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The amount spent on clinical

grants now exceeds $7 billion 

a year worldwide and is 

continuing to increase.

The average costs of pharmaceutical research and development for a successful
drug continue to increase, with costs frequently reported in excess of $850 million

from pre-clinical to FDA approval.1 One of the largest single costs in that total is
clinical grant spending, that is, those sums paid to sites and investigators to enroll
and treat patients in accordance with clinical drug research protocols. The amount
spent on clinical grants now exceeds $7 billion a year worldwide and is continuing
to increase.2 As investigators conduct studies, with more procedures and more vis-
its, the absolute cost per patient will increase. At the same time, more clinical stud-
ies and investigator sites also means more spending. However, once the study has
been designed there are often major differences in the relative amounts paid to
investigators doing comparable levels of clinical research. A number of factors
explain these differences.

Grant management is becoming ever more critical to a sponsor company’s success.
Likewise, grant spending is increasingly becoming an acknowledged market of buyers
and sellers. Until the late 1990s, industry R&D professionals often preferred to mini-
mize, and even avoid, the economic and business connotations associated with engag-
ing clinical investigators to conduct clinical trials. Many still do. Even the somewhat
anachronistic terms “investigator” and “clinical grant” hearken back to a less business-
oriented environment. Grants are often associated with non-commercially related
research. A few clinical investigators may seek funding from a pharmaceutical com-
pany to explore a specific topic related to a particular drug. Sometimes referred to by
pharmaceutical companies as investigator initiated grants, these types of studies actu-
ally constitute a small percentage of funding spent to conduct clinical research. The
vast majority of clinical grants represent a more standard type of contractual arrange-
ment between the sponsoring pharmaceutical company and a clinical site to conduct
research for the sponsor company. There can be extensive discussions between the par-
ties about such research related issues as publication rights and additional research
possibilities with the data. However, the final study data almost always belong to the
sponsoring pharmaceutical company. Because of a long history of research usage, it
may not be surprising then that the term “investigator grant” has remained in use. The
term is certainly a more appealing one to many than clinical trial contract. (Clinical
investigator is also more attractive than clinical research medical subcontractor.)

Undoubtedly, the clinical grant market has its own set of complications and
unique characteristics. However, clinical grant spending is now more widely under-
stood as a market similar in many respects to other business markets. It may be a
market of scientific activity, but it is a business market nonetheless.

Since Nobel laureate Kenneth Arrow’s seminal article on the health care market,
an entire field of health economics has developed. Arrow highlighted some of the
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ways the market for health services dif-
fered from other economic markets.3

For many observers of the healthcare
arena, the idea of a market-based system
sits very uncomfortably with their con-
cepts of a more equity-based healthcare
delivery structure. For others, only a
fundamentally market-based system
offers the prospect of an efficient and
cost-effective sustainable healthcare sys-
tem. Whatever the role that people
desire the market to play in overall
healthcare delivery, clinical grant spend-
ing should more properly be viewed as a
heavily market-based business arena.
Supply and demand are important con-
siderations in the business of clinical
investigator recruitment.

Sponsor companies have begun to
track and benchmark their own grant
spending. However, sponsor companies
have not all rushed to pay the same
amount. On the one hand, some sites
have requested higher amounts for a
given level of work, while other sites
have accepted lower levels. On the other
hand, some companies have been will-
ing to pay higher grant payments to spe-
cific sites on specific studies, while other
companies have not. Market forces are at
work. The data in Table 1 are illustrative.
While the cost per patient paid in the
United States has increased over time,
the standard deviation has certainly not
gotten smaller. The same pattern holds
when we look at the cost per visit, or the
cost per procedure, paid to U.S. investi-
gators. There has not been a tendency
for industry payment practices to con-

verge around a common figure or set of
figures.

Comparative Spending Levels

Clinical studies are being conducted in
more and more countries as pharmaceu-
tical companies look for geographies
where investigator sites are able to enroll
and treat patients in a timely and cost
effective manner. Grant levels paid to
clinical investigators do vary appreciably
by country for comparable levels of
work.

