
Fast Science: How to Speed Clinical Research Without  
Cutting Corners
By Sue Coons

F or years, the drug development 
process has been slow and steady 
— sometimes painfully so — with 

a mean timeline of 10 years between a 
drug’s clinical testing and its approval. 
Then the COVID-19 pandemic hit and 
Pfizer received an emergency use autho-
rization for the vaccine less than a year 
after the virus was identified.

The pandemic taught the industry 
that the hurry-up process could also 

be an effective one. This “fast science” 
could speed medical breakthroughs, 
decrease the time from concept to 
commercialization, increase access to 
treatments to improve population and 
individual health and lower research 
costs.

Could these lessons be replicated at 
clinical research sites without cutting 
corners, sacrificing patient safety or 
compromising data accuracy? Some 

Specific Points of Leverage in Contracts Can Help Sites  
Push Back Against Sponsors
By Elizabeth Tilley Hinkle

C linical trial agreements (CTA) are 
a leading cause of delays in study 
startup. Miscommunication, mis-

understanding and mistrust can drag 
out a contract negotiation far beyond 
sponsors’ and sites’ original timelines.

Given the stakes for both sites and 
sponsors, it’s understandable that both 
sides want to negotiate the most benefi-
cial terms. But academic institutions and 
other research organizations face a harsh 
truth: Sponsors often have the upper 
hand in CTA talks. 

To make sure that their financial and 
other needs are met, researchers must be 
prepared to scrutinize CTAs and to negotiate 

them effectively, requesting changes to parts 
of the contract that don’t meet those needs. 

Most provisions in a CTA likely are 
open for negotiation. In fact, the only 
true dealbreakers in CTAs occur when 
a contract provision would prevent one 
party from complying with necessary 
laws, regulations, ethical standards or in-
ternal policies, Leanne Tran, an attorney 
and principal at JDMD Solutions, told 
Research Practitioner in an interview. 

Healthcare agreements are complex

On its face, the CTA is a simple agree-
ment that a research site will get paid 

to conduct a clinical trial according 
to a given sponsor protocol. But CTAs 
differ radically from standard commer-
cial service contracts in critical ways. 
For instance, one party to the CTA is a 
research site; since these sites are often 
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Learner Outcomes:

1. Explain the unique requirements of contracts that 
involve healthcare organizations.

2. List the contract provisions that are most critical 
for clinical research organizations.

3. Describe common sticking points for sponsor-
research site contracts.  

4. Outline effective researcher-sponsor contract 
negotiation tactics. 

Learner Outcomes:

1. Describe how new models, such as decentralized 
and adaptive trials, support fast science.

2. Give examples of standardization tactics and how 
they support accelerated research.

3. Discuss how technology, such as AI, can speed 
clinical research.

4. Describe the current regulatory environment 
around accelerated trials.
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Clinical Trial Diversity ‘Fundamental’  
to FDA Mission, CDER Official Says

The need to increase clinical trial 
diversity was a much-discussed topic at the 
annual meeting of the Regulatory Affairs 
Professionals Society (RAPS) last month in 
Phoenix, with FDA and industry represen-
tatives weighing in.

“The U.S. population is becoming 
increasingly diverse,” said Mathilda 
Fienkeng, director of the Center for Drug 
Evaluation and Research’s Division of 
Medical Policy Development. “We need 
meaningful representation in clinical trials. 
It’s fundamental to FDA’s regulatory mis-
sion and overall public health.”

The agency’s own data show the scope of 
the problem, Fienkeng said.

According to FDA’s 2021 Drug Trial 
Snapshot, Blacks, Asians and Hispanics 
are woefully underrepresented in pivotal 
trials. Said the Snapshot, more than 38,000 
people were included in the studies sup-
porting the 50 drugs approved in 2021, but 
most of these pivotal trials contained fewer 
than 15 percent Black patients, for example, 
and many contained no Black, Asian or 
Latin patients at all. Women and older 
people also comprised lower percentages.

Minority populations are often excluded 
from clinical trials without strong clinical 
or scientific justification, Fienkeng said. 
Although not overtly intentional, these 
exclusions reflect the same barriers that 
separate affluent, largely white populations 
from the rest of the country’s population 
groups: community location, financial 
resources, family responsibilities, and trust 
of the medical and research communities.

Last spring, FDA released its draft guid-
ance on promoting diversity in clinical 
trials (CenterWatch, April 18). The docu-

ment calls on sponsors to submit detailed 
plans for achieving racial/ethnic diversity 
in their trials as part of their investigational 
new drug (IND) or investigational device 
exemption (IDE) applications.

Monique Carter, Pfizer’s senior direc-
tor of global regulatory strategy, agreed. 
The company’s 2021 report, “Demographic 
Diversity of Participants in Pfizer Spon-
sored Clinical Trials in the United States” is 
a case in point. It examined diversity in 213 
Pfizer trials comprising more than 103,000 
patients and found that about 60 percent of 
cardiology, endocrinology, nephrology and 
hematology trials met the goal of match-
ing trial composition to U.S. Census data. 
But overall, therapeutic trials had a higher 
percentage of white subjects. Black and 
Hispanic groups were particularly under-
represented in vaccine and oncology trials, 
said Carter.

“Diversity in clinical trials is the respon-
sibility of the entire medical development 
ecosystem,” she said. “We are all accountable 
and must play an actionable role in rebuild-
ing trust in the system if we are to make 
healthcare disparities a thing of the past.”

White House Orders Federal Agencies 
to Publicly Share Research Findings

The White House’s Office of Science 
and Technology Policy has issued a memo 
directing federal agencies with R&D 
spending to publicly share the findings and 
data from government-funded research 
as soon as they’re published, a move that 
should expand the amount of data available 
to researchers outside of the government.

As it stands now, an optional 12-month 
embargo is allowed for public access to 
federally funded research findings, closing 
off data to those without the ability or 

will to pay for access and those without 
institutional privileges. The new public ac-
cess policy, outlined in a memo published 
last week, will do away with this restric-
tion and, in theory, ensure that all peer-
reviewed publications from government-
funded research “are made freely available 
and publicly accessible by default in 
agency-designated repositories without any 
embargo or delay after publication.” But it 
will be up to each agency to formulate its 
own plan for delivering on this.

“Providing the data that support find-
ings in scientific papers improves transpar-
ency and the ability of others to replicate, 
and build on, the primary research 
findings,” the White House said. “Public 
access to federally funded research data 
also helps to level the playing field across a 
highly uneven funding landscape between 
academic disciplines — providing possibil-
ities to scholars, students and the public for 
secondary use of data that would otherwise 
be unavailable.”

The Biden administration, specifically, 
has ordered relevant government agencies to 
come up with access plans (or update exist-
ing strategies) to achieve this vision as soon 
as possible and submit proposals for review. 
Agencies with R&D expenditures are ex-
pected to publish by Dec. 31, 2024, full policy 
development plans that become effective no 
later than a year after their publication.

Read the full memorandum here: 
https://bit.ly/3KmaoxK.

OIG Audit: NIH Dropped the Ball on 
Enforcing Trial Reporting Requirements

It’s not just academia- and industry-
funded trials that are lacking in trans-
parency; a recent audit by the Office of 

see Regulatory Update on page 94
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Inspector General (OIG) has found that the 
National Institutes of Health (NIH) failed 
to ensure that the results of the trials it 
funded were posted on ClinicalTrials.gov in 
line with federal reporting requirements.

The audit, which reviewed 72 trials 
conducted or funded by NIH that are re-
quired by federal law and institute policy 
to post results, found that 25 of them did 
not comply with these requirements. In 
total, half (37) of these trials were non-
compliant in some fashion.

In comparison, Oxford University’s 
FDAAA tracker shows that, as of Aug. 
17, approximately 3,500 (24 percent) of all 
clinical trials (federal, industry and private 
research) listed in ClinicalTrials.gov 
haven’t posted their findings.

Among NIH trials, those conducted 
by researchers outside the institutes were 
found to be the least compliant, with 
one trial filing results late, 20 failing to 
submit results entirely and 15 posting 
results on time. Of trials conducted by 
NIH researchers, 11 submitted results 
late, five did not submit findings and 20 
filed results on time.

OIG concluded NIH does not have 
adequate procedures for ensuring that 
responsible parties submit the results of 
clinical trials and that it “took limited 
enforcement action when there was 
noncompliance and continued to fund 
new research of responsible parties that 
had not submitted the results of their 
completed clinical trials.”

In response to the OIG report, NIH 
agreed that it should improve its proce-
dures, take enforcement action against 
responsible parties that submit results 
late or not at all, work with them to 
understand and identify the reporting 
hurdles they face, and develop proce-
dures to address those challenges. It has 
already begun improving its internal 

procedures and activities to take action 
against negligent parties, NIH said.

