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Robin Robinson

Postapproval Studies:
More Critical and

s the need for postapproval data
reaches a critical point, the in-
dustry explores the multiple
options and struggles to deter-
mine which methods are best
for collecting and analyzing important data.
There are as many ways to collect data with
today’s real-time technologies as there are data
to collect, and not one single process can meet
all of the needs of postapproval stakeholders.
Several of our experts point to patient reg-
istries as a viable approach and add that both
prospective and retrospective techniques will
remain important. Therefore, the best method
is not a particular approach but rather a care-
ful evaluation of the fundamental questions to
be addressed by each research effort, and an
understanding of how the information will be
employed. In other words, our experts say,
start with the end in mind.
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CHALLENGING

THAN EVER

Finding the Right Approach

In summary:

1. Registries provide opportunity for flexibility
and adaptability.

2. Registries have real-world focus.

3. A single approach will not meet every
postapproval study requirement.

DR. EMMA JAMES. SYNAGEVA BIOPHARMA.
What would be considered best really depends
on the question that’s being asked, the degree of
certainty required, in what population, and
what the budget is. The different methods all
have validity for certain questions, with associ-
ated strengths and weaknesses. Without clarity
on this, it is extremely hard to get the study de-
sign right or be confident that the data will have
utility to a range of decision-makers. In clinical
practice, EHRs are viewed as important for col-
lecting data, improving patient care, and reduc-
ing costs, and they may provide a powerful
means to collect large amounts of postapproval

Phase IV data are in
high demand by more stakeholders.

data in the future as data mining techniques be-
come more sophisticated. EHRs and prescrip-
tion databases are relatively quick and cheap to
analyze, especially if retrospective data from in-
dividuals are sufficient. Prescription databases
and pharmacovigilance databases are useful for
signal detection, but they suffer from lack of
comprehensive data entry. This means that re-
sults should be interpreted with caution — al-
though this is a common theme in the observa-
tional research setting. Similarly, as we are far
from a systemwide implementation of standard-
ized EHRs, their utility is currently limited in
terms of the wide variety of data that need to be
collected across different healthcare systems, and
despite advances, the growing diversity of clinic
EHRs lack integration and interoperability
with Internet-based biomedical databases. For
population-based studies, Phase IV trials or reg-
istries may be more appropriate. Pragmatic clin-
ical trials are often considered the gold standard
for effectiveness research. They generally include
a broader population than clinical trials de-
signed to obtain regulatory approval, and so are
more generalizable to the population being
treated in the real world, providing answers
about the risks, benefits, and costs of an inter-
vention as they would occur in routine clinical
practice; these should, of course, be run with
due scientific rigor — i.e., randomized, blinded,
and multicenter studies are best. However, they
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are complex to analyze, expensive to undertake,
and there may be challenges in recruitment as
the drug under study is available to be pre-
scribed by clinicians; prospective observational
studies such as registries are often conducted in-
stead. Patient registries have predefined objec-
tives and can be designed to maximize the avail-
able information by collecting both
retrospective and prospective observational data
on a variety of different parameters. They at-
tempt to standardize longitudinal collection of
data from physician records and those collected
by other means, including prescription informa-
tion, socioeconomic data, and patient-reported
outcomes, and have the capability to evolve as
more is learned about a given topic. Especially
in the rare disease space, a registry may be de-
signed to capture a wide variety of data over
many years to learn about the disease itself,
management practices, and barriers to treat-
ment access regionally and globally, as well as to
help develop meaningful relationships with
physicians involved in patients’ care, and to gen-
erate evidence to support treatment licensing
and reimbursement. The PROs, which are gen-
erally subjective and considered to be softer end-
points, can be collected alongside harder clinical
data to provide complementary evidence, and
are useful for inclusion in cost-effectiveness
models. Registries, however, are generally vol-
untary on the part of the physician and the pa-
tient; therefore, there are inherent biases in the
data that need to be considered, as well as chal-
lenges in ensuring data quality and complete-

EXPERTS )

STEVE ALBRECHT. Global Head of
Late Phase, Chiltern International, a
global CRO with experience
conducting and staffing
international Phase | to Phase IV clinical trials.
For more information, visit chiltern.com.
WILLIAM H. CROWN, PH.D. Group
President of Health Economics and

Qutcomes Research and Late Phase
: Research, Optumlinsight, part of
Optum, provides health information,

technology, and consulting services. For more
information, visit optuminsight.com.

