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compensation, and control systems simultane-
o u s l y. A basic rule is: “if you want someone to
do something, pay ‘em.” If companies want
intracompany/divisional cooperation, re w a rd
and evaluation systems must encourage such
behavior explicitly. Additionally, team leaders
must be empowered to direct individuals fro m
d i ff e rent departments and have input into
evaluation and compensation of these individ-
uals. Corporate finance, legal, and other staff
functions must be made more accountable to
business units and collaborative teams. 

CAU W E N B E RG H . Companies need to bring
the product champion from marketing into
the later stages of the development and re g u-
l a t o ry process of a product and have this cham-
pion actively participate in planning and exe-
cution of these stages. They need to coord i n a t e
the data flow that goes to the public (confer-
ences, and so on) with the re g u l a t o ry strategy.
Companies need to have realistic pricing dis-
cussions early on, before creating precedents in
one country or another. And, they need to
strive for one global core product message to
avoid misuse of a drug in one region that
could backfire on the global potential of the
p roduct. 

F R E I M A N . C ross-functional teams with some
d e g ree of power to drive products forw a rd are
absolutely essential. Team leaders must re p re-
sent the best human capital that a company
can provide, re g a rdless of that person’s func-
tional area of re s p o n s i b i l i t y.

B O I LY. The implementation of global pro d-
uct-development teams that can bring a mul-
t i d i s c i p l i n a ry approach to the table pro v i d e s
d i rection to ensure focused investment. The
f o rmalized communication process is now
o c c u rring at a far earlier stage in the develop-
ment of a product than ever before. Equally,
s e rvice providers must be able to provide glob-
al insight and services to meet those needs.
Balancing U.S. market re q u i rements with
those of other parts of the world remains a key
o b j e c t i v e .

PATIENT SAFETY

BA R R E TT. Patient safety is a cornerstone of
clinical trials. But with the increasing pace of
trials, it’s no longer efficient to be re a c t i v e ;
p roactive, real-time monitoring can incre a s e
the safety of those participating in trials, spot-
ting potential interactions, and flagging com-
mon side effects. One of the ways to accom-
plish these goals is a Web-based solution with
p roactive notifications. The technology is
available to manage this at a global level, so I

think we’ll continue to see a better level of
patient safety. 

BUA . Patient safety in clinical trials is fairly
well-moderated and reasonably strong, given
local IRB approval processes and patient-
i n f o rmed consent, so only marginal impro v e-
ments can be made with respect to patient
safety in clinical trials. The real focus should
be on monitoring patient safety after NDA
a p p roval, during Phase IV studies, and pre-
scribing uptakes, especially with respect to
o ff-label use.

H A D D OX . P rescription drug abuse is an
e m e rging public-health problem that our
i n d u s t ry should be addressing in collaboration
with multiple private and public partners. For
the first time, this year the President included
p rescription drug abuse as a key component of
the Office of National Drug Control Policy.
The abuse of medications, however, goes
beyond prescription drugs, as a number of
OTC products also are being abused. It is esti-
mated that about one-third of all substance
abuse today involves legal pharm a c e u t i c a l
p roducts, often in combination with other
licit or illicit substances. One especially vul-
nerable portion of the population affected by
this pervasive, often regionalized problem is
young people. Prescription drug abuse can
only be solved by a collaborative eff o rt involv-
ing law enforcement, schools, parents, com-
munity-based organizations, healthcare pro-
fessionals, social-service agencies, re g u l a t o ry
bodies, and the pharmaceutical industry. Pur-
due has been working to combat the abuse and
diversion of our major opioid analgesic, Oxy-
Contin Tablets, since 2000. We elected to get
involved and become part of the solution,
because we know it’s a complex issue that law
e n f o rcement alone cannot be expected to han-
dle. There ’s a lot that the pharm a c e u t i c a l
i n d u s t ry can, and should, do to help fight pre-
scription drug abuse.

F R E I M A N . Clearly since Vioxx, the so-called
g u a rdians of safety will have their hatchets out
and sharpened. I personally don’t think much
is missing with re g a rd to patient safety, as
both the clinicians of industry and re v i e w i n g
o ffices of the FDA have high-ethical stan-
d a rds. Perhaps an annual face-to-face follow
up meeting on newly approved drugs would
be in order to review any safety concerns or
just to update both sides.

