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The pharmaceutical industry is under pressure to improve the scientific qualityAbstract
of its decisions concerning the benefit and risks of its products while ensuring
compliance with acceptable standards of marketing. All those in a pharmaceutical
company who currently work within pharmacovigilance should be encouraged to
lead from the front to examine ongoing marketing activities to see how they can be
adapted more towards pharmacovigilance and risk management. The current
irony is that the personnel who have the greatest influence on benefit-risk
decisions of a product are not necessarily those who acknowledge that they are
performing pharmacovigilance. Indeed, for all concerned, whether their orienta-
tion is scientific and commercial, effective communication with prescribers and
consumers usually underpins product success. Also, a substantial ‘marketing’
budget is culturally acceptable for the pharmaceutical industry so it is logical to
assume that resource for postmarketing activity is often made available. Given
these realities, I suggest we should strive for an integrated marketing and
risk-management plan based on the best available evidence and that being fully
aware and in control of the safety issues for your products is the best way to
commercialise them successfully. This approach can still be consistent with other
corporate responsibilities such as trying to reduce the financial burden of product
development. If this article stimulates further debate about how the pharmaceuti-
cal industry can more effectively organise resources and operations to support
pharmacovigilance, risk management, and marketing, then it will have achieved
its purpose.

1. Introduction and Rationale companies the main benefit-risk decision makers, on
a day-to-day basis, are those with a marketing or

One of the key challenges facing all those within
commercial agenda. Thus, if we assume PRM is all

the pharmaceutical industry whose remit is to de-
about balancing risks and benefits and taking appro-velop pharmacovigilance and risk management
priate action, it is difficult to conceive how a compa-(PRM), is how to successfully harness enough re-
ny can adopt a voluntary approach to PRM withoutsource and expertise. A further challenge is how to
closer collaboration with marketing. The premise ofaddress conflict with the commercial aims of a phar-
this article is to suggest that one logical way ofmaceutical company having to operate in a fiercely

competitive environment. In reality, within most implementing voluntary PRM within a company is
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to first examine pre-existing activities to see where a medically ethical manner and fulfilling all regula-
closer collaboration might more effectively deliver tory requirements”.
results. Some companies, such as those who intend This statement is crafted to show that it is not
to develop more complex products where physicians possible to commercialise a product outside the
and patients will need considerable support or those bounds of ethical behaviour and regulatory com-
where staff are obliged to have multiple roles (such pliance. In essence, any deviation beyond these
as for biological products and orphan drugs), may boundaries ultimately will lead to exposure of the
find it practical to take a more integrated approach to issues, a collapse in confidence in the product and
merging PRM and commercial objectives. How- potentially catastrophic consequences for the com-
ever, for industry in general, marketing personnel pany. Put another way, this statement shows that
should be encouraged to evolve a more pharma- being fully aware and in control of the safety issues
covigilance way of thinking with the patient at the for your products is the best way to commercialise
centre. There is no evidence as such to support them successfully. In the knowledge that guidance
whether one marketing activity is more appropriate and oversight from pharmacovigilance is required
than another for a PRM. Fortunately, those who for regulatory and scientific integrity, those in mar-
work within PRM are accustomed to making the keting should remain the owners of the activities, as
best of what they possess and know, however scien- they know best how to successfully implement
tifically imperfect that may be. As benefit-risk deci- them. Once a company has experienced one suc-
sions about products have to be made here and now, cessful collaboration, then this is likely to lead to
we cannot afford to simply wait until there is ‘clear’ more long-lasting improvement in scientific rela-
evidence, but are obliged to try our best in finding tionship.
ways to work more effectively within industry.

3. What Are the Hurdles to Interactions
Between Pharmacovigilance2. What Are the Goals of Ongoing and Marketing?Interactions Between

Pharmacovigilance and Marketing? I think most people would agree that working
relationships between pharmacovigilance and mar-

Operational barriers between PRM and market- keting are not always easy and are at times fraught.
ing personnel might be reflected in different goals Operations and structures vary from company to
and horizons as well as operating within different company about how the marketing function is ar-
timeframes. Another approach which has been sug- ranged such that sweeping comments are not help-
gested to improve collaboration with marketing is to ful. However, barriers and misconceptions between
try and find common ground, such as: “we are all the two company functions are inevitable and should
agreed that we do not want the product to be used be anticipated so that they can be tackled head on.
when contraindicated,” or “we are all agreed that we The types of myths outside the traditional pharma-
must work together to do our best not to make false covigilance function are outlined in table I.
and misleading statements about our products”. There may be disagreement about what consti-

