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By James Miessler

Sites around the world were largely 
pleased with the support sponsors 
gave during the pandemic, nam-

ing direct-to-patient shipments, remote 
monitoring and remote site visits as the 
most important innovations employed 
during the crisis.

Specifically, 44 percent of sites said 
they were satisfied with their sponsor 
support while nearly a third (35 per-
cent) felt very satisfied, says the WCG 
CenterWatch survey. Very few sites were 
displeased with the aid they received 
from sponsors; 16 percent said they were 
neither satisfied nor dissatisfied, while a 
mere 4 percent said they were somewhat 
dissatisfied. Just 1 percent of respondents 

said they were very dissatisfied with their 
sponsors’ support.

The second survey question asked sites 
to rank the innovative approaches that 
sponsors implemented to keep clinical trials 
going during the pandemic.

Direct-to-patient shipments of investi-
gational products and trial supplies took 
the top spot, with one third (33 percent) 
of sites naming it as the most impor-
tant innovation. Remote monitoring 
and source data verification (SDV) took 
second place with 25 percent naming 
it the most important while remote site 
visits came in third at 14 percent. That 
was followed by home nursing services, 
video-based investigator meetings, new 

Most Sites Satisfied or Very Satisfied with 
Sponsors’ Pandemic Responses

By Mike Ingram

This is the first in a four-part Center-
Watch Weekly series on the principles 
and best practices of setting investiga-

tor compensation levels that are both fair and 
compliant with federal laws.

How to fairly compensate principal 
investigators (PI) for their role in a clinical 
trial can too often feel like a difficult deci-
sion for trial sites. What specific services 
should a PI be paid for? Is it possible to 
negotiate a flat fee upfront or should 
you track the investigator’s actual work 
over the course of the study? And how 
can you be sure that the compensation 
is fair, motivating the PI to take on the 
work of the trial but not paying them so 
much that it risks overtaxing the study 

budget — or running afoul of federal 
anti-kickback statutes.

It’s important to understand some key 
operational and compliance consider-
ations before deciding on a compensation 
plan. There are a few important questions 
to think through:

	} What sort of contract will you provide 
to the PI and how can you both deter-
mine and defend a fair market value 
payment for the PI’s services?

	} What specific services will be compen-
sated for, including both clinical work 
and administrative tasks that require 
significant investments of the PI’s time?

	} Will your organization allow for con-
tract and payment adjustments based 
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Industry Briefs  

MD Anderson Cancer Center 
Called Out Over Failure to Post 
Clinical Trial Results

A U.S. advocacy group has filed a formal 
ethics complaint against MD Anderson Cancer 
Center for declining to publicly post the results 
of a clinical trial that wrapped up 16 years ago.

The trial, which compared the effectiveness 
of surgical resection and stereotactic radiosur-
gery in treating brain cancer, ended in 2005, 
according to ClinicalTrials.gov. But the issue at 
hand is that MD Anderson Cancer Center has, to 
date, not made the results of the study public. 

It’s another example of mounting pressure 
on the clinical research industry to be more 
transparent with their trial data. TranspariMED, 
the group that filed the complaint, argued that 
MD Anderson violated the Declaration of Hel-
sinki by failing to post the results of the study.

“Unreported clinical trial results make no 
contribution to medical progress and thus 
constitute research waste,” the group said in 
its complaint. “This violation would not have 
occurred if MD Anderson as an institution 
had had appropriate policies, systems and 
safeguards in place.”

In addition to not posting the results 
publicly, a representative with the cancer 
center also reportedly refused a request by 
outside researchers in Germany to share the 
results with them, the group claims. 

A U.S. law was enacted in 2007 requiring 
sponsors to report their results and a rule 
came into effect in 2017 outlining the require-
ments for trial registration and results submis-
sions. Currently, trials must be registered on 
ClinicalTrials.gov no later than 21 days after 
initiation and results must be posted within a 
year of completion (or within 30 calendar days 
after FDA approval, licensure or clearance).

MD Anderson defended its clinical trial 
reporting practices in a statement to Center-
Watch Weekly, contending that it tried mul-
tiple times, to no avail, to get the trial data 
peer-reviewed and accepted for publication.