Read the OIG report here: https://bit.
ly/3dEppij.

View the FDAAA Tracker website 
here: https://bit.ly/2HEaAaQ.

FDA Endorses ICH Recommendations on 
Pediatric Extrapolation of Adult Data

The FDA has released as a draft guid-
ance the International Council for Har-
monization’s (ICH) pediatric extrapola-
tion guidelines, which aim to reduce the 
number of pediatric participants needed 
in trials by drawing conclusions based 
on data from adult trials.

ICH E11A allows extrapolation from 
adult trials “when it can be assumed 
that the course of the disease and the 
expected response to a medicinal prod-
uct would be sufficiently similar in the 
pediatric [target] and reference (adult or 
other pediatric) population.” The council 
released the draft for public comment in 
April (CenterWatch, April 11).

It’s important to evaluate disease 
similarity between the target population 
and reference population, the guidelines 
state, to determine whether there is a 
level of difference in the disease that 
would preclude pediatric extrapolation.

“Even if there are differences in the 
disease, some similarities may be present 
that would still allow for the use of pedi-
atric extrapolation,” ICH notes.

The council expects to finalize the 
guidelines in Q2 2024 after all ICH 
member nations have had a chance to 
gather public comments.

Read the full draft ICH guidelines 
here: https://bit.ly/3S5YDyE.

FDA Calls for Loosening Eligibility in 
Noncurable Cancer Research

In an effort to broaden the eligibility 
criteria of noncurable cancer trials, the 

FDA has published final guidance rec-
ommending that sponsors and investiga-
tors allow patients who have not taken 
existing treatment options to participate.

The short guidance, which defines 
noncurative cancer as unresectable, lo-
cally advanced or metastatic disease in 
solid tumors or hematologic malignances 
with unfavorable long-term overall sur-
vival, explains that patients who haven’t 
received available therapy should be able 
to receive investigational drugs as long as 
they’re adequately informed about their 
existing options prior to consenting.

To accommodate this group, the guid-
ance offers three considerations for trial 
design. First, sponsors should ensure that 
all aspects of informed consent are ad-
dressed when consenting them, including 
alerting them to “appropriate alternative 
procedures or courses of treatment, if any, 
that might be advantageous.”

In addition, patients who have and 
haven’t received available therapies 
should be split into separate cohorts if 
interpreting the efficacy results requires 
a homogenous patient population. Ef-
ficacy analyses could also be done in 
prespecified subgroup analyses defined 
by prior receipt of available therapy.

Lastly, early dose-escalation trials 
may evaluate safety without consider-
ing participants’ prior therapies as long 
as the drug’s toxicities aren’t expected 
to differ across patient subgroups, the 
agency said.

The draft form of the guidance was 
issued a year ago (CenterWatch, June 28, 
2021).

Read the final guidance here: https://
bit.ly/3OI7xjh.

EMA Sees Rise in Trial Applications 
Submitted to CTIS

The European Medicines Agency 
(EMA) has seen a modest but steady 
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rise in the number of trial applications 
submitted to its new Clinical Trial 
Information System (CTIS) since the 
platform launched on Jan. 31.

Although most trial applications 
are still being filed to the EudraCT 
system, which stakeholders may con-
tinue using until Jan. 31, 2023, a recent 
EMA report shows that the number 
of applications filed to CTIS has risen 
month over month, starting with nine 
applications in February and rising to 
18 in March, 29 in April, 35 in May and 
39 in June. May and June each also saw 
one substantial modification submis-
sion.

By contrast, EudraCT application 
numbers are beginning to dip slightly; 
the system saw 193 applications in Feb-
ruary, 200 in March, 187 in April, 178 
in May and 175 in June.

So far, the agency has made 24 
decisions on trial applications filed 
to CTIS, picking up speed as the year 
went on. It made just a single one in 
March, three in April and four in May, 
but shot up to 16 in June.

Read the full report here: https://bit.
ly/3QiM3L9.

EU Lays Out Work Plan for Improving 
Clinical Research in the Trade Bloc

The European Medicines Agency, the 
European Commission and the Heads of 
Medicines Agencies have published a list 
of priorities for their ACT EU program, 
which launched at the beginning of the 
year with a goal of enhancing the EU’s 
clinical trial capabilities.

The multiyear work plan for the Accel-
erating Clinical Trials in the EU (ACT EU) 
initiative lays out ten priority actions, as well 
as deliverables and proposed timing for each, 
that are meant to spur growth in clinical trial 
innovation, stakeholder engagement and 
regulatory collaborations within the trade 
bloc as it seeks to become more competitive 
as a destination for clinical research.

“The aim is to further develop the 
EU as a focal point for clinical research, 
promote the development of high-quality, 
safe and effective medicines, and to 
better integrate clinical research in the 
European health system,” the EMA said. 
“ACT EU will strengthen the European 
environment for clinical trials, whilst 
maintaining the high level of protection 
of trial participants, data robustness and 
transparency that EU citizens expect.”

For example, under the first priority 
action, “mapping and governance,” the EU 

will map out existing initiatives within its 
regulatory network in order to develop a 
strategy that coordinates the work done by 
different clinical trial expert groups across its 
complex regulatory landscape. This process 
is anticipated to be carried out in Q4 2022.

The work plan also includes the task 
of modernizing GCP, specifically by 
implementing ICH E6(R3). To this end, 
the EU plans to hold a multi-stakeholder 
workshop in the first quarter of 2023, 
followed by making changes in EU guid-
ances in the third quarter and developing 
a communications and change manage-
ment strategy in the fourth.

In addition, the EU intends to ramp 
up its efforts on clinical trial training by 
creating an “educational ecosystem” with 
help from universities and subject matter 
experts. This will ultimately deliver a 
comprehensive set of training modules 
on drug development and regulatory sci-
ence and is set to begin in Q4 2022. These 
efforts are expected to take one year, ap-
proximately, according to the work plan. 

The trade bloc also plans to address 
the rising use of complex trial designs, 
such as basket trials and master pro-
tocols, and will publish guidance on 
decentralized trials (DCT) by year’s end.

Read the full work plan here: https://bit.
ly/3KV98C3.
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hospitals and other healthcare facilities, there are specific legal, 
regulatory and ethical considerations that must be folded into 
a CTA.

This means that the CTA focuses on a clinical trial protocol 
and risk, rather than commercial benefits or financial gain, 
as a standard commercial agreement would, according to 
intellectual property firm Marks & Clerk.1 Those risks include 
direct harm to patients who participate in a clinical trial and 
compliance with the myriad regulations that exist to protect 
the health and safety of clinical research participants.

The CTA doesn’t simply formalize the conduct of the study 
as covered by its protocol; it ensures the sustainability of the 
study, guides how each site will conduct research and defines the 
boundaries of the researchers’ and sponsor’s rights and obliga-
tions, Megan Forez, a compliance and reimbursement associate 
at Musculo explained in Orthopedic Design & Technology.2  

Another challenge is that CTAs have many moving parts. 
In addition to describing the scope of the work and the budget 
and payment terms for that work, they must address any regu-
latory, legal and ethical obligations, as well as addressing prod-
uct ownership and intellectual property rights, Forez wrote. 
She noted other critical provisions that add to the complexity 
of CTAs, including:

	● Publication rights;
	● Confidentiality; 
	● Indemnification and patient injury;
	● Monitoring;
	● Adverse event (AE) reporting; and
	● Data entering, archiving and security.

Payment is paramount

Of all the important provisions in a CTA, budget and pay-
ment plans must be front and center. Research organizations 
are “overwhelmed” by increasing trial complexity and rising 
costs. Sites are also finding it harder to recruit investigators. 
According to data from the WCG Clinical Knowledge Base, 
the rate of new investigators joining the research field dropped 
60 percent from 2015-2020.3  

And that’s against a backdrop of demand for more clinical 
trials. The number of trials registered with ClinicalTrials.gov 
increased by 44 percent over the same five-year period. And 
data from the Tufts Center for the Study of Drug Development 
shows steadily increasing numbers of both procedures and 
endpoints in phase 3 trials.

Money is usually discussed in two parts of a research con-
tract, Ryan Meade, director of regulatory compliance stud-
ies at the Loyola University Chicago School of Law, said in a 
2018 Health Care Compliance Association presentation.4 The 
main section of the agreement usually contains language on 
“compensation terms” or a similar heading. And then there 
is a budget exhibit, essentially an addendum that lays out the 
details of the trial’s budget.

The two most common challenges in clinical trial agree-
ments are conflicting compensation terms and imprecise 
language, Meade noted. 

