Itis up to industry leaders to be

aware of all the changing regulatory

requirements. This will help drive
efforts for a more uniform and
transparent reviewprocess.

MICHAEL WILHELM

ImmuneRegen BioSciences Inc.

The FDA is effectively
increasing the hurdles
companies must face to
reach product approval by
adding steps in the
development process.
While the information
might prove useful, it will
add years and significant
costs to the development
of new products.

DR.BRAD THOMPSON

Oncolytics Biotech Inc.

to justify the cost of really innovative and large
controlled clinical studies.

KOVAC. The requirements issued by the FDA
for pharmaceutical and biotechnology compa-
nies to maintain formal records of specific trans-
actions throughout the value chain will certain-
ly become a sizable challenge in 2005 and years
following. The FDA’s plans to apply the doc-
trine of strict liability, under the Federal Food,
Drugs and Cosmetics Act, as well as personal
liability for CEOs and CFOs for compliance
failure under the Sarbanes-Oxley Act are driv-
ing the transition to digital records manage-
ment to better manage risk. Increasingly strin-
gent regulatory requirements, patent
infringement or patent interference suits, and
product liability suits will stimulate the devel-
opment and governance of digital record man-
agement systems that help companies comply
with the regulations, protect their intellectual
property, and limit their financial exposure.

W. LEVY. Harmonization of regulatory
requirements should continue to be a top pri-
ority. Consistent requirements on a global
basis will lower the cost of drug development.
A rational policy must be developed for test-

MICHAEL ASTRUE
Transkaryotic Therapies Inc.

We need a FDA commissioner
who will push advisory
committees to set standards for
approval before companies
invest years and tens of millions
of dollars in clinical trials, not
afterward

ing and approving products that are
identical to existing products except
that they are made using biotechnolog-
ical processes. For too long, biotech
products have been treated differently
from products made by any other tech-
nology (the ANDA route is not available) and
a policy must be established to deal with this
issue. Also, continuing to streamline the
approval process bears further attention.

» REPUTATION ENHANCEMENT

AHN. The biopharmaceutical industry has
blindly relied on the argument that high
prices are needed because of increasing
research and development costs. Focusing on
innovation without discussing access is disin-
genuous. We risk alienating ourselves precise-
ly when we have so much to contribute to the
political and social debate. It is no coincidence
that many polls rank the pharmaceutical
industry as less trusted than the tobacco indus-
try. We need to change the debate about bio-
pharmaceutical innovation from a political
football to a reasoned dialogue about two driv-
ing truths: one, as a society we possess an
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" DR.GEERT CAUWENBERGH

Barrier Therapeutics Inc.

1

Companies need to avoid

interference from certain
authorities in the actual

strategic positioning of a new

drug through excessive

control on protocol design.

incessant drive for innovation leading to novel
treatments based on emerging biological
insights; and, two, we possess a deep desire for
expanding access to medical treatments to all
who need them. We need to separate the inno-
vation issue from the access issue. By way of an
example, as a society we don’t ask our legisla-
ture to control the price of food; but as a soci-
ety we ensure that anyone whose income is
below the poverty line receives access through
food stamps or other welfare services. It is time
to seize the initiative and to be part of the
solution on biopharmaceuticals. History
shows that high-risk innovation is best con-
ducted in the private sector and that the gov-
ernment is not good at choosing winners and
losers in any industry. The biophamaceutical
industry should be leading the debate on the
hard choices needed to ensure access to
medicines in the developed and developing
world.
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CHAMBERLAIN. When Nexium feels like
Nike and Claritin mimics Clairol, as one
prominent newspaper has observed, it’s easy to
misinterpret the industry’s mission and its
motive. During the past five years, as the vol-
ume of medication messages directed at con-
sumers has risen dramatically, a harsh and,
some would say, partisan critique of the indus-
try has emerged. Reducing the public animus
and maintaining a patient focus are now two
of the most important challenges facing the
industry. A recent CBS News poll indicates
the depth to which the industry’s reputation
has sunk — only 15% of Americans have a
positive impression of drug companies. This
decline is stunning in its implications. The
more popular or prolific a brand becomes, the
more likely it is to encounter criticism and
controversy. This unintended consequence of
consumer marketing now weighs heavily on
the whole industry. Industry insiders — those
reading this publication and their constituen-
cies — characterize the criticism as unfair,
although not completely unfounded. Modifi-
cations to some promotional practices seem
appropriate but won’t dampen the cynicism or
reduce the industry’s vulnerability. Nor can
these modifications presume to alter the
nature of competition in a free-enterprise sys-
tem. Industry can take several steps right now
to reduce the animosity. It can share credit
with its partners in universities and govern-
ment. It can rely more on science and less on
emotion in consumer advertisements. Brand
managers must have their antenna tuned not
solely to their target audience but to the wider
world if they are to maintain brand equity and
corporate goodwill. Companies also can assess
and act on clinical risks earlier. This could go
a long way to reducing the impact of negative
news. And industry should never mistake sig-
nificant medical findings for a marketing
threat. Instead, companies should mobilize
around competitive advantages that truly exist
and above all else create an enduring, positive
agenda that emphasizes the patient. Critics are
doing an excellent job of influencing public
opinion. By taking two relatively small steps
the industry can help humanize itself and
reclaim considerable ground.

