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COVID Overload in Research

There’s been quite an overwhelming 

amount of industry-specific information 

regarding COVID-19 the last few weeks. It 

appears there are a number of patient regis-

tries from specific medical associations, as well 

as others such as the LabCorp/Ciox Health pa-

tient data registry. There are companies offer-

ing de-identified data to support clinical care or 

clinical research decisions, including Ancestry 

and Cerner. There are clinical trials service 

providers, including WCG and Bio-Optronics, 

offering internal benchmarking data on in-

vestigative sites, as well as investigative 

site survey data from Contiuum Clinical and 

Clinical SCORE. Consortiums have formed 

such as the COVID-19 Research Database, 

a secure repository of HIPAA-compliant, 

de-identified patient-level data sets, and 

EndPandemic National Data Consortium, 

with the goal of integrating data from all ongoing and future clinical stud-

ies to accelerate analysis on COVID-19 and SARS-CoV-2 research. 

This list is not comprehensive. 

Further, Jill Wechsler writes in this article, see https://bit.ly/3f8D0KY, 

which as an aside lists even more websites that identify and track 

research on COVID therapies and vaccines—the many competing re-

sources has led the NIH to form a broad public-private partnership to 

collaborate on prioritizing and coordinating research on COVID-19 drugs 

and vaccines. 

And that’s where we are. When the dust settles we will have a bevy 

of COVID-19 clinical trials listing trackers, with patient recruitment 

matching capabilities, with a number of patient registries, and de-iden-

tified patient-level health data sets that don’t talk to each other? The 

industry has that now, it’s just not COVID-specific. On top of that, is the 

clear need for integrated real-world evidence to help with both clinical 

care response, as well as informing therapeutic intervention in real-time.

Our Back Page op-ed contributors, Ülo Palm, MD, PhD, senior vice 

president, digital sciences for Allergan, 

and Iya Khalil, PhD, co-founder and CCO, 

GNS Healthcare, urge the use of AI to get 

to those more informed evidence and 

therapeutic decisions, not only in COVID, 

but moving forward as a whole in drug de-

velopment. Co-founder and CEO Michelle 

Longmire, MD, of Medable, in our Q&A, envi-

sions a way forward in drug development 

where decentralization of trials will lead to less expensive studies that 

can capture more long-term outcomes data, as well as increased par-

ticipation, to boost innovation in therapies. 

Clearly, we need change. Industry experts and observers have been 

saying that for years and many calling for disruption. Well, this is disrup-

tion. Is industry going to go back to its old ways, or will the pandemic 

result in lasting positive change? 

LISA HENDERSON
Editor-in-Chief

Is industry going to go 
back to its old ways, or 
will the pandemic result 
in lasting positive change? 
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WASHINGTON REPORT

MORE COORDINATION 
SOUGHT FOR EXPLODING 
COVID-19 R&D EFFORTS
With hundreds of clinical trials for potential 
coronovirus therapies in the works—and 
even more in development—concerns have 
mounted about the emergence of conflict-
ing data, useless results, and wasted ef-
forts from multiple overlapping efforts. In 
response, the National Institutes of Health 
(NIH) announced a broad public-private 
partnership (PPP) to collaborate on prioritiz-
ing and coordinating research on COVID-19 
drug and vaccine candidates (see https://
bit.ly/3aXGFYF). The Accelerating COVID-19 
Therapeutic Interventions and Vaccines 
(ACTIV) initiative has support from a number 
of federal agencies, and some 16 pharma 
and biotech companies are participating 
through the Foundation for the National 
Institutes of Health (FNIH). 

NIH Director Francis Collins emphasizes 
the importance of bringing “unassailable 
objectivity” to swiftly identify the most 
promising compounds from multiple stake-
holders. Those priority therapies should 
gain fast and efficient regulatory oversight 
and vetting, moreover, through the involve-
ment of FDA and the European Medicines 
Agency (EMA) in the partnership.

This initiative builds on earlier efforts, 
such as the COVID-19 Therapeutics Ac-
celerator  launched in March by the Bill 
& Melinda Gates Foundation to drive col-
laboration among drugmakers, regulators, 
and non-governmental organizations (see 
https://gates.ly/2WuFZ7U). In addition, more 
than a dozen biopharma companies formed 
the COVID R&D consortium to share public 
information on research efforts, while sev-

eral international organizations are coordi-
nating clinical trials and developing master 
protocols (see https://bit.ly/2xy9rlb). 

ACTIV priorities
The new NIH-based partnership appears 
poised to advance collaborative research 
more extensively, with industry and gov-
ernment partners providing infrastructure, 
subject matter expertise, and funding to 
identify top priority candidates for ad-
vanced testing. FNIH will manage an ACTIV 
steering committee to develop an inven-
tory of potential candidates, launch master 
protocols with a single control arm, and 
set criteria for ranking potential candidates 
for first-wave and subsequent evaluation. 
Another subgroup will set standards for 
preclinical evaluation methods through a 
central repository to assess models, ex-
tend high-throughput screening facilities, 
and compare approaches for identifying 
informative assays. And a third group will 
tap NIH’s extensive clinical trial network in-
frastructure to build capacity for expediting 
trials and to study different populations and 
disease stages. 

To advance vaccine development, an-
other ACTIV group will form a collaborative 
framework to map epitopes and develop 
assays, establish protocols for sampling 
and immunological analyses, collect clini-
cal data on immunological responses and 
endpoints, and engage with regulators on 
surrogate endpoints for clinical evaluation. 

ACTIV ’s init ial goal is to select six 
to  eight compounds for clinical trials 
that assess different mechanisms of ac-
tion, Collins explained in a recent webinar 
sponsored by the Duke Margolis Center 

for Health Policy (comments available at 
https://bit.ly/3fc45gi). He noted that the 
working groups met in early April to start 
the process of identifying the highest po-
tential therapies, particularly those where 
manufacturing scale-up won’t be a major 
roadblock. The candidates will include anti-
virals with well-established mechanisms 
of action, immune therapies, and immune 
suppressants for patients with advanced 
lung disease. 

Establishing “really organized clinical trial 
capacity” is critical to be able to slot prom-
ising compounds into networks utilizing 
master protocols, Collins emphasized. Even 
if current studies of existing therapies such 
as Gilead’s remdesivir show benefit, he pre-
dicts a strong need for combination thera-
pies going forward.

FDA is deeply engaged in all these work-
ing groups to ensure that the group’s clini-
cal studies will meet regulatory standards. 
And it’s all moving “at rocket pace,” Collins 
observed, with the goal of identifying two 
to three promising therapies by July or Au-
gust for further testing in the fall. A main 
benefit of this initiative, he noted, is that 

“all stakeholders are together around the 
table.” Biopharma companies are “not just 
pushing their own candidates,” he noted, 
and are offering clinical trial capacity “to get 
this done.” 

— Jill Wechsler

Widespread research activity is available 
from these and other organizations:  
  

• The University of Oxford Center for 
Evidence-Based Medicines lists more 
than 1000 clinical trials at http://
covid19.trialstracker.net/index.html
 

• Bill & Melinda Gates Foundation 
with Cytel identifies more than 600 

trials in the US and other regions 
at https://covid19-trialscom

• TranspariMed offers a guide to multiple 
trials at https://www.transparimed.org/

• BioCentury tracks vaccines and 
therapeutics in its COVID-19 Resource 
Center, https://www.biocentury.com/
clinical-vaccines-and-therapies

• World Health Organization: https://www.
who.int/emergencies/diseases/novel-
coronavirus-2019/global-research-
on-novel-coronavirus-2019-ncov/

• Regulatory Affairs Professionals 
Society: https://www.raps.org/news-
and-articles/news-articles/2020/3/
covid-19-therapeutics-tracker

MULTIPLE WEBSITES IDENTIFY AND TRACK RESEARCH ON COVID

https://bit.ly/3aXGFYF
https://bit.ly/3aXGFYF
https://gates.ly/2WuFZ7U
https://bit.ly/2xy9rlb
https://bit.ly/3fc45gi
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https://www.raps.org/news-and-articles/news-articles/2020/3/covid-19-therapeutics-tracker
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EU REPORT

EMA WINS POINTS                   
FOR ITS COVID-19             
RESPONSIVENESS
Europe may not be winning huge praise yet 
for its response to the COVID-19 pandemic—
embroiled as it is by divisions over every-
thing from sharing resources to exit strate-
gies—but the European Medicines Agency 
(EMA) is coming out of it with flying colors, 
particularly for its timely responses to drug 
developers’ and clinicians’ needs.