It’s important to watch out for contradictions, he cautioned. 
For instance, you don’t want one part of the agreement, such 
as the budget exhibit, to state that compensation pays for all 
services required by the protocol while another section states 
that the research institution will bill insurance for any protocol 
services that meet Medicare reimbursement criteria. One way 
to avoid this, he suggested, is to redirect the compensation sec-
tion to the more detailed budget exhibit with language such as 
“Compensation paid to [the] institution under this agreement 
is set out in Exhibit B.”

When reviewing the budget, sites should carefully examine 
the figures to ensure that rates will adequately cover expenses 
related to conducting the study, according to law firm Bricker 
& Eckler.5 Additionally, the contract must spell out explicitly 
what costs the sponsor will pay so the site can determine what 
costs may be billed to a patient’s insurance.

For instance, if entering information in an electronic data 
capture (EDC) system is necessary to trigger a visit payment, 
the CTA must detail the percentage of information needed to 
trigger that payment. If specific criteria aren’t documented in 
the CTA, it can lead to confusion on both the site’s and the 
sponsor’s part, resulting in payment delays, Tricia Mora, senior 
manager of revenue cycle for SCRI, said in an August 2022 
CenterWatch Weekly article.6

“The budget establishes the costs that the site will incur for 
running the study on a per-service/per-study participant level, 
as well as administrative fees,” Jody Ingebristen-Howe, man-
ager of clinical research contracts and compliance at WCG, 
told Research Practitioner in an interview for this article. 

“In addition, the payment terms will establish accountability 
and invoicing requirements, including the frequency of invoic-
ing, timeline of the sponsor’s obligation to pay after invoicing, 
what happens if data is missing or needs to be completed and 
what happens if a service isn’t performed correctly.”

Administrative fees can include any number of costs the site 
might incur, such as those associated with storing documents 
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or using a specific pharmacy. Payments made if a patient is 
screened but fails to meet all the requirements to officially 
enroll in a study would also fall under the administrative fee 
umbrella.

Involvement of the finance department is also important 
early in the process, Tran, who will discuss some of the nu-
ances of negotiating CTAs at this month’s MAGI West 2022 
conference in Las Vegas, told Research Practitioner.

Reviewing the budget and payment terms will help ensure 
that overhead and administrative costs are adequately covered.

Sites also should pay attention to the payment schedule. For 
instance, monthly payments in place of a quarterly schedule 
can help avoid cash crunches.

“We find that sponsors are typically willing to negotiate 
actual costs in a budget but payment terms, such as time-
lines for payment after invoicing, can be a little less flexible,” 
Ingebristen-Howe said.

And since healthcare providers participating in clinical 
research are potentially in a position to order, purchase, refer 
or recommend purchase of products that the sponsor makes 
or sells, the contract budget needs to comply with the federal 
anti-kickback statute, Bricker & Eckler cautioned.

Target top concerns for negotiation

Beyond payment, there are several other areas of a CTA that 
are of particular concern for research institutions. But not all 
are of equal importance, and priorities can vary widely. “Mis-
sion critical” provisions can vary depending on who is asked, 
Ingebristen-Howe said. For instance, hospitals usually have 
strict requirements regarding patient health information and 
privacy, while sponsors tend to emphasize data, safety reports, 
publication, indemnification and subject injury reimbursement.

Many of these concerns are routinely included as provisions 
in most CTAs. For example, CTAs typically include a patient 
health information/privacy-related provision that specifies that 
hospitals are obligated to comply with HIPAA. This provision 
also specifies what the institution will require of the sponsor to 
ensure that its actions don’t harm patients’ rights established 
under HIPAA.

“You may also see pretty distinct and specific ‘compliance’ 
provisions regarding other laws and regulations that are ap-
plicable to each party,” Ingebristen-Howe said.

Data ownership and reporting sometimes can be assigned 
its own provision. This would include establishing a definition 

of study data, solidifying the institution’s requirements around 
entering study data and resolving data queries, and drawing a 
line of distinction around study data and source documents. 
This provision can also address reporting of AEs and serious 
AEs as well as any other sponsor-required reports, such as 
updated safety information during the study.

Other key clauses in research contracts will include moni-
toring, inspection and audit language, Ingebristen-Howe said. 
Sometimes, these may appear in a distinct provision, but they 
may also show up in the scope of work provisions.

And no matter what, anything in a contract regarding com-
pliance with a law, regulation, institutional policies or techni-
cal, medical and scientific standards is going to be among the 
“mission critical” provisions of any CTA,  JDMD’s Tran told 
Research Practitioner. 

Indemnification can be a sticking point

Consequences of patient injury can be dire. As an example, 
Marks & Clerk pointed to a 2006 phase 1 study of a potential 
cancer treatment that resulted in all of the initial trial partici-
pants suffering from severe cytokine release syndrome that 
resulted in severe angioedema.

And that means that some of the touchiest provisions of a 
CTA — for both research institutions and sponsors — often 
are those governing patient injury, indemnification and insur-
ance requirements.

Indemnification provisions — where one party agrees to 
protect the other against potential harms or losses that the 
other party may incur — are complicated even outside the 
medical research world and usually also include insurance and 
subject injury compensation topics, Ingebristen-Howe said.

It’s important that the contract specify exactly which enti-
ties are indemnified.7 For instance, a sponsor may not want 
to extend indemnification to every affiliated hospital within a 
research institution’s network. In such a case, sponsors would 
want to be specific about indemnifying only the individual 
facilities involved in a study.

Specific terms used in the indemnification clause can trip 
up an organization, too. For instance, the word “gross” when 
specifying which types of actions will and will not be indem-
nified can be misleading. Particularly in terms of negligence, 
the word “gross” is broadly read to imply intentional wrongdo-
ing or malice, or an extreme departure from standards of care.

Some larger and more prestigious institutions have their 
own preferred indemnification language and the clout to insist 
upon using it. For example, Stanford University’s internal 
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policies require that the sponsor “indemnify, defend and hold 
harmless all Stanford-affiliated parties from and against all 
claims, liability, damage, loss or expense arising from con-
ducting the study that are not due to Stanford’s negligence or 
willful failure to follow the protocol.”8

Stanford requires that sponsors’ patient injury obligation 
should cover medical care costs for any study-related injury 
or illness regardless of whether those costs are covered by the 
patient’s insurance. In fact, Stanford does not agree to bill a 
subject’s insurance for injuries sustained in connection with 
an industry-sponsored clinical trial. 

But not all sites have that kind of leverage. Amanda Coulter, 
affiliate attorney at Coppersmith Brockelman, noted in a 2021 
CenterWatch Weekly article that during the pandemic, sites 
often agreed to terms that were not favorable to them simply 
because stakeholders wanted to move studies along quickly. 
Examples included sponsors requiring that sites counter-
indemnify the sponsors.9

“I feel pretty strongly that if it’s the sponsor’s drug, device 
or protocol, that they should be indemnifying the site, and the 
most the site should agree to is to be responsible for their own 
actions,” she said. 

And that is not the only way the pandemic altered the way 
sponsors and sites think about patient injury and indemnifica-
tion in CTAs. For example, Sarah Ferranti of law firm Epstein 
Becker & Green pointed out in the same article that the ques-
tion now might arise of whether a sponsor would cover costs 
associated with a study-enrolled patient who got COVID-19, 
which could have been contracted at a research site, or if it 
would stick strictly to costs related to issues caused by the 
investigational new product.

In short, CTAs must clearly specify who is responsible for 
paying what in the event of study-related injuries to patients. 
Nancy Howard, a consultant with Kelly Willenberg and Asso-
ciates, cautioned in a March 2022 CenterWatch Weekly article 
that it is particularly important to avoid billing a patient’s 
insurance for something the sponsor should cover, or billing 
both by mistake.10 Incorrect billing of insurance payers can be 
a violation of the federal False Claims Act and can result in 
millions of dollars in penalties, she said.

It’s also important to carefully review the contract for any 
exclusions that could create unexpected expenses for either 
the healthcare provider or the patient. And not only should 
this provision address who will pay for injuries caused by a pa-
tient’s involvement in the trial, it must clearly specify the fees 

that the sponsor pays for medical care needed due to patient 
injury.

WCG’s Ingebristen-Howe told Research Practitioner that sites 
should be wary of CTA patient injury provisions stating that 
sponsor obligations only apply if certain conditions occur, like 
the site immediately notifying the sponsor of injuries. Avoid 
language that imposes time limits, such as “during the study.” 

Casi Morales, contract manager for the University of Utah 
Health’s Utah Trial Innovation Center, said in an April 2022 
CenterWatch Weekly article that sites should look hard at lan-
guage that lets a sponsor take part in the process to determine 
when a patient injury has occurred.  This could be viewed as a 
conflict of interest, she said.11

All patient injury expenses, including costs for diagnosis, 
hospitalization and treatment, should be the sponsor’s re-
sponsibility, Morales said, and it should be framed as broadly 
as possible in the CTA.  Morales also recommended against 
sites accepting financial limits on injury payments. Costs will 
depend on the particular injuries experienced and the medical 
interventions necessary to treat them, she explained.