MARIA HARRISON. VP, Late Phase
Services, PRA, a global CRO
providing services through all
phases of clinical development. For
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ness that must be considered through the life
cycle of the study.

LEE KING. ICON. EHR databases, administra-
tive claims data, physician records, or patient
self-reports all have varying degrees of pur-
pose and effectiveness in the capture of postap-
proval data. However, in my opinion, patient
registries are generally the best way in which
to gather or collate postapproval data. Reg-
istries, if properly designed, are flexible in na-
ture, provide a great opportunity to not only
bring together any number of data capture
methodologies and systems in an efficient,
and more importantly, an adaptable manner,
but are also able to adapt to the ever-changing
landscape of real-world medicine. In some
cases, the prospective data collection method
can be made more efficient by combining it
with existing data sources. On the other hand,
studies using retrospective data from adminis-
trative claims databases allow for a quick and
inexpensive assessment of real-world treat-
ment patterns, measurement of clinical out-
comes, and evaluation of healthcare use. Ret-
rospective database analyses are used to
quantify the burden and cost of a disease, eval-
uate patterns of care, compare the perform-
ance of marketed products, and explore mar-
ket opportunities for targeting a new product.
They have limitations that can be mitigated if
they are combined with prospective data col-
lection. The required patients are identified
through review of the database and then either

more information, visit praintl.com or email
harrisonmaria@praintl.com.

LEE KING. VP, Late Phase Clinical
Trials Research, ICON Clinical
Research, a global provider of
outsourced development services
to the pharmaceutical, biotechnology, and
medical device industries. For more
information, visit iconplc.com.

NEAL MANTICK. Senior Director
and Global Head of Observational
Research, Parexel International
Corp., a global bio/pharmaceutical
services organization providing a broad range
of contract research, consulting, and medical
communications services. For more
information, visit parexel.com.

£€ Use of robust medical informatics
can be extremely successful in
identifying potential sites with a
high-volume target audience. 37

MARIA HARRISON / PRA

EMMA JAMES, PH.D. Associate
Director, Medical Affairs and Global
Registries, Synageva BioPharma Corp.,
a clinical-stage biopharmaceutical
company dedicated to discovering, developing,
and delivering medicines for patients with rare
diseases and unmet medical needs. For more
information, visit synageva.com.

RON WEISHAAR, PH.D. VP,

Phase IV Development,
PharmaNet/i3 (inVentiv Health's
clinical segment), a provider of
global drug development services to
pharmaceutical, biotechnology, generic drug,
and medical device companies. For more
information, visit pharmanet-i3.com or
inventivhealth.com.
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€ Selecting the best method for

\Q real-world data collection will

- depend on the use and type of
data required.’’

STEVE ALBRECHT / Chiltern International
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additional information is obtained from chart
review — or perhaps examination of free-form
notes from the EHR — or they are enrolled in
a registry. In some cases, retrospective ap-
proaches are the only feasible way of address-
ing a question. For example, when assessing
outcomes where there are multiple potential
causes, it might not be feasible to prospec-
tively collect all relevant information, and pre-
collected information becomes the most effi-
cient option for measuring strength of the
association.

STEVE ALBRECHT. CHILTERN. In selecting the
best method for real-world data collection, the
method will depend on the use and type of
data required. Registries provide a population-
based real-world look at product use, effective-
ness, safety, etc. If designed and initiated prop-
erly, registries can serve as a forum where
stakeholders put their ongoing product
knowledge base to the test in the real world.
Registries are an excellent platform to combine
varied data sources such as site, database
sources, and PRO into one well-designed re-
search application to study a disease or prod-
uct. Registries are also adaptable while they are
in progress, allowing for the incorporation of
new ideas or information being generated by
an event or trend. Registries provide design
flexibility to the stakeholders facilitating focus
on primary and secondary objectives, while
using varied data sources and collection meth-
ods. Although randomized controlled trials
(RCTs) have their place, these study designs
lack real-world focus — populations for whom
the product is prescribed but weren'’t studied
in the RCT — and as a result, registries pro-
vide an excellent, versatile Phase IV choice.

