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• Highlight the adoption and implementation trends in risk

based monitoring models as a key mitigation strategy

during and post pandemic

• Share learnings from practical models using predictive

and advanced analytics help reduce white noise/false

positives in signal detection deployed for RBM

• Provide insights on where machine learning and artificial

intelligence models have potential application in clinical

monitoring to address risks based on study design and

patient population

Register now to hear the latest capabilities that are changing 

how clinical trials are being delivered with better, more timely 

patient insights enhancing patient safety and improving overall 

study quality.   

3 Key Takeaways

• Realize the impact RBM can have on study quality, patient

safety and cost of clinical trial conduct while pivoting to

remote monitoring strategies to mitigate site accessibility

issues from pandemic

• Understand how innovative technologies and

methodologies are driving new levels of study quality and

changing clinical monitoring within a variety of operational

services—from study delivery to enterprise solutions

• Hear how artificial intelligence, machine learning,

predictive and advanced analytics are improving patient

safety and overall study quality and operational efficiencies
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Editor-in-Chief

The two core 
technologies 

that pharma and 
CROs used were 

predictive analytics 
and dashboards

How Did Clinical Trials Move 
at the Speed of COVID?
In March, the Prix Galien posted its webinar, 

“Technological Impact on Accelerating Vac-
cine Trials, Development and Delivery.” With 

panel members from the leading vaccine manu-
facturers, it offered interesting behind-the-scenes 
insights into how these vaccines went through 
the development process with f lying colors                                        
(see: https://bit.ly/3wjbDqb). 

Marie-Perre Hellio Le Graverand, SVP, head 
of clinical development and operations from Pfizer, 
brought the numbers—266 days from the an-
nouncement of the pandemic to first EUA; 44,000 
enrolled participants; four months to enroll; and 
150 sites in six countries; with over 50 million elec-
tronic diaries; 7.5 million data management re-
cords and 34 million total data points. 

To paraphrase Hellio Le Graverand, this was 
only possible because of digital technologies. The 
volume and speed of data they managed in real 
time, all the while maintaining quality, was to-
tally unprecedented.

Similarly, Janssen’s trial included 45,000 partici-
pants. Terry Murphy, the company’s COVID-19 
clinical development relaunch leader, said they 
recruited 3,000 patients in one day alone.

Again, unprecedented. But not unpredictable. 
The two core technologies that pharma and CROs 
used were predictive analytics and dashboards. 

Rachel Berria, VP and medical head of Astra-
Zeneca (US), said that predictive analytics and data 
from a variety of sources to heat-map where CO-
VID was going, to open up sites in those areas and 
enroll patients accordingly, was key to the speed. 

All of the participants noted that the immediacy 
and transparency of the dashboards coming from 
internal and external data sources, allowed for 
quick decisions, fostering improved trial conduct 
and data quality. These examples included: apply-
ing new strategies to enrollment; shifting focus for 
diverse populations; and providing site support. 

Tal Zaks, chief medical officer for Moderna, 
concedes that while the company is built from the 
ground with a digital infrastructure, the tools for 
collaboration that exist today would have been 
challenging five to 10 years ago. “As a small bio-
technology company that is highly leveraging CRO 
partners, that was really a key enabler. Where we 
lack the infrastructure, technology has enabled us 
to tap into the infrastructure of our CROs partners 
to achieve what we have.”

But outside of technology, the one factor that 
helped the unprecedented speed is what Berria 
pointed to, the rolling regulatory review process...
which wouldn’t have been possible without data 
provided to regulators on an ongoing basis. Tech-
nology and science for the win. 
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The COVID-19 pandemic has permanently changed the 

trajectory of decentralized trials and electronic patient 

informed consent (eConsent) solutions. After a decade 

of dabbling with eConsent, how can sponsors and 

technology providers meet the demand to bring clinical 

trials directly to the patient at a global scale?

Join this webinar to hear the hard-fought advances 

in eConsent maturity, as small-scale experimentation 

turned abruptly into massive rollouts. You’ll learn 

strategies to employ to overcome the persistent 

challenges in eConsent adoption and gain the benefits 

promised from successful decentralized trials with 

remote capabilities for patients and sites. 

3 Key Takeaways

• Understand the barriers to wide-scale eConsent 

adoption and how they’ve changed from pre-

pandemic to today

• Learn why connecting eConsent to the entire trial 

experience is so important to site satisfaction, study 

operations, and sponsor oversight

• Hear about the launch of IQVIA Complete Consent, 

the next generation of eConsent solutions that 

eliminates every major barrier to deploying 

eConsent at scale and more 
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WASHINGTON REPORT

Jill Wechsler
Washington 

Correspondent

FDA REVIEWS GAINS, 
RISKS OF ACCELERATED 
APPROVAL PROCESS
Is FDA approving too many new drugs and added 
indications too quickly based on surrogate end-
points that fail to pan out? While patient advo-
cates and the research community have been 
strong advocates of early access to treatments that 
demonstrate potential effectiveness for serious 
and life-threatening conditions that lack effective 
treatment, some consumer advocates and research 
experts believe that FDA has been lax in approv-
ing medicines with insufficient supporting data.    

Now the agency is reviewing the record of its 
accelerated approval (AA) program following 
the recent withdrawals of certain key indications 
for several leading cancer therapies based on the 
failure of post-approval studies to document ex-
tended benefits of treatment. That development 
has raised questions about the broader FDA pol-
icy, including frequent difficulties in conducting 
post-approval clinical trials and the relatively few 
therapies that have had approvals withdrawn by 
the agency. 

These issues will be reviewed by FDA’s Onco-
logic Drugs Advisory Committee (ODAC) at a 
three-day meeting on April 27-29, a notably long 
session to discuss several supplemental biolog-
ics license applications (sBLAs) where confirma-
tory trials failed to verify clinical benefit (see: 
https://bit.ly/2Pd6Vtp). The experts will assess 
advanced cancer indications for Roche/Genen-
tech’s TECENTRIQ (atezolizumab), Merck’s 
KEYTRUDA (pembrolizumab), and Bristol My-
ers Squibb’s OPDIVO (nivolumab). Since last De-
cember, these sponsors voluntarily withdraw these 
immunotherapies for certain indications based on 
failure to meet primary endpoints in confirmatory 
trials, as did AstraZeneca for use of IMFINZI 
(durvalumab) to treat advanced bladder cancer. 

These monoclonal antibodies target PD-1/
PD-L1 proteins to boost immune response against 
cancer, raising questions about the broader ef-
ficacy of such treatment. The confirmatory stud-
ies aimed to document overall improved survival 
compared to standard-of-care chemotherapy, af-
ter gaining accelerated approval based on tumor 
response in early studies. The ODAC meeting 
will examine the status of efforts by Genentech, 
Merck and BMS to confirm additional indications 
for their therapies, and, in the process, will scruti-
nize the AA program more publicly for a range of  
cancer types. 