Exceptions can and should be made, however, for expenses 
resulting from site negligence or failure to follow the trial 
protocol, Morales said. 

Ingebristen-Howe added that sponsors should not be held 
responsible for expenses related to the normal progression of a 
patient’s underlying illness.

And the indemnification language in the CTA is not limited 
to a single provision. Information about risks and what hap-
pens in the event a patient suffers some sort of illness or injury 
as a result of their participation in a study is also part of the 
informed consent form. The CTA doesn’t have to exactly mir-
ror the informed consent form, which must be understandable 
by the average patient, but there should be no inconsistencies, 
consultant Howard said.

Things can become even more complicated when a CRO is 
added to the mix. In such cases, research institutions should 
request a letter of indemnification from the sponsor for two 
reasons, Bricker & Eckler advised in its post. The first reason 
is to ensure that there is a direct relationship between the 
sponsor and the site for purposes of the study. The second is 
to provide the site with a way to enforce its rights against the 
sponsor should the need arise.

Publication rights, intellectual property are controversial

Research institutions tend to place a high value on the right 
to publish results from studies in which they are involved. 
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Sponsors, for their part, focus on ownership of intellectual 
property — data — derived from the clinical trials they fund. 
These two related areas are additional potential sticking points. 

Publication is especially important to the principal investi-
gator (PI), JDMD’s Tran told Research Practitioner. Related to 
publication, if a sponsor thought that a PI was disclosing meth-
odology in a paper that could expose it to sharing confidential 
information, that could be a concern. It is common for sites to 
provide sponsors with a review period to ask them if they have 
any concerns of that nature about a pending paper.

And many sites will push back hard on any restrictions on 
publishing rights. For example, Stanford insists that all CTAs 
it enters into include the right to publish and present research 
results.

“As part of Stanford’s commitment to openness in research, 
Stanford does not agree to let sponsors keep study results con-
fidential, prevent their publication, or ‘hide’ bad results,” the 
institution wrote.

In some cases, other research projects may be referenced in 
a CTA. Stanford has a policy that prohibits agreements that 
place any restriction on other research studies at the institu-
tion. As an example, the university holds that “investigators 
should be able to collect, retain and use tissue specimens from 
study subjects for research unrelated to the study and the 
investigational drug or device being tested.”

And for some larger and more prestigious research institu-
tions, use of the organization’s name or logo may be included 
in the CTA. For instance, Stanford requires that a sponsor 
get prior written approval before using the university’s name 
or logo in press releases, marketing or any other promotional 
documents.

Some sites may already have established parameters for 
CTAs, especially around intellectual property and publica-
tion rights. For instance, Stanford argues that the CTA should 
include terms allowing the PI to access final study data and 
analysis for all sites involved in a clinical trial, as well as 
retaining a copy of Stanford-generated data to document the 
research and provide patient care and to publish Stanford data.

A related area that can become controversial is that of intel-
lectual property. This provision, which includes ownership of 
data produced by the research, is often viewed as one of the 
most challenging to negotiate, according to Musculo’s Forez. 

Another difference between CTAs and most commercial 
agreements involves how parties can use the intellectual prop-
erty that the study generates. Often, data generated during a 

clinical trial is submitted to regulators to gain approval for a 
new drug or medical device. The drug or device itself may be 
the subject of one or more patents. However, it’s questionable 
whether the data generated during a clinical trial will result 
in any additional patentable subject matter. But that doesn’t 
mean that there aren’t intellectual property concerns to be 
addressed.

Generally, background intellectual property is owned by 
whoever brings it to the trial. Consideration must be given 
to the licenses required to enable the sponsor and the site to 
exploit that data for use in the trial. Data generated by the trial, 
sometimes called the “foreground intellectual property,” is 
usually considered property of the study sponsor, according to 
Marks & Clerk.

However, that may not be the case for every trial, so it 
should not be assumed. There could be categories of intellec-
tual property that relate to clinical procedures and improve-
ments to existing intellectual property, or data. In a nutshell, 
the sponsors and sites need to consider what licensing may 
be necessary to deal with use of any foreground intellectual 
property.

While sponsors generally want to own all the data gener-
ated by a study, along with future inventions derived from that 
data, sites can and probably should insist on some exceptions. 
For instance, a CTA should prevent sponsors from ownership 
of a site’s intellectual property not directly related to the study, 
including “accidental discoveries” arising tangentially to a 
study or future research that may build on study data but lies 
outside the parameters of the contracted study, Marks & Clerk 
noted.

Thus, clearly defining what is considered “study data,” who 
owns that data and what the sponsor and site are allowed to 
do with it is a critical part of CTA negotiation, Kate Duffy 
Mazan, a Virginia-based attorney and founding member of the 
Clinical Technology Transfer Group, said in a January 2022 
CenterWatch Weekly article.12

Sponsors often want to start from the position of owning all 
study data, and their ownership of data generated by trials they 
pay for seems cut-and-dried. But this is not always the case. 
For instance, when a researcher at a site is a noted expert in his 
or her field or a sponsored study builds on previous research 
done at a site, the questions of intellectual property ownership 
can get even more complex, Mazan said.

And sponsors are generally willing to negotiate, she added. 
As a rule, they are mostly concerned with exclusive use of 
study data for regulatory and commercial purposes. They don’t 
want to limit academic research, but may be concerned about a 
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site partnering with a rival company to use study data for that 
company’s commercial products.

And a CTA should allow researchers to retain some rights to 
the data, Scott Shurtleff, vice president of sponsored programs 
and regulatory affairs at the State University of New York 
Research Foundation, said in the article, such as the right to 
publish it or use it for internal, noncommercial research or 
patient care.

Data privacy, cybersecurity grab attention

Patient privacy, both for the duration of a study and in terms 
of future use of study data, is an important point that must 
be addressed in a contract. Sites should ensure that research 
contracts include sufficient protection for the confidentiality of 
patient information, including patients’ identity and any infor-
mation that could be used to identify them and their medical 
conditions. Additionally, the agreement needs to specify what 
patient data may be used for and who the sponsor may share it 
with.

To comply with existing patient privacy regulations, the 
agreement should not permit the sponsor or anyone on the 
sponsor’s behalf to use or share any data except as described 
in the informed consent documentation, Bricker & Eckler 
advised. The contract also should spell out all permitted future 
uses of patient data; this information also needs to appear in 
the consenting materials.

This means that CTAs need to be very clear about owner-
ship of patient medical records, Tran emphasized. Research 
sites are tasked with protecting the confidentiality and privacy 
of patients and their private health information, both under 
the law and in line with ethical practices.

Essentially, agreements must be worded in a way that en-
sures that a sponsor can’t claim any ownership of a patient’s 
medical records. This applies even if those records contain 
information that could be considered to be study data.

This can be handled by keeping patient data and study data 
separated, Shurtleff said. A sponsor could provide a database 
or other electronic tool for collecting study data, for instance. 
If it does not, the site needs to “create a firewall” between study 
data and patient medical records.

Additionally, protection against data breaches is a new and 
rising concern. The growing number of electronic touchpoints 
among sponsors, CROs and sites can amplify risks for every-
one involved, Ferranti noted. What does this mean for CTAs? 

Essentially, the contracts should require that all parties have 
cyber insurance.

Tran noted that many IT security people within the clinical 
research world are considering the issue of cybersecurity. For 
instance, some institutions have begun providing a cybersecu-
rity questionnaire for sponsors to fill out.

But this is not often covered adequately, if at all, in CTAs. 
While sites increasingly are adding terms regarding data 
breaches when they negotiate CTAs with sponsors, there are 
currently no standard contract terms covering cybersecurity in 
the clinical research arena, attorney Katherine Leibowitz said 
at the 2022 SCOPE Summit in Orlando earlier this year.13 

And that means clauses in a CTA stating that parties will fol-
low “reasonable” or “industry standard” cybersecurity practices 
are insufficient because such practices have not been defined.

While sponsors carry primary liability for data breaches, 
CTAs should also spell out sites’ and vendors’ obligations if 
a hacking incident occurs, she said. Other critical parts of a 
cybersecurity clause should include what incidents must be 
reported, how they are to be reported, what costs the sponsor 
will cover and which the site will cover, and which party will 
indemnify the other in specific instances.

Additionally, remote monitoring agreements between 
sites and sponsors and end user license agreements (EULA) 
required by vendors can contain cybersecurity terms that con-
tradict the CTA. Such inconsistency can undermine the terms 
of the CTA, particularly indemnification and limitation of 
liability, Leibowitz said. She advised that CTAs should include 
language “that rejects inconsistent terms of a remote monitor-
ing agreement or a EULA.”