One was its judicious reminder last 
month of the risk of serious side effects 
with chloroquine and hydroxychloroquine, 
in the face of growing advocacy—including 
from US President Donald Trump—for its 
use in treating the novel coronavirus. EMA 
points out that these products are known 
to potentially cause heart rhythm problems 
that could be exacerbated at high dose or if 
combined with azithromycin or other medi-
cines that have similar effects on the heart, 
as well as side effects on the liver and kid-
neys and nerve cell damage that can lead to 
seizures and hypoglycemia. 

“Clinical data are still very limited and 
inconclusive, and the beneficial effects of 
these medicines in COVID-19 have not been 
demonstrated,” EMA says. “A number of 
large, randomized clinical trials are look-
ing at the benefits and risks of chloroquine 
and hydroxychloroquine in patients with 
COVID-19,” but “results from large, well-
designed studies are needed to make any 
conclusions.”

EMA’s engagement goes way beyond 
warnings, however. Already in March it cre-
ated the COVID-19 pandemic task force, to 
manage and coordinate discussions on rel-
evant product development, authorization 
and surveillance, and to conduct post-au-
thorization follow-up of relevant authorized 
products. In particular, it is helping to meet 

the new challenges of the current health 
threat in the complexity of the disease, the 
variety of potential or repurposed medici-
nal products for prophylaxis or treatment, 
and the need for rapid clinical trials across 
Europe.

In April, EMA produced updated guidance 
for medicine developers and pharmaceuti-
cal companies to help speed up medicine 
and vaccine development and approval for 
COVID-19, advising on how they should ad-
dress the regulatory challenges arising from 
the pandemic. This encourages develop-
ers of potential vaccines or treatments to 
contact EMA as soon as possible to discuss 
their strategy for evidence-generation. Sci-
entific advice is free of charge and can be 
fast-tracked for potential novel coronavirus 
treatments or vaccines, the agency reminds 
developers. It is urging the EU research 
community to prioritize large randomized 
controlled clinical studies as the most likely 
to generate the conclusive evidence needed 
to enable rapid development and approval 
of potential treatments, and to include all EU 
countries in these trials. And it is encourag-
ing the pooling of EU research resources 
into large-scale, multi-center, multi-arm 
clinical trials.

EMA has also produced advice for spon-
sors of other clinical trials affected by the 
pandemic, covering how they should adjust 
trial management during the pandemic—
in situations where, for example, protocol 
deviations are needed for dealing with the 
need for isolating participants, or for limited 
access to public spaces or the reallocation 
of healthcare professionals. It outlines some 
regulatory flexibilities that can be applied 
to help pharmaceutical companies cope 
with the consequences of the pandemic, 
ranging from marketing authorizations and 
regulatory procedures to manufacturing 

and importation of active pharmaceutical 
ingredients and finished products, and from 
quality variations to labeling and packag-
ing requirements. “EMA will be flexible and 
pragmatic during the assessment of af-
fected clinical trial data submitted as part 
of marketing authorization applications”, it 
adds, encouragingly.

The agency is taking a leading part in 
a new series of meetings of the Interna-
tional Coalition of Medicines Regulatory Au-
thorities, being convened biweekly to allow 
medicine regulators worldwide to exchange 
information and work together in speeding 
COVID-19 medicine and vaccine develop-
ment and approval. It has launched, also in 
April, a fast-track monitoring system to help 
prevent supply issues with crucial medicines 
used for treating COVID-19 patients.

And EMA’s staff—already strained by the 
shift from London to a temporary home in 
Amsterdam, and then a further shift into its 
new custom-built premises, as well as by 
staff sickness related to COVID-19—not only 
gave up their Easter break to keep essential 
work going to combat the pandemic, but 
they will also worked through the Spring hol-
iday that was between April 27 and May 1.

As Shakespeare, whose birthday was cel-
ebrated last month, might have said of the 
agency: 

“By how much unexpected, by so much
we must awake endeavor for defense;
For courage mounteth with occasion.”

— Peter O’Donnell

http://www.appliedclinicaltrialsonline.com/
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Q&A

QUALITY AMID THE CHAOS: 
BREAKING DOWN BARRIERS TO 
NEW DATA CAPTURE MODELS
Medable, a decentralized clinical trial digital 
platform company, was co-founded in 2014 
by Michelle Longmire, MD, who is also its CEO. 
The company has shown consistent business 
growth, but the ongoing COVID-19 pandemic 
has brought its services to the forefront. In 
the following Q&A, Longmire discusses her 
background, Medable, and how research will 
be transformed by the pandemic. 

Can you give a brief history of how 
you became a physician-turned-
CEO of a decentralized clinical 
trial digital platform company?
Michelle Longmire: I was a physician sci-
entist at Stanford and was researching the 
epigenetics in a very rare disease in identi-
cal twins, which is inherently a challenge for 
researchers.

Through that research, I realized that the 
clinical setting had limitations. We were lim-
ited to patients in the immediate geographic 
area. Also, there’s a lot of health data that 
isn’t effectively captured. I realized there was 
an opportunity to build a new kind of suite of 
technologies that would open the door for a 
much broader set of research participants 
and participation. This technology would dra-
matically impact the quality of data, captur-
ing real-time data that we would normally 
only capture on a very sporadic basis, and in 
a much more continuous or true-to-life way.

Being at Stanford, where entrepreneurship 
is part of the lifeblood, and then the com-
ponent parts of Silicon Valley from investors 
and other startups, the idea that you could 
start a company is much higher here, be-
cause you’re surrounded by the people who 
are actually doing it. I had to decide whether 
this work would be best done in the setting 
of academia or the setting of a private com-
pany. And I realized I was more aligned with 
the entrepreneurship mindset, which is one 
where you start from scratch and there are 
no structural limitations, outside of yourself. 
So, through that, I started the company, got 
funding, and built this awesome team that 
we get to work with on a daily basis.

There has been a lot of talk about 
remote, decentralized, and virtual 
trials for some time. What have 
been the true barriers to adoption 
that you have observed?

Longmire: We started out with this idea that 
through a mobile application, patients could 
participate in research anytime, anywhere. 
That was furthered by Apple with its work 
on Apple ResearchKit, which showed we 
don’t have to limit participation to a couple 
hundred people. When we go directly to par-
ticipants through mobile devices, we can get 
hundreds of thousands to millions of par-
ticipants. That reframed research, but was 
much more on an observation basis. How-
ever, taking a registration and conducting 
Phase II and Phase III studies in the context of 
direct-to-patient or patient in the home has 
evolved since then. 

We’ve had to answer “how do we cap-
ture data that can be submitted to a health 
authority for a drug trial with high enough 
quality or even better quality, in this new 
setting?” That has changed over the last 
two years and specifically over the last cou-
ple months due to COVID-19. It went from 
a nice-to-have, to truly the only option for 
continuing to capture this type of data and 
to enable this type of healthcare delivery.