The meeting is part of a broad, ongoing effort 
by FDA’s Oncology Center of Excellence (OCE) 
to review AA policies and the role of surrogate 
endpoints in evaluating new therapies. Spon-
sors are anxious to know whether the agency is 
focusing on this small subset of treatments or on 
the use of surrogate endpoints and other acceler-
ated research strategies more broadly. Over its 
30-year history, FDA’s AA program has led to 
speedy approvals of dozens of products, primar-
ily for oncology and hematology in recent years. 
Although FDA may withdraw an accelerated 
approval for a product, the manufacturers did 
so voluntarily in the above cases, and for some 
dozen other therapies in previous years. There 
are only two cases where the agency initiated 
a withdrawal, following a complex and time-
consuming process. 

OCE’s review is expected to tap a white paper 
issued by the Friends of Cancer Research at its 
annual meeting last November 2020 that outlines 
ways to update the AA policy to provide FDA 
with greater f lexibility in both approving and in 
withdrawing approvals of innovative drugs (see: 
https://bit.ly/3tWbXJj). Prepared by a multi-
stakeholder working group, the report empha-
sizes the importance to patients of early access to 
new treatments, the benefits and risks of utilizing 
surrogate endpoints to streamline research, and 
challenges in conducting post-approval studies 
to confirm early evidence. There is discussion 
of differences and similarities between FDA’s 
policy and the European Medicines Agency’s 
conditional marketing authorization policy, par-
ticularly related to market withdrawal actions. 
The panel recommends added f lexibility in poli-
cies governing AA approval decisions, including 
the role and design of confirmatory trials and 
expanded use of real-world evidence to better 
confirm benefits and risks with broader use of a 
medicine. Such approaches aim to assist FDA in 
understanding factors that contribute to failed 
confirmatory studies and the need for a more ef-
ficient process for making withdrawal decisions. 

The ODAC meeting will provide an oppor-
tunity for sponsors to provide updates on ongo-
ing studies for their therapies and to examine 
whether further testing could revise the with-
drawal actions. A long-debated issue is industry’s 
poor record in conducting and reporting results 
from post-approval studies, and FDA appears to 
be taking a harder line on requiring confirma-
tory trials to support clinical benefit. 
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EU REPORT

Peter O’Donnell
Brussels 

Correspondent

EUROPE’S ETERNAL 
STRUGGLE WITH SAFETY 
AND INNOVATION
Precaution continues to dominate EU thinking 
on science and technology–with politics interven-
ing to offer some intriguing impacts on human 
health. Amid the heated COVID-driven contro-
versies over vaccination that are ruff ling Europe, 
a specialized European advisory group on ethics 
has just issued a cautious opinion on the use of 
gene editing–including a call for a global guar-
antee that heritable human genome editing is not 
prematurely clinically applied. In addition to the 
intrinsic interest of the subject and of the opinion 
the group presents, the views it expresses offer an 
interesting comparison to–or contrast with–the 
apparently haphazard decisions by EU countries 
over recent weeks in respect of the AstraZeneca 
vaccine against COVID.   

The European Group on Ethics in Science 
and New Technologies (EGE) is tasked with ad-
vising the European Commission with “high 
quality, independent advice on all aspects of 
EU legislation and policies, where ethical, soci-
etal and fundamental rights issues intersect with 
the development of science and new technolo-
gies.” In a new and broad-ranging opinion on 
genome editing (see: https://bit.ly/3f lFRCO), the 
group urges a degree of caution–notably that this 
technology should not be applied “for purposes 
other than against serious diseases that cannot be 
prevented or treated otherwise.” And it stresses 
the need for safeguards against enhancement 
or de-enhancement of traits, and to ensure that 
investments in research on germline genome ed-
iting have the purpose of protecting health. But 
at the same time, the opinion acknowledges that 
somatic genome editing has the potential to al-
leviate suffering from diseases that could not be 
treated effectively before, and recommends pur-
suing its use, along with providing access to clini-
cal studies and clinical application in healthcare.

Particularly striking is the treatment of exper-
tise in the opinion. This, it says, is vital to “ensure 
adequate competencies in expert bodies.” As it ob-
serves, genome editing technologies are evolving 
quickly and expertise to assess research and ap-
plication has to keep pace with new developments, 
so it is important to widen the basis of expertise 
and broaden what counts as relevant knowledge at 
the level of expert committees, fora and other bod-
ies established to examine and set guidelines and 
standards for research and application of genome 

editing technologies. It extends the advice to pro-
viding due guidance for ethics committees charged 
with approving and supervising clinical trials in-
volving genome editing, covering safety assess-
ments and risk/benefit determinations of clinical 
trials are developed, along with training modules 
for research ethics committees and other involved 
bodies “to ensure high-standing and consistent ap-
plication of ethical standards.” 

With a view to promoting broad alignment, 
the group has asked the European Commission to 
engage in global discussions on regulation of this 
emerging field with the World Health Organiza-
tion and the World Medical Association, covering 
universal adoption of standards on the ethical use 
of genome editing in human beings. And within 
Europe it wants to see the creation of a specifi-
cally European platform to exchange information 
and promote “a broad and open public debate” 
on the ethical and social implications of germline 
genome editing in human beings. It stresses that 
this will require a “basis of sound and evidence-
based information,” and a heightened awareness of 
the implications of widely used terminologies and 
distinctions such as somatic and germline editing, 
or prevention, therapy and enhancement.

What might the group have said if it had been 
asked to give an opinion on the EU’s recent perfor-
mance in the use of vaccines–and specifically, the 
AstraZeneca vaccine? Not the squabbles between 
the UK and the EU (and even within the EU!) on 
delivery, which are almost too unseemly to merit 
attention here, but on the more sensitive area of 
efficacy and safety judgments concerning innova-
tions. From the outset, there was disunity among 
the member states about whether, in the absence 
of trial data from the elderly, the vaccine should be 
given to older people–with France, notably, with-
holding it from those over 75 years of age. But then 
anecdotal reports of blood abnormalities among 
a handful of recipients sent national authorities in 
the EU into paroxysms of incoherent indecision, 
destroying any semblance of EU alignment on ev-
idence-based decision-making, as some countries 
suspended use of the product pending the outcome 
of a European Medicines Agency (EMA) review of 
the case reports, others imposed some limitations 
relating to age, and others carried on with admin-
istration regardless. And when EMA delivered an 
interim clearance of the product, many countries 
still refused to use it. 

The picture was of politics replacing evidence-
based decision-making, as governments responded 
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EU REPORT

to public (and often ill-informed) anxiety rather 
than to scientific evaluation. The summit of inco-
herence was reached when member states subse-
quently reverted to following expert advice: gov-
ernments that had ignored the advice of the EMA 
and suspended the use of the AstraZeneca vaccine 
then reinstated its use–in line with the advice from 
the same institution. It was another example of 
action driven by a European tendency to bow to 
uninformed public opinion, playing safe politically 
rather than scientifically. It epitomized a question 
that has assumed growing importance over the 
last 50 years: how to take account of public senti-
ment while science itself evolves. The exploitation 
of gene technology in food and agriculture from 
the 1980s has manifestly been impaired in Europe 
by public concerns, not always on the basis of a 
good understanding of the subject. A similar cloud 
already hangs over the development of nanotech-
nology. The debates have often not been edify-
ing, since they have frequently relied on acute 
emotion rather than on accurate information. 
And the risks from widespread misinformation 
and even from conspiracy-driven dis-information 
are currently crystallizing conspicuously in vac-

cine hesitancy and frank anti-vaccination move-
ments, frequently linked to the relative novelty of  
mRNA vaccines.