Common goals might be one method to improve tutes ‘promotion’ versus ‘balanced risk communica-
the quality of evidence on which we base claims tion’. Indeed some marketing professionals may re-
about the benefits and risk of our products and how
we can better understand patient and prescriber be-
haviour to meet their needs in real life.[1] If a compa-
ny were to reorganise, then I suggest that a medical
department combine the medical services required
for pharmacovigilance and medical marketing with
a common mission statement, which might be draft-
ed as follows: “To commercialise the products to
their maximum potential whilst at all times acting in

Table I. Myths about those who work in pharmacovigilance

Idealistic perfectionist – never satisfied

Head of sales prevention

Bringer of bad news

Not committed to product success

Always wanting more resources and not interested in business
efficiency

Rigid and unwilling to be creative: ‘rules are rules’
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gard it pejorative if their role is described primarily Union (EU) guidelines for post-authorisation safety
studies as follows:[2]as concerned with ‘promotion’. Clarification about
• activities should be consistent with normal pre-terminology is crucial to ensure mutual understand-

scribing practice, to take account of all patientsing particularly by avoiding terms with imprecise
likely to receive a product and be as close asmeaning such as ‘side effect’ and ‘adverse effect’.
possible to real-life;The concept of ‘safety’ should be better explained in

• there should be a balanced comparison with nor-terms of balancing risks and benefits. Certain terms
mal therapy(ies);may unduly alarm because they mean something

• activities should not be perceived simply as adifferent to different people. In this respect, para-
promotional and one-sided exercise but should bedoxically the terms ‘pharmacovigilance’ and ‘risk
based on scientific need and logic;management’ are often best avoided. It is best to

• remuneration of health professionals should re-discuss tasks and activities of common interest
flect time and expenses incurred which in itselfwhere cooperation may be possible. Instead of the
often requires scientific judgement;words ‘risk’ and ‘management’ I suggest the words

• metrics should be agreed about how to measure‘issue’, ‘strategy’ and ‘activity’, which are less emo-
the impact of activity, including the decision oftionally charged. Marketing may be comfortable
‘no action required’;talking about ‘knowledge management’, which

• an adequate level of documentation is required tocould be used synonymously instead of risk man-
record what happened including regular activityagement. The conversation should be de-personal-
or study reports.ised and non-judgmental maintaining a focus on the
One area to consider is whether to disentanglecommon goal or desired outcomes for all. We can

marketing from sales, in the sense that those whoempathise how difficult it can be at times to commu-
actually negotiate financial contracts with health-nicate difficult messages without being false and
care systems should be kept separate from the rest ofmisleading. This is particularly so when an adverse
the company. This would help lead to developmentreaction might offend customers even though medi-
of a more scientifically robust postmarketing depart-cally it may not be serious. By developing a dia-
ment, which makes full use of its expertise.logue you may be surprised to find that there is more

common ground between ‘pharmacovigilance’ and
4. Why Would Those Who Work in‘marketing’ than you might at first believe.
Marketing Want to Collaborate with

We should be sensitive to the concerns of market- Those in Pharmacovigilance?
ing about ‘sales prevention’ and ‘drop in revenue’.

Apart from the ongoing regulatory discussionsThese concerns should be aired and marketing asked
about risk management and pharmacovigilance,[3]to be more specific about what underlies their fears.
there are other ethical, social, financial, legal andThey can be reassured because, as described in
regulatory pressures pushing pharmaceutical com-many companies’ annual reports, all who work
panies to become more transparent in the way theywithin a company should be motivated to support
behave, comply with regulatory expectations andthe product and work to recoup the significant finan-
represent the benefits and risks to their customers. Icial investment required for developing a new chem-
would suggest that these are the types of argumentical entity in 2004.
that can be politely brought to the attention of thoseA concern among those within pharma-
working within marketing.covigilance might be that too close a collaboration

