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Risk Evaluation and Mitigation Strategies (REMS) Backdrop

g

REMS are programs mandated by the FDA and implemented by the drug
sponsor to ensure the benefits of a prescription drug outweighs
the drug’s risk and potential harm to the patient

The FDA Amendment Act of 2007 made REMS mandatory for selected drugs
identified by the FDA

The FDA has increased its resources to actively assess the risk associated with
prescription drugs in response to industry & government scrutiny and consumer
pressure

Both new and currently commercialized drugs can be subject to a REMS
program

REMS programs can overlap with the FDA Accelerated Approval process

Prior to FDAAA 2007, risk management programs or RiskMAPS were voluntary
for drug sponsors

Non-performance within a REMS program can result in fines and civil penalties
for the drug sponsor
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REMS Programs are an Increasingly Significant
Factor in the Market

FDA
Amendment
Act of 2007
introduces
REMS
as anew
approach to
managing risk
associated with
drugs

34 REMS
programs are
required by the
FDA in the first
year for new
drugs as well as
products
currently on the
market including
one third of NMEs

The FDA
calls for the
first class wide
REMS for
long-acting
opioids requiring
25 manufacturers
to participate
in a single
REMS program

The FDA
issues the first
Draft Guidance
for the Industry:

Format and Content
of Proposed Risk
Evaluation and
Mitigation, REMS
Assessment and
Proposed REMS
Modifications
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REMS Programs Are Customized Based on a Number of Factors

The Number of Participating
Manufacturers Increases
Program Complexity and

Governance Requirements

The REMS Continuum

Performance Linked N
Access

e Manufacturer
EMS Program

Elements for Safe Use

Enhanced
Communications Plan

Medication
Guides

Program Assessments
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I Product, Market and Competitive Factors '
: Influence REMS Program Design I
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REMS Programs Require Manufacturers to Create Connections Across
Healthcare Stakeholders and to Link Delivery System Information

[ REMS Representation ]
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Customer Interaction and Program Support Tools and Systems:
Program Website, Program Call Center, Data Collection Tools, Program Assessment Tools, Analysis and Reporting
.

Although each REMS program is unique, this representation highlights the significant components that can be
involved in a REMS program. Manufacturers are challenged to connect the

fragmented elements of the delivery system and collect and report data in a comprehensive manner
to demonstrate REMS program performance and appropriate risk mitigation for the patients receiving their drug
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REMS Participation Has a Significant Impact on a Manufacturer’s Business
Model Which is Resulting in Changes to the Business Model

[ Areas Impacted by REMS J [ Implications and Business Changes

The prubahﬂﬂy of receiving a REMS fora NME requires contingency planning as

related to drug development resources and timing
D ru g DEVEI 0 pm ent REMS components are being integrated into late stage trials to test process & tools
..I | Slaie ] QICE] S

REMS combined with a launch requires a modified go-to-market strategy >
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REN dreqmreme 5 n::g a communication provides an opportun
. expand access and r at ships with customers
CUStDm er l nter ECtl on REMS provides an opportunity to redefine the field force customer interaction

REMS changes the role of the manufacturer toa more proactive communicator
of adverse event identification and reporting with stakeholders

D rug SafEty REMS requires drug safety processes & systems be integrated into the program

REMS data provides deep insight into how customers operate and their interaction
Business Insight WAl Oher Seapcces
g REMS data provides significant information related to drug performance and value

product

REMS Eartinipaﬁnn costs may impact manufacturers’ decisions to enter a new or
established market
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Evolving Impact of Multiple REMS in the Market

Pressure from

Manufacturers

______________________________

. Growing FDA |
. REMS Experience:

_______________________________

Growing number of
REMS programs
in the
market

Modifications and
Refinements-
Medication Guides
and Assessment

Pressure from

Delivery System

REMS Program
Standardization and

Operational Support Processes

PricewaterhouseCoopers

Slide 7



Regulatory and Compliance Areas of Focus and Consideration

- Intersection of stakeholder education and promotional activities including the
role of the field representatives in REMS programs

« Changing relationships-REMS stakeholders, operational vendors, competitors

« Reimbursement for REMS related activities-assessment, patient education, etc.
« Non-compliance plans of action and program participation

« Establishment of standards across REMS programs within an organization

« Participation in multi-sponsor REMS programs requiring modifications to
established internal processes

- Data sharing across organizations and data privacy management
« Resource requirements for REMS responses and addressing future standards

- Multi-disciplinary approach to REMS program design and operational management
within the organization

« Balancing the REMS program rigor with creating barriers to product use
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