
APPLIEDCLINICALTRIALSONLINE.COM

Volume 30  Number 1/2  January/February  2021

POST-LOCKDOWN UPDATE

CLINOPS

COVID-19’s Impact
 on Phase I Activities 

STRATEGY

Sharpening Patient-Centric 
Focus During Pandemic

REGULATORY

Opportunities for Rare Disease 
Collaboration Post-COVID

Your TrusTed CliniCal Trials ManageMenT resourCe

http://appliedclinicaltrialsonline.com


2        January/February 2021  •  Applied Clinical Trials appliedclinicaltrialsonline.com

FROM THE EDITOR

EDITORIAL OFFICES
485 Route 1 South, Building F, Second Floor,  
Iselin, NJ 08830 USA 
+1 (732) 346-3080  fax: +1 (732) 647-1235, 
EDITOR-IN-CHIEF Lisa Henderson,  
lhenderson@mjhlifesciences.com
MANAGING EDITOR Michael Christel,  
mchristel@mjhlifesciences.com
ASSISTANT EDITOR Miranda Schmalfuhs,  
mschmalfuhs@mjhlifesciences.com
ASSISTANT EDITOR Andrew Studna,  
astudna@mjhlifesciences.com
SENIOR ART DIRECTOR Marie Maresco,  
mmaresco@mjhlifesciences.com
WASHINGTON EDITOR Jill Wechsler 
+1 (301) 656-4634  fax: +1 (301) 718-4377

SALES SERVICES
SENIOR VICE PRESIDENT, PHARM SCI Mike Tessalone 
+1 609-716-7777, mtessalone@mjhlifesciences.com
GROUP PUBLISHER Todd Baker 
+1 (732) 346-3002. tbaker@mjhlifesciences.com
SENIOR NATIONAL ACCOUNT MANAGER Cheryl Mahon
+1 (646) 824 4672, cmahon@mjhlifesciences.com
DIRECTOR OF SALES Margie Rogers
+1 (609) 874-8311, mrogers@mjhlifesciences.com
REGIONAL SALES DIRECTOR Vahé Akay
+1 (609) 819-5209, vakay@mjhlifesciences.com
SALES SUPPORT COORDINATOR Kristi Stevenson 
+1 (732) 346-3006, fax: +1 (732) 596-0012, 
kstevenson@mjhlifesciences.com

MARKETING SERVICES
AUDIENCE DEVELOPMENT MANAGER, C.A.S.T. DATA & LIST 
INFORMATION, Melissa Stillwell 
(218) 740-6831, mstillwell@mjhlifesciences.com
PERMISSIONS/INTERNATIONAL LICENSING  
Alexa Rockenstein, arockenstein@mjhlifesciences.com
REPRINTS For requests, contact Todd Baker at +1 (732) 346-3002, 
tbaker@mjhlifesciences.com 

MJH LIFE SCIENCESTM 
CHAIRMAN & FOUNDER Mike Hennessy Sr
VICE CHAIRMAN Jack Lepping
PRESIDENT & CEO Mike Hennessy Jr
CHIEF FINANCIAL OFFICER Neil Glasser, CPA/CFE
CHIEF MARKETING OFFICER Michael Baer
EXECUTIVE VICE PRESIDENT, GLOBAL MEDICAL 
AFFAIRS & CORPORATE DEVELOPMENT Joe Petroziello
SENIOR VICE PRESIDENT, CONTENT Silas Inman
SENIOR VICE PRESIDENT, OPERATIONS Michael Ball
SENIOR VICE PRESIDENT, INFORMATION TECHNOLOGY OFFICER 
John Moricone
VICE PRESIDENT, HUMAN RESOURCES AND ADMINISTRATION 
Shari Lundenberg
VICE PRESIDENT, MERGERS & ACQUISITIONS Chris Hennessy
EXECUTIVE CREATIVE DIRECTOR Jeff Brown