NEAL MANTICK. PAREXEL. There is not one
study design that is able to achieve the needs of
every study objective and of every stakeholder.
It is important to begin with the end in mind
to understand the strategic, scientific, and com-
mercial messages that are required to support
the product in its current life cycle stage, the
target audiences for those messages, and the de-
sired timing of delivering the messages to those
audiences. For example, understanding the re-
sults of a new product’s pivotal study data rela-
tive to the current standards of care for a disease
may be best served by a retrospective analysis of
electronic health record databases. The retro-
spective data could be collected, analyzed, and
presented to the target audiences in a relatively
short amount of time. On the other hand, using
a postmarketing study to better document
emerging adverse events to supplement the

findings of the pivotal study in support of a
new product approval may best be achieved by
a prospective registry-like program. In general,
prospective studies take a longer time to start
up, to collect a sufficient amount of data, to an-
alyze, and to publish the results compared with
a retrospective study.

MARIA HARRISON. PRA. In today’s world, there
are many stakeholders who are interested in
real-world data, such as regulatory authorities,
reimbursement payers, physicians, patients,
caregivers, and advocacy groups. Each group has
a different perspective and goals, thus requiring
different data sources. Secondary data sources,
such as EMR, prescription databases, and chart-
review, are good for high-level characteristic
analyses, but lack some of the value provided by
primary data sources. These include patient reg-
istries and safety-surveillance studies, where
data such as quality of life, healthcare use, and
patient reported outcomes can be captured di-
rectly from the patient through various methods
specific to the population. There are various
user-friendly technologies that capture patient
data, such as Web-based ePRO, SMS, patient
interviews, and portals.

DR. RON WEISHAAR. PHARMANET/I3. It is
tempting to predict that the day is near when
postapproval research will involve nothing
more than accessing information from de-iden-
tified electronic medical records. Electronic
analysis of prescribing records, claims data-
bases, and medical records are being employed
more frequently than ever before to provide a
window through which the real world of med-
ical care can be glimpsed. This view can offer
particularly useful insights into evolving pat-
terns of care for various conditions, such as the
degree to which subtyping of cancer patients is
being employed to guide various therapeutic
regimens. However, the requirements for
postapproval research are simply too varied to
assume that a single approach can be employed
to meet every need. Despite advances in the
electronic collection of data, the gathering of
prospective information will continue to take
greater importance, since the core requirements
for postapproval studies — determining risk
and benefit — are difficult to achieve using ret-
rospective approaches or surrogate markers. As
countries around the globe become increasingly
concerned with the escalating costs of new
medications, reimbursement agencies and pay-
ers will require that postapproval studies in-
clude information collected directly from pa-
tients regarding the impact of such
medications on their daily activities and their



overall reliance on the healthcare system. Like-
wise, governments charged with the welfare of
their citizens will almost certainly mandate
more registries and other types of observational
studies to carefully examine the long-term
safety of patients treated with newly approved
products in real-world clinical settings. The
best method for gathering postapproval data is
not any particular approach, but rather a care-
ful evaluation of the fundamental questions to
be addressed by each research effort, and an un-
derstanding of the use for which the informa-
tion will be employed. Once those considera-
tions have been addressed, the appropriate
method to employ for obtaining the necessary
information is generally obvious.

Meeting the Challenges of
Postapproval Patient
Recruitment

To be successful, patient recruitment meth-
ods for postapproval registries must be con-

ducted differently from the techniques used for
other study phases. For the study to be effec-

££ Since no one study design is
able to achieve the needs of every
study stakeholder, it is important
to begin with the end in mind. 73

NEAL MANTICK / Parexel International

tive, the sponsor must secure commitment
from both the physician and patient, and both

Postapproval Studies

€€ A hybrid approach to gathering
data is quite efficient, especially
with the integrated technologies
available today. 73

LEE KING / ICON Clinical Research

parties must realize the value of the study and
their continued support of it. Another impor-
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Critical Path Initiates ePRO
Consortium

In response to the need for better measures
of patient experience in clinical trials, particu-
larly late-phase safety monitoring, Critical Path
Institute (C-Path) established the Electronic
Patient Reported Outcome (ePRO)
Consortium comprising five founding firms —
CRF Health, ERT, ICON, invivodata, and PHT —
that provide innovative electronic data
collection technologies for capturing patient
reported outcome (PRO) endpoints in clinical
trials. C-Path’s role in the ePRO Consortium is
to serve as a recognized and respected
neutral third party that provides overall
administrative support and oversight. The
mission of the ePRO Consortium is to advance
the quality, practicality, and acceptability of
electronic data capture (EDC) methods used
in clinical trials for PRO endpoint assessment.
To accomplish this mission, they provide a
noncompetitive, neutral environment to test
the measurement equivalence of PRO
measures migrated to or among alternative
administration methods.The ePRO
Consortium will work with the PRO
Consortium, a group of 25 pharmaceutical
companies working to develop novel PRO
measures, to migrate the PRO instruments
developed within the PRO Consortium to all
relevant EDC platforms.