The decision to conduct a clinical trial
in a specific country is hardly ever driven
solely by the comparative costs of con-
ducting a study in that country. The local
marketing company or drug develop-
ment operation may indicate a strong
interest in the particular medical need
addressed by a specific clinical trial. The
country marketing company may conse-
quently be especially eager to participate
in the clinical study and thus enlist 
the help of opinion leaders and other
clinical investigator sites in that country’s
market.

The market potential for an indica-
tion may also be a critical variable in a
company’s decision to conduct a part of
a multinational clinical trial in a particu-
lar country. Large pharmaceutical mar-
kets, even if expensive places for clinical
research, will frequently need to be
included in the study regardless of cost.
Equally importantly, a country may pos-
sess particularly useful potential patient
populations or medical expertise. As
drug development costs soar, compara-
tive costs are increasingly considered
along with enrollment rates, medical
expertise, and market potential as bases
for deciding to include a specific country
in a multinational clinical trial. As 
the clinical operations vice president at 
a major pharmaceutical company ex-
pressed it:

“Our major goal is to complete
quality clinical trials in as short a
time frame as possible. If we can

do that at a lower cost, we will.
That often means conducting
studies in areas where costs are one
of the decision-making factors.”

Some countries are simply much
more expensive than others as places to
conduct clinical trials. Traditionally, the
United States has been the most expen-
sive country in which to conduct clini-
cal trials, followed by the countries of
Western Europe. In recent years many
pharmaceutical companies have begun
extensive clinical research activities in
the less expensive areas of Eastern
Europe and Latin America.

Figure 1 illustrates how much the rel-
ative costs of clinical grants for compara-
ble levels of activity can vary by country,
expressed in 2001 currency. The dollar
has declined so substantially in the last
couple of years that, in 2005 currency
terms, many European countries ap-
proach American clinical grant levels
when expressed in current dollars.
Hence, the year 2001 was chosen to illus-
trate fundamental relationships between
countries, particularly when examined
over time. Compared to the United
States, other countries may still be much
less expensive in which to conduct clin-
ical research, especially in Eastern/
Central Europe and Latin America. The
cost for a clinical site in the U.S. may be
the equivalent cost for multiple sites in
other geographies.

The reasons for the cost differentials
are many and are often related to basic
factors such as comparative living and
medical costs. For instance, it is more
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Table 1. Cost Per Patient Payment Practices
in the United States

Year Mean Cost Per Standard 
Patient ($) Deviation ($)

1990 4,863 4,137
1995 5,691 4,343
2000 7,152 6,887
2003 8,116 7,212

Clinical grant spending is

now more widely under-

stood as a market similar in

many respects to other

business markets.



expensive to live in London than in
Bucharest. Some of the differences can
also be tied to variations in clinical
research practices. All clinical research,
including outpatient indications, in Italy
and Spain must be conducted through a
hospital, which is traditionally a more
expensive site than office-based prac-
tices. An example of changing clinical
research practices can be found in Eng-
land and Wales. In the last few years the
National Health Service has indicated
that hospital trusts in the United King-
dom must become more cost efficient.
Of relevance to the pharmaceutical in-
dustry is the requirement that individual
hospital trusts institute R&D commit-
tees, with the express goal of increasing
clinical research revenues.

Figure 1 also demonstrates that the
relative cost differences between coun-
tries may change over time. A case in
point is the United Kingdom, which is
becoming a relatively more expensive
place to conduct clinical trials compared
to other North American and European
countries. Many would argue this
increase is due to the overheads now
charged by hospital trusts. For others 
it may also be a case of supply and 
demand. The UK remains a country 

in high demand for clinical trials, while
the number of sites to conduct clinical
trials has remained relatively constant.4

UK clinical research grants were, on
average, about half the cost of the
United States in the mid 1990s for com-
parable levels of work, but increased to
nearly three-quarters of the U.S. number
by 2003. Strong demand for a limited
number of sites, combined with specific
National Health System strategies, have
helped to push up UK costs faster than
in many other countries.

