations,” he says. “The registrations form
the core, and from that we get permission to
append other data and then we can use those
records for patient recruitment through to
marketing.”

Since registries are hypothesis-generating
studies and not hypothesis-testing studies, the
real-world clinical, economic, and humanistic
outcomes data are a great way to impact qual-
ity of care for patients, says Stephen L. Webb,
executive VP of Registrat Inc. 

“Because biopharmaceutical and medical-
device companies can help define best-practice
guidelines and standards of care through these
studies, they can develop various substudies
and generate scientific hypotheses in support
of clinical data,” he says.

Jeffrey Trotter, president of Ovation
Research Group, agrees. 

“A clinical trial is designed with a specific
hypothesis in mind that researchers are trying
to prove or disprove, and the statistics are driv-
en by that goal,” he says. “Since a registry is
much more hypothesis generating than it is
hypothesis proving, statistical analyses and
other aspects must accommodate a more flex-
ible approach.”

A REGISTRY IN ACTION

For executives at Proxima Therapeutics
Inc., a device manufacturer, a patient registry
was the logical way to answer some additional
questions that the clinical community had
about its MammoSite Radiation Therapy Sys-
tem, an internal radiation therapy system
comprised of a balloon catheter that adminis-

ters a prescribed dose of radiation to targeted
breast tissue. The product was approved by
the FDA based on clinical safety and perfor-
mance data from 43 patients.

“The number of patients in a clinical trial
is not always large enough to answer all of the
smaller questions that the clinical community
has,” says Timothy J. Patrick, president and
CEO of Proxima Therapeutics. “In a registry
environment, we have the ability to enroll
many more patients and use many more sites.
The original study had eight participating
sites; there are more than 130 sites involved
with the registry.”

He says the registry also is helping the
company to gather practical information, for
instance, patient demographics, related to the
users of the therapy. 

“Through the registry we have been able to
confirm that this technology is being adopted in
accordance with the recommendations of the
professional societies,” he says. “We’ve been able
to look at patient age, tumor size, and tumor sta-
tus. We’re gathering short-term and long-term
cosmetic data. Ultimately, we’ll take a look at
toxicity and other issues. In the long run, this is
a seven-year study that will look at local recur-
rence rates, which are very important.” 

Through the registry, data from more than
1,300 patients will be available for analysis,
says Peter D. Beitsch, M.D., FACS, coprinci-
pal investigator of the American Society of
Breast Surgeons’ MammoSite Patient Registry
and director of the Dallas Breast Center. 

“The goal is to further elucidate the short-
term complications and look at efficacy data
over the long term,” he says. 

Proxima Therapeutics plans to use this
information for physician education.

“Thus far, we’ve trained about 2,000 physi-
cians,” Mr. Patrick says. “One of the best uses
of the registry is the ability to provide ongo-
ing updated data to physicians who come into
training, which is incredibly important. We
present demographic and patient data in our
physician-education classes, which in many
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With HIPAA requirements,

RECEIVING PATIENT CONSENT

FOR REGISTRY PARTICIPATION

IS CRITICAL.

The number of patients treated in an initial

clinical trial is not always large enough to

answer all of the questions that the clinical 

community has following publication of study

results. A REGISTRY CAN BE A GREAT 

WAY TO ADDRESS THOSE ADDITIONAL

QUESTIONS.
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ways for a small company with a new technol-
ogy is marketing.” 

Mr. Patrick says the company originally
expected enrollment of about 500 patients. 

“We didn’t fully anticipate the interest that
the medical community would have in a reg-
istry to better understand how the technology
can be used,” he says. “The next time, we will
set our sights a little higher and use an elec-
tronic system to more effectively manage the
enormous amount of data that is generated.”

Today, less than 10% of registries use elec-
tronic systems for data capture, says Jonathan
Morris, M.D., chairman, CEO, and president
of ProSanos Corp.

“The regulatory environment for prospec-
tive randomized clinical trials has helped
define the specifications for EDC implementa-
tion,” he says. “In the registry or postlaunch
environment, there hasn’t been the same regu-
latory or business push, so many companies
are still trying to figure out exactly what they
should do and how they should do it.”

Dr. Gliklich says pharma companies need
to go beyond traditional EDC systems to col-
lect information for registries.

“Because registries serve as a reporting sys-
tem and as an active knowledge base, there has
to be the ability to generate patient-manage-
ment and practice-management tools for
sites,” he says. “The idea is for a registry to
become a population-management tool that
providers can access.”

REGISTRY CHALLENGES 

As with any study, conducting a registry
poses some challenges. 

“Patients may or may not see their physi-
cian,” says Leanne R. Larson, senior VP of
patient registries, at Ovation Research Group.
“They may or may not take their medication.
They may or may not complete questionnaires.
Companies have to overcome similar issues
with physicians.”

She says companies likely will be working
with sites that may or may not have a research
infrastructure or may even be research naive. 

“Companies have to design and manage a
registry program in a way that doesn’t burden
the sites,” Ms. Larson says.

Registries are different from trials, and
every aspect needs to be addressed from the
perspective of the strategic goals of the spon-
soring organization, Mr. Trotter says. 

“One of the challenges that we often face is
working with internal groups that may or may
not have a consistent understanding of the
registry,” he says.

“Each registry is different and should be
tailored to address specific needs,” says Herve
Caspard, M.D., Sc.D., director of epidemiolo-
gy, U.S. health outcomes/medical, at Sanofi-
Synthelabo Inc. “For example, we should not
hesitate to simplify the case report form when
we just want a little information.”

Mr. Webb says because the return on
investment (ROI) for registries is a little soft-
er, measuring their value can be a challenge as
well. 

“There are objective ways to measure ROI,

such as market-share data and the effects a reg-
istry can have in terms of penetrating and
expanding the marketplace, as well as patterns
of product use,” he says. “From a scientific
standpoint, registry data can be disseminated
through abstracts and manuscripts, scientific
presentations, and investigator meetings to
help them improve outcomes for their
patients.”

We view registries as an IMPORTANT

OPPORTUNITY FOR OUR CLIENTS

TO BETTER UNDERSTAND how 

diseases are managed in the 

real world. Registries fill an important

niche between formal clinical trials and

unstructured views of the marketplace.
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Dr. Morris points out that there is anoth-
er value that often doesn’t get added into
the equation: the prospective capture of data
that can be used for a scientific marketing
plan.

“The use of registry data by providers

themselves to potentially change their own
prescribing behavior or increase visibility
and awareness, can be a much more effective
selling tool than a pure sales detail or other
traditional marketing tactics,” he says.
“Having a registry that can be used by spe-

cific providers or institutions is good
medicine and good marketing.”✦

PharmaVoice welcomes comments about this

article.E-mail us at feedback@pharmavoice.com.
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