Source: Critical Path Initiative. For more information,

visit c-path.org.

tant element to successful recruitment for ob-
servational studies is a well-managed scientific
advisory board, our thought leaders suggest.
Advisory boards provide valuable assistance
with developing an effective study design and
publishing the results of the research con-
ducted, and can also encourage colleagues to
join as sites through letters, small group dis-
cussions, and responses to frequently asked
questions.

In summary:

1. Secure commitment and engagement from
physicians and patients.

2. Foster feeling of patient community; em-
phasize patient benefits.

June 2012 PharmaVOICE

3. Create study design with minimal burden
on participation.

DR.WILLIAM CROWN. OPTUMINSIGHT. Regu-
latory agencies in the United States and Euro-
pean Union have new increased authority to re-
quire postmarketing studies to assess known
signals of, or potential for, serious risk. This will
mean an increase in postmarketing, multicoun-
try studies with large numbers of patients and
sites. But, as is common in postmarketing tri-
als, many may be run by less-than-fully experi-
enced investigators. Despite the challenges,
real-world or nonrandomized data will be es-
sential, including careful identification of safety
endpoints and experience in epidemiological
methods for the analysis of observational data,
including ensuring patient safety, data in-
tegrity, and cost-effectiveness.

DR.RON WEISHAAR. PHARMANET/I3. Recruit-
ing patients for Phase IV studies, particularly
registries and other types of observational
projects, is much different from recruiting for
pre-approval clinical trials. The latter efforts
often focus on identifying investigators with
years of research experience — clinical trialists
— who frequently have several study coordi-
nators and other staff focused on an assort-
ment of trials, and whose practices often do
not reflect the manner by which clinical care
is provided in a real-world setting. Patient re-
cruitment for registries requires a much dif-
ferent approach. Indeed, reliance on clinical
trialists and heavy use of media campaigns
generally run contrary to the fundamental un-
derpinnings of observational research, which
seek to understand how patients respond in a
naturalistic setting. While employing tradi-
tional approaches could stimulate the rate of
patient enrollment, the risk is that any such
increase would damage the integrity of the
study by producing skewed results that had
lictle relevance to the real-world clinical envi-
ronment. Given that the goal of a registry is
generally to look over the shoulder of physi-
cians and to observe how they routinely care
for their patients and how their patients re-
spond to the care provided, the best approach
for ensuring effective recruitment is to employ
a study design that imposes minimal burden
on participation. For physicians, this means
that case report forms should be short and
simple, and if possible should resemble the
approaches to data collection routinely em-
ployed in a standard practice. For patients,
imposing a minimal burden means that no ex-
ceptional demands will be made in terms of
mandated visits or additional blood draws,

and that any required questionnaires can be
answered while they wait to see their physi-
cian, or at their own convenience via the In-
ternet or in response to a text message.

DR. EMMA JAMES.  SYNAGEVA BIOPHARMA.
There seems to be relatively little consideration
given to strategies for Phase IV studies com-
pared with those in Phase I-I11. A critical barrier
to research in the postmarketing setting is that
the drug is already available to be prescribed by
clinicians, which acts as a disincentive for pa-
tients to participate in further research. Success-
ful recruitment relies on obtaining and main-
taining physicians’ interest as well as patients’
involvement. In an era of increasing evidence
demands, patients and physicians are being
asked to provide growing amounts of data,
which will continue to pose a burden. Compa-
nies need to find cost-effective ways to incen-
tivize people to participate in postmarketing
studies in ways that are not considered induce-
ments to prescribe. From the patient perspec-
tive, flexibility to limit their time at the physi-
cian’s office may help, for example, provide
PROs via the Internet rather than on paper
copy, provide them with regular informational
updates recognizing how their data are con-
tributing, and find non-intrusive ways to re-
mind them about any data collection needs.
Tools using social media or smartphone tech-
nology should be considered. Companies need
to recognize that, especially in the Phase IV set-
ting, patients are people and not research sub-
jects, and it is important that they are engaged
and motivated. From the physician and site per-
spective, this includes reasonable budgets to re-
imburse the time taken to consent the patient
and collect and report the relevant data; provid-
ing translated documents in other languages for
their use; and non-fiscal incentives, such as au-
thorship on publications, roundtable meetings
with other investigators to network and hear
about advances in the area, and the ability to use
analyses for their own research. There is the mis-
taken tendency for sponsors to think that Phase
IV studies can answer every possible question
for every potential stakeholder, but in reality,
this results in incomplete or low-quality data.
This is especially true for sites that are generally
less experienced in the research world, which
may be the case for some Phase IV investigators.
Sponsors may need to spend more time training
sites and forming strong relationships to en-
courage prioritization of data entry and to help
resolve queries to ensure high-quality data.