Pricing practices may also differ
across countries for budget areas, which
may seem at first appearance to be simi-
lar. Institutional overhead rate is a case in
point. Overhead in the United States
varies by institution with the median
overhead percentage of 24%, and a stan-
dard deviation of 5.6. The United King-
dom median figure is comparable at
25%, but the standard deviation of 11.3
is much larger.5 There is much more
variation in UK institutional overhead
rates than is the case in the U.S.

A Complex Market 

A number of market dynamics are at
work in understanding investigator grant

costs. Again, a good case is the United
States. On the one hand, the demand for
clinical sites has grown over the last ten
years as has the availability of new sites,
as indicated by the number of 1572s filed
with the FDA. Certainly, some growth
has come from sites outside the U.S. The
sheer magnitude of the increase, though,
is primarily related to increased clinical
research activity levels in the U.S. For
example in 1990, a total of 8,255 1572s
were filed with the FDA, a number which
mushroomed to 35,815 in 2000.6

Ultimately though, the cost per
patient amount paid to a specific site is
an interaction of the buyer and seller,
that is, a function of the demand for and
supply of acceptable investigator sites.
The specific amount paid to a site is only
too much if the buyer will not pay and
only too little if the seller will not accept
that amount.

The overall business relationship with
investigators can be multi-faceted. For
example, phase III investigators can be
important potential customers for mar-
keted new drugs. Most phase III investi-
gators are practicing physicians and not
necessarily internationally acknowledged
opinion leaders. Yet these practicing
physicians likely play an important role
in influencing how other physicians pre-
scribe the new drug. For over 50 years,
the literature has pointed to the function
that medical peers play in influencing
how physicians prescribe drugs. Recent
literature highlights the role that clinical
trial investigators, in particular, have in
influencing on a local level the patterns
of practice of other physicians.“. . . physi-
cians involved in clinical trials tend to be
local opinion leaders who can influence
local practice styles because their pat-
terns of practice are adopted quickly by
other physician-colleagues.”7 These peer
opinion leaders are practicing physicians
whose opinions are valued by other
practicing physicians.

A recent study by the University of
the Sciences in Philadelphia (USP) com-
pared the 18-month post-launch pre-
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Figure 1. Comparative Phase II-III Costs Per Patient (US dollars) for Selected Countries 
As a Percentage of UK Costs (US=100 base)
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scribing behavior of two matched U.S.
physician groups for 32 new outpatient
drugs.8 One group of doctors par-
ticipated as principal investigators in
phase III clinical trials of these new
drugs. Physicians in the second group
were matched with the case physicians
by a number of pre-study demographic
and prescribing variables. These control
physicians had not participated as prin-
cipal investigators in any clinical trials
for the previous five-year period.

For all therapeutic indications, inves-
tigator physicians made the study drug
available to patients sooner, and more
frequently, after product launch than did
the control physicians, especially for first
in class drugs. Investigators continued to
prescribe more of the study drug during
the entire 18-month period covered by
the study. The incremental number of
new prescriptions these physicians write
is hardly vital to the new drug’s success.
However, the importance of clinical
investigators extends far beyond the
number of prescriptions they write.
Clinical investigators may often act as
local opinion leaders with their peers
and serve as important conduits in the
adoption of new prescription drugs to
the many physicians who are not clinical
investigators.

Ultimately, Phase III clinical investi-
gators are selected for their ability to
perform clinical research. However,
investigators are also potential customers
as well as influencers of customers. In
few other major business decisions
would contractors play as important a
role in the marketing of a product or ser-
vice as do clinical investigators, which
complicates the grant payment negotia-
tion process.

Investigator Expectations

Why do investigators participate in
clinical trials? Based upon more than 
100 qualitative interviews with investiga-
tors and other industry professionals,
three general reasons seem fundamen-
tal: the investigators want to be smart,

look smart, and generate incremental
revenues.