S. LEVY. Between rising healthcare costs
across the board, a somewhat disingenuous
political discussion about importation of
drugs from Canada, and scandals, such as the
suicidal threat in kids on Paxil, improved pub-
lic relations would be useful in 2005. In 2005,
the pharmaceutical industry will have to place
a continued spin on its self-image through the
expanded inclusion of celebrity and patient
spokespeople testimonials highlighting the
many benefits associated with the continued

research available through pharma’s current
d rug-to-market model. In Europe, where
healthcare is a state function, pharma compa-
nies do not have the same reputation as “prof-
it-driven companies with little regard for aver-
age people who bear the weight of high drug
prices.” European pharma companies are
viewed more as scientific pioneers without
which healthcare would be less effective.

W. LEVY. Companies must explain to share-
holders and the public more effectively that
local economic conditions will dictate the
pricing of products, that the high cost of drug
development must be borne by the small frac-
tion of drugs that reach the market, and that
the cost of prescription drugs represents a very
small component of total healthcare costs. The
public should be focused on lowering the cost
of healthcare, not only drugs, and the greatest
concern should be directed toward the largest
contributors to that total cost.

KERMANI. Every government is concerned
about the rising costs of healthcare and in
meeting the demand. The uncertain econom-
ic situation combined with a growing elderly
population and falling birth rates places a
great strain on funding public healthcare. The
Organization for Economic Cooperation and
Development (OECD) has estimated that in
the 1970s the average healthcare expenditure
share of gross domestic product (GDP) was
around 5%; it is now closer to 9%. Govern-
ments will therefore look for means to slow
expenditur and it is likely that they will fur-
ther target the pharmaceutical industry. The
phammceutical industry is going to have to
respond and show that, far from being a prob-
lem, greater expenditure on pharmaceuticals
is an important part of the delivery of high-
quality healthcare. When used effectively and
appmopriately, drugs are cost-effective health-
care solutions since they can remove the need
for expensive, lengthy stays in the hospital.
Furthermore, some of the new drugs actually
aim to modify the course of the disease, thus
improving the quality of life for patients. The
rising cost of drugs needs to be placed in the
context of healthcare in general; downward
pressureon prices will not miraculously make
healthcare affordable. The Centers for Medi-
care and Medicaid Services (CMS) found that
pharmmmaceuticals accounted for only 9.4% of
the total $1.3 trillion spent on U.S. healthcare
in 2000. Although there will be continued
pressureon pharmaceutical companies to jus-
tify their prices in line with social objectives,
other nonpharmaceutical elements involved
in healthcare expenditure need to be tackled.
From a more global perspective, as a society
we need to make further progress in develop-



Pharmaceutical and biotechnology companies need to better

communicate the benefits of their produds, not just in terms of

effica cy but as part of an overall economic value proposition. For

instance, the industry has to find a way to put a dollar value on

how new therapies can reduce the need for hospitalization.