STEVE ALBRECHT. CHILTERN. Phase IV studies
provide significant challenges in patient re-
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cruitment and patient retention. Much of the
incentive for patients may revolve around drug
availability or specialty care. Site payments are
almost always lower in Phase IV, postmarket
studies, reflecting the less-intensive workload
required, which can impact on site motivation
unless this is addressed specifically through
motivational activities. In today’s environment
we need to look to some of the more patient-
focused benefits. Patients like to feel engaged.
Allowing patients to be a part of a community
that is tasked with helping to study a disease
— their disease — gives them a real sense of
accomplishment. This feeling of community
can be fostered around their condition through
the use of information delivery both through
the physician and externally such as focused
Web portal information delivery or the use of
social media designed for this purpose. In ad-
dition, we can aid physicians in demonstrating
patient progress through the use of patient
profiles showing a patient’s personal improve-
ment, such as a QOL scale. These patient pro-
files demonstrated through the recruitment
process can add visible value to the physi-
cian/patient relationship. These benefits are
something that a patient would not normally
receive in most earlier-phase trials. Patient-re-
ported outcomes followed over time are an ex-
ample of how profiles can be used effectively in
visualizing global ePRO assessments. Some-
times merely using a patient call center can
help in recruiting, if patients know they have
a place to call to ask questions. Patient recruit-
ment involves a combination of techniques
and a tailored recruitment strategy, with every
action having a purpose that brings results.
Therefore, we need to be innovative in our ap-
proaches to recruiting patients to show them
they bring significant value and they are part
of a larger population. So in short, we must
present a value to patients outside of the norm.

NEAL MANTICK. PAREXEL. The key to opti-
mizing patient recruitment efforts is to ensure
that the participating physicians understand
two things. One, they have to recognize the
clinical value and that they are scientifically
engaged in the proposed study. Prioritizing
the must-haves for information, given the
product’s current life-cycle stage is critical in
order to focus participating physicians, he
says. And two, they anticipate minimal site
burden associated with their participation.
From the sponsor’s point of view, it is impor-
tant to understand that postmarketing study
commitments imposed by a regulatory au-
thority on a sponsor do not necessarily extend
to a commitment on physicians to participate.

June 2012 PharmaVOICE

Therefore, the goals of engaging the physi-
cians clinically and minimizing the burden on
site staff are crucial.

MARIA HARRISON. PRA. Patient enrollment
challenges differ depending on the Phase IV
study design. For example, if a Phase IV in-
terventional study includes a placebo arm,
will patients consent to participate if they
have access to an available treatment? In con-
trast, noninterventional studies are limited to
the patient population at a particular practice
and standard of care. Use of robust medical in-
formatics has been extremely successful for
many studies to identify potential sites with a
high volume of the target population. Ulti-
mately, both the physician and patient must
recognize the value of the study and they need
to not only participate, but to remain engaged
in the study over the duration.

LEE KING. ICON. The best way for companies to
improve their patient recruitment efforts for
Phase IV studies and trials is through the mod-
ification of expectations. There seems, in my
view, to be a misconception that a Phase IV
study will automatically enroll at double or
even triple the enrollment rate experienced by
the company during the clinical development
of the product. This is typically not the case.
While enrollment rates might be somewhat
higher, it is very indication-specific and will
greatly depend on the market penetration of
the product. To successfully conduct a Phase IV
study, one must go through many of the same
steps as with an early-phase study, including
activities such as surveying the competitive
landscape and conducting comprehensive feasi-
bility analysis. Feasibility may be the single
most overlooked component in the Phase IV
space as companies begin to rely on physicians
identified through their own internal market-
ing groups versus in a more traditional manner.
So, in this regard, companies must understand
and prioritize. If sites are being solicited for
participation based on some criteria other than
their ability to enroll patients at the desired
rate, then the expectation of the enrollment pe-
riod must be modified. Another area for con-
sideration is the enhancement of both physi-
cian and patient engagement in the Phase IV
study by providing high-quality medical infor-
mation describing the current understanding
of the patient’s conditions and therapy alterna-
tives. It is important to highlight the product
benefits, while maintaining transparency on
any associated risks and establishing clear treat-
ment expectations. Successful enrollment is in-
herently linked to patients’ confidence in their

