ePRO partnerships

Transforming trials through
CRO-ePRO partnerships

Recent outsourcing trends in the pharmaceutical industry have meant CROs have been given more
responsibility than ever before for complete studies. Gregg Jewett explains why new partnering
patterns make a CRO-ePRO alliance more valuable than ever.

recent survey by the the electronic patient-reported
Aoutcome (ePRO) software provider CRF Health indi-

cated the pharmaceutical industry’s increasing use of
both CROs and electronic ePRO providers at high levels over
the next few years. It also showed that although an overwhelm-
ing majority, over 80%, of sponsors believed it was important
that their ePRO provider strategically partner with their CRO,
less than 20% confirmed that their ePRO provider already had
a partnership with their CRO in place. There is clearly a wide
divide that strategic CROs and ePRO providers can look to
bridge.

Although it will be challenging for most companies in
this sector, true CRO-ePRO partnership can be produced. To
date, it has been largely in name only, with perhaps a press
release and loose business development affiliation. However,
many in the ePRO business know that to ultimately benefit
sponsors and their clinical programmes, CRO-ePRO partner-
ship must include broad and deep connections within both
organisations, and must maximise operational delivery and
best practices.

Clinical research professionals have been well aware of the
strengths and capabilities of CROs since their emergence more
than 20 years ago. In contrast, the global ePRO organisation
has emerged as an important player in just the past five to seven
years, even though the leading companies in this sector have
been around for over a decade.

To date, relatively few decision makers in the clinical trial
sector have become fully knowledgeable of the strengths and
potential of this service to the drug development scene. And
what has likely eluded many industry professionals at present
is the strategic value of CRO-ePRO partnerships.

The growing importance of PRO
Unfortunately there has not been a major focus or consist-
ent measure of ePRO trends throughout the decade, though
with tools such as clinicaltrials.gov we can gain some better
insights. In the early 2000s, the US FDA indicated that only
30% of trials had PROs as primary or secondary endpoints. It
has been more recently noted, in 2009, that the clinical research
analysis service CenterWatch listed that around 75% of trials
had some PRO component.

Representatives from the FDA have stated that of all
new molecular entities evaluated from 2003 to 2008, one-
third of the submissions had a PRO instrument and its data.
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Additionally, there has been a considerable increase in PROs
as the primary endpoints, particularly in indications that are
well-suited for patient self-reporting such as pain, overac-
tive bladder, some respiratory and inflammatory diseases
(asthma, for example), and even some CNS indications.

Regulatory agencies noticed the growing importance of
PRO in the early 2000s, such that they studied and evaluated
it, and provided some distinct guidance to the industry on
their findings. Between 2005 and 2006, both the FDA and the
European Medicines Agency issued documents that supported
the usage of PROs with the benefits to be realised as well as the
means to test and validate those claims.

The FDA released its Final Guidance on Patient-Reported
Outcome Measures in December 2009, solidifying the US
agency’s earlier stance in support of PRO collection and
moreover, ePRO collection, provided that electronic record-
keeping guidelines are adhered to and that data can be accessed
by only the right individuals when necessary.

The Agency states explicitly that: “If a patient diary or
some other form of unsupervised data entry is used, the FDA
plans to review the protocol to determine what measures are
taken to ensure that patients make entries according to the
study design and not, for example, just before a clinic visit...”
If there is patient-reported data, the sponsor will need to prove
its compliance to the protocol.

Convergence of CRO and ePRO

There are clear reasons why usage of CROs and utilisation
of ePROs would be valuable for biopharmaceutical sponsors
independently. But there are also trends that seem to pull CROs
and ePRO providers together.

Clinical trials are being fully outsourced to CROs at an
increasing rate. In doing this, the CRO is often brought in
very early as a trusted party, and may even be involved in the
protocol design, the identification of countries or the finalisa-
tion of timelines, which is the perfect point for ePRO providers
to be identified and brought to the table as well.