APPLIED CLINICAL TRIALS (Print ISSN: 1064-8542, Digital ISSN: 2150-
623X) is published 4 times/year in March, June, Sept & Dec by MultiMedia 
Healthcare LLC, 2 Clarke Dr. Suite 100, Cranbury, NJ 08512. Subscription 
rates: $79 for 1 year (4 issues), $136 for 2 years (8 issues) in the United States 
and possessions; $102 for 1 year, $159 for 2 years in Canada and Mexico; 
all other countries $147 for 1 year, $266 for 2 years. Periodicals postage 
paid at Trenton NJ 08650 and additional mailing offices. POSTMASTER: 
Please send address changes to APPLIED CLINICAL TRIALS, P.O. Box 
457, Cranbury, NJ 08512-0457. PUBLICATIONS MAIL AGREEMENT NO. 
40612608, Return Undeliverable Canadian Addresses to: IMEX Global 
Solutions, P. O. Box 25542, London, ON N6C 6B2, CANADA. Canadian 
G.S.T. number: R-124213133RT001. Printed in the U.S.A. Digital-only 
editions will publish 6 times/year in Jan/Feb, April, May, July/Aug, Oct, 
and Nov.
©2021 MultiMedia Pharma Sciences LLC. All rights reserved. No part of this 
publication may be reproduced or transmitted in any form or by any means, 
electronic or mechanical including by photocopy, recording, or information 
storage and retrieval, without permission in writing from the publisher. 
Authorization to photocopy items for internal/educational or personal use, 
or the internal/educational or personal use of specific clients is granted by 
MultiMedia Pharma Sciences LLC for libraries and other users registered 
with the Copyright Clearance Center, 222 Rosewood Dr. Danvers, MA 01923, 
978-750-8400 fax 978-646-8700 or visit http://www.copyright.com online. 
For uses beyond those listed above, please direct your written request to 
Permission Dept. email: ARockenstein@mjhlifesciences.com.
MultiMedia Pharma Sciences LLC provides certain customer contact 
data (such as customers’ names, addresses, phone numbers, and e-mail 
addresses) to third parties who wish to promote relevant products, services, 
and other opportunities that may be of interest to you. If you do not want 
MultiMedia Pharma Sciences LLC to make your contact information available 
to third parties for marketing purposes, simply email mmhinfo@mmhgroup.
com and a customer service representative will assist you in removing your 
name from MultiMedia Pharma Sciences LLC lists. 
Applied Clinical Trials does not verify any claims or other information 
appearing in any of the advertisements contained in the publication, and 
cannot take responsibility for any losses or other damages incurred by 
readers in reliance of such content.
To subscribe, call toll-free 888-527-7008. 
Outside the U.S. call 218-740-6477.

Lisa Henderson
Editor-in-Chief

The pandemic has 
truly accelerated the 
adoption of patient-
centric technologies

2021 Promises for 
Clinical Trials
Icould promise that I’m not going to write an-

other editor’s letter this year about decentral-
ized trials, but I don’t make promises I can’t 

keep. While so many issues related to COVID’s 
impact on clinical trials rise to the top of the 
news stream, it has pulled decentralized trials 
along its wake since the pandemic’s start. I can 
promise, however, that we are encouraging 
contributors to rise above the urge to blanket 
everything under the decentralized trials-per-
COVID umbrella. We are much happier to 
offer the readers of Applied Clinical Trials actual, 
concrete solutions or dialogue that furthers the 
conversation. We can keep pointing to the past, 
but not learning from that past and putting les-
sons into future practice, the industry runs the 
risk of falling back into reactive clinical trial 
habits.

Because of recent sponsored projects, the 
editors are privy to information we can’t at-
tribute yet on decentralized trials, but safe to 
say, many industry stakeholders are open to 
change and to further the cause. Observations               
include:

• The pandemic has truly accelerated the
adoption of patient-centric technologies,
as well as expectations for accelerated
timelines.

• Leaders that believe in taking action
and who enable adoption of technolo-

gies or practices is essential for the in-
dustry—or at least their organizations—
to thrive. 

• When the regulatory decisions on sub-
missions during the COVID timeframe
are made, many will look to those as
signals for FDA readiness.