 The disarray among national governments in 
Europe will have done nothing to inspire confi-
dence either in science in general, or in Europe’s 
regulatory institutions–and least of all, confidence 
in vaccines. Governments’ knee-jerk responses to 
lurid headlines, with the principal aim of avoid-
ing blame if things go wrong, do not constitute a 
noble strategy in times of crisis. Defensive appeals 
to that “precautionary principle” beloved of many 
European policymakers are not necessarily the 
right approach to public debate on the relative 
risks and benefits of alternative courses of action. 
The advice of the EGE about ensuring “a broad 
and open public debate” on the “basis of sound 
and evidence-based information” might be a bet-
ter guide. And above all, for those utterly obsessed 
with the precautionary principle, it should have 
been evident that seeking to protect the public 
from a minimal risk of vaccine side effects would 
in any case expose people to an even greater risk–
of contracting a serious disease that has already 
killed hundreds of thousands across Europe.

PERSONALIZED MEDICINE 
YET AGAIN EXPECTING 
A EUROPEAN BOOST
A European Partnership on Personalized Medi-
cine is about to be born—to add to the list of 
European-f lavored but often unproductive and 
ill-digested initiatives in this contentious field. The 
new partnership, to be known as EP PerMed, aims 
to bring public and private sector interests together 
to set priorities for research funding, align the cur-
rent diversity of personalized medicine strategies, 
develop educational and literacy strategies, and 
support policy development.

According to a joint concept paper from 
ICPerMed and ERA PerMed (yet another EU 
initiative in the field), the new partnership “will be 
a prime driver for developing and implementing 
personalized medicine.” “A lot has been achieved 
in the field of personalized medicine by a large 
number of international, pan-European, national 
as well as regional activities and initiatives,” they 
say, but “there is a need of an even closer col-
laboration and effort which could be achieved by 
a European Partnership for Personalized Med-
icine.” The two organizations are now jointly 
preparing guidelines to support “national and 

regional authorities, ministries, funding organi-
zations and policy makers as well as the stake-
holder community in preparation,” on which they 
will also collaborate with another EU initiative, 
Regions4PerMed. Meanwhile, a new ICPerMed 
Stakeholder Forum was launched in February, 
also aimed at sharing of ideas, identifying research 
fields, setting up new communication channels 
and “fostering new partnerships & networks.”

ICPermed, which is enthusiastic about the proj-
ect, says EP PerMed “will have a major impact 
on enabling personalized medicine implementa-
tion for citizens, ensuring that Europe is at the 
forefront of personalized medicine research and 
innovation, hand in hand with international part-
ners.” And tellingly, ICPerMed looks forward to it 
allowing “the defragmentation of the personalized 
medicine field.”

With so much partnering and communicat-
ing and sharing ideas going on—and for such a 
long time now—with so few evident results other 
than further partnerships and communication and 
sharing of ideas, it might tempt sceptics into won-
dering if personalized medicine was more of a talk 
shop than a workshop.

—Peter O’Donnell
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PROVIDING GREATER 
OPPORTUNITY FOR 
UNDERSIZED CROs
Steven Bukvic, CEO of the ACROSS Global 
Alliance, speaks to Applied Clinical Trials about 
how it works to improve the clinical trial expe-
rience for smaller- and medium-sized sponsors.

ACT: Why did you set-up the ACROSS 
Global Alliance?
Steven Bu kv ic:  The fu l l  name i s  t he 
ACROSS Global Alliance (of Contract Re-
search Organizations (CROs) and Specialist 
Service Providers (SSPs)), and it was inspired 
by my earlier success in establishing a CRO 
alliance in the Asia-Pacif ic region in 2009. 
ACROSS Global was established to address 
what I believe is a significant gap in the phar-
maceutical service provider market. There are 
many organizations across the globe that sim-
ply do not have the budgets to contract with 
the larger, global CROs. Such organizations 
may include small and medium size pharma, 
biopharma and medical device companies, as 
well as supra-governmental, governmental, and 
non-profit/private funded institutes. 

These organizations may not only have lim-
ited budgets, but typically they also lack suf-
f icient internal resources to manage multiple 
country or regional level service providers to 
deliver a single global study. ACROSS Global 
provides the opportunity for smaller and me-
dium sized CROs to combine resources and 
contract with clients (i.e., clinical trial sponsors) 
to deliver regional and global projects which 
they would otherwise be unlikely to secure for 
themselves if they remained as single entities.

ACT: Is the ACROSS Global Alliance 
model unique?
Steven Bukvic: No. The model is based pri-
marily on that by many of the airline industry 
alliances. You will no doubt be familiar with 
alliances such as “Star Alliance”, “One World”, 
and “Sky Team”, to name three of the larg-
est. Taking Star Alliance as an example, it 
has more than 20 members with over 400,000 
employees within its member companies. The 
headquarters of Star Alliance is in Frankfurt, 
Germany and includes only 100 employees. 
The goal of the Star Alliance is to facilitate 
travel for passengers across the globe by linking 
its members together to provide what may be 

described as a seamless global solution for both 
personal and business travel passengers. 

ACROSS Global adopted this concept. We 
are not a CRO or SSP itself, but an organiza-
tion that links its Partners and Qualif ied Ven-
dors to provides clients with a seamless solution 
for global clinical trials. 

ACT: Why did ACROSS Global establish 
Singapore as its legal entity/registered 
office?
Steven Bukvic: Situated in Southeast Asia, 
Singapore is recognized as a stabilizing force 
within the Asia-Pacif ic region and is widely re-
garded as being a geo-politically neutral coun-
try. Singapore is recognized as being a f irst 
world country with excellent infrastructure, 
sound legal system, stable government, a strong 
financial sector as well as having a clear focus 
on cutting edge technology and a burgeoning 
life science industry. English language is the 
main language of communication within the 
government as well as in the business sector. 
From the mid-1990’s Singapore’s Economic 
Development Board (EDB) set its goal of at-
tracting some of the biggest pharmaceutical 
and service sector companies to establish their 
Asia-Pacif ic regional off ices in Singapore. Fur-
thermore, EDB’s goal included the development 
of a strong pharmaceutical manufacturing base. 
The growth of the life-sciences sector over the 
past 25 years means that Singapore now has 
one of the f inest educated, well trained, and 
experienced workforces in Asia Pacif ic not to 
mention the world. Singapore has successfully 
delivered on its objectives and the life science 
sector is today one of the major pillars of the 
Singapore economy.

ACT: What is the difference between an 
ACROSS Global Partner and a  
Qualified Vendor?
Steven Bukvic: As ment ioned, ACROSS 
Global differentiates the two categories of the 
alliance between Partners (CROs) and Quali-
f ied Vendors (SSPs). In general, Partners are 
CROs, whose primary focus is the delivery 
of clinical operations in the geographies for 
which they are assigned. Each Partner has a 
pre-defined geography so that there is no inter-
nal competition between Partners when com-
pleting a Request for Proposal for a client. In 
some countries, ACROSS Global has appointed 

Steven Bukvic                  
CEO, ACROSS 
Global Alliance
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back-up Partners that can provide additional 
support as and when required. The Partners 
are therefore the core of the ACROSS Global 
organization. However, it is recognized that 
from study-to-study an array of different SSPs 
may be required in order to successfully deliver 
a specif ic clinical trial. For example, medical 
imaging, medical equipment rental, pharmaco-
vigilance services, etc., are just a few of the spe-
cialist services that may be required in support 
of specif ic projects. For this reason, ACROSS 
Global has qualif ied a broad range of SSPs and 
have categorized these companies as Qualif ied 
Vendors. Together, the ACROSS Partners and 
Qualif ied Vendors can provide a broad range 
of services to sponsor organizations at short no-
tice, and pre-qualif ication of both parties avoids 
unnecessary delays to study starts.