A few of the top ePRO organisations can provide some
ePRO consulting to the trial leadership team of both the CRO
and the sponsor. Not only should the ePRO provider be able to
give its experience in that therapeutic area, within that specific
indication and in those countries, but it should also be able to
identify the occurrence and options of PRO instruments, and
ideally even provide compliance rates among the potential
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ePRO partnerships

The interplay is not simply necessary of the data systems
themselves, but of the people that are building, monitoring
and managing these critical systems as well

patient population and in the selected countries.

Just as sponsor companies have looked to partner with CROs
in order to facilitate and optimise the interaction between the
two, ePRO providers need to do the same. Operational stand-
ards and best practices need to be developed and employed by
the CRO and the ePRO provider jointly, and built up as early
as possible, in order to set the stage for smooth operations once
the clinical trial launches.

This is particularly important since the most critical
juncture for both CROs and ePRO providers is the eight weeks
prior to enrolment of the first patient, where both organisations
are scrambling to put structures in place and meet deadlines.
When CROs and ePRO providers have built best ways of
working together, there is great opportunity for that efficiency,
previously mentioned, to be fully realised.

eClinical efforts

eClinical and paperless clinical trials are (conceptually)
extremely popular to sponsors. With electronic clinical trial
management systems (CTMS), interactive voice response
(IVR) systems, electronic data capture (EDC) and ePRO tools
now used regularly, it seems we are closer than ever to such a
reality. Most have seen and heard the potential benefits to them
and we know that all this beneficial data leads to clearer results
and quicker decision-making. Unfortunately however, by far
the biggest hurdle to these very important systems is interac-
tion with each other.

Everyone knows that having two electronic systems in no
way automatically guarantees that they will play nicely with
each other. A CTMS is already fairly cuambersome and bursting
with information, standard IVR systems can work best when
tied into drug supply systems, but ePRO and EDC are perfect
when used together.

It would be impossible to discuss CROs and ePRO for too
much longer without talking about EDC. As stated earlier,
CROs are being asked at a greater rate to manage all parts of
the trial, including data management activities. Many CROs
started out building their own EDC packages, but several have
quickly learned to pick up the experience (as well as contracts
and licences) with many of the top applications. This may be
one area that the sponsor still dictates to the CRO their prefer-
ence, as they will likely need to merge that study’s data with
data from other studies and would want to minimise any risk of
technical miscommunication when they pull it all together for
submission to the regulatory authorities.

ePRO data is akin to EDC data in quite a few ways, includ-
ing its collection of site and patient information, as well as
the storage of, and availability for, data analysis throughout
the trial. There are various levels of integration, and some
ePRO providers are simply better than others when exporting
or extracting data from their ePRO system and depositing it
into an EDC system. This is all patient data, complementary
patient data, and if these data are easily integrated, there is also
a greater opportunity for that efficiency to be fully realised.
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The need for

efficiency
Efficiency is
defined by
Merriam-Webster
as “the quality
or degree of
being efficient™;

and  efficient
is defined as
“productive of
desired effects;

especially pro-
ductive without
waste.”

CROs and

ePRO providers
working together
in partnership will
produce those desired
clinical trial effects, with
minimal waste. When CROs
and ePRO providers are working
together in partnership, they
can provide the most up-to-date
report to the sponsor clinical
team as to how the clinical trial
is progressing. Depending on
the protocol, it may just complement the standard safety and
efficacy data, or perhaps the PRO may be the primary endpoint
for your study and your submission claim. Either way, it
can be argued whether PROs provide the best data sponsors
can get, as it comes directly from the patient. However, the
one element that cannot be questioned is the speed of the
data. With a few ePRO providers that are working wirelessly
and globally, sponsors can see this ‘better’ data much faster than
ever before.

Unless implemented, these are merely concepts and ideas.
Improved outcomes and enhanced development of clinical
research and efficiency can really only take place when there
is partnering between the organisations involved, particularly
among CROs and ePRO providers. The interplay is not simply
necessary of the data systems themselves, but of the people that
are building, monitoring and managing these critical systems
as well. l

Sponsors using ePRO see data
much faster than before
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