Now, with the COVID-19 
pandemic, many are saying that 
the experience will finally push 
industry toward a new way of 
working. What are your thoughts?
Longmire: Necessity is the mother of in-
vention and even the mother of adoption, 
when it comes to this pandemic. Some of 
these new technologies and processes had 
already been invented, but not fully adopted 
because there was fear that the other way 
was safer. So, now when there’s no other 
way, you can prove it works; you have valida-
tion. I think everyone has been waiting for 
the proof. We needed to generate the proof 
that decentralized trials and remote or vir-
tual research could be done well, safely, and 
conveniently.

There’s no question that these new ap-
proaches work, and work better—in some 
cases—than traditional methods, so I don’t 
see the industry reverting at the scale we 
had traditionally done. 

Medable and its partners are now work-
ing to ensure every site has telemedicine 
as a basic capability to provide remote care, 
because you never know when you’re going 
to need that. Moving forward, it will be a 
core clinical continuity/preparedness mea-
sure. We will also see very thoughtful and 

scaled planning around hybridization and 
decentralization for upcoming and in-flight 
clinical studies.

What specific examples during the 
early days of the pandemic from 
your company give you a signal 
that industry will be able to tip the 
scales toward decentralized trials?
Longmire: In the first couple of days, ev-
eryone from existing partners to totally new 
partners were calling us around the clock 
looking for help. We created a workstream for 
rapid validation and qualification of individual 
studies, as well as partners, so that we could 
deploy technology quickly. What was never 
thought possible before was suddenly turned 
around in a matter of days to a week. We 
literally turned months-long timelines into 
days—and this was key, as was the ability 
to deploy technologies with necessary pro-
cesses around patient data privacy, security, 
and data quality. 

One new partner wanted to go live in 
Italy during the peak of the COVID outbreak 
there. They had a critical visit the next Mon-
day on a hard-to-recruit trial, and they re-
ally wanted to ensure they could capture 
the data from the patients who were set 
to come in that next week. We were con-
tacted the Monday prior, and we worked 
day and night to launch that next week. We 
deployed pager monitoring and devices 
and trained the physicians and the site staff 
over the weekend, in their homes and us in 
our homes, but we got everything off the 
ground. We also learned where the road-
blocks were and that helped us develop a 
much more efficient process.

Michelle Longmire, MD

http://www.appliedclinicaltrialsonline.com/
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There is a divide of resources 
going toward COVID research, and 
resources for the in-flight studies. 
What is Medable doing toward 
the COVID-19 research end? 
Longmire: We have seen a huge influx of 
biotechs and sponsors who want to do clini-
cal trials on investigational treatments for 

COVID, either vaccines or interventions. Be-
cause we realize we needed to be able to 
move faster than we were before, we cre-
ated ACCESS, as a research superhighway. 

ACCESS is an existing or master protocol 

and technology system, where participants 

all over the United States who are engaged 

in active clinical trials collect key baseline 

data so ACCESS can match participants 

to new trials (https://access.medable.com). 

Next, the system dynamically enables par-

ticipation through the same mobile appli-

cation. We can onboard and launch new 

studies for biotechs through the system in a 

matter of a week or two, versus a standard 

startup timeline, where eight weeks would 

be considered short. 
The ACCESS initiative, which is short for 

American COVID-19 Collaborative Enabling 
Seamless Science, also includes BioIntel-
liSense, Datavant, Parexel, PWNHealth, and 
the American Heart Association’s Center for 
Health Technology and Innovation. 

The concept of a master protocol and 
an existing framework or research super-
highway accelerates participation for those 
already moving down the research pathway 
and facilitates a much faster drug develop-
ment process. 

— Staff Report

COMPANIES LAUNCH NEW 
FRAMEWORK TO SPEED UP 
COVID-19 RESEARCH
Medable, Inc. has unveiled a multi-company 
research framework to accelerate devel-
opment of diagnostics and treatments for 
COVID-19, providing individuals fast access 
to participate in leading-edge research for 
diagnostics, health monitoring, and inter-
ventional clinical trials. The ACCESS initia-
tive—short for American COVID-19 Collabor-
ative Enabling Seamless Science—provides 
a mobile consumer application and secure 
infrastructure to quickly connect health re-
searchers and trial teams with up to millions 
of home-bound individuals in the U.S.

ACCESS makes it easy for individuals to 
contribute specific information about their 
COVID-19 experience, combine it with health 
records and data from wearable devices, and 
opt in to participate in current and future stud-
ies for diagnostics, treatments, and vaccines.  

Change order fees relief 
Trial technology company Clinical Ink has 
announced a wide-ranging Study Assurance 
Program to minimize financial impact of the 

disruption from COVID-19 on new and existing 
clinical trials. Contracting adjustments include 
change order waivers of all platform licensing 
and help desk fees for a period of up to three 
months for all current and new studies.

“This is a time to show that patients actu-
ally matter—it’s not just about money,” said 
Clinical Ink CEO  Ed Seguine. “Clinical Ink is 
putting patients first by proactively waiv-
ing potentially millions of dollars in change 
orders so that new and current studies can 
continue without our customers having costs 
increase both now and in the long run. I in-
vite other clinical technology and service 
providers to make a similar pledge so that 
our combined efforts can help ensure pa-
tients truly do come first.”

‘Knockdown’ initiative launched
AUM LifeTech, Inc., a preclinical stage biotech 
company developing RNA therapeutics, and 
AUM BioTech, LLC, a genetic research startup, 
have jointly launched a research program 
called  Knockdown Coronavirus  with a goal 
of developing a treatment for COVID-19. Un-
der this initiative, the two Philadelphia-based 
companies are offering self-delivering RNA si-

lencing research products, powered by FANA 
ASO technology, to the global coronavirus re-
search community to facilitate research and 
fast-track therapeutic development. 

AUM LifeTech  is currently working with 
collaborators on developing a treatment for 
COVID-19 AUM BioTech’s gene silencing re-
search tools have the capability to selec-
tively  knockdown RNA of the virus.  Further, 
its RNA targeting technology can be used 
to perform high-throughput genetic screen-
ing to identify the function of viral and 
host genes and help identify new targets for 
COVID-19 therapy development. 

Advarra acquires IRBco
Advarra, a provider of institutional review 
board (IRB), institutional biosafety commit-
tee (IBC), research technology solutions, and 
quality and compliance consulting services 
has acquired IRB Company, Inc. (IRBco), an 
AAHRPP-accredited central IRB that has con-
ducted research reviews in the U.S. since 
1981. Advarra continues to expand its pres-
ence as the largest provider of integrated IRB 
services in North America.

— Staff and wire reports

There’s no question that these new approaches 
work, and work better—in some cases—than 
traditional methods, so I don’t see the industry 
reverting at the scale we had traditionally done.   

https://access.medable.com
http://www.appliedclinicaltrialsonline.com/
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SECOND ‘CURES’ BILL   
PROMOTES PANDEMIC 
PREPAREDNESS
Congressional leaders are developing the 
next version of the 21st Century Cures Act, 
including provisions to advance research 
related to the COVID-19 crisis as part of 
initiatives for bringing innovative therapies 
to market faster (see https://bit.ly/2SKfA4S). 
A concept paper for a Cures 2.0 legislative 
package was recently unveiled by Reps. Di-
ana DeGette (D-Colo.) and Fred Upton (R-
Mich.), who sponsored the Cures bill of 2016. 
It calls for a national COVID-19 testing and 
response strategy, with specifics for devel-
oping and administering vaccines and thera-
peutics and for modernizing and expanding 
U.S. biopharma manufacturing capacity to 
provide needed treatments for patients on a 
timely basis (see https://bit.ly/2xHY0Y6).