with marketing may lead to a dilution or blurring of 4.1 Ethical Reasons
values. Thus when integrating PRM with marketing
activities I suggest some ground rules are required to To retain public confidence in healthcare sys-
help ensure compliance with the principles of tems, which include the pharmaceutical industry,
pharmacovigilance. For practical purposes, I sug- there is pressure to demonstrate corporate integrity
gest these can be extrapolated from the European and develop a compliance culture.[4] All physicians,
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including those who primarily have a role in the come a key element in its marketing strategy. Before
pharmaceutical industry, are subject to ethical re- 1975, the common view of automobile executives
sponsibilities and these have been recently reaf- was that they could control any part of the automo-
firmed: “The central moral objective of medicine – bile right down to the last nut. In the last decades,
adhered to by doctors and healthcare workers since however, many innovations, which have made cars
Hippocratic times – is to produce net medical bene- attractive, have been designed to protect drivers
fit with as little harm as possible. Today we may add from their own mistakes, including seat belts,
to that Hippocratic objective the moral qualifica- airbags and anti-lock braking systems. More explic-
tions that we should pursue it in a way that respects itly, some high-risk industries have voluntarily
people’s deliberated choices for themselves and that adopted the concept of product stewardship. This
is just or fair to others (whether in the context of concept is defined by Chevron Texaco as the man-
distribution of scarce resources, respect for people’s agement of the environmental, health and safety
rights or respect for morally acceptable laws)”.[5] impacts of its products throughout their entire life
Such views are reflected in the Declaration of Hel- cycle.[7] The Chemical Industries Association pro-
sinki, where the importance of balancing risks or vides a simple outline for a company to start product
hazards and benefit is mentioned or, at least in- stewardship, identify what has to be done and pri-
ferred, five times. According to the Council for oritise its efforts. The management cycle described
International Organizations of Medical Sciences to achieve these objectives looks remarkably similar
(CIOMS), ‘research’ is any activity designed to to the risk management framework described by the
develop or contribute to generalisable knowledge.[6] US FDA.[8]

Finally, certain therapeutic areas (such as contracep- There are evolving changes in marketing prac-
tion, gene therapy, fertility) are morally complex tice, which will act in favour of adopting PRM. The
with an array of different national legislation, inter- nature of new chemical entities has changed with
ested groups and cultural differences to consider. many new innovative medicines targeted on secon-
These complex ethical therapeutic topics are good dary care rather than primary care. This would mean
examples of why there is a greater need for pharma- a smaller sales force who are more scientifically
covigilance and marketing to work together to iden- trained to converse with specialists. The FDA has
tify and meet the needs of all customers, be they hinted that there may be a role for the sales force in
patients, prescribers or governments. I would argue PRM although no details were provided about what
that as the emphasis on pharmacovigilance is on would be deemed acceptable.[9] However, the FDA
balancing benefits and risks in the interests of pa- suggested that they expect sales representatives to
tients, it should claim its rightful place at the heart of have appropriate incentives for providing balanced-
corporate integrity for the pharmaceutical industry. risk information.[10]

New medicines now tend to be promoted on the4.2 Financial Reasons
basis of the specific disease state rather than whether

Within the industry, there is greater realisation or not they work better than their competitor prod-
that the traditional one-off endorsement for a prod- ucts. There has been a shift in power away from
uct, once a marketing authorisation is granted, has industry towards the ‘purchasers’ such as govern-
now really been replaced by the need for continuous ments or healthcare providers. Evidence for this
evaluation of risks and benefits. Discussing the need include the establishment of organisations such as
for PRM planning should no longer be a surprise the UK based National Institute for Clinical Excel-
particularly as safety is a priority area in many lence and the reforms occurring in the US Medicare
different industries. Managing the risks of marketed system. These purchasers more commonly seek ob-
products is the price of doing business for other jective evidence of medical results. A substantial
industries as well. The automobile industry is an part of the value that companies offer will be ser-
example of another industry manufacturing a high- vices that accompany the product. These services
demand consumer product that had to develop a can often form the backbone of a comprehensive
culture of consumer protection, which has now be- support network that helps individual patients to
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identify when they really need to see a doctor, to in marketing practice are likely to have a global
help them manage the disease state with non-phar- impact.
macological measures and understand better why As I discussed earlier, I believe pharma-
they should continue taking their medicines and the covigilance should be considered part of ‘doing the
need for monitoring. Such a support network can right thing’ and the foundation of compliance cul-
form the basis of a voluntary ‘risk-management ture. It is logical to argue that inadequate benefit-
plan’. risk assessment within a company might lead to