“While MD Anderson’s Compliance Office 
is reviewing the complaint, it is important to 
note that the study referenced was terminat-

ed years before the federal regulations to pub-
lish the results went into effect. It is not nor-
mal practice for any organization to reopen 
a completed study to fulfill a requirement 
that did not exist at the time. Additionally, the 
data have not been accepted for publication 
despite multiple efforts and submissions by 
the PI,” the center said. “Without peer review, 
we believe that the wide distribution of incon-
clusive clinical study results is inappropriate 
as these can lead to misleading interpretation 
and negative impact for patients. This is coun-
ter to the principles of scientific exchange.”

Regulators have recently begun cranking up 
the heat on sponsors and investigators who fail 
to publicly post results and industry in general 
has made data transparency more of a goal to 
reach. The FDA issued its first-ever notices of 
noncompliance this year that carry the weight 
of monetary fines if results aren’t posted on 
ClinicalTrials.gov (CenterWatch Weekly, Sept. 13).

Access the TranspariMED complaint here: 
https://bit.ly/3ALEnZu.

UK Trade Group Recommends 
Metrics-Based Approach to 
Increase Trial Starts

In an effort to boost the UK’s clinical trial 
sector, a British pharma industry group has 
recommended creating a metrics-based 
national clinical research dashboard to help 
increase the dwindling number of trials and 
promote innovative trial designs.

The UK’s methods for reporting clinical 
research performance are divided and its 
data collection is not unified, according to 
the Association of the British Pharmaceutical 
Industry (ABPI), which recommended the UK 
set agreed-upon metrics for gauging perfor-
mance (speed and efficiency, trial volume, 
quality, innovation and impact) to help track 
the impact of changes and trends on patients, 
the National Health Service and the economy.

The number of industry-funded trial 
starts in the UK has declined over the past 
five years, according to ABPI, to 440 (exclud-
ing COVID studies) in 2020 from 667 in 2017, 
a 34 percent decrease.

While the UK took the third spot globally 
(behind the U.S. and Brazil) as the country 
that initiated the most COVID-19 clinical 
trials in 2020, it ranked fifth in nonCOVID 
phase 2 studies globally, launching 201 of 
them in 2020; the U.S. launched nearly five 
times that number, 953, in the same year. 
And for phase 3 trials, the UK ranks just fifth 
in Europe, behind Germany, Spain, Italy and 
France, the report showed. It does still lead 
Europe in phase 1 industry-sponsored trials, 
though that number has declined.

The ABPI has called on the UK govern-
ment to create standardized approaches and 
guidance for sponsors on innovative trial 
designs and trial delivery, as well as ensuring 
training is provided to ethics committees, 
regulators and researchers on such methods. 
The trade group also called on the country 
to more readily adopt digital tools that can 
support remote monitoring and virtual trial 
components, which were necessitated to 
keep trials running during the pandemic 
and are now being used more and more in 
clinical research.

Read the full report here: https://bit.ly/3 
mTor2y.

Global Genes and Rare Disease 
Diversity Group Team Up to 
Make Research More Inclusive

The Rare Disease Diversity Coalition and 
Global Genes have formed a partnership to 
bring more minority patients and under-
served populations into clinical research on 
rare diseases.

Craig Martin, CEO of Global Genes, a rare 
and genetic disease advocacy group, said that 
the two groups will collaborate on the RARE 
Data and Evidence Inclusiveness Initiative, 
which will gather data to better understand 
the experiences, challenges and outcomes of 
rare disease patients in communities of color.

They will also present at the RARE Health 
Equity Summit in November and launch an 
18-month educational program to encour-
age patients of color to learn their family 
health history.

https://www.centerwatch.com/articles/25768-clinical-investigator-warned-for-clinicaltrialsgov-noncompliance
https://bit.ly/3ALEnZu
https://bit.ly/3mTor2y
https://bit.ly/3mTor2y
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on the PI’s area of specialty or will it 
use a one-size-fits-all model?

Drafting an Investigator Contract
Some clinics and hospital systems, rather 

than offer direct payments to PIs, instead 
compensate them by allocating them blocks 
of time to devote to research, especially 
where physicians are salaried, and so allocat-
ing more of their time to research would, in 
effect, amount to a form of compensation. 
That could decrease their clinic time and bill-
able hours, but the trade-off may be worth 
it for organizations that want to emphasize 
clinical research.

