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Phase IIIb/IV is the fastest growing

drug development phase. Sponsor compa-

nies’, government’s and the public’s

renewed focus on safety is one of the two

major drivers of this growth. The other is

the increased need for product differentia-

tion in a marketplace where the decision

making about which drugs get purchased

is moving into formulary managers’ hands

and out of the hands of physicians.

Driven by safety and product differen-

tiation considerations, the conduct of late

phase trials is being revolutionized. Late

phase trials are increasingly conducted in

real-world settings, and are larger, more

inclusive of ethnic minority populations

and global. These trials are also more sci-

entifically rigorous.

P hase I through III, or pre-approval,

clinical trials have always had their

limitations. The number of patients

studied was too small, several thousand, and

narrowly defined to detect rare adverse

events. Yet, a drug tested on this select pop-

ulation for a common condition can be

released for the public consumption of tens

or hundreds of thousands, or even millions

of patients.

Significant numbers of patients taking

an approved drug in the real world may have

a co-morbid condition or belong to an eth-

nic minority group either not studied or not

studied in sufficient numbers during pre-

approval trials. Couple that knowledge with

the fact that physicians prescribe, and

patients take, drugs differently in the real

world, and it seems obvious why the way late

phase trials are conducted was necessary.

Sponsor companies cannot afford to

stop learning about their products once they

hit the marketplace. Government and the

public are also keen to know how a drug per-

forms in the real world. As a result, sponsor

companies are voluntarily conducting more

late phase trials and government is requiring

more post-marketing commitments.

Phase IIIb/IV is the fastest growing drug

development phase and is steadily becom-

ing a larger share of the market. Total drug

development spend is projected to increase

from $63.9 billion in 2005 to $103.9 billion

in 2009. At the same time, the development

spend for phase IIIb/IV is projected to leap

from $9.2 billion in 2005 to $15.4 billion in

2009, or about a 60% jump. Contract

research organizations should see about a

quarter of that spend in their revenues.

Growth Drivers

Safety. After well-publicized drug with-

drawals and black box warnings mandated

by the U.S. Food and Drug Administration

(FDA), it was clear that every party with a

stake in the drug development process—

government, the biopharmaceutical indus-

try, third-party insurers and consumers—

would be studying new drug products very

carefully. The government led the way by

increasing the number of post-approval

commitments, almost doubling the number

from 2003 to 2004, as well as by requiring

post-approval trials to be more scientifically

rigorous. The numbers for post-approval

commitments went down in 2005, but that

could be an important sign that biopharma-

ceutical companies are being more proac-

tive about conducting post-approval stud-
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ies, coming to the FDA with post-approval

study plans before the FDA mandates them.

Harris Koffer, Pharm.D., corporate

executive vice president and president of

cardiac safety services division, Medifacts,

said, �The FDA is pushing the pharmaceuti-

cal industry to actively manage the safety of

all of their new drugs. And they�re doing

that as part of several regulations, most

notably PDUFA III, as well as new guidance.

Through the new guidance and through the

new regulations, there�s going to be greater

regulatory oversight and authority. In the

industry there has been an evolution and

growth within safety departments to be able

to meet these regulatory requirements.� The

FDA is also planning to create a new inde-

pendent Drug Safety Oversight Board to

oversee the management of drug safety

issues and will provide emerging informa-

tion to physicians and patients about the

risks and benefits of medicines.

In the past, the major driver behind

post-approval studies was �seeding� the

market�familiarizing prescribing physi-

cians with a product as a marketing tool.

The era of seeding trials has ended. �The

types of studies that were often done in the

post-approval area were really very light

from a research perspective. Now not only

the FDA but manufacturers are much more

aware of the need to develop convincing

safety information about their products.

The use of very large-scale safety surveil-

lance programs and other targeted pro-

grams, either initiated by the companies or

committed to as a part of an FDA approval,

form another major component of this

area,� said John Schrogie, M.D., vice presi-

dent Late Phase Studies, Omnicare Clinical

Research.

Biopharmaceutical companies are

focusing more on safety surveillance.

Instead of waiting for a safety signal, they

are identifying potential safety issues proac-

tively. According to Koffer, two meaningful

ways for sponsors to conduct safety surveil-

lance of their products are product assur-

ance and product insurance.

�Product assurance means that product

safety which you observe in the commercial

marketplace reliably reflects what�s in the

labeling, so studies need to be done to pro-

vide that kind of assurance. Don�t wait for

something to occur but proactively set up a

mechanism to assess drug safety on an

ongoing basis after approval. Product insur-

ance involves ongoing surveillance to insure

that if there is a problem, it is promptly

detected. The �insurance� is the quicker you
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Top 10 Drug Classes Impacted by Medicare Part D
Percentage of prescriptions filled for patients over 65

Source: Verispan’s Vector One®.

