
38 Practical Neurology May 2006

T aking part in a clinical trial can be an exciting
opportunity. The physician becomes a part of a
venture to broaden the knowledge of the medical
community, an explorer on the frontiers of science
who can offer patients access to cutting-edge new

treatments that may do more to improve their health than con-
ventional therapies. And the endeavor can also prove a prof-
itable stream of revenue for a few extra hours a week. 

But as with any other venture, there are many pitfalls to
identify and avoid when getting involved with clinical research
trials. Physicians may immediately think of problems such as
Lasagna’s Law (when a potential participant population pool
suddenly shrinks to a fraction of its former size) or some of the
ethical quandaries for placebo-controlled trials on neurodegen-
erative conditions. These are important issues and definitely
need to be considered. Then comes the nuances many practices
fail to consider: clauses in the contracts that may make the trial
unprofitable through onerous demands of your time and serv-
ices. These “hidden costs” can drain away what you expected to
make in profits from your role as an investigator.

Most investigators learn about the shortcomings of trials
through experience and become wiser over time. At my facili-
ty, we have been doing clinical trials since 1998 and our inves-
tigators have over 40 years of cumulative research experience.

We’ve learned a lot about how to make a trial profitable and
when to walk away from an unprofitable study or protocol.
Here’s what you should know about how to get the most real-
istic forecasts for profits and the best deal when signing an
agreement to allow your practice to become a clinical trial site. 

Spelling Out the Terms
Everything would be much easier for us if there were a standard-
ized language for non-NIH contracts. Fuzzy contract language,
especially regarding payment terms, allows sponsors to save
money at your expense. This makes it important to be just as cau-
tious with the terms of the deal as you are when collecting data. 

Sorting out the finer points of a Clinical Trial Agreement
(CTA) can range from simply reading them over to having to
consult legal counsel to review questionable language and con-
tract provisions for elements such as indemnification. Some of
the most important points to look for include:

• How prompt the payments are. Most studies allow for the
payment to be an average of 120 days after subject visits, but
we’ve seen some sponsors and Contract Research Organizations
(CRO) that withhold sending the check for up to 240 days. 

• Does the sponsor use the competitive enrollment of sub-
jects? In other words, could all the required subjects be enrolled
before you have a chance to enroll? If so, you will have to enroll
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patients very
quickly to keep the study profitable. 

• How many other investigators are there? The more partic-
ipating sites there are that accept whatever the sponsor offers
to pay, the less opportunity you’ll have to negotiate your budg-
et, and your compensation, with the sponsor.

• Is the up-front sponsor payment (often called the “initial
grant”) enough to cover startup costs, or will the sites have to
borrow funds to cover your expenses?

• What is the percentage of “back-end” payments com-
pared to the ongoing reimbursement? Ideally, the payments
should be consistent, like an annuity, without the bureaucrat-
ic hassles typical of third-party insurers. Be sure to work out a
payment schedule with favorable terms.

Tracking Costs and Payments
To minimize the expenses and other profit-eating “hidden
costs,” you must know what it costs you to do any and every
thing you are requested to do to carry out a protocol success-
fully. The sponsor does not know about your expenses, so you
will have to have an accurate idea of what they are before nego-
tiation the contract. 

First, it’s important to be aware that most sponsors and
contract research organizations are using geographically specif-

ic databases for insurance reimbursement rates for all proce-
dures that are similar to those done by a physician in an office
or hospital. Sponsors will assume that this reimbursement rate
is equitable, but they may not take your special circumstances
into account. 

This means it’s up to you to determine the true costs to do
each procedure in terms of time and equipment used. After
that, find out your highest level of reimbursement for each
procedure. This will be your minimum grant rate, assuming it
exceeds your costs and results in a profit. There is no industry
standard mark-up. The goal is to make a modest profit after all
your expenses have been accounted for. In some cases, you
may be underpaid for some procedures but overpaid for others
and the revenue will work out fine.

