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rug safety has always been a concern of FDA
and drug manufacturers. Recently, however,
FDA is paying even more attention to drug
safety issues. The Food and Drug Administration Amendments Act of 2007 (FDAAA) granted
the FDA the authority to require pharmaceutical
companies to submit and implement a REMS—Risk
Evaluation and Mitigation Strategy—if the FDA
determines a REMS is necessary to ensure that a
drug’s benefits outweigh its risks. About one-third of
new molecular entities approved since FDAAA
became effective on March 25, 2008, have required
a REMS, and greater than 90% of these required a
Medication Guide, which contains information for
patients on how to safely use a drug product, with a
REMS assessment. So, REMS are becoming more
common than in the past, although they are not yet
“the rule.”
“Risk management, REMS, and even danger management of your product's life cycle are all applications of risk mitigation principles and are all crucial
to brand managers and marketing execu-tives,” said
Jeff Fetterman, President and CEO of ParagonRx
(www.paragonrx.com), a Delaware-based company
which specializes in programs for the appropriate
use of medications. Fetterman was a guest on the
September 28, 2009, Pharma Marketing Talk show
entitled “Risk Mitigation and Its Impact on Pharma
Marketing” (listen to podcast here:
http://bit.ly/MYaCW).
But before you worry too much, consider this: a
REMS can be a win-win-win situation for you, your
product, and the patient. “But the longer you wait in
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the product development process to start thinking
about benefit-risk management,” warned Fetterman,
“the more you will lose control of your product's
future.”
REMS 101
The decision to approve a drug is highly dependent
on the answer to the following question: “Do the
benefits of the drug outweigh the risks?” Both
pharmaceutical manufacturers and the FDA continually evaluate the potential benefits of a drug
versus its potential risks. Many factors are taken into
consideration, some of which include:
• Seriousness of the disease or condition to be
treated
• Size of the patient population
• Expected benefit of the drug
• Expected duration of treatment
• Seriousness of the known or potential adverse
events
These evaluations are performed not only prior to the
approval of a new drug, but also throughout the
entire life cycle of the drug. This serves as a means
to continuously assess the safety and efficacy of
existing drugs based on adverse event reports and
results from post-marketing clinical studies.
For every drug approved by the FDA, the risks
associated with its use are communicated through
the product package insert. In some cases, however,
the manufacturer and/or the FDA may determine that
Continues…

Figure 1. Appropriate Use Landscape: From marketing programs that drive sales to formal regulatory
compliance programs.
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Figure 2. ParagonRx Principle #1: Balancing Interests in REMS.

a REMS is necessary to go beyond product labeling
to manage risks and thereby ensure that the benefits
outweigh the risks.
Proposed REMS may contain any of the following
elements:
• Medication Guide: Document written for
patients highlighting important safety information
about the drug; this document must be distributed by the pharmacist to every patient receiving
the drug.
• Communication Plan: Plan to educate healthcare professionals on the safe and appropriate
use of the drug and consists of tools and materials that will be disseminated to the appropriate
stakeholders.
• Elements to Assure Safe Use (ETASU): These
are strictly controlled systems or requirements
put into place to enforce the appropriate use of a
drug. Examples of ETASUs include physician
certification requirements in order to prescribe
the drug, patient enrollment in a central registry,
distribution of the drug restricted to certain
specialty pharmacies, etc.
• Implementation Plan: The procedures and
systems that enable ETASUs to be implemented.
• Timetable for Submission of Assessments:
The frequency of assessment of the REMS
performance with regard to meeting the goal(s)
and objective(s). FDA requires that assessments
© 2009 VirSci Corporation (www.virsci.com). All rights reserved.
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be conducted at 18 months, 3 years, and 7 years
post-launch, at a minimum. Results of these
evaluations must be reported to the FDA and will
determine whether additional actions or modifications to the REMS program are required.
Currently, 81 drugs have approved REMS programs.
Of those, 79 (98%) include a MedGuide, 17 (21%)
include a communication plan, and 8 (10%) require
an ETASU (mostly orphan drugs and opiods).
Balancing Interests
“Many Marketing people intuitively suspect any
attempt to guide appropriate use of their fledgling
product—such as a REMS or other risk management
program—is going to negatively affect sales and
reputation,” said Fetterman. “But the facts don’t
support the belief. Programs that define and guide
appropriate use of medications minimize patient risk,
address regulatory concerns, enhance proficient use
by healthcare professionals, and preserve market
access for patients who may benefit. All of these
benefit a new product launch.”
Safer medication use leads to a more positive patient
experience and better compliance, which helps
achieve sales targets and thereby meet shareholder
objectives (see Figure 2, above).
REMS Program Impact on Intention to Prescribe
ParagonRx performed a conjoint research assessment of 475 physicians to gauge their
Continues…
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willingness to accept the design of various risk
management programs. “The results may surprise
drug marketers,” said Fetterman.
First, the facts:
• ParagonRx showed physicians examples of risk
management programs that clinicians considered challenging or difficult. With those programs,
the 475 doctors reported a decrease of as much
as 58% in their intent to prescribe the associated
products (see Figure 3, below). Score one for the
intuition.
• However, the same physicians said that different
risk programs that clinicians considered useful
would raise their intent to prescribe by as much
as 42% (see Figure 3, below). Score one for
ParagonRx counter-intuition.
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Second, the interpretation:
“What this study showed was that physicians are risk
savvy,” noted Fetterman. “Given a product that has a
defined patient benefit, but which also has dangers
that aren’t properly addressed, doctors tend to prescribe it very narrowly,” said Fetterman.
This was the experience DuPont Pharmaceuticals
had with Coumadin. Initially, physicians were very
hesitant to prescribe for elderly patients in danger of
cardiogenic stroke because they felt that the parallel
dangers of bleeding were not properly addressed.
When a logical program to address these safety
concerns was implemented, sales increased sevenfold, and undoubtedly thousands of patients avoided
strokes because physicians felt comfortable prescribing within these precautions.
Continues…