At press t ime, we are put t ing the f i -
nal touches on Applied Clinical Tr ials’ f irst 
ever virtual Symposium titled “Clinical Tri-
als Operational Successes Post COVID-19”                
(see: http://bit.ly/36BHB5B). The event is live 
on February 11 and 12. If you can’t make it, 
however, the symposium will be available on-
demand, and we encourage you to watch at 
your leisure. You can also submit questions on-
demand, and they will be forwarded along to 
the respective presenters for their response.

For the rest of the year, any topic we write 
to will include a component of COVID. For 
example, site feasibility will include aspects of 
ensuring sites can recruit participants from a 
diverse population, as indicated by the need 
borne out of COVID vaccine trials. Patient 
centricity and diversity again would not be 
complete without including the natural out-
come of patient-centric solutions expected to 
take deeper roots post-COVID.

2021 has just begun, but thankfully, it looks 
like a promising year. 
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WASHINGTON REPORT

DIVERSITY IN CLINICAL TRIALS 
GAINS GROUND AMIDST COVID
A prominent goal for biopharmaceutical re-
search has been to broaden the range of partici-
pants in clinical trials to fully assess the impact 
of new therapies on different ethnic, racial and 
age groups. FDA has pressed for more inclusive 
research programs for drugs and medical prod-
ucts for decades to enhance the understanding 
of how medications affect certain populations 
differently. An early aim was to reverse estab-
lished limitations on testing new products on 
women and both very young and elderly patients. 
More recent policies aim to offset years of under-
enrollment of minority groups by expanding 
enrollment criteria, including more research sites 
in minority communities, and engaging inves-
tigators with diverse backgrounds. The visibly 
high impact of COVID-19 on minority popula-
tions in the US has focused added attention on 
the importance of including racial and ethnic 
minorities in clinical trials for pandemic vaccines 
and therapeutics.

Over the years, FDA has issued multiple guid-
ance documents to encourage broader data re-
porting on research subjects of different races 
and ethnicities. In November 2020, the agency 
spelled out a range of strategies in a final docu-
ment on “Enhancing the Diversity of Clinical 
Trial Populations” (see: http://bit.ly/3tiwCrD). 
It supports broader eligibility criteria for Phase 
III studies and outlines ways to make it easier for 
individuals to participate in clinical studies, such 
as utilizing adaptive trial designs and enrich-
ment strategies to facilitate broader ethnic group 
participation.

The importance of more inclusive clinical tri-
als, moreover, has been emphasized for develop-
ing drugs and biological products for combatting 
COVID-19, as seen in a broad guidance issued 
in May 2020 (see: http://bit.ly/3jccQtb). This 
advisory, which FDA staffers have augmented 
several times over recent months, supports a 
range of strategies for studying drugs and medi-
cal products during the pandemic, such as ar-
ranging for more decentralized clinical trials, 
fewer clinic visits, virtual check-ups, alternative 
monitoring processes, and remote data collection 
and informed consent processes. FDA extended 
these policies to early stage clinical trials and 
cites international standards for conducting di-
verse research developed under the International 
Council for Harmonization. 

New vaccines to combat the pandemic simi-
larly should test these critical products on a 
broad spectrum of patients, FDA advises in a 
June 2020 guidance that spells out regulatory 
expectations for assessing vaccine manufactur-
ing processes and facilities and both nonclinical 
and clinical data. The agency specif ies that 
to ensure that vaccines are safe and effective 
for all indicated populations, sponsors should 
enroll individuals most affected by COVID-19, 
specifically racial and ethnic minorities, elderly 
individuals and patients with medical comor-
bidities (see: http://bit.ly/36AQGfa). And sub-
sequent guidance published in October 2020 
to clarify data requirements for requesting an 
Emergency Use Authorization (EUA) for a CO-
VID vaccine notes the need for broad clini-
cal data for a medical product intended to be 
administered to millions of individuals (see: 
http://bit.ly/36azRXc). The intense public fo-
cus on the conduct and results from vaccine 
clinical trials prompted sponsors to take steps to 
meet expectations in this area; some trials were 
even halted at times due to diff iculties in at-
tracting sufficient numbers of minority patients 
to participate.