Remote monitoring should be handled with care in a CTA, 
Leibowitz said. For instance, remote source data verification 
should not be done directly in a site’s electronic health records 
system. These systems are not designed for monitoring and can 
expose a site to liability, she explained.

Transparency aids CTA negotiations

When looking at the critical parts of a CTA, research 
organizations should have plans in place for negotiating with 
sponsors to get the terms they most want, not only on the 
budget and payment schedule, but on other provisions that 
are important to the site. And the key to successful negotia-
tions is simply being transparent and honest about what each 
side’s goals are, Tran said. If both sides are honest and clear 
about what concerns they have and why they want something 
included in a contract, it is easier to come to an agreement. 
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And part of that transparency means providing documenta-
tion, such as copies of policies or pertinent laws and regula-
tions, for any changes to a presented contract.

Inexperienced negotiators may think a CTA is a CTA and 
boilerplate language can be used for every study. But this is not 
the case. Someone on the negotiating team who doesn’t under-
stand the study could cause problems and even break up deals, 
Tran told Research Practitioner.

For that reason, it’s important to consult medical and 
scientific experts in negotiations or even include them on the 
negotiating team. On the site side, the PI should be involved 
because that individual will be responsible for executing the 
protocol and will have the most insight into what that will en-
tail. On the sponsor side, medical and science officials should 
be similarly consulted, she said.

Challenges can arise because many organizations, including 
some research institutions, like to use templates to create their 
CTAs. But really, clinical trials can’t be templated, Tran said. 
While a template can be a starting point, each clinical trial is 
unique and research is very nuanced. It’s important that the 
negotiating team fully understand what the protocol requires 
in terms of performance and what the reality of that perfor-
mance will be in terms of clinical site operations.

But if a sponsor resists changes to a templated contract, that 
could be a red flag, she added.

Concerns lurk in agreement language

Confusion or misunderstanding about language can be a 
stumbling block, too. When this happens, it can be more use-
ful for sites to ask questions or involve additional staff than to 
dig their heels in.

For instance, Tran recounted a case in which a sponsor 
wanted the research institution to comply with global trade 
control laws, which included various lists of banned countries, 
including a no-hire list prohibiting employment of people from 
certain countries. However, the institution already had staff 
in place from some of those countries. Additionally, human 
rights and employment laws in the organization’s own country, 
along with its own internal policies, prohibited discrimination 
based on nationality.

This could have been a dealbreaker for the research institu-
tion. However, further conversations with the potential spon-
sor revealed that the company’s primary concerns centered 
around funding. The institution was willing to include in the 

contract a clause guaranteeing that no funds from the spon-
sors would be used in any of the restricted countries. But 
employees who hailed from any of those countries would still 
be able to work on the study.

“You have to get to the core of what the issues are from both 
sides,” Tran said. “In that way, there may really be no deal-
breaker; usually the two sides can work something out.”

And whenever making changes to a presented contract, it’s 
important to fully explain the reasoning behind those changes, 
Tran advised. If regulatory or legal compliance is at issue, the 
regulation or law in question should be cited.

Successful negotiations rely on explaining up-front the 
rationale for why a site wants to make changes to a sponsor’s 
template, rather than simply editing the language, Ingebristen-
Howe agreed. For instance, if the sponsor’s language will have 
operational impacts that make it impractical or even impos-
sible to meet requirements, the site needs to explain that.

With this approach, it should be rare that any provisions of 
a CTA are completely nonnegotiable. The one exception, Tran 
stressed, is any provision that prevents either the site or the 
sponsor from complying with applicable laws and regulations. 
Ethical practices and institutional policies would also fall 
under this umbrella.

Competing laws can raise confusion

FDA regulations provide one example of rules that may 
be binding on both research institutions and study sponsors. 
Molly Huggins, partner at Huggins and Zuiker, noted in a 
2016 ACRP blog that sites and sponsors can face very different 
regulatory pressures.14 For pharma and medical device spon-
sors, FDA regulations and guidance are paramount. Sites, on 
the other hand, may be more concerned with guidance from 
other HHS entities and the Centers for Medicare and Medicaid 
Services, depending on the specifics of the study.

And additional regulations may come into play for studies 
that include sites in multiple countries.

“The main issue we experience is when the contracting par-
ties are in different countries — there may be binding laws/
regulations on one party that aren’t familiar territory to the 
other party,” Ingebristen-Howe said. “In these cases, both sides 
need to be pretty careful about thinking through what they 
require, what they can agree to, what they can accommodate, 
etc.”

In some cases, it can be as simple as qualifying some things 
with the phrase “as applicable,” Tran said. For instance, if EU 
regulations are referenced in a contract but an institution has 

Contracts
continued from page 100

see Contracts on page  102



102 Research Practitioner  |  September-October 2022   |  Copyright © 2022 by WCG CenterWatch

no sites in the EU, those provisions would not apply to work 
done by that particular research organization.

Some research organizations may have special regulations 
or policies that have to be considered, as well. Ohio State 
University, for instance, emphasizes that sponsored research 
contracts must be negotiated with an eye toward ensuring 
that activities are consistent with the university’s status as a 
nonprofit educational institution, which limits what it can and 
cannot accept as part of an agreement. For-profit sponsors 
operate under different priorities from public universities, and 
the two can sometimes come into conflict.15

Ohio State University also prefers to use its own CTA 
template, which includes terms and conditions consistent with 
university policies and compliant with regulations that govern 
public universities.

The University of California Riverside agreed that certain 
policies and regulations limit what public, nonprofit educa-
tional institutions can and cannot accept in a CTA.16 Those 
policies are focused on protecting patient welfare, fostering the 
university’s mission of teaching, research and public service, 
and minimizing liability associated with human research.

Simply defining terms to ensure that both parties are on the 
same page can help guide negotiations and enhance necessary 
transparency. Tran pointed to a contract negotiation that centered 
around the phrase “unauthorized research.” In this case, the 
sponsor had included a clause stating that any data or results from 
unauthorized research conducted by the site was considered the 
intellectual property of the sponsor. When asked to define unau-
thorized research, the sponsor responded with another undefined 
term, stating that the phrase covered any activities “out of scope.”

The site then imposed its own definition of out of scope, stat-
ing that it understood that phrase to mean any activities outside 
the protocol that were not done to address a medical emergency, 
to which the sponsor agreed. The site also noted that this would 
be considered research misconduct, a serious issue that would 
involve investigation of the PI. In other words, what the sponsor 
deemed “unauthorized research” referred to an issue that the 
site considered to be “research misconduct,” a serious violation. 
The resulting confusion delayed completion of the contract.

PIs participate in negotiation

Finally, research organizations should have policies and 
processes in place for CTA negotiations, Ingebristen-Howe 
said.  This should include having their general requirements 

in writing. This will serve as the basis for contract negotiation 
and establish parameters around language that is preferred 
or required, as well as language that is neither preferred nor 
required, but that would be acceptable.

“This will minimize the number of times your negotiators 
will need to seek approvals from various teams or stakehold-
ers,” she explained. “I feel strongly that negotiators should be 
well-trained and empowered to get agreements as close to the 
finish line as they possibly can, and to minimize the ‘levels’ or 
number of approvals that each contract could take; each level 
or each approval is one more delay.”

However, she also recommended use of evolving docu-
ments. While establishing preferred terms in writing is a good 
practice, organizations need to keep in mind that the clinical 
research industry is always changing. These documents should 
be reviewed and updated at least annually to keep up with 
those changes. This applies to sponsors, as well, in terms of 
keeping contract templates updated, she added. 

It’s not uncommon to have a protocol developed without 
thought given to the clinic perspective, Karri Venn, president 
of research at LMC Manna, noted in the 2020 CenterWatch 
Weekly article. And having that perspective can help separate 
the must-have list from the wish list.

For instance, a clause may be included in a CTA that doesn’t 
relate to a particular study. Even if the sponsor doesn’t want to 
remove that clause, it’s not necessarily a dealbreaker. In such 
cases, a good negotiating tactic might be to discuss it with the 
PI. If the PI says the clause isn’t relevant, a site’s negotiator can 
ask to meet with medical and/or scientific experts and legal 
departments to reach agreement on that clause.

This is a negotiating tactic that tends to show up at the end 
stage of the process to avoid the agreement falling apart, Tran 
told Research Practitioner. But it can be better used to speed 
and smooth CTA completion by being applied early in nego-
tiations. PIs often have to warrant certain things as part of a 
CTA; that makes it even more important that they participate 
in negotiations, she added. 

Additionally, a risk assessment is critical to successful con-
tract negotiations. Anyone involved in negotiating a clinical trial 
agreement must be familiar with the procedures described in 
the study protocol and have a complete understanding of issues 
that are most likely to arise during that particular trial.