Clinical investigators believe that by
taking part in clinical trials they can gain
access to new drugs for the investigator’s
specific clinical practice. Investigators are
able to present potential new drug thera-
pies to their existing and future patients.
Reading about a new drug in a peer-
reviewed journal is often useful, but is no
substitute for seeing the drug work, or
not work, with the investigator’s specific
patients. In addition, investigators are
also able to talk with other physicians at
investigator meetings about drug ther-
apy challenges and possible responses.
Many of the investigators also indicate
that they enjoy the enhanced role that
clinical trial participation allows them to
play with practicing colleagues. Clinical
investigators often feel that they are
sources of new information for their col-
leagues about new drug developments.
When a new drug comes on the market,
investigators report that other doctors
frequently ask questions about the inves-
tigators’ clinical trial experience with the
drug. According to one experienced clin-
ical investigator:

“Sure I like going to investigator
meetings in nice places. I like talk-
ing with other doctors about how
they deal with similar issues. I also
like that my colleagues back home
ask me about the new drug when

sales reps call on them to talk
about the new drug.”

A third major reason for clinical trial
participation is clinical grant money.
Grants represent additional sources of
revenues. In the U.S. the money may go
directly to the physician or to the physi-
cian’s practice. In some cases the grant
money goes to the physician’s hospital.
In many cases the money is used for
additional research activities of particu-
lar interest to the clinical investigator.

These qualitative results are consis-
tent with an earlier quantitative study of
American and European investigators.
The study involved 193 clinical investiga-
tors in a full profile, conjoint trade-off
analysis of their reasons for participating
in a clinical trial.9 This kind of analysis is
widely used to measure how important
various factors may be in a decision to
undertake a specific activity, in this case,
clinical trial participation. Conjoint
analysis enables us to determine mathe-
matically the relative importance of var-
ious factors in the initial decision, as well
as the trade-offs a person will make
between those factors.

The physicians indicated that the rel-
ative grant price offered was an impor-
tant consideration in their decision,
particularly among young investigators.
However, the therapeutic area of the
study, the drug’s therapeutic innovation,
and the science associated with the study
were critically important considerations
as well. Physicians wanted to work in
areas where they too could learn. For
instance the data indicated that both
American and European investigators
would accept a substantially lower grant
price in exchange for the opportunity to
work with therapeutically novel drugs.

These investigators reported results in
the conjoint study comparable to those
from an empirical study of actual clinical
grant payment levels for 2,108 phase III
clinical investigators.10 Payment data in
this study showed that investigators in
the study accepted substantially lower
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grant levels when they worked on a ther-
apeutically novel new drug. The study
looked at a range of variables influencing
actual payment levels, including com-
pound therapeutic novelty, protocol and
study complexity, the investigator’s clin-
ical expertise in general, and clinical
experience in the specific indication of
the study drug, as well as clinical experi-
ence working for the particular sponsor
company conducting the clinical trial.

Traditional economics teaches that
markets exist when buyers and sellers
interact. The interaction determines
market prices and thereby allocates
scarce goods and services. Prices send
signals and provide incentives to buyers
and sellers. When supply or demand
changes, market prices adjust, which
affects incentives. Competition among
buyers increases prices and allocates
goods and services to those people who
are willing and able to pay the most for
them.

The study provided empirical evi-
dence that supply and demand for inves-
tigators is at work. The greater the
market demand at any time for investi-
gators, the greater the relative amounts
they receive. In this study, as the number
of studies being done at the same time in
the same indication increased, the rela-
tive payment size also increased for
investigators working in that indication.
For each additional compound in Phase
III clinical trials in the same indication as
the study compound in this analysis,
investigator payments increased 2.7 per-
centiles. As more studies are conducted
in a given indication and the consequent
demand for investigators increases, so
does the relative amount paid to them by
companies competing for investigators’
services.

According to these data, experienced
investigators also command a relatively
higher price in the market. Likewise, as
the number of clinical studies conducted
by a specific investigator increased, so
did the relative price commanded by that
investigator.