FDA has also sought to promote research 
diversity through its Drug Trials Snapshots 
program, established in 2015 to increase the 
visibility of clinical trial enrollment by age, 
sex, ethnicity and race. Under this program, 
the Center for Drug Evaluation and Research 
(CDER) posts a brief “snapshot” on demo-
graphic participation in clinical trials for each 
newly approved new molecular entity and bio-
logic therapy. According to a recent report on 
the program’s impact, though, there still may 
be a ways to go for clinical trials to ref lect the 
diversity of the US population. 

The analysis shows that while participation 
by sex has become evenly balanced in recent 
years, and sponsors are including more elderly 
patients, most studies still enroll relatively low 
percentages of Black, Asian and Hispanic pa-
tients (see: https://bit.ly/2YGAUe8). 

The Snapshot report and related issues were 
discussed at a recent FDA webinar on Diversity 
in Clinical Trials (see: http://bit.ly/39FhnkB). 
Richardae Araojo, FDA associate commissioner 
for minority health, emphasized the importance 
of more inclusive clinical trials to reduce dis-
trust of medical treatment by minority groups 
and offset vaccine hesitancy. 

http://bit.ly/3tiwCrD
http://bit.ly/3jccQtb
http://bit.ly/36AQGfa
http://bit.ly/36azRXc
https://bit.ly/2YGAUe8
http://bit.ly/39FhnkB
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EU REPORT
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Brussels 
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EMA’s COOKE REVIEWS 
EUROPEAN CANCER PROSPECTS
While Europe and its citizens, like much of the 
rest of the world, continue to reel under the as-
sault of COVID-19, the focus of many health au-
thorities is understandably on vaccines, and the 
related research, development and–particularly 
as 2021 gets underway–production issues. But 
work is nonetheless continuing on planning for 
the health challenges that will still be there even 
when COVID-19 is under control. Late January 
saw Emer Cooke, the new executive director of 
the European Medicines Agency, fresh from a 
tough debate on vaccines in the European Par-
liament’s health committee, switch her attention 
to cancer, with an appearance at another of the 
parliament’s specialized committees.

Cooke was speaking at the parliament’s tem-
porary committee on cancer, which has been 
set up specially in response to Europe’s Beating 
Cancer Plan–one of a number of health initia-
tives now emerging from the EU. Establishing 
her credential with the committee, she pointed 
out that EMA had approved 116 new cancer 
medicines over the 26 years of its existence, and 
in 2020 alone this included 11 products with new 
active substances–about a quarter of the 39 can-
cer medicines approved during the year.

The many challenges she identified in cancer 
medicine development are matched, she said, by 
“many solutions that we can see from our per-
spective.” And at the top of her list was improv-
ing clinical trials collaboration with downstream 
decision makers, as well as providing support to 
innovation. And she had some clear ideas on how 
this should be done, with a powerful emphasis on 
patient benefit as a priority.

In her view, “when talking about supporting 
innovation, we need to make sure that clinical 
trials are designed to answer the right questions.” 
For her, this means appropriately designed trials 
that not only promote innovation, but that also 
address the needs of cancer patients. “It’s only 
in this way that will be able to meet the evidence 
needs of regulatory authorities and downstream 
decision makers such as health technology assess-
ment bodies, insurers, healthcare professionals 
and patients.” Cooperation is needed with those 
decisionmakers, and to ensure transparency of 
processes, and that requires better communica-
tion of information.

The focus must be on “trials f it for purpose 
from a patient perspective, and that ensure 

that patient views are systematically considered 
through the development process.” This is all 
the more true when research is confronting the 
particular challenges of rare and pediatric medi-
cines, she underlined. But she saw this could be 
an opportunity, a chance for the EU to optimize 
the research effort by ensuring access to clinical 
trials and facilitating participation in them. 

While remaining diplomatic, Cooke left no 
ambiguity in her estimation of the current degree 
of coordination at European level. “To do this 
we need to leverage the resources for conduct-
ing high quality research in Europe.” There is 
insufficient access to clinical trials—“and if we 
don’t facilitate access these trials just take too 
long to conduct.” At present, she pointed out, the 
majority of trials are conducted in only a handful 
of EU countries, and often only in a few centers. 
“There really are opportunities to bring trials 
closer to EU patients by promoting and enlarg-
ing the development of competences and trial 
readiness across Europe,” she said. 