But once a site has decided to compen-
sate PIs for their work on a trial, the next step 
is to begin drawing up a standard contract 
that can be modified as needed for specific 
studies. Suzanne Rose, director of the Office 
of Research for Stamford Health in Stamford, 
Conn., prefers what she calls a “personal 
service exception,” which is a written agree-
ment signed by the site and the PI laying out 
which specific services will be covered by 
the contractual arrangement. The personal 
service exception is crucial, Rose says, be-
cause it carves out a regulatory exception to 
payments that might otherwise run afoul of 
federal statutes. 

The exception should cover all the services 
to be performed by the PI and it needs to 
have a contract term of at least one year, even 
if the study itself won’t run that long. That 
contract term is meant to keep the arrange-
ment from violating the U.S. Anti-Kickback 
Statute, which prohibits “knowing and willful” 
solicitation, receipt or offer of remuneration 
for referring, recommending, leasing or order-

ing items or services to Medicare or Medicaid 
beneficiaries. The law includes a safe harbor 
provision for activities carried out within the 
parameters of a written and signed personal 
service exception and compensated at fair 
market value.  That safe harbor provision 
includes a stipulation that the written and 
signed agreement be for a period of at least 
one year. So, even if a trial will only last for six 
weeks or six months, the agreement needs to 
cover a 12-month span and its terms can’t be 
changed within that time.

The contract should also spell out com-
pensation, set in advance, and make clear 
that these compensation levels have been 
determined based on fair market value prin-
ciples — not on any volume metrics, value 
of referrals or any other business generated 
between the two parties. In the past, Rose 
says, PIs might have been offered enrollment-
based incentives as part of their payment 
packages, but these are a no-go because they 
could be interpreted as violating the Stark 
Law, which, like the Anti-Kickback Statute, 
prohibits physicians from making referrals 
for Medicare- or Medicaid-payable services 
if they or their immediate family members 
could gain financially from those referrals. 

To prevent a Stark Law violation, Rose 
advises, sites and PIs need to have an agree-
ment that lays out the methodology for pay-
ment and demonstrates that compensation 
is based on services rendered rather than 
income generated for the site.

The contract should have at least two 
other core provisions, Rose says:

	} A stipulation that the services are 
“commercially reasonable,” i.e., 
that the aggregate services do not 
exceed those that are reasonable and 

necessary for the legitimate business 
purposes of the arrangement; and

	} A provision stating that services 
furnished under the agreement do not 
involve the counseling or promotion 
of a business arrangement or other 
activity that could violate any state or 
federal law.

At Stamford, Rose says, the Office of 
Research drafted a master personal service 
exception to keep on file. “And then for each 
study, because every study is different and 
how a physician is going to be compensated 
can also be different, we have amendments 
that we tack on to that master agreement,” 
she says.

The most important thing to keep 
in mind when setting up a compensa-
tion methodology, Rose says, is that the 
compensation needs to be at a level that 
is legally compliant, ethical and fair. The 
money should serve to motivate a PI to 
perform research-related work but should 
not incentivize him or her in any ways that 
could violate either the Stark Law or the 
Anti-Kickback Statute. 
What Is Fair Market Value?

To demonstrate that a site is not illegally 
incentivizing a PI’s behavior in a clinical trial, 
it’s important to demonstrate that the com-
pensation is in line with fair market value for 
the work performed. But what is fair market 
value and how can you know when you’re 
within its target range? Statutorily, Rose 
says, fair market value is “the price at which 
the property would change hands between 
a willing buyer and a willing seller, neither 
being under any compulsion to buy or to 
sell and both having reasonable knowledge 

Compensating Investigators
(continued from page 1)

see Compensating Investigators on page 4 »
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of relevant facts.” That’s how the term was 
defined by the Office of the Inspector Gen-
eral in its 2003 compliance program guide 
for the pharmaceutical industry. The term is 
also used in a variety of applicable federal 
statutes, including the Anti-Kickback Statute, 
the False Claims Act and the Physician Pay-
ments Sunshine Act, she notes.

So, how does that broad definition apply 
in the realm of clinical trials? Rose says it can 
be difficult to translate. “Even though it’s a 
clear definition, I probably could not tell you 
what that means when it comes to clinical 
research,” she says. “There’s really no perfect 
percentile for fair market value. But we need 
to make sure we are motivating people to 
do research without incentivizing them.”