The study provided evidence that a
combination of drug development and
investigator and market dynamics drive
grant payment levels.

Grant Payment Levels and
Performance

The role of grant payments, and differ-
ential payment levels, has raised issues in
the wider medical community. Some
observers have challenged why some
investigators are paid more than others
for comparable levels of work, and ques-
tion whether these differential payments
are a method to influence subsequent
prescribing of the study drug, potentially
eroding the physician/patient relation-
ship and the basic integrity of clinical
research.11 A recently published study 
by University of the Sciences in Phila-
delphia (USP) found that paying in-
vestigators relatively more than other
investigators did not increase subsequent
prescribing of the study drug. Nor did
these payments increase prescribing of
other drugs from the sponsor company.

The issue of clinical grant spending
levels on study completion times is a
question of growing significance, partic-
ularly as the amount spent on grants has
escalated. Every time a study lags in the
field, or top management makes a state-
ment to the financial community about

the importance of a specific compound,
the issue of grant spending levels sur-
faces somewhere in the respective drug
development organization. Professionals
in many companies can relate cases
where increased grant spending has
increased enrollment rates. Other pro-
fessionals, sometimes in the same 
companies, have come to the opposite
conclusion that increased spending levels
have had little to no measurable affect on
reduced study completion times. A pre-
vious study by the author determined
that higher grant spending levels were
not related to decreased study comple-
tion times.12 However, if grant levels were
very low, i.e., below the 25th percentile,
study completion times appeared to
slow. The relative grant level seemed to
have little effect though on enrollment
rates once the clinical agreements were
signed, although lower payment levels
did seem to lengthen the time it took to
recruit sites. With low grant offers, a
higher percentage of sites rejected the
offers, with an increased amount of time
required to complete the agreement. A
number of variables explained why some
studies finished faster in the field. These
variables included such understandable
study attributes as the indication, the
study design, the complexity of the pro-
tocol, the patient treatment duration,
and the number of patients enrolled.

If higher grant payments cannot be
shown to improve study completion
times in general, sponsor companies
must understand if and when these pay-
ments do have the desired enhanced
effect on project performance. Other-
wise, money is being wasted. More
importantly, the opportunity costs of the
wasted money dwarf the value of the
wasted expenditures themselves. Studies
that could have been done to move
products to market faster cannot be
undertaken because of misspent grant
spending.

Higher payments may be associated
with faster performance at some sites
and with some studies. Perhaps some
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sites were more financially motivated
than others. However, it may very well 
be that any positive result of higher
payments is also associated with a type 
of Hawthorne effect. In a famous 
pre-World War II study at the Western
Electric plant in Hawthorne Illinois,
researchers found that improving work-
ing conditions enhanced plant perfor-
mance. Oddly, as plant management
modified, often substantially, the earlier
changes, plant performance continued to
improve. It seemed that the changes
themselves were less important than the
perception by the plant employees that
management was devoting attention to
them and their issues.

The same dynamic may sometimes be
present with higher grant payments. High
priority studies receive attention up to the
highest levels in the corporation. High
priority studies, especially if they are sub-
stantially behind schedule, may be the
ones most likely to receive boosted grant
spending levels. Important studies, of
high management visibility, may be the
ones receiving higher grant payments.
This may be true for both initial agree-
ments as well as any subsequent changes
to those original agreements. The higher
relative grant amount is less important
than the study management attention in
understanding faster completion times.

There is a potential paradox where
proponents of higher payments and
improved performance may sometimes
be right and at the same time that advo-
cates of the opposite position are also
correct. For example, the relative grant
amount may help explain performance
at certain types of sites. Higher payments
increase performance at some sites.
However, the overall study performance
may not improve because not all sites in
the study are similarly motivated. Study
completion time is ultimately slowed by
the slowest enrolling site. Average, or
selective faster enrollment, cannot over-
come enrollment at the slowest site.