She also favors encouraging collaborative 
clinical trials by leveraging interaction between 
academia and scientists linked to regulatory bod-
ies. This, she said, is necessary to address rap-
idly emerging regulatory science research ques-
tions, and to make a reality out of the concept 
of treatment optimization. “The EU needs to 
support clinical research into cancer treatment 
optimization with respect to all important clini-
cal outcomes, real world effectiveness and safety. 
This will help to identify the population that is 
most likely to benefit. The continuation of data 
generation is necessary to inform the optimal use 
of medicines and the choices of patients and doc-
tors,” she argued.

As she emphasized, clinical trials and drug 
development do not stop when a product is ap-
proved or reimbursed. “Evidence generation is 
a continuum which helps us to refine the under-
standing of what is the optimal use of new cancer 
medicines in clinical practice.” This she sees as a 
major opportunity for the EU to develop a learn-
ing healthcare system, which can maximize data 
generation in the real world by federating data 
from different sources–such as electronic health 
records and cancer registries. Regulators have a 
particular role in this, by identifying the open is-
sues and helping to design the research questions 
that are needed. 

But, she acknowledged, this needs the right 
infrastructure for systematically collecting, fed-
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erating and sharing key data from dif ferent 
sources–and at present that is something lacking 
in Europe. That is why EMA is collaborating 
with the European Commission in the creation 
of the European health data space–another of 
the EU’s new initiatives. 

It is also time to “refocus on designing qual-
ity into clinical trials.” For her, this includes 
applying risk proportionate approaches that sys-
tematically involve patients and a wide range of 
stakeholders in trial design. She said that EMA, 
along with other international regulators in the 
International Council of Harmonization, are 
making progress on this through updating of the 
fundamental good clinical practice guidelines for 
clinical trials.

Better communication could also decrease 
time lags and differences of view between ap-
proval decisions by regulators and access de-

cisions by health technology assessment bod-
ies. That in turn will benefit from progress on 
the EU’s now long-delayed HTA regulation, 
which should widen the scope for EMA to en-
gage with HTA bodies. The right changes to 
pharmaceutical legislation–also up for EU re-
view in 2022–and smarter regulatory practices 
can provide tools to help incentivize innovation. 
It should be possible to shorten review times, to 
make more use of priority schemes for innovative 
medicines, and targeted support through orphan               
designation.

“We are fully committed to delivering on the 
ambition of creating an enabling environment for 
the development, evaluation and access to new 
and re-purposed cancer medicines in the EU, 
and we stand ready to support the implementa-
tion of the European Beating Cancer Plan,” she 
concluded.

BIDEN PANDEMIC PLAN 
HIGHLIGHTS R&D SUPPORT
One day after his inauguration, President Joe 
Biden unveiled a lengthy program for combat-
ting COVID-19 by ramping up distribution and 
inoculation of millions of Americans over the next 
three months. This comprehensive pandemic re-
sponse began with the President signing a packet 
of executive orders that expand COVID-19 
testing and required mask-wearing on federal 
property and in public transportation and makes 
wider use of the Defense Production Act (DPA) 
to reduce shortages of supplies such as protective 
equipment, lab equipment and vaccine produc-
tion and delivery materials.

One of the initial executive orders signed by 
Biden calls for issuing a high-level plan for devel-
oping and testing promising COVID-19 treat-
ments. The President calls for the secretary of 
Health and Human Services (HHS) and the di-
rector of the National Institutes of Health (NIH) 
to devise a plan supporting large-scale random-
ized trials and other studies able to identify 
promising treatments that can be “easily manu-
factured, distributed, and administered, both 
domestically and internationally.” In emphasiz-
ing the need for randomized trials, the provision 
highlights the administration’s emphasis on rely-
ing on science in medical decisions, as opposed to 
the promotion of untested products by the Trump 
administration. 