Cures 2.0 continues and updates some of 
the main themes of the first Cures Act: sup-
port development of treatments for rare dis-
eases, patient-focused drug development, 
diversity in clinical trials, expanded use of 
digital health systems, increased health lit-
eracy, and utilization of real-world data. FDA 
guidance would clarify methods for col-
lecting post-market real-world evidence for 
products approved under accelerated ap-
proval pathways, and federal grants would 
support organizations that aide patients 
with rare diseases to facilitate patient par-
ticipation in clinical trials. A public education 
campaign, moreover, would aim to counter 

concerns about the safety of vaccines to 
promote widespread vaccination. 

Another goal is to boost industry invest-
ment in developing new antibiotics. Be-
cause these treatments are costly and un-
profitable for biopharma companies to test 
and market, the legislation proposes addi-
tional financial support for both  pre-market 
studies and post-market production and 
subsidized higher reimbursement rates for 
antibiotics that address critical needs. 

Federal government reimbursement and 
coverage for important new therapies would 
advance through earlier communication on 
upcoming breakthrough drugs by FDA and 
the Centers for Medicare and Medicaid Ser-
vices (CMS). The final bill aims to outline 
additional proposals for modernizing CMS 
coverage policies, particularly related to 
reimbursement for cell and gene therapies 
and treatments for very small patient popu-
lations. 

To further promote diversity in clinical 
trials, the new Cures legislation also sup-
ports efforts to modernize the clinicaltrials.
gov website to make it easier for patients to 
identify studies open to enrollment. The aim 
is to make it easier for individuals to search 
for relevant studies and to understand en-
rollment criteria and study requirements. 
The National Library of Medicine (NLM) at 
the National Institutes of Health (NIH) has 
launched a modernization campaign for the 
20-year-old clinicaltrials.gov website with 
the aim of streamlining and clarifying the 

process for trial sponsors to list and up-
date study data and for patients to search 
for and retrieve desired information (see 
https://bit.ly/2We4YxB). A range of propos-
als were discussed late last month at a NLM 
public meeting on the clinicaltrials.gov mod-
ernization effort.

Reps. DeGette and Upton also back a 
proposal to boost federal support for aca-
demic and independent medical research 
centers and laboratories that have been 
slowed or shuttered by the pandemic. A 
group of more than 150 lawmakers recently 
urged Congressional leaders to provide $26 
billion in an anticipated fourth COVID-19 
relief package to support important bio-
medical research programs (see https://bit.
ly/2WdHhpe). The funds would help sup-
port researcher salaries, core research fa-
cility operating costs, and fellowships and 
research grants, as part of a strategy for 
preserving U.S. scientific infrastructure and 
protecting innovation. 

Similarly, some of the Cures 2.0 provi-
sions related to advancing research and 
regulatory policies designed to combat CO-
VID-19 may be enacted more quickly as part 
of additional pandemic support legislation. 
Even so, the sponsors aim to introduce the 
full legislative package this year in order to 
gain enactment before Congress is under 
pressure to debate and approve the next 
FDA user fee renewal legislation in 2022. 

—  Jill Wechsler

https://bit.ly/2SKfA4S
https://bit.ly/2xHY0Y6
https://bit.ly/2We4YxB
https://bit.ly/2WdHhpe
http://www.appliedclinicaltrialsonline.com/
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CONTACT US   clinical@iqvia.com
For technical questions about this webinar,  

please contact Kristen Moore at KMoore@mmhgroup.com

The outbreak of COVID-19 has affected each of us in many ways. In 
clinical trials, site visits by patients, CRAs and site personnel has been 
severely restricted or cancelled.  This fast-changing situation has led 
us to re-evaluate how we adapt our monitoring models to continue to 
help our customers bring potential healthcare treatments to patients.
 
Join this timely and insightful webinar to understand how we are 
coordinating with local health authorities and customers to deploy, 
when appropriate, our services and technologies to further increase 
remote-based CRA and centralized monitoring for trials, remote 
patient visits (aka virtual trials), supply logistics and other remote 
interactions between patients and HCPs to enable study continuity on 
a global basis.

Learn how the use of technology and innovative approaches is 
keeping clinical trials on track while enhancing the safety and quality 
of those involved by automating digital processes, including: 

• Delivering transformative tools like IQVIA COVID Active Research 
Experience (CARE) Project and COVID-19 Trial Matching Solution

• Conducting active/on-going risk assessment and mitigation 
exercises

• Rapidly implementing remote and risk-based monitoring principles  

• Utilizing IQVIA’s virtual trials execution platform Study Hub to enable 
televisits and eDiary

Register today and hear how companies are transforming their 
processes and driving continuity in their clinical development efforts!

Three Key Takeaways: 

• COVID-19 is impacting clinical trials, but IQVIA is helping sponsors 
keep trials on track with new process models, tools and platforms to 
advance the development of treatments and vaccines against this 
disease 

• Implementing remote monitoring in a virtual trial approach, IQVIA 
is enhancing patient, site and CRA safety while maintaining trial 
timelines

• Technology with automated processes are helping to rapidly pivot 
traditional monitoring models into remote and virtual elements and 
lend continuity of trial conduct
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Clinical Trial Continuity through the COVID-19 Pandemic
Learn how IQVIA is helping to keep clinical trials  
moving forward in today’s current environment 

Presented by:

Sponsored by:

Rajneesh Patil 

Senior Director, Head  
– Process Design & Analytics, Centralized 
Monitoring Services, IQVIA

Christopher Varner  

Virtual Trials Project Manager, IQVIA

MODERATOR: 

Elaine Quilici 

Senior Editor, Applied Clinical Trials

View now for free!

www.appliedclinicaltrialsonline.
com/act_p/pandemic

On-demand webinar 

Aired May 7, 2020
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DATA 
MONITORING

DMCs: Maintaining Data 
Integrity in COVID-19 Climate
Craig McLendon

S ince the outbreak of COVID-19, there has been 

disruption to clinical trial management including 

missed patient visits and assessments, laboratory 

tests not being performed and submitted, and lapses 

in study drug administration. Investigative site closures 

and patient non-attendance will raise the issue of best 

practice for restarting studies and sample sizes may 

need to be reviewed with statistical guidance as pos-

sible gaps occur.  

All of these factors pose risks to the integrity of trial 

data and it is expected that these challenges will impact 

clinical trials for at least four to five months. Whenever 

feasible, sponsors are both ethically and economically 

obliged to continue ongoing trials, and ensuring that 

decisions around protocol revisions and other trial ad-

justments are properly captured and documented is es-

sential to the scientific integrity of the trial.

What are the regulatory 
authorities advising?
Competent authorities are urging sponsors to utilize 

data monitoring committees (DMCs), if not already part 

of the study design, and regulatory agencies are issuing 

new and updated guidance as the situation evolves. The 

European Medicines Agency (EMA) has recommended 

that trials without a DMC should establish one now to 

help monitor subject safety and trial disruptions caused 

by the pandemic.1 

EMA has also suggested that ongoing studies con-

sider undertaking an interim analysis, examining the 

validity of the trial by the DMC. The DMC should examine 

trial outcomes that have the potential to be impacted by 

the presence of different trial populations: 

• Some patients completed the trial before the start of 

the pandemic. 

• Some will have been ongoing during the pandemic 

and have been impacted by the associated measures. 

• Some will be enrolled as normal activities resume af-

ter the end of the pandemic. 

These timings and measures will be country- and re-

gion-specific. Measures taken in relation to the COVID-19 

pandemic may interfere with study treatments. An interim 

analysis would enable the DMC to identify and address 

such concerns. For instance, assessing the impact of 

missing primary endpoint data, treatment gaps and dis-

continuity, and serious adverse events related to hospital-

ization due to infection and missed imaging assessments. 

EMA has also recommended that existing DMCs consider 

updating their charters in order to broaden their scope 

and enhance their ability to effectively guide and steer the 

trial during these unprecedented events. FDA guidance on 

the conduct of clinical trials of medical products during 

COVID-192 also indicated that since a primary responsibil-

ity of the DMC in any trial is to assess patient safety, then 

they are well-placed to assess the impact of modifications 

required due COVID-19 conditions. 