This marketing pressure on products is aggravat- misrepresentation of the commercial value of the
ed by lack of productivity in the laboratory, patent product thus linking pharmacovigilance to financial
expiries, intense therapeutic competition and above corporate governance. I suggest that both investors
all, a steady rise in the cost of developing products. and governments would be reassured that balancing
Part of the suggested business solutions is to de- benefit and risks for patients was engrained within a
velop a customer-driven approach and develop an company’s culture.
integrated business model.[11] Indeed the FDA antic- PRMs offer opportunities to marketing groups to
ipates use of the marketing budget for PRM.[12] more effectively tackle difficult areas under in-

creased regulatory and legal scrutiny such as off-
label use. Provided there is at least some evidence of4.3 Social, Legal and Regulatory Pressures
efficacy, then within a PRM and after having re-
ceived regulatory permission, a company might beOver the last few years, the US industry in partic-
able to legitimately provide prescribers with riskular has been hit by a few major corporate scandals
information, which might pertain to a particularwhich has severely dented investor confidence. As
unauthorised indication. Finally, the image and rep-part of the effort to restore investor confidence, the
utation of a company can be damaged if prescribersSarbanes-Oxley law on corporate reform was passed
are concerned by the conduct of marketing studies,in the US to improve financial accountability and
excessive remuneration from industry and inadequa-transparency. But, as described by the Chairman of
cy of arrangements for reporting of suspected ad-US Securities and Exchange Commission to im-
verse reactions.prove corporate governance “what’s really needed is

not necessarily more laws but rather the full engage- 5. Changes That Have Already
ment of business leaders in an effort to advance an Occurred in Company Attitudes to
underlying spirit of reform. These reforms must Product Marketing
inculcate a company wide mindset to do the right
thing and must become part of the DNA of the By means of public statements of intent, the
corporation from top to bottom.”[13] These concepts pharmaceutical industry has committed itself to the
are similarly reflected in compliance programme core values of pharmacovigilance. For the EU, the
guidance published by the US Office of the Inspec- European Federation of Pharmaceutical Industries
tor General.[9] Some lawyers have stated that inade- and Associations has stated that: “all medicines in
quate reporting of adverse reactions (such as during the enlarged EU meet the highest standards of quali-
a switch programme) might fall under the broader ty, safety and efficacy”.[18] For the US, the Pharma-
meaning of the US federal anti-kickback stat- ceutical Research and Manufacturers of America
ute.[4,14,15] The criminal sanctions that might result makes a similar commitment: “pharmaceutical com-
from a successful prosecution could be considerably panies and the FDA take as a primary responsibility
punitive. In this respect, the successful prosecution the duty to ensure safe use of all approved medicines
of the company Endovascular Technologies for ten in the US….the principal concern of both the agency
felonies, with charges of $US92.4 million (for cov- and the industry is that patients receive medicines
ering up thousands of adverse incidents where their that have been demonstrated in every reasonable
device malfunctioned), is a landmark case.[16] With medical, scientific and practicable way to provide
40% of a typical product’s global sales and 60% of more benefits than risks when used appropriately in
profits occurring in the US market,[17] changes here accordance with label instructions”. Thus, if we look
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forward, rather than dwell on past errors, any at- ensure that information is presented objectively and
is not misleading. The German Pharmaceutical In-tempt by industry to take a more pharma-
dustry Association has responded with recommen-covigilance-orientated approach to marketing
dations about how pharmacovigilance responsibili-should be welcomed even if the company itself does
ties and decision making about benefit and risksnot call it ‘risk management’. There is some evi-
should be structured within companies. This in-dence that suggests that within the US some compa-
cludes appointing an expert committee with multi-nies, intentionally or not, are voluntarily adopting
ple functions including routine consultation withprinciples consistent with some aspects of risk man-
marketing personnel, if health damage was suspect-agement as part of their marketing strategy. This is
ed or had occurred or if special measures werebest illustrated for medicines which are associated
required.[22]with medical errors or which have a high public

profile. Examples include Bristol Myers Squibb
6. What Marketing Has to Offerwho have provided support to help patients manage
to Pharmacovigilancetheir own warfarin therapy to help achieve more