StudyLink Program Unlocks the
Pharmacy Channel for Clinical Trial
Patient Recruitment

McKesson'’s StudyLink Program, a new solution
designed to educate and recruit clinical study
participants through its network of commu-
nity-based pharmacies, pairs robust patient
prescription claims data and strong pharma-
cist-patient relationships common in the com-
munity pharmacy to efficiently identify, en-
gage, and prescreen potential participants for
investigational, postmarketing, and observa-
tional studies. Investigators benefit from high-
quality referrals from pharmacists, while study
sponsors benefit from access to a large, un-
tapped pool of potential study participants.
The StudyLink Program uses three layers of
screening to prequalify community-based
pharmacy customers for clinical studies:

» Prescription claims and demographic data

» Pharmacist vetting of the prospective
participants, and

» Patient outreach on behalf of the pharmacist.

The Center for Information and Study on

Clinical Research Participation (CISCRP)

recently conducted market research to

examine the viability of the pharmacy as a

channel for education about clinical trial

participation. Key findings include:

» Individuals reporting some understanding
of clinical research are more inclined to
participate in a trial.

» Study respondents wanted their
pharmacists to tell them about clinical trials,
yet were unlikely to request that informa-
tion and, as such, were unlikely to receive it.

» Respondents with better relationships with
their pharmacist were more willing to
accept information about clinical trials

Source: McKesson StudyLink Program.

For more information, visit mckesson.com/studylink.

physician and perceptions around the industry
as a provider of effective and safe medicines. In-
creased access to information will serve to both
elevate that physician confidence and improve
perceptions.
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the Needs of

All Stakeholders
POSTAPPROVAL

Regional marketing brings information pertinent to ROl to the'table.

s the pressure for more postap-

proval data is made available

to a wider variety of stakehold-

ers, designing a postapproval

study to meet these needs can
get tricky. Sponsors need to first have a thor-
ough understanding of each stakeholder’s goals
and be able to cull the most pertinent data
from the study. Since not every stakeholder
need can be met with one study design, the
goal is to meet the needs of the most urgent by
prioritizing according to relevance, purpose,
and timelines, our experts say. This will re-
quire a rethinking of how postapproval studies
are conducted, including embracing a more
collaborative approach and a study design that
reflects the standard of care under which newly
approved treatments are routinely adminis-
tered, with few restrictions on patient or site
participation.

The reality is that one study design may
not be able to satisfy the needs of all members
of a very diverse healthcare delivery stake-
holder audience, says Neal Mantick, senior di-
rector and global head of observational re-
search, Parexel International.

Prioritizing the must-haves for informa-
tion given the product’s current life-cycle
stage is critical in order to focus participating
physicians, he says.

“By applying appropriate statistical
methodologies, data from one study may be
able to be analyzed and presented in several
ways, based on the needs of several stakeholder
audiences,” Mr. Mantick adds. “However, this
flexibility should be planned for during the
initial study design and protocol development
to achieve this objective.”

This type of forward thinking will bring
all stakeholders, even payers, into the plan-
ning early.

“It seems clear the changing climate
around the increased demand for medical and
economic added value along with the more
stringent regulatory and access requirements

June 2012 PharmaVOICE

makes it imperative for companies to
quickly master integrated strategic
Phase IV planning,” says Lee King, VP,
late phase clinical trials research,
ICON Clinical Research. “This ap-
proach proactively identifies the rele-
vant stakeholders and their needs along
with those of the regulator in a coordi-
nated fashion.”

Sponsors will have to especially take
into account the new trend of purchas-
ing decisions being made by commit-
tee instead of by individuals and start
to include all members in the decision-
making process when designing the
study. Payers, for example, are likely to
limit access based on relatively little
data and most would like to be consulted
ahead of time in the design of postmarketing
studies, Mr. King says.

