CLINICAL RESEARCH

Robust Medical Information
for Better Risk Mitigation

Many companies are grappling
with  their  post-marketing  risk
management strategies, determining
whether their safety surveillance
and risk management procedures
are sufficiently robust to identify
new safety signals and positively
impact upon already identified
risks. Companies need to consider
integrated  approaches to  risk
management, ensuring that such
activities commence early in clinical
development. They also need
to evaluate if they have the core
competencies to comply with the
subsequent requirements for the
implementation and measurement
of risk management strategies (e.g.
REMS / RMPs), as required.
Following changes to risk
management regulations in recent
years, it has become more commonly
accepted that the concept of risk
management needs to be integrated
early into the clinical development
process. Whilst in practice this is
not always the case, the earlier
risk management planning begins,
the simpler it will be to establish an
effective risk management strategy
and develop the Risk Management
Plan (RMP) / Risk Evaluation and
Mitigation Strategy (REMS) necessary
for an EU/US Marketing Authorization.
Companies may consider enhancing
the robustness of their data collection
procedures. Bridging the link between
safety surveillance procedures and
case intake functions rarely happens
in practice, currently, but is important
to obtain specific information required
for risk characterisation, particularly
when such risks may potentially lead
to product withdrawals. The scarcity of
post-marketing follow-up information
coupled with the current level of
completeness of the spontaneous
individual  case safety reports
(ICSR), makes challenging reporters
with  specific  risk-characterisation
questions at the point of case intake
one of the most powerful signal
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detection and risk-characterisation

tools available.

Introduction

Pharmacovigilance requirements
are more stringent now than ever
before. Emergence of new legislation
and methodologies, however, often
follows the occurrence of major
public health disasters such as that
of thalidomide in the 1960s and
rofecoxib in the 2000s. Consequently,
legislative revisions have a tendency
to be reactive rather than proactive.
The result is a solution- rather
than cause-focused approach to
strengthening the pharmacovigilance
system.

Identification of risk is fundamental
to protection of patient safety.
All medicines have side-effects -
that is clear. It is how we detect,
characterise and minimise these risks
that ultimately affect both patients
and companies alike.

Many drug safety systems and
processes were not designed to

proactively manage risks now
required by today's regulations.
Typically companies have been

challenged by a siloed culture,
with R&D, drug safety and other
stakeholders having varying levels
of integration with respect to the
reporting of adverse events. Clearly
more needs to be done. Compliance
per se is a necessary prerequisite,
but it is not assured to demonstrate
the safety of products and manage
risks appropriately’. By eliminating
these silos, companies can benefit
from a more proactive approach to
risk management, allowing for better
decision-making and greater strategy
development.

The primary focus over many
years now has been firmly on risk
management, with a particular

emphasis more recently upon risk
minimisation strategies. This is being
considered a solution to prevent
future  public health disasters.

Practices

However, whilst risk identification and
quantification techniques are now
almost unrecognisable compared to
even a decade ago, failure to comply
with legislation also brings far greater
financial penalties than ever before.

Despite this, legislation and
industry guidance is, to some
degree, still  lacking.  Smaller
companies continue to struggle
when it comes to understanding
regulatory expectations regarding
risk management. Until recently,

many companies still used aggregate

reports, such as the PSUR, as
their primary safety surveillance
tool. Clearly this is insufficient,

and an effort placed by industry in
understanding what is needed has to
a degree overtaken the fundamental
question of why it is important. The
prime focus on risk management
would suggest, perhaps, that both
legislation and industry practices
are overlooking the critical role of
medical information.

The Role of Medical Information
in the Pharmacovigilance System
Almost all analyses of risk will, at
some point in time, require a manual
qualitative review of the underlying
data. Indeed, single case reports can
be sufficient to warrant a labelling
change if adequately detailed. In the
post-marketing setting, however, it is
all too common that adverse event
reports are too poorly documented to
even conduct a causality assessment,
let alone meaningfully contribute
to our understanding of the event
concerned.