The value of a DMC
A properly constructed and well-organized DMC is one 

of the best ways to ensure patient safety, data integrity, 

and appropriate analysis and interpretation of a clini-

cal trial’s data. In addition, DMCs can support objective 

decision-making regarding the study, while minimizing 

potential bias. The DMC charters are focused on pre-

serving the integrity of the trial, and clearly record and 

outline necessary protocol revisions and changes to the 

planned analysis that may be necessary, steps which 

FDA recommended in its guidance outline.3 They will also 

be vital in continuing to monitor patient safety in ongo-

ing studies. 

Regulators are urging the use of data monitoring committees to support 
clinical trial management and decision-making during pandemic.

http://www.appliedclinicaltrialsonline.com/
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While it is important to assess each trial for suitability, a DMC 

could also potentially make recommendations on patients’ eligibility 

to remain in the study after missed visits or dosages, interactions 

from other medicines taken during the course of the trial, sample 

size adjustments, and other induced potential biases. 

Depending on the therapeutic area targeted in the study, there 

may be a need for new table listings that would support DMC deci-

sion-making. The DMC has the ability to look across various subsets 

of the trial and different countries and regions to evaluate any dif-

ferences in the treatment groups based on exposure and infection 

rates. 

Looking ahead, having a DMC could also be instrumental in help-

ing study teams navigate considerations in restarting trials as the 

pandemic recedes, by reviewing possible adjustments in sample 

size and protocol revisions. Many of the changes would have to be 

approved by local ethics, institutional review boards (IRBs), and regu-

latory agencies, but the input and documentation from DMCs could 

help pave the way for pragmatic approaches and solutions adapted 

to the circumstances.

Furthermore, DMCs and associated adjudication committees 

could be important in evaluating cardiac events, as many COVID-19 

patients are presenting with elevated cardiac markers and ECG 

tracings consistent with myocardial infarction changes that could 

confound the data.3 DMCs could also help in making sure that trial 

endpoint definitions were updated to include clear and stringent lan-

guage when determining whether hospitalizations or other endpoint 

events were COVID-related or not. 

By creating or revising a charter with good, well thought out, and 

tight definitions and applying these to source data from the site, the 

event adjudication committee (EAC) can make decisions that the trial 

team can be confident in and would support the final findings. 

Considerations in setting up a DMC 
If a sponsor is unfamiliar with DMCs, it is advisable to seek advice on 

setting up and managing this activity effectively. This support can 

extend to access to proven processes in charter development and 

connectivity into an already established global network of recog-

nized thought leaders and physicians to serve on these committees. 

All of this can save valuable time during this evolving and dynamic 

period. Outsourcing the DMC can also avoid perceived bias in analy-

sis and interpretation of the trial results, which is important in main-

taining data integrity.  

The use of technology is another consideration. There are elec-

tronic adjudication systems on the market that have real-time status 

reporting, and this enables the delivery of a streamlined, efficient, 

and transparent process for accurate event collection, with high 

quality results in a timely fashion.  
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RISK-BASED 
QUALITY 

MANAGEMENT

The RBQM Implementation 
Journey: A Case Study
Johann Proeve, PhD

Even though the ICH GCP E6 R2 guideline had been 

released quite some time ago, companies still 

struggle with “taking a risk-based approach” to 

monitoring and quality management. The implementa-

tion of the commonly perceived “abstract” guideline 

seems challenged by the lack of practical experience 

and knowledge helping those supposed to convert the 

requirements into a day-to-day routine move forward 

more quickly.

Originally, everybody was under the impression that 

this guideline is mainly looking into risk-based monitor-

ing (RBM), i.e., a process to reduce source data verifica-

tion and, as a result, save on monitoring resources while, 

in turn, not jeopardizing the quality of the data. Rapidly, 

it became clear that this understanding would mean 

to jump too short. For that reason, the term risk-based 

quality management (RBQM) had been introduced, mov-

ing away from the unilateral view of just monitoring. 

RBQM starts already at the development level of the 

target project profile, and subsequently covers the devel-

opment of the protocol, the electronic case report form 

(eCRF), the data structure, the decision on the inclusion 

and exclusion criteria to be applied, the processes around 

the data capture topic (EDC, ePRO, wearables, central lab, 

central ECG, biomarkers, PK data, etc.), the enrollment, 

the data entry, the response to queries, the quality of the 

data generated, and eventually also the processes around 

the data traveling through the many systems. For ex-

ample, from source to EDC, to the backend data manage-

ment system, partially into the CTMS, safety data into the 

pharmacovigilance or safety database and eventually into 

the CDISC SDTM and ADaM database structure.

In real life, study teams, stakeholders, and leadership 

first have to understand the concept, the rationale, and 

the background of the updated ICH guideline before they 

feel confident enough to embrace the RBQM process in-

tegration and are able to contribute to its success. 

As a consequence, Cyntegrity regularly gets ap-

proached by its clients with the request to provide edu-

cation on RBQM process integration, addressing both 

the basic and more advanced aspects of it. About nine 

months ago, Cyntegrity was contacted by Merz Pharma 

with a similar request for professional education. Based 

on the current, revised regulatory view, Cyntegrity of-

fered Merz a four-layer certification program, i.e., the 

MyRBQM Academy White, Green, Black, and Executive 

Belt curricula, and a real-life case study workshop that 

involved the retrospective analysis of an already com-

pleted trial.

The White Belt course: The 
fundamental knowledge
In order to make this fundamental RBQM knowledge 

level accessible to a broad clinical research audience, 

Cyntegrity decided to create a compact online course. 

The beauty of such a format is that everybody can run 

the training self-paced at any time when it is convenient. 

Importantly, such basic training on RBQM is relevant to 

almost everyone involved in the clinical trial arena and  

beyond.

The online White Belt certification covered the main 

aspects of the ICH E6 R2 guideline, as well as the latest ICH 

E8 draft, and provided real-life examples using engaging 

ask-the-expert style video clips. 

This first belt level was received very positively by 

Merz’s e-course participants, i.e., all staff completed the 

course within the expected timeframe. At the end of each 

course chapter, participants had to complete a multiple-

choice quiz. Fortunately, all participants managed to suc-

cessfully complete the quiz at the end of their White Belt 

online course. 

This was important since the successful completion of 

the White Belt course was the prerequisite to attending the 

subsequent belt levels. 

A look at the effectiveness of one training and educational program in 
helping to initiate rollout of risk-based quality management practices.

http://www.appliedclinicaltrialsonline.com/
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The Green Belt course: Identifying 
risks, pinpointing patterns    
This course was set up differently from the White Belt course. Since 

RBQM is a functionally overarching exercise, representatives from 

various functions were invited to this instructor-led training. 

In preparation for the Green Belt course, Cyntegrity reviewed a 

sponsor protocol of a completed study, identified the potential risks, 

determined the key risk indicators (KRIs), and linked them to the risks. 

In addition, Cyntegrity had access to the data from a completed study 

and analyzed the data available with respect to their contribution of the 

study failure. The question to be answered was, if the implementation 

of RBQM prior to the start of the study would have facilitated an early 

detection of the factors driving the study failure.

The sponsor company had been asked to also come prepared to the 

instructor-led workshop, so that the risks the sponsor identified could 

be compared with those risks determined by Cyntegrity. Comparing 

the two sets of risks and risk indicators revealed quickly a rather high 

congruence of the two sets. That means that even a team that had not 

been exposed to RBQM a lot faster can learn what is important and 

what is less important to look at.