“This collaborative approach can serve to
potentially help the price/reimbursement ne-
gotiations and value perception even in cases
where the studies to support value are in the
planning stages but not complete at the time
of price and reimbursement discussions,” he
says.

According to Mr. King, physicians are also
looking for evidence-based medicine that will
enhance their understanding of patient safety
to guide their decision-making. The data gen-
erated in these Phase IV studies should be de-
veloped to confirm or validate prior pivotal
data allowing physicians to make evidence-
based decisions while, at the same time, po-
tentially meeting a requirement of patient
stakeholders who are increasingly demanding
early access to new interventions.

Steve Albrecht, global head of late phase,
Chiltern International, suggests that all avail-
able evidence needs to be assessed through the
perspective of all the stakeholders via a formal
and validated analysis of the evidence gaps to
ensure it is clearly adaptable to that purpose.

“Evidence needs to be viewed in its context

Al i
L€ Evidence needs to be viewed in
its context of how fit for the
purpose it is for the goals of the
data use. 77

STEVE ALBRECHT / Chiltern International

of how fit for the purpose it is for the goals of
the data use,” Mr. Albrecht says. “Subse-
quently, the ability to accommodate these pri-
oritized data gaps should be discussed to in-
form stakeholders and to develop good study
design and data collection.”

Non-data gaps such as dissemination and
relationship with various stakeholders —
KOLs, physicians, purchasers, regulators, re-
imbursement agencies, patients, and patient
organizations — also must be considered in
the effective utilization of the Phase IV study
and its results.

Weighing the administrative burden that
the different types of study designs, data col-
lection methodologies, and documentation re-
quirements place on the site is crucial in the
postapproval setting, Mr. Mantick says.

“Research-naive sites, which are often con-
sidered for observational studies, may find the
requirements related to participating in a
study overwhelming,” he says. “Therefore, un-
derstanding the requirements of study partici-
pation from the site’s perspective and intro-
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ducing simplified templates and study
processes, as well as employing innovative
technologies that facilitate site participation
and patient recruitment, for example, Web-
based communication platforms and the social
media, is of critical importance.”

Along with understanding the information
needs of the key stakeholders, sponsors must
also consider the timeframe for reporting the
results when designing the study.

The best study design that satisfies the
more immediate needs may not be the best
study design for future issues, Mr. Mantick
says.

“Stakeholders’ information needs within
the first six months of a product’s approval, for
example, may be different from their needs

3rd Annual Executi
T ;" A e

Septémber 13 - 14, 2012

needs of several stakeholders. 79

MARIA HARRISON / PRA

several years down the road as the demands of
the healthcare community change,” he adds.

Understanding the Limitations
of Postapproval Studies

Given that observational studies are de-
signed to reflect the naturalistic environment
of real-world clinical practice, which might in-
clude academic research centers, community
clinics, and neighborhood on-call treatment
centers, they have inherent limitations and
possess considerably more noise than carefully
controlled and highly restrictive clinical trials,
says Ron Weishaar, Ph.D., VP, Phase IV de-
velopment, PharmaNet/i3.

“Such caveats do not necessarily mean that
observational study designs cannot be em-
ployed to address the needs of comparative ef-
fectiveness research; however, they do suggest
caution must be employed when an observa-
tional study approach is employed for such ef-
forts, and that statistical techniques routinely
employed for standard clinical trials may not
be appropriate,” Dr. Weishaar says.

The solution for conducting comparative

Phase IV Management
Migrates Into Medical Affairs

An ever-more cautious regulatory environment,
payers that require more and more data to justify
formulary approval and reimbursement, and more
crowded markets mean that Phase IV research is a
requirement in practical terms for many products
when they launch into the market,and only half of
those companies surveyed by Cutting Edge
completed their Phase IV studies on time.

To meet this challenge, many pharma, biotech,
and medical devices companies are moving their
Phase IV trial management out of clinical
development groups and into medical affairs. A
postmarketing research team with the full ability
to plan and conduct trials unified within the
medical affairs department has the advantage of
sitting directly alongside those who both set Phase
IV strategy and use the clinical and scientific
information generated by postmarketing studies.
After all, cross-functional communication in even
small organizations can be extremely challenging.
Source: Cutting Edge Information.