effective outpatient anticoagulation and prevent When looking at risk-management plans, which
complications and Barr Laboratories who, after hav- are based on FDA requests, it is obvious how con-
ing conducted studies to test whether women under- trolled marketing of the product is regarded as criti-
stood labelling for their over-the-counter contracep- cal to a successful PRM.[23] I am interested in ex-
tive Preven (Plan B)®, have promised to plan a ploring how companies can more effectively utilise
campaign to support users including a patient educa- voluntary PRM. Apart from controlling distribution,
tional campaign and 24-hour hotline.[19,20] Without which is rather drastic and invasive for most prod-
inside knowledge we cannot judge the epidemiolog- ucts, I suggest we should turn our attention to one of
ical rigour of such programmes but we can acknowl- the main attributes of marketing, which is to com-
edge these as welcome efforts to reduce product municate the evidence supporting the benefits and
risks and learn by observation how effective they risks of a product in a way, which is neither false nor
are. A different approach has been taken by Glaxo- misleading. This activity is performed in a free-
SmithKline in Florida where they announced that flowing and imaginative way invariably without
they would design a programme that will include: standard operating procedures (SOPs) and customis-
“understanding the causes and consequences of ed for each product. Throughout drug development,
medication errors in Medicaid beneficiaries and de- the role of marketing is to understand when recipi-
veloping systems to reduce errors in medication ents are ready to receive particular messages and
administration”. This is thought to be one of the first what sort of priority the message will be given. The
of its kind. Pfizer and Bristol Myers Squibb had decision to commence marketing activities often
already started disease-management programmes in coincides with the decision for the product to under-
Florida although these initiatives are more tied into go first testing in humans. Of course, this would be
pharmacoeconomics and cannot be directly linked the ideal time for starting a PRM.
to PRM.[21] Admittedly as these programmes are As part of the rolling marketing plan throughout
entangled with attempts at trying to reduce the costs drug development, a company will identify, charac-
of the state Medicaid programmes, they can lead to terise and prioritise issues and then develop different
different priorities and outcome measures of success strategies focused on addressing key issues. It is
for the stakeholders, which is a wider scope of noteworthy that the words ‘issues’ and ‘strategies’
objectives than only pharmacovigilance. However, appear in the FDA’s description of a risk-manage-
any attempts to develop a collaborative approach, ment framework. Thus with successful collabora-
which will benefit patients, should be welcomed. tion a company’s issues could be bundled together

Changes in future EU legislation adopted by the and from these strategies and subsequent actions can
European Parliament for the EU, community code arise. For instance, marketing departments may ask
(Dir 2001/83), and due to be published this year will epidemiologists to design studies to better define the
state that marketing authorisation holders should target disease for a product, the results of which may
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The communications environment

Communications
objectives

Stakeholders, audiences

Communications strategy

• What messages are
   to be communicated?

• To whom?

• How and when?

Mapped to
objectives

Fig. 1. Communications strategy.

interest many within a company. Although market- knowledge of both groups, communications can be
ing activities may not operate to SOPs, this does not customised (figure 1). The principle behind this is to
imply unclear and random behaviour patterns are the determine how a target audience currently perceives
norm. Objectives of a plan should be specific, mea- the risks and benefits of a product compared to the
surable, achievable, realistic and time bound and way a company would like the product to be per-
there are usually written plans (‘protocols’) about ceived. This shift in perception is determined by the
how they will be achieved. It is such an unimpeded way a company assembles and presents the evidence
imaginative approach, combined with adequate doc- about benefits and risks, which may include per-
umentation and measurement of impact, which is forming more work to better understand prescriber
required in designing a PRM (whether it be volunta- or patient behaviour.
ry or for regulatory submission). The details of In addition to written communications, a typical
regulatory compliance can be added once the plan communications programme may consist of all or
has been designed. some of the following, which are usually arranged

within a company’s marketing department.
6.1 Marketing Can Help Design

• Expert advisory panels: Marketing people, oftenCommunication Strategy
working with others on a product development
team, are experienced in arranging such panelsAlthough conventional forms of communication,
from selecting the venues and on-site logisticssuch as ‘Dear Doctor Letters’ can have an important
through to executing the meeting. These panelsimpact, they cannot be relied upon on their own to
may be convened to discuss benefits and risks ofchange behaviour. Based solely on a scientific ana-
a product.lysis of the evidence, there are no guaranteed ways

of always communicating risks and changing health • Investigator relations: It is the role of marketing
professional behaviour and ideally further research to legitimately convert pre-authorisation investi-
is required to establish the most effective strate- gators into post-authorisation advocates for the
gies.[1,24] products. They have a responsibility to maintain