Risks must be categorized as minor or major. If something 
is unlikely to cause a major issue, it may not be necessary to 
change the language. In such cases, not requesting changes can 
build good will with the sponsor that could be used later to 
help resolve an issue more important to the site, Forez said.
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While the many provisions, potential concerns and consid-
erations involved in CTA development and negotiation can 
seem daunting, research sites can successfully navigate their 
way through these talks with minimal conflict. The keys lie in 
a clear understanding of their own goals and priorities, knowl-
edge of all applicable laws, regulations and policies to which 
they must adhere and transparency about all of this informa-
tion between site and sponsor. Finally, making sure to involve 
critical staff, including the PI and medical/scientific staff at the 
sponsor company, can help ensure that mistakes and misun-
derstandings are few and far between.
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experts say it can be done, so long as it is done with purpose 
and care. 

At academic and other institutions that conduct research, 
greater efficiency is the key to fast science. The industry has 
begun to embrace more efficient trial models. And that’s a 
good start. But there are plenty of other tactics and strategies 
to ensure those models are successful, including better com-
munication, standardized agreements, forms and contracts, 
and much greater emphasis on collaboration both inside and 
beyond the research organization’s walls. 

‘Smaller, fleeter, cheaper’ trial models

The need to treat patients from the safety of their own 
homes during the pandemic accelerated the already grow-
ing trend toward remote and decentralized trials. And as the 
research industry got a crash course in these models, it became 
clear that not only are they more convenient for participants, 
but they can also save time and money while maintaining high 
research standards. 

Decentralized clinical trials (DCT) are a perfect example of 
a research model that supports fast science. It allows research-
ers to reach participants through virtual visits, gather data 
from wearable medical devices and deliver study materials 
directly to patient’s homes, for example. 

They have the potential, writes University of Washington 
researcher Gail Van Norman, to be “smaller, fleeter [and] 
cheaper.”1

Pfizer’s 2014 REMOTE (Research on Electronic Monitoring 
of Overactive Bladder Treatment Experience) trial was the first 
web-based clinical trial of an investigational drug. The phase 4 
trial used several techniques that researchers are using today to 
conduct accelerated trials. 

For example, REMOTE sped research by recruiting partici-
pants online, screening for eligibility using web-based ques-
tionnaires and obtaining informed consent using an interac-
tive web-based method. Patients got lab testing close to home 
and researchers shipped investigational product directly to 
them.

Despite concerns that accelerated trials might be less effec-
tive than traditional approaches, three years into the project, 
researchers concluded the web-based trial results were consis-
tent with those from conventional trials.2 

“With simplification of multistep screening and testing, 
[online] trials or their component parts should provide a 

participant-friendly approach to many clinical trials,” they 
concluded. 

‘An important milestone’ in collaborative trials

For many research organizations, decentralization occurs 
within the bounds of their own properties. An integrated health 
system, for example, might use geographically diverse hospitals, 
medical offices or clinics within its system to supplement at-home 
participation. But some in the industry say expanding the model 
beyond one organization’s walls can further speed research. 

The Decentralized Trials and Research Alliance (DTRA) in 
San Diego launched in 2020 with the goal of accelerating the 
adoption of patient-focused decentralized clinical trials and 
fostering collaboration among different research organizations.3

The alliance now has workgroups taken from its 125 orga-
nizational members that are developing strategic solutions 
to facilitate DCTs and get trials completed faster and more 
efficiently — without cutting corners, sacrificing patient safety 
or compromising data accuracy.

DTRA and its members understood that collaboration 
across organizations would be hampered without standard-
izing processes and terminology, following agreed-upon best 
practices, sharing data freely, developing shared educational 
materials and removing other barriers to collaboration. They 
developed several strategies and initiatives to meet those four 
goals and help researchers conduct DTCs inside or outside of 
their own walls more efficiently.4

Breaking down the ‘Tower of Babel’ 

DTRA members made standardization one of their top 
priorities. That meant establishing common nomenclature 
and definitions to make communication among researchers 
and organizations more meaningful and accurate. In August, 
DTRA released a glossary of terms as part of this initiative. 

“It is impossible to make progress when there is a Tower of 
Babel and we are not able to understand one another,” Craig 
Lipset, DTRA co-chair, said in an announcement. “This work 
builds up from the work of other important collaborations and 
projects, as referenced within the glossary.”5

The glossary is an “important milestone in enabling under-
standing and uptake of methodologies that will improve access 
to research for patients,” added Amir Kalali, DTRA co-founder 
and co-chair. “It is a testament of the collaboration of member 
organizations and will be where the whole community will look 
to for consistent terminology.” 
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Other DTRA standardization initiatives to facilitate more 
efficient DTCs include: 

	● Clear DCT benchmarks: Creating a standard set of 
key performance indicators should help identify best 
practices, facilitate faster enrollment, improve patient 
engagement and experience, increase speed to market 
and enhance patient diversity.
	● A “Decentralized Research Readiness Framework” that 
includes an industry best practices handbook to help sites 
adopt DCTs. 

The second priority was to develop and share agreed-upon 
best practices. Plans to support these goals include the follow-
ing initiatives: 

	● A wiki for best research practices as a resource for 
stakeholders: Designing a decentralized “living 
document” would allow for early, strategic thinking and 
planning of DCTs. 
	● A patient journey map: A graphic of the core patient 
journey map would include expanding callouts and 
decision points to optimize the participant experience. It 
would identify standards and trends and best practices 
to maximize patient inclusion, diversity and adoption of 
DCT options.
	● Modern data requirements: A DCT clinical data strategy 
framework that would outline data access, collection, 
handling, monitoring, data permissions and sharing. 
It would aim to improve end-to-end data accessibility, 
reliability, integrity and traceability across study phases. 

The DTRA’s third priority was collaboration to share knowl-
edge. Initiatives include: 

	● More accessible data: Crowdsourcing evidence could 
provide data to cases and settings where education is the 
most needed. 
	● A knowledge-sharing playbook: A practical how-to guide 
that would aim to show sponsors and CROs how to insert 
DCT modules into a protocol. 
	● An education curriculum: A standardized research 
curriculum would create modules to educate various 
stakeholders on the design, conduct and oversight of DCTs.

Finally, priority four was to reduce a number of barriers to 
efficient and safe collaboration. 

They include: 
	● A central library of regulatory, legal, privacy and cultural 
information that would gather all key information about 
DCTs in one place.

	● A program to advocate for DCT regulations that would 
include conducting a gap analysis of what’s missing in 
current regulations and working with agencies to drive 
awareness about those gaps.
	● Standardized data connectivity: Establishing standards 
regardless of the data collection method would ensure 
the data collected will match the standards for endpoint 
readout in the clinical trial design. Standards would also 
reduce barriers related to data collection method and 
type and would ease the burden of meeting regulatory 
requirements.

‘Straightforward and unambiguous’ agreements save time

Just as standardized terminology saves confusion and 
miscommunication, research agreements and contracts can 
be standardized to maximize efficiency, too. For example, the 
clinical trial agreement (CTA) is a legally binding contract be-
tween a sponsor, site and researcher that spells out the respon-
sibilities and obligations of each party for the trial. Negotia-
tions over these documents can stall and slow the trial launch 
process by weeks or even months.

After a 2013 observational study showed that adopting a 
“master” or standardized clinical trial agreement reduced 
the contract negotiating time at 29 sites an average of 33 days, 
various stakeholders gathered to work on a solution.6 About 25 
recipients of NIH’s Clinical and Translational Science Award 
(CTSA) created the CTSA Master Contracts Working Group. 
They collaborated with industry and the University Industry 
Demonstration Partnership (UIDP) to develop a single agree-
ment that participating institutions and sponsors could use in 
industry-sponsored multisite studies. 

The resulting accelerated clinical trial agreement (ACTA) 
represented a “straightforward and unambiguous position, 
which clearly sets forth the regulatory and contractual obliga-
tions of both parties and presents language [that is] perhaps 
not ideal to either party [but] is acceptable to both.”7 The 
ACTA was reviewed by external sources from companies such 
as Pfizer and Eli Lilly, and their feedback was incorporated. 
Other renditions of the ACTA, such as for use with contract 
research organizations (CRO), are now available as well. 

Several hundred institutions and organizations have since 
agreed to the terms of the ACTA, which helps facilitate and ac-
celerate studies run across multiple institutions. In 2015, WCG 
Clinical encouraged members of its 1,200-site global research 
network to accept and use the ACTA as the default agreement 
for industry-sponsored, multisite clinical trials.8

see Fast Science on page 106

Fast Science
continued from page 104



106 Research Practitioner  |  September-October 2022  |  Copyright © 2022 by WCG CenterWatch

The language in the ACTA provides a baseline that starts 
with wording that is common to the negotiating parties, the 
creators said. 