CAU W E N B E RG H .When studies are pro p e r l y
conducted, patient safety under today’s stan-
d a rds is probably better protected in a study
setting than in day-to-day life. I don’t see a
need for major changes in this aspect in the
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clinical-trial setting. I do see a need to upgrade
systems in the commercial arena. Especially
w o rrying to me is the oral OTC market, which
I consider a ticking time bomb. Since OTCs
often have the same ingredients but are mar-
keted (in combinations) for various indica-
tions, it is not uncommon that patients who
t reat themselves with OTC brands for a cold,
s t u ffed nose, pain, allerg y, or sleep distur-
bances may end up with a massive overdose of
one active ingredient. In addition, drug inter-
action studies with new drugs don’t look, and
cannot look, at interactions with all of these
various combinations.

E R I C K S O N . For industry - s p o n s o red clinical
trials there are plenty of rules, mechanisms,
and liability concerns to try to protect
patients. Although new multifactorial diag-
nostic approaches and in vitro toxicology assays
can help furt h e r. I continue to be concern e d
about academic trials. We often hear in the
media about “profit before patients,” but the
c o n c e rn in academic medicine is “papers
b e f o re patients.” 

M C N A M A RA .An essential part of pro t e c t i n g
patient safety is early and proactive monitor-
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Pat i e nt safe ty in clinical trials is fairly 
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should be on monito ring pat i e nt safe ty after NDA
a p p rova l , d u ring Phase IV studies and pre s c ri b i n g

u p t a ke s, e s pecially with re s pe ct to off-label use.
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Follow-on medicines, sometimes re f e rred to as me-too drugs, provide therapeutic 
advantages over existing treatments and expand the opportunity to treat more patients
with improved safety and efficacy at lower cost, according to an analysis recently 
completed by the Tufts Center for the Study of Drug Development.

F O L LOW-ON DRUGS IMPROVE PATIENT SAFETY AND HELP REDUCE CO S TS  

The Tu fts CSDD study also found that the first drug within a ther-

a peutic class to gain marketing approval in the Un i ted St ates by the

Food and Drug Ad m i n i s t ration (FDA) is not nece s s a rily the best dru g

within that class.

“ Fo l l ow-on drugs result from a deve l o p m e nt ra ce in which only

one drug can be the first approval in a new thera peutic class,” s ays

Kenneth I. Ka i t i n , Ph . D. , d i re ctor of Tu fts CSDD.“ Far from being re d u n-

d a nt, fo l l ow-on drugs cre ate thera peutic alte rn at i ve s, which enable

p hysicians to individualize pat i e nt tre at m e nt.”

Dr. Kaitin adds that benefits of incre m e ntal innovation are similar

to those that occur in other healthca re prod u ct cate g o ri e s, such as

d i a g n o s t i c s, d ev i ce s, va c c i n e s, and in R&D for neglected diseases and

ra re illnesses.

He says fo l l ow-on drugs increase prod u ct ava i l a b i l i ty from multi-

ple source s, c re ating co m petition that results in higher quality

medicines at lower co s t. For ex a m p l e, Dr. Kaitin says, the curre nt

m o nthly cost of statins launched in 2003 is 45% less than stat i n s

launched in the early 1990s and the

cost for ACE inhibitors (ant i hy pe rte n-

s i ves) launched in the mid-1990s is

72% less co m p a red with the earl y

1 9 8 0 s.

“On ave ra g e, o n e - t h i rd of all fo l-

low-on drugs in development

re ce i ve a pri o ri ty rating from the

F D A , which indicates that they co n-

s t i t u te a thera peutic adva n ce ove r

d rugs alre a dy on the marke t,” Dr.

Kaitin says. “This strongly suggests

t h at the first prod u cts to reach the

p h a rm a cy shelf may not be the safe s t

or most effica c i o u s.”

So u rce :Tu fts Ce nter for the St u dy of Drug Deve l o p m e nt, Bo s to n .
For more info rm at i o n , visit csdd. t u ft s. e d u.
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was approve d.

EFFECTIVE MARKET-EXCLUSIVITY

PERIOD for first-in-class drugs dro p pe d

7 8 % , f rom an ave rage of 8.2 years in the

1970s to 1.8 years from 1995 to 1998.

A SUBSTANTIAL NUMBER OF LAT E -

ENTERING FOLLOW-ON DRU G S h a d

p ri o ri ty rat i n g s. For the classes with fo u r

or more fo l l ow-on dru g s, 48% of the fo l-

l ow-on drugs that re ce i ved a pri o ri ty rat-

ing we re the fo u rth to market or a late r

fo l l ow - o n .
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ing of potential issues so that adverse events
can be identified, characterized, and diagnosed
s o o n e r. In the next year, we will notice a
g reater emphasis on three key areas: better vis-
ibility of trial data; better electronic enable-
ment, which allows for faster processing, anal-
ysis, and sharing of data; and more qualitative
patient feedback. Statistics are great indicators
of many things, but they are not a substitute
for a patient’s experience.