DR.BEH SWAN GIN

ing drugs for diseases that primarily affect
developing countries. There is often negative
coverage of the pharmaceutical industry in
the media when it comes to this issue, but
there are a lot of people in the industry who
do wish to see their companies play a more
proactive and benevolent role and we are
beginning to see the results of their efforts.
Recently, for example, AstraZeneca opened a
dedicated research facility in Bangalore,
India, focusing on tuberculosis and Novartis
opened its Institute for Tropical Diseases in
Singapore. Although the industry must make
morte effort, it would be unfair for the media
not to recognize these as steps forward. Sim-
ply providing free or affordable drugs is not
the answer to tackling these diseases; time
and money must be invested in developing
collaborations with international, govern-
mental, and local agencies so that a long-term
benefit can be achieved. Similarly, the indus-
try must also work with healthcare agencies
in industrialized countries to ensure equal
healthcare for all.

STERN. Phammceutical companies are under
constant attack. During the elections of 2004,
healthcare was a major focus of both candi-
dates. Drug pricing and importation from
Canada remain significant challenges for our
industry. As pharmaceutical manufacturers,
we need to show our customers the value that
we bring to healthcare. We have not done a
good enough job to differentiate our brands
from generics or to show the benefits of using
branded pharmaceuticals to consumers,
patients, and healthcare providers. The indus-
try continues to bring new drugs to the mar-
ket that save lives (and are quite expensive to
develop). In addition to the drugs, we are
developing valuable programs to help patients
adhere to medication regimens. I believe that

2005 will be a critical year for the industry to
show the value that we add to society.

LOVE. There will continue to be intense
healthcare system cost pressures in Europe,
Japan, and the United States. The industry
will need to engage its critics, payers, health-
care professionals, and consumers more effec-
tively by explaining its real value proposition
— treating diseases cost-effectively.

NASH-WONG. Among the greatest chal-
lenges is obtaining product differentiation,
which can be next to impossible when thera-
peutic classes are flooded with me-too drugs,
extended-mrease formulations, and generic
options. Those companies that are successful
at differentiating their products from the pack
often suffer a backlash from managed-care
groups that tighten formulary access and add
prior authorization restrictions. To further
exacerbate the situation, pharma faces a mas-
sive, uphill public-relations battle. With drug
prices rising faster than inflation and the
Medicare drug benefit focusing attention on
the senior citizens who can’t afford to pay for
their prescriptions, importation has and will
continue to be a hot topic in the year ahead.
Therefore, for manufacturers to succeed in a
hostile environment, the key is to have a
strong value proposition for all stakeholders:
prescribers, payers, and patients.

TILLETT. The No. 1 issue facing the biotech
industry is how to separate itself from big
pharma in the eyes of the public-equity mar-
kets. While big pharma companies are our
partners in healthcare, smaller biotechnology
companies need to find a way to separate the
issues of big pharma from the value that
biotech companies are creating with innova-
tive new products. If we have a repeat of 1993,

HealthMedia Inc.

For manufacturers to succeed in a hostile

environment, the key is to have a strong

value proposition for all stakeholders:
prescribers, payers, and patients.

we will all have serious problems. The chal-
lenge is to present a message of innovation
that will be rewardkd regardless of govern-
ment policy effects on the shorter-term prob-
lems facing big pharma.

TURETT. The growing skepticism among the
public and press of all major institutions cre-
ates a more complicated environment for com-
munications firms representing multinational
corporations. Add to that the critical environ-
ment in which the pharmaceutical industry
now finds itself, and there is what an optimistic
PR person can only call a wonderful challenge.
That being said, brands, companies, and repre-
sentatives who conduct themselves with
integrity and transparency still will be able to
market their products effectively.

BOILY. The industry has seen an escalation in
lawsuits by state attorneys general, federal
prosecutors, and whistle-blowers. Pharmaceu-
tical companies are facing a growing chorus
demanding that they revamp their sales and
marketing practices. Major initiatives have
taken place because of the implementation of
the PhRMA Code on Interactions with
Healthcare Professionals and the 2003 Office
of the Inspector General Compliance Program
for Pharmaceutical Manufacturers. All agree
that scrutiny will increase in 2006 when the
new Medicare drug plan takes full effect. It has
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never been more obvious that it is crucial for
the pharmaceutical industry to establish a
credible, powerful voice in the public debate.
The pharmaceutical industry needs to com-
municate to the public that it is on the same
side. A key way to establish this credibility is
for the pharma industry to show its commit-
ment and lead the way in providing fair and
balanced patient and healthcare provider edu-
cation.