You can attach a value to procedures that have no RVU
equivalent based on the time spent on the procedure. This
would include the principal investigator and your staffers’ time
to do the procedure from beginning to end. Give each proce-
dure a minimum 15-minute allowance, even for simple things
like administering injections, when making this assessment so
you can account for costs you did not initially plan for. 

At our facility, we created a database that lists the full cost of
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each procedure at our center that also
tracks the reimbursement rate. We collect-
ed the necessary data by inserting an
amount paid for each procedure for vari-
ous studies we had done in the past. We
also noted if the overhead was included in
the costs for the procedure or separately
determined. With this information, we
could generate a spreadsheet for each trial
and go over each item listed in the contract
to be sure we could handle both the costs
and overhead and still make a profit. 

While this has worked well, it’s impor-
tant to note that the same non-CPT pro-
cedure is often called something different
by various sponsors or reimbursed in a
unique way. In some cases this may mean
taking extra steps beyond what you speci-
fied when you assigned the cost to a proce-
dure for your database. In this case, you
have to read the full protocol definitions
and descriptions of the tasks to be sure
you’re not underestimating and selling
your practice short.

As you determine your real costs, you
must include costs that are not spelled
out by default in the contract or budget,
because these expenses will need to be
counted for if you want an accurate pro-
jection of how much you’re going to
make from participating in the study.
When they are located, you should look
at whether they will be reimbursed
directly or covered through your over-
head cost factor. Ideally, the reimburse-
ment for the procedures you do should
pay for all associated costs, then the over-
head percentage must be used to recoup
the un-reimbursed “hidden costs” if you
cannot get the individual line items
added to the budget.

Key Documents Needed
Before Proceeding
Now that you know what to look for, it’s
time to know where to look for each.
Before signing on, you’ll have to review
four documents: the clinical trial agree-
ment (CTA), the budget, the protocol
summary and the full protocol. 

Some of the Real Hidden Costs
Crunching the numbers for expenses may give you a ballpark
number of the initial investment needed for participation, but
don’t forget that your time is valuable too. To fully know the
price of participation, you have to account for: 
• Record storage fees for the length of time specified in the CTA. 
• Investigator meetings with the principal investigator and CRCs.
• Budget and contract work, which may require legal counsel.
• Regulatory costs  the IRB submission.
• Advertising work, such as the time spent reviewing ad copy

and negotiating with the local media.
• Source documents, if you need to take the time to create them.
• The time spent reviewing the protocol prior to study.
• Online education, which can exceed 20 hours for the investi-

gator and CRC.
• The site initiation visit.
• Changes to the protocol after the contract and budget are

agreed to.
• Adverse event management, especially if a subject is hospital-

ized.
• Audits by sponsor or FDA, the IRB or the trial sponsor, which

can take away hours from your practice time. 

      



Look carefully at the appendices attached to each study CTA,
where some sponsors will place the payment terms and condi-
tions in the notes about the budget. Most of the time the budg-
et will be fine; however, we’ve seen CTAs that contained unac-
ceptable payment terms hidden here (e.g., no payments for
screen failures until the study is closed out). This may be why
contract and budget negotiations are the most common cause of
study delay. 

Exactly where the budget items are listed varies widely.
Some will have everything listed in spreadsheet form (in which
case you should ask for an electronic version for your database)
or spelled out in a CTA appendix. The conditions for how and
when you get paid vary greatly. Even the payment for proce-
dures, pass-through costs (e.g., advertising) and line items (e.g.,
record storage fees) can be listed in several places. 

You will have enough information when you know:
• If the payment is given per procedure, per visit or per subject.
• Are you a primary or add-on site? The answer will affect

your ability to negotiate a budget. Being an add-on means the
sponsor has been unable to enroll enough subjects quickly
enough with the original chosen sites.