Taking a step back from the
complexity of data mining techniques,
it is clear that the focus needs to be
directed, in parallel, towards the point
of adverse event intake to ensure that
individual cases are not only detailed
enough to enable the identification
of potential issues, but contain the
specific information required to rapidly
characterise those issues.
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Medical information as a fundamental
component of the risk management
system

Medical information departments are
commonly perceived to be primarily
an information-providing  service.
However, they are most companies’
primary source of post-marketing
adverse events. Given their potential
influence on the amount of data
obtained about spontaneously
reported adverse events, this makes

them one of the most important
functions within the entire risk
management system.

Healthcare  professionals and

consumers alike commonly contact
a company’'s medical information
department to request information.
The scope of this information request
is vast, but safety information is
frequentlyrequestedbecauseapatient
has experienced an adverse event.
Indeed from personal experience
it is rare for safety information to
be requested in the absence of an
adverse event. Similarly, it is equally
rare for an individual to inform a
company of an adverse event without
requesting information about what
has happened. Thus the medical
information department is one of
the most important departments
when it comes to obtaining safety
information.

Medical information departments
exist, in part, because of legislative
requirements. European Directive
2001/83/EC, as amended, requires

Marketing  Authorization  Holders
(MAH) to establish “a scientific
service” in charge of information

about the products that the MAH
places on the market. This scientific
service encompasses the company’s
medical information department.
However, legislation alone provides
little information about how this
service should be conducted and,
in particular, the degree of overlap
between this scientific service and
the system.

Similarly, the existing European
pharmacovigilance legislative
framework is equally unclear. Article
103 of Directive 2001/83/EC requires
MAHs to have in place, “a system
which ensures that information about
all suspected adverse reactions...is
collected and collated...” This implies
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that the scientific service referred to
previously should also be considered
as part of the pharmacovigilance
system. Despite this, in the July 2009
to March 2010 Pharmacovigilance
Inspection  Metrics Report, the
Medicines and Healthcare products
Regulatory Agency in the UK
reported that 7% of all critical
findings related to non-compliance
of medical information departments.
It is therefore clear that medical
information is firmly considered by
regulatory authorities to be a key
component of the pharmacovigilance
system.

Detailed guidance exists regarding
requirements for processing of
suspected ADRs, writing aggregate
reports and performing risk
management, all of which depend
upon ICSRs. Yet such guidance
provides little information about how
suspected ADRs should be captured.
Whilst the Council for International
Organizations of Medical Sciences
(CIOMS) V Working Group provides
recommendations regarding how
suspected ADRs should be followed
up?, it is well accepted that receipt
of follow-up information, particularly
from follow-up forms, is relatively low.
Indeed, one recent study suggests
that only 36% of follow-up attempts
are actually successful in practice®.
The point of adverse event intake is,
therefore, often the only opportunity
by which information about adverse
events can be obtained.

Common adverse event intake
strategies
Figure 1 below demonstrates the

typical route that an ICSR may take
within the scope of many companies’
pharmacovigilance systems.

Figure 1. The common approach to AE

intake fails to provide formal linkage
between safety surveillance and AE intake.
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Adverse events are usually
reported to the medical information
department during an information
request. To ensure regulatory
compliance, any safety requests
should be followed with a direct
line of questioning to determine
whether a patient has experienced
an adverse event. Such questioning
must be documented, along with the
response. If it is determined that an
adverse event has occurred, the call
handler will usually capture all of the
reported information about the event.
Whilst they will usually be receptive
to the information supplied, they
are inevitably limited in their ability
to request specific detail about the
pathophysiology of the event.

The captured adverse event
is subsequently forwarded to the
pharmacovigilance department and
processed onto the global safety

database. Regular reconciliation
activities ensure that all safety
information has been transferred

from one department to the other.
Depending upon the company’s
safety surveillance procedures, it is
likely that the report will be reviewed
at some point in time, outside of
routine medical review, to determine
whether it contributes to either a new
or existing safety signal.