ACT: How does ACROSS Global select 
and qualify its Partners and Qualified 
Vendors?
Steven Bukvic: ACROSS Global has more 
than 90 countries covering 88% of the world’s 
population and we have a well-def ined pro-
cess for the on-boarding of Partners and 
Qualif ied Vendors, def ined in our ACROSS 
Global Standards and Rules document, which 
is a component part of the ACROSS Global 
Par tner Ag reement or ACROSS Globa l  
Vendor Agreement. 

The process involves the completion of a 
detailed qualif ication for, similar in concept 
to a Request for Information form; the due 
diligence process performed on each applicant 
organization as well as on the CEO/equivalent 
of the applicant; and presented and discussed in 

Partner/Qualif ied Vendor Application Review 
Meeting conducted by the ACROSS Board  
of Directors. 

Dur ing th is qua l i f icat ion meet ing the 
ACROSS Board of Directors not only the docu-
ments and due diligence, but also discuss the 
potential f it of the applicant within ACROSS 
Global. To maintain the integrity and profes-
sionalism of ACROSS Global, as well as its 
existing Partners and Qualif ied Vendors, not all 
applicants are successful. To date, several appli-
cants have been rejected.

ACT: What are some of the key features 
that clients should expect from working 
with ACROSS Global?
Steven Bukvic: ACROSS Global has one 
of the largest geographical footprints in the 
industry. We are a highly sponsor-focused orga-
nization that truly puts customer service at the 
forefront of all its activities. Relationships and 
transparency are key, both between ACROSS 
Global and its Partners/Qualif ied Vendors as 
well as between ACROSS Global and its clients. 
We contract with clients irrespective of size, as 
well as the size of the budget. We provide f lex-
ibility and transparency in adjusting to clients’ 
needs to secure mutually acceptable solutions. 
Operating on the successful airline industry 
models, overheads are kept to an absolute mini-
mum meaning that our service fee rates are 
signif icantly less than comparable competitors 
offering similar global reach, whilst not com-
promising quality and other key deliverables.

For more information on the ACROSS Global Alli-
ance, visit: https://across.global/.

Past Q&As in Applied Clinical Trials

Shiri Diskin, PhD, Head of Medical Writing at Bioforum, sits down with Daphna Laifenfeld, PhD, Chief Scientif ic Off icer 
at Ibex Medical Analytics, to discuss the challenges associated with developing a CER and how to effectively navigate them.
http://bit.ly/3mc50l0

Heather Kopetskie, Director of Biostatistics for Rho, discusses some points related to proactively managing the many “e”s in 
data collection.
http://bit.ly/2PquNKb

Co-conveners of the newly formed Decentralized Trials & Research Alliance, Amir Kalali, MD, and Craig Lipset, discuss 
the alliance as well as how COVID-19 has impacted the industry.
http://bit.ly/308JXFH
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CLINICAL OUTSOURCING

TURNOVER FOR CLINICAL 
MONITORING REMAINS HIGH
BDO recently released its annual CRO Insights 
Report for 2020/2021 (see: https://bit.ly/39grb41). 
Featuring statistics from the organization’s 2020 
CRO Industry Global Compensation & Turnover 
Survey, the report provides clinical research out-
sourcing companies around the world with data on 
compensation levels and employee turnover.  

For this most recent edition of the report, the 
main headline continues to be a high rate of em-
ployee turnover within CROs, particularly for the 
CRA role. As shown in Figure 1 below, the aver-
age turnover in the US for clinical monitoring 
from 2015 to 2019 has been consistently high. Judy 
Canavan, Managing Director, Global Employer 
Services of BDO said, “The sense that [CRAs] can 
own their career is important, and organizations 
are really not enabling employees to do that.”

One influencer of CRA turnover in the US has 
been compensation levels. BDO found that com-
panies’ approaches to compensation levels have 
remained mostly the same the last 10 years. The 
salary increase budgets of CROs in the US have 
only been around 3% or less. “The market rates of 
pay have been moving more slowly than one would 
expect given the demand for talent,” said Canavan. 
“This is a problem because there’s this huge de-
mand for talent, but on average, the pay for a CRA-
level one is only going up a little bit each year.”

Unsurprisingly, CRAs view switching compa-
nies as their best career choice. “Their (CRAs) 
value goes up faster than their salary value if they 
just stay within the firm,” said Canavan.

At the same time, CROs are finding ways to 
combat turnover. Canavan explained that com-
panies are creating a wide variety of retention 
programs which can include compensation plans 
and merit-based rewards. She mentioned one or-
ganization in particular created competency-based 
career ladders. “This gave the employees a clear, 
defined path upward,” she said. “The employees 
actually felt like they owned their careers, and they 
(the organization) really did document a signifi-
cant drop in turnover.”

In terms of how COVID-19 has affected CRA 
turnover, Canavan said it is a growing concern. 
She explained that things settled down mid-2020, 
but shortly after, companies were calling her with 
concerns about employees suddenly leaving for 
higher salaries. From a BDO-sponsored poll of 15 
CROs year-to-date, US turnover was over 21% as 
of early November 2020.

The CRA role in of itself has also been changed 
by the pandemic. Kimberly Ray, consultant and 
working group leader, ACRP, said travel bans 
forced the role to become more virtual; field CRAs 
needed to learn how to use new technologies for 
analyzing data electronically as well as advising 
site staff to ensure trial operations continued. 

While turnover remains high and decentral-
ized trials (DCTs) continue to evolve, CRAs can 
be confident in their own job security during the 
pandemic. “Whether a DCT or not, more and 
more technology is being leveraged in clinical re-
search. Therefore, the CRA role will continue to 
be needed but it will evolve,” said Ray.  

The ACRP Working Group sees the field and 
in-house CRA roles merging to create a position 
that works with sites on different levels. “CRAs 
will be key in helping sites embrace change and 
navigating this new environment,” said Ray. 
“They will also likely be the first call when there 
are technology questions or issues.”

It’s not only at the site that Ray says CRAs’ 
roles will change in the age of DCTs. One new 
role needed for DCTs is a “virtual patient guide.” 
The CRA in this position will be responsible for 
guiding the patient through a trial via a virtual 
platform; they are the primary point of contact for 
the patient.

Looking forward, while CRA turnover contin-
ues to be affected by the pandemic, there is hope 
that the emergence of DCTs can curb some of the 
contributing factors. 