KOVAC . T h e re are many challenges, such as
privacy and confidentiality of genetic and
other patient information, ethical issues sur-
rounding the use of genetic information, and
i n f o rmation overload because of the need to
manage increasing volumes of re s e a rch data
and apply them to the clinical-development
p rocess eff e c t i v e l y. With only one-third of
clinical-trial data stored electro n i c a l l y, it is dif-
ficult, if not impossible, to share data during a
trial. This scenario leads to duplicate data
e n t ry and errors. Scientists and clinicians are
then unable to easily review data in areas such
as patient safety (for example by data safety
monitoring boards). By using EDC and bre a k-
ing from the tradition of using paper docu-
mentation, technology will play a significant
role in bringing about the organizational and
p rocess changes needed to create and maintain
a more streamlined, automated, secure, and
integrated clinical process. With technology
in place, drugs also will be safer because of a
revolutionized supply process, which will
result in less counterfeit drugs and pro b l e m s
with expired dru g s .

W I L S O N .The process we use to protect patients
in clinical trials already is good and eff e c t i v e .
The issue is, what happens to patients after the
trials are complete and the product is brought to
market? Product safety is an industry issue, and
recent product withdrawals are bringing
i n c reased scrutiny on the industry from all quar-
ters. And the greatest scrutiny is on the re g u l a-
t o ry process before and after product appro v a l .
In 2005, I predict that we’ll experience incre a s-
ing pre s s u re to improve postmarketing insights
and to enhance our ability to ensure patient safe-
ty in the real-world setting. Our current chal-
lenge is that the very thing that increases inter-
nal validity of a clinical trial may jeopardize the
ability to predict its impact postlaunch. We
establish very tight inclusion/exclusion criteria
to measure eff i c a c y, but those criteria also limit
our knowledge of the impact of comorbid con-
ditions and concomitant medications. We need
to evaluate products in broad-based, re a l - w o r l d
settings where we can measure safety and pro d-
uct value and provide rapid feedback of this
i n f o rmation to the manufacturer for impro v e d
decision-making and product positioning. I pre-

dict we’ll see more such re s e a rch taking place in
the coming year. 

W. T H O M P S O N . Patients are well-pro t e c t e d
in trials. Problems occur upon initial market-
ing, when population information is sparse.
Physicians and patients don’t perceive that
they are part of an extended clinical trial with-
out the protections of the protocol safety fea-
t u res. There should be a three-light re g u l a t o ry
a p p roval: red (not safe for anyone outside a for-
mal trial); green (we know enough for general
use); and yellow (patients can get but only
with re p o rting of events and prescribed moni-
toring). Whether all physicians should be able
to prescribe all drugs is another key safety
i s s u e .

R E G U LATO RY

HAMELIN. The departure of Dr. Mark
McClellan as commissioner of the FDA is cre-
ating a leadership void for the time being. The
last time we saw such a void at the FDA,
b e f o re Dr. McClellan took the position, it took
many months to fill the commissioner ro l e
and in that time the diff e rent divisions within
the FDA became very introspective, re q u i r i n g
m o re clinical trials with significantly more
patients in trials thus yielding slower pro d u c t
a p p rovals. We now face the prospect of a slow-
ing down of the FDA again, which has devas-
tating effects on smaller pharmaceutical and
biotech companies that are trying to get their
first products to market. In addition to the
leadership gap at the FDA, there is also the
issue of uncertainty about who the next com-
missioner will be. Dr. McClellan worked
a g g ressively to speed up product review time-
lines and set clear, strong leadership guidelines
for reviewing products as quickly as possible
within the bounds of guidelines and safety. If
a new commissioner who is not as pro t e c h n o l-
ogy were to head up the FDA it would have
huge long-term ramifications for the industry. 

A S T RU E. Right now, we see the re g u l a t o ry
u n c e rtainties created by the already long wait
for a successor to FDA Commissioner Dr.
McClellan as the biggest challenge. For exam-
ple, the initiative to establish standards for
follow-on biologics faltered after his depar-
t u re, and the agency has been exceptionally
cautious about guidelines for innovative tech-
nologies. We need a FDA commissioner who
will push advisory committees to set stan-
d a rds for approval before companies invest
years and tens of millions of dollars in clinical
trials, not afterw a rd. At TKT, we believe re g-
ulators need to work with industry and con-
sumers to create clear standards for follow-on
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