Regulators will always tend to
take a conservative approach, and
although many use sophisticated
data mining algorithms themselves to
aid in the identification of new safety
signals, a large volume of reports of
a particular drug-event combination
will always trigger a potential signal
alert, regardless of the data quality
within individual cases. Depending
upon the nature of the event, potential
consequences range, at best, from
a regulatory authority request to
review the drug/event in question,
to a suspension or withdrawal of the
product from the market. The latter
is ever more likely, as high profile
cases hit the media and present a
poor reflection of both regulatory
authorities and companies alike.
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Strengthening the Medical
Information Function to Increase
Effectiveness of Risk Management
Strategies

It has long been accepted that
the concept of risk management
needs to be integrated early into the
clinical development process. Whilst
in practice this is not always the
case, the earlier risk management
planning begins, the simpler it will
be to establish an effective risk
management strategy and develop
the Risk Management Plan (RMP)
/ Risk Evaluation and Mitigation
Strategy (REMS) necessary for an
EU/US Marketing Authorization. Yet
it is rare during risk management
planning for any great consideration
to be given regarding the role that
medical information — the department
fundamentally responsible for how
effective such strategies will be — will
play in the overall risk management
system.

The essential component that
is frequently lacking is a direct
feedback mechanism between safety
surveillance/risk management teams
and the medical information function.
It is rare that medical information
teams are kept aware of safety
issues under close monitoring, let
alone what line of questioning to
undertake in such circumstances.
This lack of feedback occurs even
more frequently when either medical
information or pharmacovigilance
services are outsourced, given that
this is often not considered when
compiling contractual agreements or
Safety Data Exchange Agreements.
Those conducting safety surveillance
and risk management have a detailed
understanding not only of what events
are being closely monitored, but also
what specific information is needed
to characterise a particular ADR.

To ensure that as much information
as possible is captured at the point
of intake, it is necessary to ensure
that a formal feedback mechanism
exists (see Figure 2). It could be
argued that this should already occur
as part of risk minimisation strategies
within RMPs/REMs. However, such
documents are usually based
primarily upon clinical trial data, and
although updated onanongoing basis
in the post-marketing phase, such
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updates rarely extend to the role of
medical information. At a predefined
frequency, therefore, safety
surveillance teams should provide the
medical information department with
a list of key events per product along
with a small number of key questions
per event. This is to ensure that when
a particular drug-event combination
is reported, the medical information
advisor is prepared with a list of
key questions that they can ask the
reporter. At the time of adverse event
reporting, the reporter is more often
than not requesting information about
that event. Therefore, the provision
of the requested information can be
provided in an almost negotiating
manner. Reporters are often more
forthcoming with information when
they expect to receive something in
return. Whilstitis in no way suggested
that information is withheld subject
to reporter compliance, in practice
this is a highly effective method of
obtaining information at the point of
adverse event intake.

Figure 2. Forging links between safety
surveillance and medical information to
strengthen the risk management system.
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This  approach also  brings
additional benefits. Rather than
merely requesting the minimum

information required to form a valid
case, asking a set of key questions
about the adverse event concerned
often results in a much higher degree
of reporter satisfaction, knowing that
the company has demonstrated a
high degree of diligence by truly

attempting to obtain as much
information about the event as
possible.
Summary
Proactive risk  management s

fundamental to the identification of
new risks and characterisation of

existing risks. It is key not only to
protecting patient safety, which is
of paramount importance, but an
effective risk minimisation strategy
can also help to prevent the
subsequent financial repercussions
that frequently follow public health
disasters.

Safety surveillance teams should
provide the medical information
department with better information
of events and key questions per
event ensuring that when a particular
drug-event combination is reported,
the medical information advisor is
prepared so that companies can
benefit from this highly effective
method of obtaining information at
the point of adverse event intake.
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