Figure 3. REMS Program Impact on Intention to Prescribe. Expressed as preference share among 475
Cards and PCPs. In the worst case scenario, Risk Management (RM) programs as presented dampen
interest in a hypothetical new drug profile in the statin, anti-coagulant, and anti-arrhythmic categories by
57%, 38%, and 58%, respectively. In the best case scenario, RM programs drive interest in a
hypothetical new drug profile in the same three categories by 29%, 30%, and 42%, respectively.
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At the same time, physicians have little tolerance for
risk management programs they perceive to be too
difficult to implement or which impose onerous
demands on their time. In this instance, they may
avoid use of the drug and substitute other less
effective—or less safe—medications that are not
accompanied by a risk management program. “FDA
calls this an unintended consequence,” quipped
Fetterman. “Pharmaceutical companies call this a
lost opportunity for themselves, patients, and
healthcare professionals.”
But there is also a sweet spot. A properly designed
REMS program minimizes medication risks (the
safety benefit) while offering pragmatic tools for
healthcare professionals and preserving access to
patients who may benefit from taking the drug (the
commercial benefit).
Alignment of Interests
All of this creates an alignment of interests. Programs that define and guide appropriate use of
medications minimize patient risk, address regulatory
concerns, enhance proficient use by healthcare
professionals, and preserve market access for
patients who may benefit. All of these benefit a new
product launch. And “appropriate use” can have
benefits beyond launching a new product:
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• It can help re-launch an under-utilized product
already on the market, such as was the case
with Coumadin.
• It can help salvage products that might have
been prematurely deemed “too dangerous” in
early phases of development.
• It can be used as a strategy to accelerate
approval by addressing risk concerns early.
• It can build confidence among physicians who
are late prescribers and particularly sensitive to
risk.
• And it can provide a legitimate hurdle to
competition by raising the bar to entry—even
with fast followers.
ParagonRx’s Science-Based Methodology
ParagonRx has developed a proprietary approach
to risk, based on an approach validated in many
industries (see Figure 4, below). ParagonRx’s
adaptation of failure modes and effect analysis
(FMEA), called RxFMEA®, is a bottom-up
assessment to identify key causes of suboptimal
outcomes and to prioritize those behaviors that are
Continues…

Figure 4. A Benefit of Paragon’s Science-based Method: Optimization of Program Elements. In this
example, a group of thirty tools defined using “expert opinion” were assessed using RxFMEA®. Of the
original set of tools, fourteen were unnecessary, sixteen were repurposed into the new program, and an
additional twelve elements were defined. These 28 tools were ultimately consolidated into 18 discrete
tools and messages that targeted diverse stakeholders.
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most important to address. “Leveraging your crossfunctional team, we identify and target interventions
that directly mitigate the most frequent risks that are
amenable to intervention,” said Fetterman. “When
regulators see this transparent process, negotiation
can be based on facts and evidence, rather than on
opinion and speculation.”
Benefits include:
• Increases confidence in design decisions and
going into FDA negotiations
• Unifies disparate team perspectives
• Consistent with FDA guidance about viable
evaluation methods
• Overcomes regulator responses that are often
based on opinion or precedent
• Establishes a documented baseline from which
future program evolution can occur
Conclusions
REMS and programs to support appropriate use of
medications are an essential part of commercializing
a growing number of products. In the short term this
creates uncertainty for marketers, but over time it
enables more effective commercialization of products
that may not have been viable in the past.
Supporting appropriate use of medications by means
of REMS or other programs can be a win-win-win
situation that improves patient safety, enhances
physician confidence, and supports maximum
appropriate utilization.
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It is important to include physicians and other
stakeholders in the design of programs to:
• Encourage adoption and compliance with
program elements that they consider
“appropriate”
• Avoid unintended negative consequences on
drug utilization
Achieving a win-win, balanced outcome with REMS
and appropriate use programs requires the use of
science-based methods to reliably target and define
program elements that will both be effective and
acceptable to stakeholders.
The uncertainty of commercializing your product with
a REMS may be intimidating, but it may also be the
right thing for your drug and have surprisingly
beneficial outcomes. “Many times doing the right
thing—by guiding appropriate use of medications—
can be beneficial beyond the way intended!,” said
Fetterman.
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