—Andy Studna is an Assistant Editor for           
Applied Clinical Trials

CLINICAL MONITORING TURNOVER

FIGURE 1. AVERAGE US TOTAL TURNOVER FOR CLINICAL 
MONITORING FROM 2015–2019
SOURCE:  BDO, USA, LLP
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CHARACTERIZING WHITE 
SPACE IN THE QUEST TO 
DRIVE DEVELOPMENT SPEED

Compression between phases 
to accelerate cycle time

The remarkable speed in which sponsors have 
developed and delivered COVID-19 vaccines 
and treatments has intensif ied an already high 
interest among sponsor companies in compress-
ing drug development cycle times. And there 
are numerous targeted opportunities in their 
sights—from protocol design and vendor and 
site identif ication to study start-up and patient 
enrollment; from clinical data management and 
study closeout through statistical analyses and 
dossier preparation.  

Until recently, however, efforts to target and 
achieve speed and eff iciency have focused on 
tasks and timelines within clinical phases. Now, 
more attention is being devoted to the break-
downs that occur between phases when clinical 
data and operations transition from one research 
phase to the next. These transitions—also re-
ferred to as “white space”—may be ideal targets 
for information technology, open collaboration, 
augmented analytics, and machine learning to 
accelerate program durations, improve perfor-
mance, and lower costs.  

Measuring ‘white space’
Over the years many sponsor companies—some 
with assistance from consulting firms and con-
tract research organization (CRO) partners—
have measured the white space between their 
programs’ clinical phases. Regrettably, the re-
sults of, and insights from, these exercises have 
neither been shared publicly nor published.  

Recently, my group at the Tufts Center for 
the Study of Drug Development (Tufts CSDD) 
was able to conduct a robust analysis based on 
all drugs and biologics approved between 2008 
and 2018 (n=377). Although the transition time 
between Phase I and II could not be reliably 
measured due to wide variation in early-stage 
act iv ity supporting development programs, 
we were able to measure transition times be-
tween the completion of Phase II and the start 
of Phase III pivotal trials. In our analysis, Tufts 
CSDD only looked at non-expedited review 
programs to remove the effects of an accelerated 
regulatory process.

Tufts CSDD found that for all non-expedited 
development programs approved between 2008 
and 2018, 82% had between-phase transitions 
(white space) of 17 months on average; 18% 

had no white space as Phase II completion and 
Phase III pivotal trial timelines overlapped. Our 
study also found that white space durations have 
increased during the past decade. During 2008 
to 2013, the mean white space duration was 12 
months; between 2014 and 2018, the mean white 
space duration between Phase II and III pivotal 
trials nearly doubled to 21.6 months. 

Multiple causes of                          
between-phase delays
To supplement our data analysis, Tufts CSDD 
interviewed clinical operations, regulatory, and 
data management executives. The sponsors in-
terviewed widely agree that white space inef-
ficiencies have represented a persistent challenge 
for decades and that attempts to compress phase 
transition time have been elusive.

They point to four primary causes of between-
phase inefficiencies:

• The time-consuming back and forth with 
regulators and health authorities. 

• Mistakes sponsors make in gathering in-
appropriate and incomplete inputs into 
decision-making late in the process. 

• The failure to anticipate downstream 
needs (e.g., manufacturing of clinical trial 
supplies).

• The inability to build the appropriate 
level of internal consensus and alignment 
around key decisions. 

Most companies acknowledge that they ex-
pend substantial resources and time in adminis-
trative activity preparing, submitting, and shar-
ing results with regulatory authorities. They also 
note the ineff icient and time-intensive internal 
process, and post-regulatory meeting, of f inal-
izing the Phase III pivotal trial protocol. One 
sponsor estimated that they spend on average 
four to f ive months of time on this back-and-
forth alone.

White space durations are extended during 
protocol planning when external inputs—from 
scientific leaders, regulatory agencies, and health 
authorities—are insuff icient, incomplete, and 
require second-guessing. Misunderstanding of 
global regulatory environments and the uncer-
tainty around reconciling multiple and diverse 
scientific and regulatory inputs contribute signifi-
cant time inefficiencies and delays.

Several executives interviewed believe that to 
mitigate risk, sponsor companies seek more-than-
necessary input from, and spend too much time 
on relationships with, regulatory agencies during 
phase transitions. 

Sponsor companies also suggest that whereas 
they generally know their program’s objectives 
extremely well, they fail to obtain the neces-
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White space 
inefficiencies 

represent a unique 
opportunity 
for sponsors 

to accelerate 
development 

timelines

sary inputs and insights from Phase II data to 
optimize critical Phase III decisions. Several 
sponsors note, for example, the critical and of-
ten inadequate role that Phase II data plays in 
informing primary Phase III endpoint(s), dose-
finding, and dose-selection decisions. One exec-
utive observed that the failure to properly inter-
rogate and leverage Phase II data is a common 
problem that ultimately forces sponsors to amend 
and expand later-stage clinical trial activity to 
make up for these shortcomings. She suggested 
that more f lexible and adaptive designs may play 
an important role here.

Many of the executives interviewed suggest 
that despite the high volume of data collected 
during Phase II clinical trials, white space inef-
f iciencies are partially caused by collecting the 
wrong—or an insufficient amount of the right—
Phase II data. 

Planning, data, and analytics
Most sponsors note the opportunity to shorten 
white space by anticipating where problems 
will occur, developing contingency plans, and 
responding proactively. Doing so permits com-
panies to make faster decisions and cues up 
organizational resources to handle situations as 
they unfold. 

Several interviewees, for example, mention 
the importance of anticipating and coordinating 
ethics committees and boards of health dispersed 
widely around the globe. Some acknowledge the 
importance of planning the commercial formu-
lation of the investigational drug or biologics 
before initiating later-stage pivotal trials. As one 
sponsor explained: 

“It’s essential that large, treatment-testing 
studies utilize a commercial formulation of a 
drug so there’s no question about bioequivalence. 
But manufacturing that formulation—especially 
like the complex ones that are becoming more 
commonplace—can take months or even years to 
scale up.”

Given high growth in the volume of Phase II 
data collected, there is wide consensus among 
sponsor companies that data and analytics—en-
hanced by artif icial intelligence (AI) and open 
collaboration models—can play a key role in ac-

celerating white space timelines. Another recent 
Tufts CSDD study found that the typical Phase II 
protocol generates 2.2 million data points today, 
up from 378,000 data points 10 years ago. This 
is nearly a 500% increase and the highest area 
of growth in data volume per protocol per phase.  

Several sponsors go even further and argue 
that machine learning and other AI-enhanced 
analytics, combined with information hubs and 
collaboration solutions, represent a clear and 
essential approach to best leverage protocol 
data volume and limited human capacity and 
competency. In this vein, several months ago, 
10 major pharmaceutical companies announced 
that they had formed a new corporation—Ac-
cumulus Synergy—to support collaboration be-
tween industry and health authorities. The new 
non-profit entity will utilize a cloud-based plat-
form to compress the white space caused by the 
back-and-forth between sponsors and regulatory 
agencies. The founding companies anticipate 
substantial acceleration through real-time col-
laboration, cross-agency harmonization, data 
exchange, and submission.  

In the transition between development phases, 
there is no defined timeline in which key deci-
sions have to be made. White space inefficiencies 
represent a unique opportunity for sponsors to 
accelerate development timelines because they 
are a function of administrative, project man-
agement, information processing and exchange. 
The efficiencies between phases may be easier to 
achieve as they rely far more heavily on internal 
team expertise, collaborative effectiveness, and 
their interaction and exchange with regulatory 
authorities. Within-phase eff iciency gains rely 
heavily on improvements in relationships with 
a large and growing number of external service 
providers—a more complex, fragmented and 
diff icult area from which to consistently glean  
speed improvements. 