A marketing group will have identified all rele- contacts with interested physicians at a local and
vant stakeholders, that is, all those with a vested global level by providing help for speaker train-
interest in the product. Stakeholders are part of the ing, lecturing materials, sponsoring meetings and
wider audience, which nonspecifically watches eve- maintaining a support centre often through a web
rything a company does and says. Both groups need site. Continuing medical education is an impor-
to be accommodated within a successful communi- tant part of implementing an advocacy net-
cation strategy. With a marketing department’s work.[12]
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• Focus groups: According to the FDA risk-man- ies. The reason is simple: all post-authorisation stud-
agement framework, focus groups should be con- ies should be performed to the same regulatory
vened to consult external stakeholders in the de- standards regardless of whether they are a regulatory
velopment of a product. Often companies use a requirement or not.
field agency to provide a moderator for the focus
group and the expertise to write up and analyse 7. Conclusions
the results. In several locations, a focus group

The purpose of this paper is to raise awareness ofshould be composed of relevant professionals –
the activities that companies already perform whichphysicians from the relevant therapeutic area and
could be adapted to PRM. In some companies,possibly also nurses or other health professionals
scientific activities are already performed by mar-or the group can consist of appropriate patients.
keting, which could be recognised as PRM even• Publication planning and delivery: Currently,
though they might not be called that. Thus miscon-within a company, marketing decides how best to
ceptions about roles and responsibilities within anensure how and when data are to be written up,
organisation and semantics, in the sense that certainwho the target audience should be and what the
terms mean different things to different people,key messages should be.
threaten to slow down a company’s progress inIt is plausible that should a company wish to
developing best practice in pharmacovigilance andimprove the efficiency of its operations that the
risk management. I would argue that as all within aactivities described above can be integrated to meet
company who are involved in product developmentnot only the needs of risk communication but also
are bound by the principles of the Declaration ofthe wider needs of the company. If this is for regula-
Helsinki, they automatically have a pharma-tory purposes, this may involve more documentation
covigilance responsibility. However, we should notto demonstrate how decisions were reached and that
expect rapid change but more of a gradual evolutionappropriate actions were taken (so that an inspector
within marketing towards a greater appreciation ofmight know and understand what happened). How-
the value of an evidence-based approach to balanc-ever, as the scale of such documentation is at the
ing benefits and risks with the patient (customer) atdiscretion of a company and for some countries
the centre. With financial pressures on product de-already has to meet existing marketing regula-
velopment and global pressures to reduce risks, Itions,[4] this may merely mean modifying what was
would argue from a business perspective alone, thatbeing executed. As part of assessing the impact of a
companies should look very closely at their owncommunications programme and materials, further
internal relationships to see how best to implementfocus groups or surveys to elicit prescribers’ and
the principles of PRM. In pharmacovigilance we areconsumers’ opinions can be performed. Other forms
used to taking action even when evidence is incom-of pharmacoepidemiological studies may be consid-
plete or under imperfect circumstances. The bottomered as well.
line is, wherever you work within a company you
should all have the common business desire of iden-6.2 Marketing Support for Investigator
tifying and meeting the needs of your customers.Recruitment and Retention
Corporate integrity should be fostered based on
pharmacovigilance and become part of the companyOne important area where marketing techniques
branding. In the case of PRM, this is about effectiveare increasingly being implemented is investigator
working together to achieve an acceptable balancerecruitment and retention particularly for large pre-
of risks and benefits.authorisation clinical trials. Although companies

use similar techniques readily for voluntary post-
Acknowledgementsauthorisation studies, there is no regulatory reason

why the same techniques cannot be applied with the This article has been based on considerable input from Dr
same enthusiasm to post-authorisation commitment Paul Williams, Tom Snyder and their colleagues from
activities including post-authorisation safety stud- Medical Marketing Services, PAREXEL International.
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