TTC and USP are currently conduct-
ing a comprehensive study with 10 major
pharmaceutical companies to identify the

major factors explaining the role of clini-
cal grant payments on individual site and
study performance levels. The results will
become available in 2005. TTC is a pro-
vider to the pharmaceutical industry of
drug development data; USP has a long
tradition in the pharmaceutical industry.
Founded originally as the Philadelphia
College of Pharmacy, USP counts many
of the greatest names in industry history
as graduates, members, teachers or
trustees of the University, including such
illustrative leaders such as Lilly, Wyeth,
McNeil, Rorer, Wellcome, Burroughs,
Kline, French, Warner, and Remington, to
name but a few. As the results from this
current research project become avail-
able, we look forward to sharing them
with participants in the pharmaceutical
and health care industries.

Conclusion

Pharmaceutical companies are increas-
ingly adopting a model where a central-
ized grant negotiations group works
with the individual countries and study
teams to set project grant spending
budgets. Dedicated grant negotiators are
replacing CRAs as the contact with the
sites for grant related issues. Leading
edge companies are beginning to appre-
ciate, and design grant strategies reflect-
ing, that investigators will accept lower
grant levels for the opportunity to par-
ticipate in clinical trials of innovative
compounds, for the prospect of contin-
ued work from the sponsor company,
and for participation in better designed
and executed studies. Throughout the
entire process, sponsor company out-
sourcing management needs to appreci-
ate the role that supply and demand
ultimately play in grant agreements.
Sponsor company negotiators must also
appreciate the value that investigators
have in the new drug adoption process.
There is a delicate balance to be followed.
Sponsor companies must pay a fair price
at market rates, taking into account the
importance of clinical investigators to
new drug acceptance in the marketplace.

However, even within a specific geog-
raphy, and for a given pharmaceutical
company, grant payment differences may
exist as market forces come into play
with each grant negotiation between
sponsor company and site.

References 

1. DiMasi JA, Hansen RW, and Grabowski HG.
The price of innovation: new estimates of drug
development costs. Journal of Health Eco-
nomics 22,151-185 (2003).

2. These estimates come from CenterWatch and
GrantPlan, an industry database of clinical
grant costs.

3. Arrow KJ. Uncertainty and the welfare eco-
nomics of medical care. American Economic
Review 53, 245-262 (1963).

4. Data come from Grant Plan as prepared for the
Association of the British Pharmaceutical
Industry, 2002.

5. The standard deviation tells us the amount the
individual overhead rates vary around the
average. I would like to thank John Bush as
graduate student in the USP pharmaceutical
MBA program for collecting the most recent
UK data.

6. I would like to thank Wilmar Estrada, a gradu-
ate of the USP pharmaceutical MBA program
for obtaining and analyzing these 1572 data.

7. Glass HE. Physician participation in market
support clinical studies and subsequent pre-
scribing behavior. Journal of Pharmaceutical
Marketing and Management 15, (4) 3-16
(2003).

8. Corrigan MH and Glass HE. Drug innovation,
participation in clinical studies, and subse-
quent physician prescribing behavior. Phar-
macy and Therapeutics (forthcoming).

9. Glass HE and Kane RA. Why investigators take
part in clinical trials. Applied Clinical Trials,
June 2000, 46-54.

10. Glass HE. Do clinical grant payment practices
in Phase 3 clinical trials influence subsequent
clinical investigator prescribing behavior? Dis-
ease Management 7, 77-87 (2004).

11. For example see: Wazana A. Physicians and the
pharmaceutical industry. Is a gift ever just a
gift? Journal of the American Medical Associa-
tion 283, (3) 373-80 (2000).

12 Glass H. Higher payments to investigators
don’t speed study completion. Applied Clinical
Trials, 4:11 (November 1995).

Professor Harold E. Glass, PhD, is director of the
graduate business program at the University of the
Sciences in Philadelphia (USP) and senior research
fellow at the Centre for Evidence Based Policy at
Queen Mary, University of London. Dr. Glass is also
the president of TTC-llc. He can be reached at
h.glass@usip.edu

74 x MONITOR OCTOBER 2005