Based on this and many other similar exercises, Cyntegrity devel-

oped a list of “gold-standard” KRIs, i.e., a set of KRIs that are applicable 

to most of the clinical studies at Merz and even industry-wide. These 

KRIs included the enrollment over time and the adverse events/serious 

adverse events reporting.

After identification of the risks and the analysis of the respective 

data, the workshop participants looked at the development of the risks 

over time. That means, for example, looking for a point in time when a 

particular site in the study, or several sites, started deviating from the 

expected pattern. Of course, this requires that the underlying system 

permits a rather tight screening of this data, meaning that the system 

must run quite frequently across the respective data. 

It turned out that the system—had it been implemented—would 

have alerted the study project manager earlier on on the factors con-

tributing to the study to fail. The sponsor company—like several others 

we provided training for—had also identified those risks in their studies, 

however, usually too late to act upon them in a timely fashion and with a 

lot of manual effort. 

This hands-on workshop was perceived very beneficial to those 

closely involved in the rollout of RBQM, as well as those supposed to 

manage the system once the rollout had been completed. As many 

recognize, implementation of a new system in an organization requires 

a significant amount of preparatory work and is associated with change 

management, something Cyntegrity covered in the Black Belt course.

Black Belt course: Continuous optimization
Increasingly, pharma, biotech, and medical device companies, as well 

as clinical research organizations, are observing that their programs 

concerning the use of new technology are not achieving their intended 

outcomes. In particular, compliance programs are seen as too expen-

sive, ineffective, and unable to keep up with the new and emerging 

ICH GCP standards and regulations. Compliance appears to be falling 

behind and exposing biopharma companies to unnecessary risk.

So, when planning and implementing improvements to their research 

operations—whether that means creating new processes to ensure 

regulatory compliance or adopting a new piece of technology—it is 

essential that they’re not forgetting the basic principles of change man-

agement. The most difficult part of any initiative is the behavior change 

it calls for, and RBQM is no exception. The implementation of RBQM 

without an implementation strategy is just a wish.

Cyntegrity developed the Black Belt course mainly to address the 

change management aspect when working on a RBQM rollout. The 

course had been created for a subgroup of those people that already 

passed the White and Green Belt courses successfully, and is intended 

for those in charge of a rollout of the processes and tools into the or-

ganization. It addresses the main aspects of change management, the 

various reactions usually surfacing in the staff’s mind when a change 

shows up on the horizon and how to address their concerns in a way 

that they support the change eventually.

In addition, the Black Belt course offered the opportunity to ad-

dress specific questions and situations related to the implementation 

of RBQM in the respective organization, which might be different from 

case to case.

All of the completed educational journeys certainly lived up to Merz’s 

expectation with respect to a successful introduction to the RBQM 

topic, facilitating a sound understanding of the challenges and opportu-

nities associated with RBQM, and even addressing the change manage-

ment topic. 

However, new processes and new technology linked with an initial 

investment also require the buy-in of leadership. To that end, Cyntegrity 

also developed a concise Executive Belt level.

Executive ‘Gold’ Belt course: Calculate your ROI
Other than the first three belt levels, the Executive Belt course espe-

cially focuses on the key performance indicators of the RBQM imple-

mentation, so that leadership fully understands the requirements by 

the health authorities and the benefits for their own organization. 

Using real-world evidence—as explained for the Green Belt course—

helped a lot to highlight the importance and the benefits of RBQM.

In addition to the Green Belt case study analysis, Cyntegrity devel-

oped an RBQM ROI calculator supporting the calculation of the “return 

on investment” performance measure and the benefits of RBQM per-

mitting the user to enter their specific underlying data and calculating 

their resulting ROI. 

Conclusion
Turning the abstract concept of RBQM into practical routines remains 

challenging for most biopharma companies. Overall, the implementa-

tion of RBQM requires a solid preparation. The provision of a set of 

training modules helped the organization—in this case study, Merz 

Pharmaceuticals—to initiate a smooth RBQM rollout. Based on the 

feedback of Merz and other clients, such an educational approach 

would also help others to jump onto this bandwagon and be suc-

cessful in the RBQM arena.

Johann Proeve PhD, is Chief Scientific Officer, Cyntegrity
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RISK-BASED 
QUALITY 

MANAGEMENT

Bridging the Gaps in CAPA 
Planning in Clinical Trials
Linda B. Sullivan

When it comes to implementing corrective and 

preventive action (CAPA) plans in clinical tri-

als, we consistently hear similar frustrations 

from members of the research community year after 

year. They typically identify and implement corrective 

actions, but identifying and implementing preventive 

actions, which aim to minimize risks to other studies, is 

still somehow getting lost in the shuffle.

Even with all the regulations, related guidelines, train-

ings, company policies, procedures, and quality systems 

in place, the same issues keep reoccurring in different 

trials. This happens for several reasons, namely be-

cause, when it comes to root cause analyses (RCAs), 

the correct root causes often aren’t identified beyond 

the individual study being reviewed. More often than 

not, the focus is solely on the tactical issue or issues at 

the study level, rather than also at the system level, or 

across studies. Consequently, issues are frequently only 

resolved within the individual study where they were 

identified, in a tactical way, and not further addressed 

with preventive measures for other, ongoing, and future 

clinical trials. A key reason RCAs are frequently not 

incorporated at the system level is the lack of available 

data on issues across trials. This makes pinpointing the 

systemic root cause(s) very difficult and frustrating for 

organizations that see the same issues and challenges 

—believed to have been previously addressed—pop up 

across their portfolio in other trials.

Getting to the root of the problem
In 2018, the International Council for Harmonization (ICH) 

of Technical Requirements for Pharmaceuticals for Hu-

man Use issued an addendum to update its guideline 

for good clinical practice (GCP). Taking the evolution 

of new technology and use of e-clinical tools into con-

sideration, ICH E6 (R2), as the addendum is commonly 

known, encourages life sciences organizations to pursue 

innovative approaches for conducting clinical trials, spe-

cifically quality by design (QbD) and risk-based quality 

management (RBQM). ICH E6 (R2) also set the expecta-

tion that sponsors and contract research organizations 

(CROs) have systems in place to prevent noncompliance 

and efficiently manage significant deviations with appro-

priate CAPAs. However, regulatory findings worldwide 

consistently reveal that the CAPAs that sponsors, CROs, 

and investigators have in place are insufficient because 

there isn’t enough focus on preventive measures at the 

system level, across their studies. 

In clinical research, quality issues that come up must 

be addressed and resolved in a timely, effective, and 

regulatory compliant manner. When a problem is minor 

and can be immediately addressed with a sufficient 

solution, then the quality issue can be easily resolved. 

However, sometimes issues are more significant and 

complex, and require a CAPA plan. When developing a 

CAPA plan, the quality issues that need to be addressed 

may be isolated or more broadly represented across a 

clinical trial or entire R&D programs. Either way, these 

issues can create risks to clinical trial data integrity and/

or patient safety. 

To assist with systemic RCA, we should ensure data 

and metrics on issues across trials are readily available.  

The missing link
Among the most signif icant changes related to ICH 

E6 (R2) is the introduction of guidance on a new risk-

based approach to the management of quality in clinical 

research. The updated guideline calls for a formal ap-

proach to quality management that embraces technol-

ogy and leverages access to real-time data to drive a 

more structured approach to risk management. Specifi-

cally, in ICH E6 (R2) Section 5.0, quality management now 

Leveraging approaches in RBQM to enable effective 
corrective and preventive action processes.
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includes the efficient design of a trial to avoid unnecessary complex-

ity, procedures, and data collection.

In ICH E6 (R2), the addendum to Section 5.20.1 specifies that “a 

sponsor should perform root cause analysis and implement ap-

propriate corrective and preventive actions,” i.e., CAPA. However, 

a limiting factor is that the preventive actions mentioned here are 

not explicitly linked to the control and reduction of risk in Section 5.0 

Quality Management. 