“Everyone thinks contracts should go faster than they 
do,” said Libby Salberg, director of the contracts office at the 
Vanderbilt University Medical Center in Nashville. “People 
involved with contracting know you get a template from the 
company with ‘ideal’ language. You respond to that language. 
Several months go by and invariably you end up in the middle. 
So why don’t we [start] with an agreement that is in the middle 
— acceptable to both sides?” Salberg, a member of the original 
working group, said in Tech Transfer Central’s University-
Industry Engagement Week.9

A ‘reasonable’ approach to standardized agreements

The ACTA is just one of the standardized agreements the 
stakeholders created under the Accelerated Research Agree-
ments Initiative. Others include the accelerated confidential 
disclosure agreement (ACDA), the CTSA-DTUA (data transfer 
and use agreement) and the Federal Demonstration Partner-
ship (FDP)-CTSA.

The ACDA was developed using terms that were already 
agreed upon in the ACTA. Using these terms was a “reasonable 
approach” for the parties and advantageous for both com-
panies and institutions, the creators said.10 With the ADCA 
template, sites could obtain protocols without delays in confi-
dentiality agreement negotiations, allowing the sites to initiate 
trials faster.  

The CTSA-DTUA was developed to streamline the process 
for transfer and use of data between sites and for use with both 
for-profit and not-for-profit stakeholders.11 The FDP-CTSA is 
a subaward template for federally funded clinical trials. CTSA 
stakeholders, NIH and the FDP have approved it for use.12 

In addition, Vanderbilt University launched MTAShare, 
an automated system for creating, processing, executing and 
managing material transfer agreements (MTA) for clinical 
research through a web portal. When creating MTAs, the 
system uses nationally recognized and accepted standardized 
templates, reducing drafting and negotiation time.13

Adaptive trials bring ‘new treatments to patients more quickly’

The clinical trial structure is also being reconsidered as 
researchers look for ways to speed up the drug development 

process while not compromising the results.
In contrast to the traditional randomized clinical trial, 

adaptive trials make adjustments at prespecified points in a 
trial depending on its results. For example, if the drug doesn’t 
seem to work, the trial can be cut short. Patients added to the 
trial later can receive the treatment that seems to be working.

Adaptive trials get results faster, but they do require more 
planning and a larger staff. They can’t be used if a drug trial 
will take years to determine efficacy or if there are not many 
new drugs available to test, as in the case of orphan diseases.

The groundbreaking I-SPY2 was one of the first trials to use 
a combination adaptive platform structure. The phase 2 trial 
used a master protocol, defined by the FDA as one designed 
with “multiple sub-studies, which involve coordinated efforts 
to evaluate one or more investigational drugs, in one or more 
disease subtypes, with one or more objectives, all within the 
same overall trial structure.”14

I-SPY2 tested a number of neoadjuvant treatments for lo-
cally advanced stage 2-3 breast cancer. The researchers wanted 
to get the “right drug to the right patient at the time they will 
benefit most, and to achieve this faster than previous trial 
models.”15 They also wanted to significantly reduce the overall 
cost, time and number of patients needed to bring new drugs 
to market.

At the start of the I-SPY2 trial, many clinical research pro-
fessionals were skeptical of adaptive trials. However, now some 
researchers say the new trial designs are necessary for their 
kind of testing. The Healy ALS (amyotrophic lateral sclerosis) 
Platform Trial is studying multiple investigational products at 
the same time in people with ALS, for example. The research-
ers hope to quickly identify novel treatments, biomarkers and 
trial endpoints.

“We anticipate that the Healey ALS Platform Trial will bring 
new treatments to patients more quickly and at lower cost, 
advance ALS science, establish an ongoing resource for ALS 
drug development, build and strengthen the community of 
ALS clinical sites and more broadly advance the state of the art 
in clinical trials,” the researchers wrote recently in the Annals 
of Neurology.16 

“We never could have gotten these answers with a standard 
design. And patients are relieved that they are much more 
likely to receive an actual treatment,” lead investigator and 
neurologist Sabrina Paganoni, co-director of the Neurologi-
cal Research Institute at the Massachusetts General Hospital, 
assistant professor at Harvard Medical School and physician 
investigator at the Healey & AMG Center for ALS at Massa-
chusetts General, told New Scientist.17
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Adaptive trials ‘drastically reduce cost and efforts’

Since adaptive trials, platform trials or a combination of trial 
formats have a longer setup time, some researchers wondered if 
they are worth the price. In a recent JAMA article, researchers de-
cided to evaluate the cost and time required for a platform trial vs. 
a conventional trial.18 The lead author, Jay Park, is director of the 
Platform Trials Initiative with the Canadian Critical Care Trials 
Group and an assistant professor in the health research methods, 
evidence and impact department.

The researchers gave an online survey to a group of 146 in-
ternational experts who had published results of platform trials. 
Sixteen experts completed the survey. They asked the experts their 
opinions on the cost and time to set up and conduct platform 
multigroup and two-group trials using the reported entry dates of 
10 interventions into STAMPEDE (Systemic Therapy in Advanc-
ing Metastatic Prostate Cancer: Evaluation of Drug Efficacy), the 
longest ongoing platform trial.

The researchers found that the setup costs were generally higher 
for a platform trial than the conventional trials. Combining “clini-
cal evaluation of multiple interventions into a single platform trial 
can substantially reduce cost and efforts rather than conducting 
conventional trials independently,” they said. “Even with larger 
initial setup requirements, a platform trial can lead to important 
long-term efficiencies over conventional trials when there are mul-
tiple interventions that end up being evaluated in the platform.”

The results make a strong case for investing in a platform trial 
where a common infrastructure can be built first and maintained, 
they said. “With increasing costs of clinical research, this can be an 
important solution to reduce cost and time without compromising 
high-quality trial evidence required to determine the most effec-
tive therapy for different clinical indications.”

Overall, the study findings show that despite a larger initial set-
up requirement, consolidating multiple interventions into a single 
platform trial can “drastically reduce cost and efforts,” they said. 
“There is a need for a shift in thinking that can result in a more 
collaborative evidence-generation infrastructure with dedicated 
source funding to carry out platform trials.”

Achieve ‘high precision’ results with AI

To increase clinical trial speed, researchers are also look-
ing for ways to increase efficiency by interpreting data quickly 
and securely using technology, such as machine learning and 
artificial intelligence (AI).

AI involves a variety of techniques, explained Arun Bhatt, 
a clinical research and drug development consultant based in 
Mumbai. This includes machine learning (ML), deep learning 
(DL), natural language processing (NLP) and optical character 
recognition (OCR).19

AI can be used in clinical trials to search electronic medical 
records (EMR), medical literature and clinical trial databases. 
It can analyze data from wearable technologies or detect 
adverse events. Some researchers are using it to search social 
media postings. A recent Forbes article argued that using AI 
as an anonymization solution can cut submission turnaround 
time by as much as 97 percent.20

Even conducting research of an AI method can be fast and 
less expensive than a traditional trial. Research presented Sept. 
5 at the European Respiratory Society International Congress 
in Barcelona, Spain, showed that AI used to detect COVID-19 
infection in people’s voices through a smartphone app was 
more accurate than lateral flow/rapid antigen tests. The AI 
model had an 89 percent accuracy rate, whereas the accu-
racy of the lateral flow tests varied widely by brand and were 
considerably less accurate in people who showed no symptoms. 
Plus, smartphone apps can be free.

“These promising results suggest that simple voice recordings 
and fine-tuned AI algorithms can potentially achieve high preci-
sion in determining which patients have COVID-19 infection,” 
said Wafaa Aljbawi, a researcher at the Institute of Data Science, 
Maastricht University, in the Netherlands. “Such tests can be pro-
vided at no cost and are simple to interpret. Moreover, they enable 
remote, virtual testing and have a turnaround time of less than a 
minute. They could be used, for example, at the entry points for 
large gatherings, enabling rapid screening of the population.”21 

Outside of AI, researchers are looking for ways that data 
can be shared quickly, securely and efficiently. Blockchain 
technology is another way researchers can share data quickly 
and securely while also reducing cost, increasing efficiency and 
improving trust, according to a blog post written by Astix, an 
information technology consultancy that works with science-
based businesses. Blockchain technology creates a digital 
ledger using cryptographic techniques to store records in a 
“verifiable and unalterable” way.22

“When applied effectively, blockchain networks inher-
ently resist modification of the data stored in the transaction 
record,” the authors wrote. “Transaction data stored in a 
blockchain can’t be stolen or hacked, as it is not kept in a cen-
tral repository, but instead distributed across dozens or even 
thousands of geographically dispersed network nodes. The dis-
tributed nature of the network, the use of timestamped records 
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and cumulative cryptographic verification all assure that the 
stored data remains intact and immutable.” The unchangeable 
blockchain audit trail makes a perfect fit for the data integrity 
required by regulatory agencies, they said.