For a PI, fair market value may depend 
on his or her medical specialty, as well as 
the relative difficulty of the study itself and 
experience level. It can also depend on geog-
raphy. Unfortunately, these factors too often 
are not taken into account by sponsors when 
putting together a study budget, Rose says.

There’s no set formula, but there are 
some best practices for determining fair 
market value. The first, Rose says, is to 
consult with your billing team on a pric-
ing strategy. “We meet every year with our 
billing team and update our fee schedules,” 
she says. “How has Medicare changed? How 
have our commercial insurers changed?” 

Second, provide full justifications for 
all fees charged in a clinical trial’s budget. 
“Justify, justify, justify. I really can’t stress 
that enough,” Rose says. “We have hundreds 
of documents within a justifications folder, 
which we’re able to turn around and give 
back to the sponsor at a moment’s notice.”

Finally, engage with an internal sup-
port team or an external vendor to create 
an hourly compensation fee schedule for 
research and administrative duties. Stamford 
uses an outside vendor that it pays roughly 
$3,000 every three years. 

In sum, fair market value should be 
“defensible, documented, consistent and 

transparent,” Rose says. It’s important that, no 
matter the specific methodology, these core 
principles are followed. Sites should also keep 
in mind that fair market value is not necessar-
ily the same as “a physician’s going rate,” nor 
should it be based on historical comparators.
Categories of Compensation

When thinking about fair compensation 
for a PI, it’s necessary to get a handle on what, 
specifically, you’ll be paying for. One way to do 
that is to consider the different “buckets” that 
a PI’s research-related services might fall into.

The first of those buckets includes clinical 
services that are paid as part of the study 
budget. That could mean evaluation and 
management services, such as office visits, 
radiology reads, EKG interpretations, etc. 
Importantly, these are not clinical services 
that are billed to a third-party payer — that is, 
the kind of routine care that would have been 
performed regardless of the patient’s status as 
a study participant. Instead, they are clinical 
services that the PI wouldn’t be compensated 
for unless paid by the study itself. This bucket 
of services could also include professional 
fees for required procedures, such as colonos-
copies, surgeries or cardiac catheterization lab 
procedures. But again, it would only include 
those procedures that aren’t going to be 
reimbursed by a third-party payer.

One challenge, according to Geoffrey 
Schick, director of site strategy partnerships 
at WCG, is if a study has a PI and several sub-
investigators. This can require careful work on 
the part of the site to ensure that the correct 
person is being reimbursed for the services 
and procedures he or she performed. 

The second bucket of payable items 
includes administrative duties related to the 
study that require time and effort for the PI. 
These could include study startup meetings, 
monitoring visits, safety reports and study 
closure visits. 

“There’s a lot of discussion around the 
safety reports and how those are mush-
rooming into a tremendous amount of work 
for study teams, including the investiga-
tor,” Schick says. “So those types of services 
where there’s a significant block of time 

that’s expected of the investigator, you need 
to think about how you’re going to make 
that investigator whole, in terms of time and 
effort, but also the opportunity cost of po-
tentially causing them to give up time they’d 
otherwise spend in patient care.”

The third bucket includes any work the PI 
does in oversight and management of the 
study. This category is a bit more vague and 
not something that’s always reimbursed, but 
more and more sites are considering a kind 
of add-on payment — often a percentage 
of the overall study budget — meant to rec-
ognize the responsibilities a PI has beyond 
the literal day-to-day work of the research. 
“That may be something you want to think 
about,” Schick advises. “What role does 
your PI play above and beyond the role of a 
sub-investigator? Is there some methodol-
ogy that could recognize that workload and 
compensate the PI for it?”
Compensation Dos and Don’ts

When setting up a reimbursement model 
for a study’s PI, be sure to adhere to the fol-
lowing rules:

	} All compensation should be linked to 
the PI performing specific and neces-
sary services — medical procedures, 
the collection of data, reviews of study 
reports, etc.;

	} The financial relationship between 
the site and the PI should be disclosed 
to participants in the study as part of 
their informed consent;

	} A written and signed contract needs to 
describe the nature of the services pro-
vided by the PI and spell out the basic 
methodology used to determine a fair 
market value for those services; and

	} Compensation can, in some cases, 
include reimbursement for travel and 
travel-related expenses, if that travel is 
required by the study, i.e., a required 
meeting with sponsor staff.