For more information, visit cuttingedgeinfo.com/topic/

phase-iv-clinical-trials/
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EE It is imperative for companies to
quickly master integrated strategic
Phase IV planning. 73

LEE KING / ICON Clinical Research

effectiveness research that is relevant to the
real-world clinical environment lies in exam-
ining each research opportunity on a case-by-
case basis, Dr. Weishaar adds. Also, careful
consideration must be given to determine
whether the individual study objectives for
CER can be accomplished in a manner that
maintains an observational design, are afford-
able, and employ the advanced statistical tech-
niques required to help make the most of data
collected.

According to Maria Harrison, VP, late
phase services, PRA, disease registries can help
collect valuable data that address the needs of
several stakeholders, as well as minimal IVD
development to optimize targeted treatment
selection, thus resulting in a patient-centric
treatment approach.

“In many cases, a well-designed disease reg-
istry can collect real-world paradigms and ef-
fectiveness data to support various stakeholder
needs,” Ms. Harrison says. “Collection of long-

EXPERTS ) \J

STEVE ALBRECHT. Global Head of
Late Phase, Chiltern International,a
global contract research organization
with experience conducting and
staffing international Phase | to Phase IV clinical
trials. For more information, visit chiltern.com.
MARIA HARRISON. VP, Late Phase
Services, PRA, a global clinical
research organization providing
services through all phases of clinical
development. For more information, visit
praintl.com or email harrisonmaria@praintl.com.
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term follow-up data from not only the physi-
cian, but also from patients and caregivers,
provides a wider definition of effectiveness and
associated outcomes.”

Different Models
Different Outcomes

Use of the RCT model to obtain compara-
tive budgets for observational studies fre-
quently leads to overengineered designs that
not only fail to address the required research
objectives, but are also generally too expensive
to be funded, and as a result are often never
conducted. When attempting to employ an
observational study design for the collection of
comparative effectiveness data, the most com-
mon mistake is to overcompensate by impos-
ing operational constraints on the study that
reduce variability, Dr. Weishaar says. Man-
dated visits, use of standardized patient assess-
ment and laboratory analysis procedures, and
frequent on-site monitoring are examples of
common approaches to reducing variability.

“While achieving the goal of limiting the
noise inherent in an observational study, these

LEE KING. VP, late phase clinical
trials research, ICON Clinical
Research, a global provider of
outsourced development services
to the pharmaceutical, biotechnology, and
medical device industries. For more
information, visit iconplc.com.
NEAL MANTICK. Senior Director
and Global Head of Observational
Research, Parexel International
Corp., a global bio/pharmaceutical
services organization providing a broad range

k& Stakeholders’ information needs within the first
six months of a product’s approval, for example,
may be different from their needs several years
down the road as the healthcare setting changes. 79

NEAL MANTICK / Parexel International

procedures can also lead to inappropriate con-
clusions regarding study results, given that the
imposed structure can limit the naturalistic
underpinnings of the study, as well as reduce
the willingness of patients and real-world
physicians to participate,” he says. “Moreover,
imposing significant constraints on an obser-
vational study almost always leads to a sub-
stantial increase in the cost of the research, fre-
quently to the point where the study might be
unfundable.”

The opposite approach, failing to appreciate
the limitations of an observational study de-
sign, is equally flawed, since the results ob-
tained will likely fail to provide the level of de-
sired conclusiveness. To meet these challenges,
sponsors need to think carefully about their ap-
proach to designing and funding registries and
other observational studies. The trend to out-
source the vast majority of clinical research ef-
forts has led many sponsors to seek uniformity
in the management of all clinical research proj-
ects, including the use of a common set of
study specifications and bid grids for potential
vendors. The model used to make such com-
parative assessments is generally the random-
ized clinical trial, which has limited applicabil-
ity to the needs of a real-world observational
study. Dr. Weishaar also suggests that sponsors
should strive for more frequent interactions
with regulatory agencies regarding observa-
tional studies, particularly mandated research
efforts, to ensure that all stakeholders are con-
sidering the context, processes, realities, and
limitations of such study designs.

of contract research, consulting, and medical
communications services to the pharmaceutical,
biotech, and medical device industries. For more
information, visit parexel.com.

RON WEISHAAR, PH.D. VP, Phase IV
Development, PharmaNet/i3
(inVentiv Health's clinical segment), a
provider of global drug development
services to pharmaceutical, biotechnology,
generic drug, and medical device companies.
For more information, visit pharmanet-i3.com or
inventivhealth.com.
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countries with Novartis Pharmaceuticals
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with Merck
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research with Baxter International, Inc.
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Alcon Laboratories, Inc.
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