Triall, a blockchain-integrated eClinical software provider in 
the Netherlands, announced in September that it was collaborat-
ing with the Mayo Clinic in Rochester, Minn., on management 
of study data. The platform will support a two-year multisite 
pulmonary arterial hypertension trial that includes 10 research 
sites and more than 500 patients across the U.S. The software 
will support all core trial activities, such as data capture, docu-
ment management, study monitoring and eConsent.

This collaboration will show how immutable blockchain-
registered audit trails can be a new best practice for bolster-
ing clinical data integrity “end-to-end,” and moves toward a 
“proof-based environment for decentralized clinical research,” 
Triall said in a press release.23

Regulations and the future

Laws and regulations in general, however, have fallen behind 
clinical trial innovations that could speed trials, including AI 
and data management. Inconsistent laws from state to state are 
another roadblock to speeding trials with virtual visits. 

The 21st Century Cures Act, signed into law on Dec. 13, 2016, 
helped pave the way for the COVID vaccine pipeline. It was 
designed to accelerate medical product development and bring 
new innovations and advances faster and more efficiently to 
patients.24 “Cures enhances our ability to modernize clinical 
trial designs, including the use of real-world evidence, and 
clinical outcome assessments, which will speed the develop-
ment and review of novel medical products, including medical 
countermeasures,” the FDA said.

The next-generation Cures 2.0 Act takes things a step further. 
Introduced by Rep. Diana DeGette (D-Colo.) and Fred Upton 
(R-Mich.) on Nov. 17, 2021, the bill would change how Medicare 
covers new treatments and technologies to make them available 
to patients sooner, achieve more clinical trial diversity, increase 
access to telehealth services, give incentives for research into 
new antibiotics and develop nationwide testing and vaccine 
distribution strategies for use in future pandemics.25

In 2020, the FDA also created the Coronavirus Treatment 
Acceleration Program (CTAP), which was an emergency 
program that used “every available method” to move new 
COVID-19 treatments through the pipeline.26 Researchers also 

hope that programs like this could be used to improve the 
development process for other drugs, too. 

Earlier this year, President Biden proposed the creation of 
the Advanced Research Projects Agency for Health (ARPA-
H) to improve the country’s ability to “speed biomedical and 
health research.” It was signed into law on March 15 and resides 
within NIH. “ARPA-H will support transformative high-risk, 
high-reward research to drive biomedical and health break-
throughs — ranging from molecular to societal — that would 
provide transformative solutions for all patients,” according to 
its website.27 It has a 2022 budget of $6.5 billion. 

“Now is the time to build on these lessons [from the pandem-
ic], increase our funding for the basic building blocks of public 
health and support countries in meeting their needs,” said Bill 
Gates, philanthropist and co-founder of Microsoft.28  “If we 
make the right choices and investments now, we can end other 
devastating diseases and make COVID-19 the last pandemic.”
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Contracts

1. Which of the following is 
nonnegotiable in contracts 
between researchers and 
sponsors? 
a. Financial conditions.
b. Regulatory requirements.
c. Intellectual property rights.
d. Publication rights. 

2. When considering a contract, 
sites should:
a. Ensure rates will cover 

expenses.
b. Plan to bill all costs to private 

insurance.
c. Plan to bill all costs to 

Medicare and Medicaid. 
d. Plan to bill all costs to the 

sponsor. 

3. Which of the following payment 
schedules are most beneficial to 
sites?
a. Weekly payments.
b. Monthly payments. 
c. Quarterly payments.
d. Annual payments.

4. Which of the following contract 
terms is typically “mission 
critical” for hospitals and health 
systems?
a. Publication.
b. Indemnification. 
c. Data collection. 
d. Patient privacy.

5. Which of the following 
statements about clinical trial 
agreement (CTA) best practices is 
most accurate? 
a. Sites should indemnify 

sponsors against all harm to 
patients. 

b. Sponsors should indemnify 
researchers against all patient 
harm.

c. Ensure sponsors cover medical 
costs for study-related injury 
or illness.

d. Use the word “gross” when 
specifying sponsor and site 
indemnification terms.

6. True or false: Incorrect billing of 
insurance payers is a violation of 
the federal False Claims Act. 
a. True.
b. False. 

7. Which of the following 
statements about publication 
rights and intellectual property 
ownership is true?
a. Intellectual property, including 

data derived from clinical 
trials, may not be used in 
academic papers about the 
clinical trial.  

b. Sites tend to value publication 
rights while sponsors tend to 
focus on intellectual property 
ownership produced by the 
trial. 

c. Many academic research centers 
and other research sites are 
usually flexible when it comes to 
restrictions on publishing rights.

d. Publication and intellectual 
property are terms that are often 
used interchangeably in clinical 
trial contract agreements.  

8. True or false: In some cases, 
CTAs can permit the sponsor 
or its affiliates to use data not 
included in the informed consent 
documentation.
a. True.
b. False.

9. Which of the following contract 
provisions can effectively and 
adequately protect against data 
breaches?
a. Requiring both sponsors and 

sites to have cyber insurance. 
b. Determining who is responsible 

for paying ransomware demands. 
c. Using standard existing contract 

terms that cover cybersecurity.
d. Requiring parties to follow 

“reasonable” cybersecurity 
practices.

10. Which of the following best 
describes the key benefit of 
including principal investigators in 
CTA negotiations?
a. They are most familiar with the 

research organization’s standard 
contract language. 

b. They can minimize the number 
of approvals for each contract, 
saving time.

c. They have the most insight into the 
financial considerations of a trial. 

d. They have the most insight into 
what executing the protocol will 
entail.
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website, go to https://www.centerwatch.com/
research-practitioner-login-instructions. 

Exams can be taken at any time for up to 13 months 
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Fast Science

11. What is the current mean 
timeline between a drug’s clinical 
testing and its approval?
a. One year. 
b. Two years.
c. Five years. 
d. Ten years.

12. True or false: Some decentralized 
clinical trials support fast science 
by allowing researchers to gather 
data from wearable medical 
devices.
a. True.
b. False.

13. Which of the following did 
researchers determine three 
years into Pfizer’s Research 
on Electronic Monitoring of 
Overactive Bladder Treatment 
Experience (REMOTE) trial?  
a. Web-based trial results were 

less effective than conventional 
trials.

b. Web-based trials were equally 
as effective as conventional 
trials. 

c. Web-based trials were more 
effective than conventional 
trials. 

d. None of the above. 

14. Which of the following best 
describes the goal of the 
Decentralized Trials and 
Research Alliance (DTRA)?
a. To simplify multistep 

screening and testing through 
the use of online trials.

b. To determine if decentralized 
trials are less effective than 
online trials.

c. To accelerate the adoption of 
patient-focused decentralized 
clinical trials.

d. To accelerate vaccine research 
for future infectious disease 
outbreaks. 

15. What is the intended purpose 
of DTRA’s recent research term 
glossary publication?
a. To create a wiki for best 

research practices.
b. To provide a patient journey 

map. 
c. To capture different 

interpretations of terms 
at different research 
organizations.

d. To provide consistent 
terminology across multiple 
research organizations. 

16. Which of the following can 
make communication among 
researchers and research 
organizations more meaningful 
and accurate?
a. Standardized nomenclature 

and definitions. 
b. Standardized site-sponsor 

contract agreements. 
c. Removing barriers to 

collaboration among sites. 
d. Reducing the costs of clinical 

trials across sites. 

17. Which of the following is a 
benefit of standardized key 
performance indicators and other 
benchmarks? 
a. They can help identify best 

practices. 
b. They can improve patient 

experience. 
c. They can enhance participant 

diversity. 
d. All of the above.  

 
 
 
 
 
 
 
 
 
 

18. Which of the following 
statements about the accelerated 
clinical trial agreement (ACTA) 
is true?
a. It reduced the contract 

negotiating time at 29 sites by 
an average of 33 days.

b. It increased negotiating time 
at 29 sites by an average of 33 
days.

c. It did not include feedback 
from pharmaceutical 
companies to avoid conf licts. 

d. It helps facilitate and accelerate 
studies run across multiple 
institutions.

19. Which of the following 
statements about adaptive trials 
is true? 
a. They require less planning.
b. They require a smaller staff.
c. They are more efficient, 

getting research results faster.
d. They are ideally suited for 

studying orphan diseases. 

20. Which of the following 
statements about artificial 
intelligence (AI) is most accurate? 
a. It will eventually replace 

human researchers in the lab, 
saving time and money. 

b. AI is better suited than 
humans at analyzing large data 
sources. 

c. AI’s use in clinical trials is 
overregulated. 

d. AI algorithms are difficult to 
fine-tune. 
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