As we imagine opportunities and solutions 
that are now available to accelerate drug devel-
opment timelines, the possibility of compressing 
white space may finally be within our grasp.

—Reach Ken Getz via email                                 
at kenneth.getz@tufts.edu
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T he COVID-19 pandemic has been credited 
with exposing longstanding challenges in 
clinical trials,1,2 including the perpetually 

inefficient site feasibility process. Finally, this criti-
cal step is receiving the attention it deserves, maybe 
even an overhaul, as the wave of clinical trial de-
centralization surges on. This effort involves re-
thinking the kinds of questions to ask in feasibility 
questionnaires, now that sites have reopened, and 
are coping with unprecedented numbers of remote 
study visits, and increased reliance on digital tools.  

Determining a site’s digital readiness is essential, 
as the pandemic seems to have created the op-
portunity for access to a broader range of patients, 
beyond those who live near a site, to include those 
in rural or in lower income areas, allowing sponsors 
to meet diversity and geographic targets. Comple-
menting this trend is the growing use of investigator 
digital platforms designed to eliminate the repeti-
tive nature and drudgery associated with site fea-
sibility.  But according to Jeffrey Kingsley, founder 
and CEO of IACT Health in Columbus, Georgia, 
there is still a long way to go. “So far, few sponsors 
and contract research organizations (CROs) are 
leveraging their databases to eliminate a lot of the 
questions we get all the time. For 
example, we are still constantly 
asked, ‘Do you have a freezer?’ 
We get this question even from 
companies we’ve done many clini-
cal trials for. Fortunately, since 
COVID, this is slowly starting to 
change,” he explains.

To explore the changes happening to the site 
feasibility process, Applied Clinical Trials interviewed 
several experts in this f ield, representing a site, 
investigator platforms, and vendors. They offer 
decades of experience and insight into pre- and cur-
rent COVID efforts to revamp this pivotal first step 
in increasing the likelihood of a successful trial.  

Improving site feasibility
Site feasibility starts by understanding the respon-
sibilities of sponsors and investigators as defined 
in the International Conference of Harmonisa-
tion-Good Clinical Practice (ICH-GCP) Guide-

lines,3 and in the Code of Federal Regulations.4

Notably, these guidelines explain what a qualified 
investigator is, and the requirement of sponsors 
to select those investigators to carry out a clini-
cal trial in accordance with a protocol. With this 
regulatory foundation, the site feasibility process 
involves choosing sites that not only conform to 
these requirements, but can also offer the best f it 
for specific studies, based on past performance, ac-
cess to a database of appropriate patients, and the 
bandwidth to perform the study at hand. And with 
the shift toward decentralized clinical trials (DCTs) 
or hybrid versions, assessing a site’s familiarity with 
technology is being added to the process.    

It all sounds so simple, but in practice, site fea-
sibility has long been awkward and slow, and often 
more about checking boxes than turning to sophis-
ticated databases and cloud-based solutions that 
could eliminate much of the redundancy.5 Today’s 
thinking suggests that if less time were devoted to 
repeatedly asking the same questions, more time 
would be freed up to build relationships and im-
prove communication with sites that have a proven 
track record in various therapeutic areas.  

A recent article by Kurbegov et al. of the Ameri-
can Society of Cancer Oncology (ASCO) describes 
a Task Force that was convened to evaluate the bur-
dens and challenges of site feasibility, which often 
lead to delayed study start-up and act as a barrier to 
site participation.6 With input from sites, sponsors, 
and CROs in the form of surveys and in-person 
meetings, the Task Force developed three recom-
mendations for improvement, with a goal of speed-
ing patient access to clinical trial participation, and 
ultimately, much needed new treatments, as shown 
in Table 1 on the facing page. The third recom-
mendation—leveraging technology to centralize 
the feasibility assessment—is a nod to performing 
as much of this process as possible by teleconference 
due to the pandemic.

The site survey found that the 103 site respon-
dents spent a median of 264 hours annually com-
pleting feasibility assessments, with all sites spend-
ing a combined 27,192 hours, at a conservatively 
estimated cost exceeding $1 million for input from 
the study coordinators alone. Importantly, the 

Revamping Site Feasibility as 
Trials Become Decentralized
How asking better questions and leveraging site databases can expand access to more patients 

Jeffrey Kingsley
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stakeholders agreed that standardization will re-
duce burdens associated with site feasibility, and 
most thought that sponsors and CROs should use 
the same set of standardized questions for this pro-
cess, except for those linked to specific protocols.  

These findings align with work from Alliance for 
Clinical Research Excellence and Safety (ACRES). 
The organization launched a Site Accreditation & 
Standards Initiative in 2013, with a goal of address-
ing the inefficiencies in the clinical trials process, 
and the lack of uniform standards.7 ACRES pro-
moted the idea that without an accepted, consistent 
set of standards and accompanying metrics, it is im-
possible to compare performance across sites, a fac-
tor that is critical to site selection. In 2018, ACRES, 
in collaboration with the British Standards Institu-
tion, published its principles for developing stan-
dards in The New England Journal of Medicine,8 with an 
eye toward site accreditation, and the importance of 
viewing high performing sites as a critical resource.   

Site feasibility during 
the pandemic
At first glance, the changes spawned by the pan-
demic seem mostly focused on adding questions 
to the feasibility questionnaire about the status of 
technology adoption, and whether potential patients 
are able to participate in televisits, or use apps for 
patient reported outcomes (ePRO) or eConsent. A 
closer look, however, reveals those questions as a 
first step toward using the site feasibility process to 
expand the geographic area of patients available for 
study participation. 

Mary Costello, head of Site In-
vestigator Network at Medable, 
a provider of a DCT platform, 
describes the kinds of pre-qual-
ifying technology questions to 
be asked for achieving this goal. 
“These questions might include 
asking if they have a patient da-

tabase that tracks details, such as whether patients 
have smartphones. Do the patients have reliable 
high-speed internet? If they aren’t comfortable 
with technology, do they live with someone who 
can help them log on? We’re in a new era, and you 
don’t want to leave this information to chance. 
Successful feasibility is becoming more about antic-
ipating and planning. Anyone who is getting ahead 
of these questions has a competitive advantage,”  
Costello mentions.

She adds further that the pandemic has provided 
sites with a unique opportunity to expand their out-
reach beyond patients who live close to a site. “This 
is a turning point for the industry. Sites have existed 
on single digit margins for years, and have been 
limited to a drivable catchment area. Now, a patient 
might do a one to two-hour drive to an appoint-
ment if the rest of the visits can mostly be done re-
motely. I would suggest enhancing marketing efforts 
to broader, more diverse communities, as DCT 
imagines that we can bring in a whole new crop of 
clinical trial participants,” explains Costello.