Financial compensation to a PI should not:
	} Be tied to any particular study outcome;
	} Include incentives to enroll a certain 

number of patients; or
	} Include stocks or stock options.

Compensating Investigators
(continued from page 3)
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technology/electronic systems and wear-
able devices.

The survey showed that sites were fully 
aligned with sponsors on the approaches 
best able to keep trials running during the 
crisis. In response to the third question, 
which asked sites what they thought were 
the most important approaches they came 
up with during the pandemic, respondents 
named the same strategies in the same 
order of importance.

Direct-to-patient shipment again was 
ranked No. 1 overall, named the most im-
portant innovation sites came up with by 37 
percent of respondents, while remote monitor-
ing/SDV took second place with 21 percent of 
sites naming it the most important innovation. 
Third was remote site visits (17 percent), fol-

lowed by home nursing services, video-based 
investigator meetings, new technology/elec-

tronic systems and wearables in that order.
See the charts below.

Satisfied or Very Satisfied
(continued from page 1)

Sites’ Satisfaction with Sponsor/CRO Support During the Pandemic

Source: WCG CenterWatch

Most Important Pandemic Strategies Provided by Sponsors/CROs

Source: WCG CenterWatch

Most Important Pandemic Strategies Implemented by Sites

Source: WCG CenterWatch
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Drug & Device Pipeline News    

Company Drug/Device Medical Condition Status

Trials Authorized

Homology Medicines HMI-103 Phenylketonuria IND approved by the FDA

Landos Biopharma LABP-104 Systemic lupus erythematosus IND approved by the FDA

Sorrento Therapeutics resiniferatoxin Intractable pain associated with 
advanced cancer

Approval for a phase 2 trial granted 
by the FDA

Asieris Pharma APL-1202 in combination with 
tislelizumab 

Muscle-invasive bladder cancer IND approved by China’s regulatory 
authority

Kintor Pharma GT90001C and Opdivo 
(nivolumab)

Advanced hepatocellular carcinoma Approval for a phase 2 trial granted 
by China’s regulatory authority

Arcturus Therapeutics ARCT-154 STARR mRNA Vaccine Vaccine targeting SARS-CoV-2 Delta 
variant

Approval for a phase 3b trial granted 
by Vietnam’s regulatory authority

Tonghua Dongbao 
Pharmaceutical

BioChaperone Lispro Type 1 and Type 2 diabetes Approval for a phase 3 trial granted 
by China’s regulatory authority

Trials Initiated

TC BioPharm ImmuniStim, allogeneic 
gamma-delta T-cell product

COVID-19 Initiation of phase 1/2 trial in the UK

continues on next page »
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Drug & Device Pipeline News     (continued from page 7)

Company Drug/Device Medical Condition Status

VistaGen Therapeutics PH94B Anxiety in adults with adjustment 
disorder and anxiety

Initiation of phase 2a trial

Faraday 
Pharmaceuticals

FDY-5301 ICU-acquired weakness and other 
muscle-related conditions

Initiation of phase 2 trial

Oxurion THR-687 Diabetic macular edema Initiation of phase 2 trial

Union Therapeutics orismilast oral tablet Hidradenitis suppurativa Initiation of phase 2 trial

Veru Pharma enobosarm AR+ER+HER2- metastatic breast cancer Initiation of phase 3 trial

Approvals

ChemoCentryx Tavneos (avacopan) ANCA-associated vasculitis Approved by the FDA

Eli Lilly Verzenio (abemaciclib) HR+ HER2-, node-positive, high-risk 
early breast cancer 

Approved by the FDA

Enzyvant Therapeutics Rethymic human allogeneic 
(donor-derived) thymus tissue

Pediatric congenital athymia Approved by the FDA

Merck Keytruda in combination with 
chemotherapy, with or without 
bevacizumab

PD-L1+ persistent, recurrent or 
metastatic cervical cancer 

Approved by the FDA for expanded 
indication

Ocular Therapeutix Dextenza (dexamethasone 
ophthalmic insert)

Ocular itching associated with allergic 
conjunctivitis

Approved by the FDA for additional 
indication

BeiGene Brukinsa (zanubrutinib) adults with mantle-cell lymphoma who 
have received at least one prior therapy

Approved by Australia’s regulatory 
authority

Sanofi Sarclisa (isatuximab for 
injection)

Relapsed or refractory multiple 
myeloma

Approved by Canada’s regulatory 
authority
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