Drug Class December ‘05 January ‘06

HMG-CoA reductase inhibitors 5.3% 5.4%

Beta-blockers 5.5% 4.8%

ACE inhibitors, alone 4.5% 4.2%

Calcium blockers 4.2% 4.1%

Codeine 2.9% 3.5%
Proton pump inhibitors 2.5% 3.0%
Other diuretics 2.9% 2.9%
Antidepressants SSRIs 2.1% 2.7%
Thyroid synthetic 3.1% 2.7%
Seizure disorders 1.5% 2.6% 
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know about something, the better able you

are to communicate potential problems to

practitioners, limit the population exposed,

take on additional studies to define the

effect, perhaps modify the dose, all the

things you can do to understand better the

problem and to minimize the risk and

exposure,” said Koffer.

Product differentiation. In addition to

safety, another important driver of the

increased number of phase IIIb and IV

studies is product differentiation in the

marketplace. The decision-making about

which drugs are bought is moving into for-

mulary managers’ hands and out of the

hands of physicians. Payers, such as the gov-

ernment through its Medicare and

Medicaid programs as well as commercial

insurers, are becoming more of a factor in

not only the growth of the late phase mar-

ket but in how late phase studies are 

conducted.

Ethan Leder, chief executive officer,

United BioSource Corporation, a Bethesda,

Md.-based specialty biopharmaceutical

services company, asserted, “Pretty soon, we

believe, it’s not going to be enough just to

get your drug approved through FDA—

prove that it’s safe and effective in a well-

controlled trial—but you’re going to have to

make sure that payers pay for it. And to do

that, we believe that there are some very sig-

nificant studies to be run with endpoints

that demonstrate cost effectiveness, not just

effectiveness.”

A major impetus behind the need for

product differentiation is Medicare Part D,

which went into effect earlier this year.

Competition to get onto the Medicare for-

mulary will be fierce. In addition to cost

effectiveness, sponsor companies will need

to establish not only therapeutic value of

their products but also show what kind of

therapeutic value their drugs offer versus

other drugs on the market in the same class.

Being able to show better efficacy in certain

populations could also offer a competitive

edge. Overall, sponsor companies will need

to show very clearly to those in charge of the

Medicare formulary, as well as the managed

care formularies, the reason why their drugs

should be picked over another company’s.

Michael Morales, chairman and chief

executive officer, Dimensional Healthcare, a

Cedar Knolls, N.J.-based phase IIIb/phase

IV CRO, said, “In the end, what we’re trying

to do with the data that’s being generated in

phase IIIb and phase IV is we’re trying to

figure out how can we optimize the treat-

ment of a condition with this given drug.

That takes a lot of little nuances. Is this drug

going to be more or less effective in a hyper-

tensive patient with diabetes? Is this drug

going to be more or less effective in an

African American hypertensive? Those are

the things that, for the most part, you don’t

get from the earlier phases.”

Late Phase Studies Move
Into the Real World
While safety surveillance and product dif-

ferentiation are clear drivers of growth in

the phase IIIb and IV market, they are also

bringing about change to the way that these

studies are conducted.

As recently as five years ago, most late

phase trials were run much like a phase III

trial—at institutions with experienced

investigators and with a list of inclusion and

exclusion criteria. The industry has been

moving away from conducting that kind of

late phase trial, making them larger and

expanding them out to physicians in the

community because it was clear that spon-

sor companies could not truly understand

how their drugs would perform unless they

went out into the real world.

Cynthia Verst-Brasch, Pharm.D., MS,

vice president, Late Phase, Kendle, said,

“Only in the post-marketing arena, or in

phase IV, can you really start defining the

true incidence of rare adverse events, so by

definition, we’re seeing larger trials with

greater denominators of patients to try to

increase the statistical likelihood of detect-

ing such safety signals. These large trials by

definition necessitate reaching out beyond

the academic centers, beyond the investiga-

tor-savvy centers to community-based

practitioners.”

What late phase research has evolved

into is community-based research—prac-

ticing physicians studying how drugs work

in the real world. These real-world trials are

observational studies and tend to have pro-

tocols that have simplified protocols that

are driven toward measurable outcomes.

These community-based physicians have

diverse representative populations and the

overall population studied is large enough

to discover a drug’s efficacy in particular

populations and detect rare adverse events.

But it takes finesse to work with doctors in

the real world. This new setting comes with

attendant challenges related to investigator

management.

Jean Siebenaler, M.D., medical director,

Late Phase, Kendle, said, “By definition, we

must go out for these large studies to

research-naïve physicians. They are busy

practicing doctors whose lives do not

revolve around protocols. Their lives

revolve around the patients. And we have to

change the study design to make sure we’re

integrating into their daily life. So that has

significantly changed the design of these
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