Similarly, Diane Carozza, VP, 
clinical strategic solutions, study 
planning & site optimization at 
WCG, comments on how for the 
f irst time, site feasibility strate-
gies are having to consider eth-
nic diversity and inclusiveness for 
patient recruitment. “We’re on 
the cusp of a big shift in diversity inclusion that the 
pandemic is fueling. It’s turning into something 
that isn’t just a ‘nice to have’. The FDA is calling 

 

1.  Implement a streamlined and uniform feasibility 
assessment (FA) process across trials and sponsors

2.  Minimize and standardize questions

3.  Leverage technology to centralize FAs, facilitate 
communications, and reduce redundancies

TABLE 1. RECOMMENDATIONS TO IMPROVE SITE FEASIBILITY

SOURCE: JCO Oncology Practice, 2021

- Alliance for Clinical Research Excellence and Safety 
(ACRES)

- American Society of Cancer Oncology (ASCO)
- Clinical Trials Transformation Initiative (CTTI)
- Cognizant/TransCelerate BioPharma
- HealthCarePoint (BlueCloud)
- National Academies of Science, Engineering, and 

Medicine
- National Cancer Institute Clinical Trials Working 

Group

TABLE 2.  ORGANIZATIONS LOOKING TO IMPROVE SITE FEASIBILITY

Mary Costello 

Diane Carozza
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out sponsors who are submitting applications for 
indications that have proven epidemiological preva-
lence data that certain ethnicities have a higher 
prevalence than others. Carozza explains they are 
asking, “What are you doing from the beginning to 
ensure that you include those groups in your trial?”

Investigator platforms  
Attempts to improve site feasibility efficiency have 
been underway for several years among a handful 
of organizations, as shown in Table 2 on the previ-
ous page. Generally, uptake of these efforts was 
slow,6 but the pandemic brought big change.    

One of the most visible initiatives is the Shared 
Investigator Platform (SIP), which was created by 
TransCelerate BioPharma as an industry-wide solu-
tion to the problem of sites having to learn, access, 
and maintain excessive numbers of portals. SIP was 
designed with and for sites so they would have a 
centralized platform for providing information that 
would be available to multiple sponsors, and would 
eliminate the burden of repeated duplication of 
responses. In 2019, TransCelerate considered their 
SIP project to have met its initial objective, and as 
originally agreed, ownership of the platform and 
the intellectual property transitioned to Cognizant. 
Since then, the company has made significant prog-

ress towards establishing SIP as a core platform for 
clinical operations teams.

Larissa Comis, product owner 
of the SIP at Cognizant, ex-
plains that with the permanent 
changes to clinical trials brought 
on by the pandemic, sponsors 
are keenly interested in sites’ 
technological abilities to enable 
virtual collaboration and com-
munication through SIP. As evidence, platform 
use has grown substantially in the past year, as 
shown in Chart 1 above. According to Comis, “We 
now have 146,000 users of SIP, which represents 
125,000 site researchers. The rest are sponsors, 
including 21,000 study teams. SIP is used in 98 
countries, in about 25,500 different locations.”

Comis explains that Cognizant was already see-
ing an uptick in adoption before the pandemic that 
extended into the early months of 2020. “What 
was interesting was that other than the f irst few 
weeks of the lockdown in March 2020, we did not 
see a huge fallout of adoption, which amazed us. 
We were expecting the activity to signif icantly 
drop, but it picked right back up really quickly. 
Now, we see 2021 as totally taking off on the site 
side and on the sponsor side. We attribute this to 

GROWING USE OF SIP

CHART 1. SHARED INVESTIGATOR PLATFORM USE SINCE JAN. 2020 BY REGISTERED SITE USERS AND FACILITIES. 

SOURCE: Cognizant
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Let’s take steps 
to address all 
of the barriers 
from the site 
side

the growing use of decentralized clinical trials,” 
she says.

Jeffrey Kingsley explains that IACT Health is 
part of an investigator platform through hyper-
CORE International, a legal partnership of 10 
high performing companies. IACT is a founding 
partner of hyperCORE, which started in 2019, and 
has evolved into a large, global clinical research site 
organization with more than 90 sites. To improve 
efficiency in site feasibility, all of the companies are 
mandated to use Devana Solutions, a site feasibility 
technology built on the Salesforce platform. Devana 
can instantly display and report trial performance 
metrics on all historic and currently running studies 
captured in the system. Kingsley remarks, “Within 
that software, we know everyone’s performance on 
specific types of trials, and with that transparency 
of the data, sponsors and CROs can easily see the 
best sites for their studies.” 

What’s next for site feasibility? 
Looking forward, Kingsley comments, “It’s about 
data, data, data.  My wish for the industry is that 
we use data to eliminate all of the waste in the fea-
sibility process. Stop wasting our time asking if we 
have a freezer. Let’s take steps to address all of the 
barriers from the site side, such as listening to our 
input as to how protocol design will impact recruit-
ment and enrollment.”   

To secure overall improvement to site feasibil-
ity in the long term, stakeholders are focusing on 
asking the right questions once, rather than re-
peatedly, all in an effort to speed the f inding of 
the right sites with the right patients and digital 
readiness for DCTs. Technologies such as electronic 
health records, internal databases, and investigator 
platforms will be key as sites use this opportunity 
to meet enrollment goals by expanding their out-
reach to patients in underserved and more distant      
communities.
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In 2013, FDA and EMA released final guidance 
to enhance monitoring by focusing monitoring on 
the highest risk areas of a trial–a risk-based ap-

proach. They recommended use of a risk assessment 
approach to identify those areas of highest risk. The 
guidance was finalized by the ICH and adopted by 
EMA in 2017, and FDA in 2018. 

MANA RBM is a clinical trials institute and 
research laboratory. We design, test, and publish 
methods for conducting remote trial management 
for traditional site-based trials or decentralized tri-
als. MANA RBM uses an approach called Science 
Driven Oversight, which is based on using protocol-
specif ic analytics that enable cross-database, au-
tomated identification of “errors that matter” and 
systematic errors which are not readily detected by 
standard review or SDV.

Determining risk
In 2019, at the start of a large, complex oncology 
trial, MANA RBM conducted an assessment to de-
termine the areas of highest risk for the trial. Our risk 
assessment is focused on the “significant six” or the 
six areas of trial conduct that must be right:   

1. Informed consent collection and processes
2. Primary efficacy data collection
3. Safety: identification of critical safety issues 

and recognizing safety signals
4. Investigational product management
5. Protocol compliance
6. Critical document collection, including sub-

ject source documents
After identifying the most significant risks as pro-

tocol-specific “errors that matter”, data and docu-
ment collection systems were designed and built that 
enabled us to gather the relevant information to iden-
tify errors with the highest risk scores. 

Protocol-specific analytics were developed to bet-
ter identify whether these significant risks occurred. 
Our goal was to not only identify whether the er-
rors that matter occurred, but to proactively pre-
vent the errors using our automated analytic tool, 
REACHER.

For this trial, four of the largest areas of risk for the 
trial were as follows:

• Subjects may be enrolled in the study that 

do not meet the complex inclusion/exclusion 
criteria

• Processes for primary and key secondary 
endpoints must be correct

• Subjects may experience a SUSAR (Sus-
pected, Unexpected, Serious Adverse event) 
that we would not recognize, resulting in 
missed reporting requirements

• Unblinded IP processes may result in errors 
affecting the integrity of the trial

Following our initial assessment, major changes 
were made in the protocol. After finalizing the proto-
col and re-evaluating the risk assessments, including 
taking into account the automated protocol-specific 
analytics, we were able to significantly decrease the 
most critical risks. The large decreases in the risk 
scores were due, primarily, to the increased ability to 
detect the errors.