As an established pathway to identify and implement certain 

preventive actions, RBQM is the missing ingredient in effective CAPA 

plan execution. This risk-based approach to the management of qual-

ity in clinical research helps to ensure that corrective and preventive 

actions tackle the root cause of problems and minimize their reoc-

currence. That’s because the basic premise of RBQM is the identi-

fication of risks on a continuous basis throughout the lifecycle of a 

clinical trial, from design and conduct to evaluation and reporting. 

Application of RBQM approaches can facilitate better, more informed 

decision-making and more efficient utilization of available resources. 

Imagine having access to all this information and knowing where 

things went wrong in the past and the conditions that led to the is-

sues. The value of that knowledge cannot be taken for granted and 

RBQM makes it tangible. For example, when RBQM is part of the 

process from the initial stages, risk mitigation can inherently be built 

into the protocol. Furthermore, in this way, issues related to stan-

dard operating procedures (SOPs) and underlying conditions can be 

mitigated or proactively monitored, minimizing opportunities that 

lead to reoccurring problems. 

Connecting the dots: Bringing 
CAPA and RBQM together
Similar to breaking down data silos, we need to break down the silos 

that exist between CAPA and RBQM teams. Within R&D organiza-

tions, CAPA management often sits on the quality assurance (QA) 

side of the business, while RBQM has 

evolved into its own multi-disciplinary 

area. In practice, it’s as though these 

groups reside in dif ferent countries, 

where they don’t speak the same lan-

guages. Perhaps what’s needed is as 

simple as a translator to help them com-

municate and, ultimately, work together. 

The FDA, the European Medicines 

Agency (EMA), and the ICH all advocate 

using a risk-based approach to monitor-

ing data quality in clinical trials. While 

long touted as a more proactive way to 

reduce risk and improve data quality 

while streamlining costs, RBQM con-

tinues to be implemented in different 

ways, mainly because of the varying 

interpretations of the ICH E6 (R2) guid-

ance. By using current and emerging 

issues to help us understand systemic 

root causes, we can implement preventive actions to reduce risk 

on current and future studies. After all, learning from current and 

emerging issues is a critical part of RBQM.

While the changes in ICH E6 (R2) affect many clinical research 

stakeholders, the greatest impact continues to be on trial sponsors, 

who must ensure that the revisions are reflected in the processes 

and daily practice of study conduct. In bringing the RBQM language 

into ICH E6 (R2), there is an opportunity to improve CAPA processes 

through a clear link between applying learnings from current and 

emerging issues to risk control and reduction at the system level. 

Connecting CAPA and RBQM in this way will enable real-time 

learning about existing risks, as they evolve, in addition to ongoing 

identification of emerging issues and potential threats. Armed with 

this continuous knowledge, sponsors and their CRO and vendor part-

ners will be better equipped to reduce the reoccurrence of issues 

that repeatedly trigger CAPA processes, enabling more focused and 

and efficient trial operations.

Linda B. Sullivan is Executive Director, WCG - Metrics Cham-

pion Consortium; email: lsullivan@metricschampion.org

Connecting CAPA and RBQM in 
this way will enable real-time 
learning about existing risks, 
as they evolve, in addition to 
ongoing identification of emerging 
issues and potential threats.

Quality Connection

Source: WCG - Metrics Champion Consortium

Figure 1. Linking ICH-E6(R2) risk-based quality management 
(RBQM) and noncompliance/CAPA processes.
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Central RBM Supports Reduced 
Cost, Higher Data Quality
Sheelagh Aird

Good clinical practice (GCP) focuses on data qual-

ity and integrity. Clinical trial sponsors must dem-

onstrate strict oversight of studies to ensure 

proper conduct, safety of study subjects, and accuracy 

and completeness of clinical data.

Centralized risk-based monitoring (RBM) of clinical tri-

als greatly enhances this process. Traditionally, oversight 

of a clinical study includes on-site data monitoring, per-

formed by or on behalf of the sponsors, with monitors vis-

iting each study site at defined intervals to perform 100% 

source data verification (SDV) of information. This over-

sight is a labor-intensive, costly, and inefficient process.

Electronic CRFs and technology 
enhance trial oversight
Increasing use of electronic case report forms (eCRFs) 

opened the door to alternatives that provide more ef-

ficiencies and cost advantages than the SDV approach. 

The status of the eCRF whether it is entered, not en-

tered, completed, open queries etc., provides valuable 

instant information to the statistician. A dashboard is 

a useful tool; it provides a visualization of these study 

progress metrics, along with offering insight into the 

study’s data at a glance. The centralized RBM alternative 

improves monitoring cost-effectiveness without com-

promising quality and integrity. It identifies trial areas 

at greatest risk and implements targeted measures and 

controls to manage trial quality. Additionally, RBM helps 

improve clinical trial design, conduct, oversight, record-

ing, and reporting, while ensuring human subject protec-

tion and reliability of trial results.

With ongoing RBM, cumulative data can be examined 

at subject and site levels, flagging potential errors that 

must be queried or systematic errors in process that 

may occur at a site (e.g., measurements that look too 

low or too high as compared to other sites). The data 

monitoring team can then take remedial action. For 

example, this could trigger an on-site monitoring visit, 

or further site training. Review of query rates by site, 

subject, or form can reveal possible data quality issues. 

Quality tolerance limits (QTL) can be set and monitored 

to focus resources on vulnerable areas to guide the level 

of action required. Centralized monitoring is discussed 

and encouraged in FDA guidiance1 and an European 

Medicines Agency (EMA) Reflection paper.2

Key risk indicators detect potential issues 
Key risk indicators (KRIs) are critical data, as are other 

study variables or operational data that can be mea-

sured throughout a study to detect potential compliance 

issues before they become a problem. Operational data 

can highlight site-level concerns but have potentially 

limited direct impact on subject safety and data integrity. 

They can be visualized in a dashboard format for ease 

of monitoring. Dashboards are a way of automating the 

integration of the KRI datasets and help users to see out-

puts at a glance, spot trends, and compare metrics side 

by side. An example of a KRI is duration of open queries 

(see Figure 1 on facing page).

Quality tolerance limit can 
trigger investigations
QTL is a level, point, or value associated with a trial vari-

able that should trigger an investigation if a deviation 

is detected in order to determine if there is a possible 

systematic issue (i.e., a trend has occurred). QTLs are es-

sential for the integrity of a trial, including key endpoints 

and patient safety. Whereas KRIs typically prompt risk 

mitigation actions at site level, QTLs are monitored at the 

trial level and are predefined before the trial commences 

from a review of historical data from similar trials and, 

where possible, using statistical methods and modeling.

Implementing centralized risk-based monitoring can help meet strict 
GCP requirements for study conduct, oversight, and recording.

http://www.appliedclinicaltrialsonline.com/
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A QTL for protocol deviations can be 

created and tested using simulated data. 

Unusually high levels of deviations may 

indicate an issue at that site, but unusu-

ally low levels of deviations may indicate 

underreporting. QTLs should identify both. 

Investigations made in real time increase 

the chance of determining root causes. 

For example, deviations arising from miss-

ing protocol-required assessments may 

be due to inadequate resources, over-

looked training needs, or equipment fail-

ure. Early identification of the root cause 

enables corrective actions or procedures 

to be put in place and subsequent impact 

on trial quality mitigated. 

Easy data visualization against the QTL 

is key to successful RBM implementa-

tion. The example in Figure 2 may be plot-

ted against calculated limits to identify 

breaches and be seen easily in a dash-

board format.