P RISK MANAGEMENT

TURETT. The term risk management implies
a defensive, prepare-for-the-worst strategy.
While defensive preparation is certainly
important, taking a fresh look at conducting
business in a “patient-first” manner will
reduce the need to implement a defensive
approach. In other words, while the doctor is a
key customer, the best interests of the person
taking medications need to be the first priori-
ty every step of the way.

VAN MANEN. After the initial introduction
of legislation concerning the development
and use of pharmaceutical products and med-
ical devices, the regulations and guidelines
have become increasingly strict and detailed
over time. But a problem associated with
rules and guidelines is that they often have a
tendency to become goals in themselves,
without due regard to the reasons they were
c reated in the first place. In the world of phar-
maceutical and medical-device regulations
and guidelines, the risk-management
apprach can be seen as an attempt to bring
back the focus to the original goal as well as
to broaden the scope to encompass aspects
that previously had not been addressed. As
one of the five strategic initiatives established
within the FDA, risk management can be
expected to receive ample attention in 2005
in establishing internal performance goals for
the organization and as a basis for proposed
rules and regulations, such as the proposed
Safety Reporting Requirements for Human
Drug and Biological Products, also known as
“The Tome.”

ERICKSON. For devices, “risk” or “hazard”
analysis is already part of the development
process. In the drug arena, targeted drugs
should have much better therapeutic indices
and improve the risk/benefit trade off. A great
phrase I once heard is, “all drugs are poisons
with beneficial side effects.” That has certain-
ly been true of chemotherapy agents. Maybe
someday we will say, “all drugs are beneficial
if properly prescribed based on sound diag-
nostics.”

OWINGS. Expedient and solid implementa-
tion of a risk-based, science-based approach to
clinical research, validation, and manufactur-
ing though the adoption of data standards
and new technologies will prove to be impor-
tant and essential if a company is to compete
in the heightened regulatory environment of
the 21st century. The good news is govern-
ment, academia, and industry are working
together more than ever to accelerate research
through the implementation of standards and
initiatives that encourage the use of new tech-
nologies.

HAMELIN. One of the things that may occur
in 2005 is actually a result, unfortunately, of
what we have seen with Merck and the recall of
Vioxx, which was pulled from the worldwide
market in early October. This is a compound
that was exposed to more than 100,000
patients in bona fide Phase III and Phase IV
clinical trials; this is an enormous amount of
clinical-trial data. Yet after five years on the
market, we are still learning the nuances about
the safety of this drug and its risk-benefit pro-
file. This has significant implications at the reg-
ulatory level as well as for other aspects of the
industry. Regulators may shift their mindset
and require bigger and more extensive Phase III
trials and more elaborate filing dossiers. The
thinking may be that if one of the best compa-
nies in the world, Merck, can run into problems
what’s to prevent a similar event from happen-
ing with smaller, less experienced companies.
This could turn into an enormous problem for
the industry, especially for smaller pharmaceu-
tical and biotech companies.

HADDOX. Today, most pharmaceutical com-
panies have nascent risk-management pro-
grams. Given the current FDA guidances in
this area along with the recent removal of
Vioxx from the market and the subsequent
congressional hearings, I would expect that
risk-management programs will mature sig-
nificantly in 2005. By year-end 2005 or early
2006, some clear direction on best practices
should begin to emerge. For our part, Purdue
Pharma formalized all of its risk-management
activities under the umbrella of a Risk Man-
agement Program (RMP) in mid-2002. The
RMP for our opioid products has four prima-
ry goals: ensure appropriate patient selection
and proper use, minimize abuse, reduce diver-
sion, and avoid inadvertent pediatric exposure.
This process includes assessing risk, character-
izing events, designing and deploying specific
interventions both proactively and reactively,
and assessing the effect of the interventions. To
learn what risks are actually occurring once
our products are on the market, we created the
Researthed Abuse, Diversion, and Addiction-