• How much wiggle room is in the budget? What would

you be willing to trade off? What if an open-label extension is
later added on?

• Whether or not your subject database searches and your
screening costs are high for a particular protocol. If so, how do
you factor that into your budget? 

• How will HIPAA and indemnification requirements be
satisfied? This is especially a concern when the contract is with
the CRO because indemnification needs to come from the
sponsor.

This information will help you establish a budget you can
live with, and if you cannot then do the study, do not be
afraid to walk away from the deal. Remember: legal, budget,
regulatory and the sponsor’s scientific teams usually don’t talk
with each other. This can lead to long negotiating times, con-
fusing documents and internal contradictions—ultimately
time wasted that drains your office productivity, and delays
your payments.

What’s more, what you agree to may be subject to a protocol
amendment, which may need to result in a budget change. If
decisions are made to change aspects of the protocol at an inves-
tigators meeting, be sure the principal investigator communi-
cates those changes to you directly. Then, you and he or she
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can discuss what will be different about the protocol and/or
budget. 

The protocol summary, one of the first documents the
research site reviews, usually will include both a very brief
description of what the protocol involves as well as a spread-
sheet listing what procedures are to be done at each visit. You
can use this spreadsheet to model your costs and desired rev-
enue for each visit with the information in your database. Be
sure to give a copy to your budget/finance person to analyze.
The goal at this step is to integrate the summary with your
budgetary requirements.

The full protocol should be used in your initial evaluation
of whether or not to do the study. This should contain the
most details of what each procedure includes, whether it means
a new procedure specific to the study or a sponsor’s definition
for a common practice. Often, the investigative sites will incur
the majority of costs up-front, but will not be reimbursed until
the end of the trial. So, be sure your practice has enough rev-
enue and your bank account has enough in savings to cover the
initial investment and handle the potential drain on cash flow
you may have to endure until the completion of the study.

The Shrinking ROI
Although there may be many new drugs in the pipeline and
ongoing research trials for which investigators are needed, the

return on investment may be shrinking, according to data from
Centerwatch. In 1999 the net profit margin for an investigative
site was 11 percent for sites with $1.06 million in annual rev-
enue; in 2001 it was nine percent for sites with $1.63 million in
annual revenue; in 2004 it was seven percent for sites with at
least $1.1 million in annual revenue. These figures are for dedi-
cated full-time investigative sites rather than a typical physician’s
practice. 

For clinical neurologists who wish to “dabble” in research,
the experience can help to offset revenue lost as third-party
reimbursement rates remain frozen but the cost of doing busi-
ness continues to grow. Minimizing the hidden costs and
addressing all the extra expenses while negotiating a fair CTA
are vitally important to maximizing your return. In 2004 the
average site profit for participating in clinical trials was
$79,400. Although a private office that participates in one or
two research trials per year would only achieve a fraction of
that amount, the practice would generate a steady revenue
stream and a modicum of profit that—coupled with the intel-
lectual satisfaction of being at the vanguard of scientific
research—should make the endeavor worthwhile. PN
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Gift of the MAGI
Although the contracts for clinical trials often use fuzzy lan-
guage, there is a movement underway to streamline the process
by creating a flexible foundation for a clinical trial agreement.
The Model Agreement Group Initiative (MAGI) addresses many of
the fundamental points which must be considered in an agree-
ment, such as the structure and terminology, and gives a sample
of an arrangement that is fair for everyone involved. This system
aims to take months out of the drug development timeline, reduce
study start-up costs and reduce aggravation for sponsors, CROs
and investigators alike. Membership in the initiative is free, and
there are currently over 700 members including the 10 largest
pharmaceutical companies, the 10 largest CROs, and over
two-thirds of the top 20 hospitals in all therapeutic
areas. 

For more information on MAGI and a copy of
an abbreviated model agreement that you can
use to incorporate these principles into contract
templates and negotiations, go to 
www.firstclinical.com/magi. 

         