Statistical methods can 
help identify patterns
Centralized monitoring provides access 

to cumulative data across sites. The use 

of statistical methods helps find unusual 

or implausible patterns in the data to indi-

cate, for example, potential manipulation 

or rates of adverse events (AEs); if one 

site has a low rate of AEs comparatively, 

this might indicate under-reporting, or 

dif f iculty in how to classify AEs based 

on symptoms, which should flag further 

investigation. Other patterns that can be 

used to identify potential data issues in-

clude:

• Lack of variability: If a site or subject shows much less variabil-

ity in a measurement than other subjects/sites, this may indicate 

the data is not real and trigger further investigation.

• Digit preference: Data that are invented by people tend to show 

preferences for certain numbers, such as rounding up. Data can 

be examined to see if the rates of any of the digits are higher than 

expected.

• Inliers: Clusters of values very close to the mean may indicate 

fabricated data. 

Centralized RBM: A successful clinical trial
In summary, centralized RBM helps streamline trials while alleviating 

labor-intensive and costly SDVs. At the same time, it improves data 

quality by guiding and prioritizing site visits and setting and monitor-

ing QTLs using statistical methods. All this adds up to the GCP mis-

sion of strict oversight and improved and more efficient approaches 

to clinical trial design, conduct, oversight, recording, and reporting 

while ensuring participant safety and clinical study data accuracy 

and completeness.
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Open Queries

Measuring Protocol Deviation
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Figure 1. An example of key risk indicator duration of open queries.

Figure 2. This data visualization example can be plotted 
against calculated limits to identify breaches. 
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But these methods still form the basis for modern 

medical research. We believe that a drug “works” 

if the difference of the means of the effect size of 

a variable in a large treatment group compared 

to a large control group is statistically significant. 

But, unfortunately, the “mean patient” rarely exists. 

Therefore, individual patients in the real world react 

often very differently to a specific drug than what 

has been predicted by the “mean” of a clinical trial. 

We must acknowledge that these century-old sci-

entific methods have significant limitations, which, 

in our view, hamper the progress of modern medi-

cine. A mean derived from n=1000 patients has lit-

tle meaning for personalized medicine where n=1.

The need for new, better ways for substantial 

evidence generation has become painfully obvious 

in the current COVID-19 pandemic. While there are 

many investigational drugs against the coronavirus, 

thousands of patients are still dying because these 

drugs are not approved for broader use due to the 

lack of traditional clinical evidence. This evidence 

is currently derived from randomized controlled 

trials that take months to years to complete. We 

think nothing illustrates the failure of the old meth-

odologies more than the fact that a large number 

of people lose their lives because the evidence 

generation takes simply too long to save them. 

We urgently need statisticians, mathemati-

cians, and computer and data scientists to come 

together and develop, with the tools of modern 

digital sciences, new 21st century methodologies 

for “substantial evidence” generation in a global 

health crisis. The signs of how powerful and game-

changing these new methodologies can be are 

already here:

• AI is beginning to surpass human radiologists’ 

in its ability to diagnose disease (see go.nature.

com/2VOvEVa).

• AI and advanced machine learning methods 

are starting to show promise in their ability to ac-

celerate the discovery of novel therapeutics. Many 

biopharmaceutical companies and AI startups are 

betting that with enough data, these methods will 

work so well that they will help to accelerate the 

discovery of new therapies for the novel corona 

virus, 2019-nCoV (see go.nature.com/3aLd0ll).

• Causal AI methods might be uniquely posi-

tioned to discover underlying causes of disease 

and clinical response to treatment on an individual 

level, making personalized medicine real. This 

approach leverages the richness of multimodal pa-

tient data from genomic, molecular, imaging across 

cells and tissues, deep and digital phenotyping, 

labs, and clinical measure across many individuals 

to train models that predict causal drivers of dis-

ease and response to treatment.

Several results have been published demon-

strating ability to find causal molecular drivers that 

emerge as a result of using AI to learning complex 

networks, underlying the disease with the goal of 

using these insights to better target treatments to 

patients in clinical trials and eventually at the point 

of care (see bit.ly/3cYiP0j and bit.ly/3cZQC9G).

We envision a future where these new tools 

and methods, developed under solid mathematical 

grounding, will enable us to go beyond the restric-

tions of traditional statistics, which are limited by 

sample sizes, the inadequacy of p-values as the 

metric for statistical significance (see go.nature.

com/2zHjSnc), and the limitations of multiple hy-

pothesis testing. 

Looking at the big picture, they will reduce the 

time and cost of drug development substantially, 

and, more importantly, they will help to save the 

lives of patients desperately waiting for new, effec-

tive treatments.

Even at the risk of being accused of heresy, we think that moving beyond tradi-
tional statistics is overdue. And here is why: Sir Roland Fisher, who has been 
described as “a genius who almost single-handedly created the foundations for 

modern statistical science” was born in 1890. Randomized controlled trials, which 
many consider to be the gold standard of clinical research, were developed in the 
1940s. This was all way before anyone had the slightest idea about big data, machine 
learning, neural networks, deep learning, artificial intelligence, etc. Those old methods 
were created for relatively small and simple datasets and before we really understood 
the complexity of biological systems, where interrelated and interdependent param-
eters always play together to generate a certain physiological output.

Pandemic Highlights Urgency for New 
Methodologies for Evidence Generation

We envision a future 
where these new 
tools and methods, 
developed under 
solid mathematical 
grounding, will enable 
us to go beyond 
the restrictions of 
traditional statistics. 

Ülo Palm, MD, PhD
Senior Vice President,
Digital Sciences, Allergan 

Iya Khalil, PhD
Co-Founder and Chief Commercial 
Officer, GNS Healthcare

http://www.appliedclinicaltrialsonline.com/
https://www.nature.com/articles/s41586-019-1799-6
https://www.nature.com/articles/s41587-020-0418-2
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.5_suppl.68
https://ascopubs.org/doi/abs/10.1200/JCO.2018.36.15_suppl.3570
https://www.nature.com/articles/d41586-019-00857-9


appliedclinicaltrialsonline.com   APPLIED CLINICAL TRIALS    19May 2020

CONTENTS

Event Overview
As the complexity of clinical trials continues to increase the importance of contract 
research organizations (CROs) to the pharmaceutical industry has increased 
significantly. Outsourcing allows pharmaceutical companies to utilize on-demand 
services, improving operational efficiencies by accessing therapeutic expertise and 
geographic reach. This reflects a sharper focus on core competencies and a shift to 
allow CROs to manage and conduct clinical trials.
The relationship between sponsors and CROs is strengthening as outsourcing 
becomes a clinical trial mainstay. Yet, outsourcing of clinical trials introduces 
additional complexities around quality, oversight, collaboration, and governance. 
Communication and transparency are required to move the clinical trial forward 
efficiently, but how can you do this when you’re working with multiple CROs all using 
inconsistent reporting conventions?
Simply handing off multi-million-dollar studies to CROs without carefully crafted plans 
for communications and reporting operational data as the study unfolds is hardly a 
wise move, yet what kind of oversight is needed?

Key Learning Objectives
In this webcast we will explore:

•  What key metric components you need to define for your functional outsourcing
• How you can define quality tolerance limits for each functional area
•  How Sponsors and CROs can have a common real-time view on progress and

compliance without the need for micromanaging
• Limitations in current approaches to outsourcing with regards to oversight
•  Why management direction is critical in efforts to jump-start overall performance

optimization of vendor outsourcing
•  The need to standardize and automate vendor oversight in order to drive down

costs and complexities

Who Should Attend
This webcast is applicable to:

•  Sponsor and CRO roles responsible for site identification, feasibility assessment, 
selection and activation

•  Sponsor and CRO roles responsible for collecting and evaluating trial metrics
•  Sponsor and CRO roles responsible for project management of studies and 

operational excellence

ON-DEMAND WEBCAST: Aired Tuesday, April 28, 2020

Register for this free webcast at: http://www.appliedclinicaltrialsonline.com/act_p/outsourcing
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