For new risks not identified in the original risk as-
sessment, the total risk score was lower than would 
have been the case had we not had a high ability to 
detect the errors. In one instance, the risk could not 
be decreased because of constraints imposed by the 
reporting tools available from the IP vendors. Their 
reporting limitations decreased the ability of the ana-
lytics and our team to detect when an error occurred. 

Table 1 on the facing page illustrates a subset of 
the risks identified during the risk assessment done 
in 2019 and 2020. Note that a low ability to detect 
increased the risk score by a factor of 5 compared to 
a high ability to detect.

Discussion
This exercise illustrates several important aspects 
of our risk-based monitoring approach. First, the 
risk score can be positively impacted (reduced) by 
proactively developing protocol-specific analytics to 
identify whether errors occur in the areas of highest 
risk. This is illustrated in our example of the analyt-
ics surrounding subject eligibility for randomization. 
By designing an analytic report to assess all of the 
available underlying data prior to randomization, the 
potential risk of incorrectly randomizing an ineligible 
subject can be identified quickly. In fact, this error 
can be eliminated entirely and one of the most criti-
cal risks to subject safety can be prevented.

De-Risking Trials with 
Science-Driven Oversight
Identifying the ‘significant six’ areas of  clinical study conduct to mitigate risk
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Second, the risk assessment should be conducted 
at multiple times during a trial to assure that any 
process changes are captured. High-risk items should 
have specific data collection design and an associated 
report or analytic tool to assure that oversight is fo-
cused on the most critical aspects of the trial. 

Third, in conducting oversight, the challenge is 
often getting the sites to enter the data promptly for 
rapid assessment of errors that matter. This is a major 
change in standard working practices, where there 
is often a separate person that completes data entry. 
That is why FDA included an eSource guidance doc-
ument finalized in 2013. Incorporating the prompt 
data entry requirement into contracts, repeated re-
inforcement, and demonstrating to the site the value 
of proactive data analysis and rapid feedback will all 
help to change this ingrained site process. 

Finally, this paper also illustrates that pre-exist-
ing company limitations related to critical data ex-
ports, as we encountered here with IP management 
systems, which can have deleterious effects on the 
ability to detect some of the most important errors 
associated with a trial. Companies that provide IP 
services should have robust reporting and notifica-
tion tools that provide data across all research sites 
available to help assure that errors can be elimi-
nated (or caught before they impact a subject’s treat-
ment). Older, established companies may not have 
kept up with the evolving area of data exports, 
which can have a negative impact on risk-based 
oversight strategies. Evaluation of vendors should 
include examination of this critical capability to pre-
vent unwelcome oversight surprises and the inability 
to mitigate risk.

RISK ASSESSMENT
2019 2020

Risk Impact Likelihood  
of Occurrence

Ability to 
Detect

Risk Score Impact Likelihood  
of Occurrence

Ability to 
Detect

Risk Score

Ineligible subject 
randomized

High High Low 125 High High High 25

Imaging:  
Image measured/

interpreted by 
undesignated and 

untrained individual 
individual(s)

Medium High Low 75 Medium High High 15

Not recognizing 
symptomatic skeletal 

events (part of primary 
efficacy analysis)

High High Low 125 High High High 25

Site does not send all 
required documents to 

pharmacy for blinded IP 
shipment

High High Low 125

Multiple study drugs 
results, multiple sponsors 

may lead to incorrect 
SUSAR assessments

Medium High High 15

TABLE 1. SUBSET OF RISK ASSESSMENT FOR PHASE III ONCOLOGY TRIAL

SOURCE: MANA RBM
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Using Real-World Data 
in Patient Recruitment

The growing availability of RWD, including 
EHR, claims, disease registries, and device-
collected health data, alongside new data science 
techniques to combine, protect, and share health 
data, have led to multiple applications in the 
new drug development process and in the man-
agement of a drug’s lifecycle. For example, in 
clinical research and operations, RWD is used 
to validate hypothesis, write clinical develop-
ment plans, support study design, validate study 
protocols, and obtain information on study fea-
sibility. This synopsis is focused on applying 
RWD on patient recruitment for a clinical study.   

EHR adoption in clinical care has become 
more prevalent globally. EHR systems are also 
an integral part of clinical research. Systematic 
enhancements enable investigators to search 
for patients matching the study criteria. The 
federated EHR (FEHR) research model, devel-
oped within the European Innovative Medicine 
Initiative (IMI; EHR4CR project 2011-2016), 
provides trustworthy, real-time services via de-
identif ied, aggregated EHR data from a grow-
ing network of healthcare organizations (HCO). 
The FEHR model provides a new level of HCO 
engagement since the data remains where it was 
created and in full control by the individual 
HCOs in the network. 

Investigators using the FEHR model can 
mine the data and identify patients beyond their 
own clinic to others within the network. To help 
investigators go beyond the source of patients 
already known by HCOs, one complementary 
option is RWD-driven digital advertising to 
reach suitable study candidates. Whereas tradi-
tional digital advertising often results in burden-
some screening activities for sites, RWD-driven 
digital outreach allows for enhanced target-
ing of suitable and motivated leads that can be 

referred to sites. This combination of FEHR 
technology and RWD-driven advertising offers 
synergies to boost the capability of f inding and 
recruiting patients.

Accessing a growing RWD ecosystem, includ-
ing consumer and behavioral data, and applying 
new data science techniques to protect, connect, 
and securely exchange matching data records, 
provides sponsors and researchers innovative 
ways of depicting a holistic patient view beyond 
clinical prof iles found in an EHR system. Re-
searchers can now isolate representative clinical 
cohorts using EHRs followed by a smart model-
ing technique matching the clinical cohort with 
predictable consumer markers, resulting in an 
expanded “look-a-like” pool of potential trial 
participants. The enlarged audience can be 
transitioned through a multiple-step matching 
approach using self-assessment questionnaires, 
healthcare professional interviews, and struc-
tured data matching against a patient’s medical 
record retrieved digitally.

The ability to model a suitable cohort using 
RWD and safely connect, qualify, and scale with 
measurable outcomes is a critical step forward in 
further improving the precision of isolating the 
right audience for a trial. Access to a large num-
ber of patients combined with smart-matching 
techniques are means for researchers to ensure 
a diverse study population and allow for a more 
strategic approach to clinical study manage-
ment. Additionally, it represents a new way of 
connecting the general public with opportunities 
to learn and engage in clinical research as one 
option of care. This approach is particularly 
attractive for sponsors and CROs using virtual 
sites and conducting decentralized studies since 
it requires global reach of prospective subjects 
without borders. 

The challenges of finding a large, representative patient sample for a study remain the biggest 
in drug and vaccine development. Identifying patient candidates via electronic health records 
(EHRs) has become increasingly powerful. However, complex study protocols, strict patient 

definitions, along with the mandatory sample size often require investigators to look for patients 
outside of the healthcare provider system to complete the study on time. A combination of real-world 
data (RWD) sources can be used to identify proxy measures enabling outreach for a study without 
jeopardizing privacy rules or directly targeting individuals.
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