To limit contamination from COVID-19, 
Goal 3 of the National Strategy (see: https://bit.
ly/36Eo0lh), which seeks to mitigate spread through 
expanded masking and testing and an increased 
medical workforce, also supports accelerated re-
search and clinical development of new treatments. 
Starting with a comprehensive preclinical drug 
discovery and development program of treatments 
that can be readily scaled and administered, it 
also calls for diverse clinical trials to ensure that 
new therapies address the needs of communities 
of color, children, pregnant women, and high-risk 
populations. And it aims to improve access to more 
affordable, high-quality treatments by preventing 
shortages through investment in advanced bio-
pharmaceutical manufacturing, advanced purchase 
agreements, and strengthened surveillance systems. 

The comprehensive vaccination campaign also 
supports ongoing vaccine R&D as a way to bolster 
vaccine access. Important goals are for the govern-
ment to fund research and testing of vaccines for 
adolescents and children and the development of 
formulations that may be easier to deliver and ad-
minister. To assess whether current vaccines remain 
effective against new viral strains, NIH, FDA and 
BARDA will evaluate the need to alter current vac-
cines. FDA is cited as key to authorizing effective 
vaccines for rapid delivery, for assessing emerging 
viral mutations, and for establishing recommenda-
tions for dosing and expanding vaccine supply. 

—Jill Wechsler

US COVID STRATEGY

https://bit.ly/36Eo0lh
https://bit.ly/36Eo0lh
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NEW ALLIANCE SEEKS 
TO BRING INCREASED 
ACCESSIBILITY TO TRIALS
The COVID-19 pandemic has severely impacted 
the conduct of clinical trials back years due to 
restrictions on in-person visits to investigator sites. 
Over the past 11 months, the industry has re-
sponded with an accelerated adaptation to decen-
tralized trial methodologies.

In December 2020, Decentralized Trials & 
Research Alliance (DTRA) was launched to unite 
trial stakeholders with a mission of to make trial 
participation more accessible by advancing poli-
cies and best practices. In this interview, co-con-
veners of DTRA, Amir Kalali, MD and Craig 
Lipset discuss the new alliance as well as how 
COVID-19 has impacted the industry.

Andy Studna: How did the idea for starting 
DTRA first come about?
Amir Kalali: Craig has been actively leading 
and advocating for decentralized research for 
more than a decade now, while I have been sup-
porting convening and knowledge-sharing on 
decentralized trials for years through the CNS 
Summit. These conversations have been thought-
ful and productive, but barriers to meaningful 
adoption have remained. We founded DTRA to 
go beyond the conversation by creating a neutral 
and sustaining space for collaboration to address 
the barriers to decentralized research. As a result, 
the organization and our approach draw on my 
experience in global clinical development, and 
creating non-profit and neutral collaborations, 
Craig’s experience in decentralized trials and 
leading consortia in clinical research, and both 
of our trusted networks of leaders that seek to go 
farther together.

AS: Would you have come up with the 
idea for DTRA if COVID-19 had never hap-
pened?
Craig Lipset: Actually, like it has done in so 
many cases, COVID-19 complicated the effort. 
Planning for DTRA preceded the pandemic, 
COVID-19 delayed the DTRA in several ways 
as leaders in the f ield were heavily focused on 
executing study continuity strategies across the 
biopharmaceutical industry relying upon decen-
tralized research tools. By mid-year, however, the 
urgent need for the benefits that could result from 
DTRA’s collaborative effort was clear, and leaders 
were ready to step forward.

AS: How do you anticipate achieving max-
imum collaboration between stakeholders 
involved in clinical trials?
Kalali: I think that our ‘big tent’ approach is 
an accelerator for collaboration. While some 
collaborations convene a single stakeholder 
group in order to address their specif ic chal-
lenges, DTRA is a multi-stakeholder initiative, 
which includes regulators, pharma sponsors, 
service providers, technology companies, site 
networks and patient organizations. Among our 
f irst needs as an organization was to establish 
our priority areas, a process which could have 
been challenged by our stakeholders potentially 
having highly divergent needs. But the priorities 
for decentralized research across stakeholders 
proved to have a remarkable degree of consis-
tency, which provided DTRA with a shared vi-
sion and strong focus moving forward.

AS: What problems within clinical trials 
do you think COVID-19 has amplified and 
how can they be solved?
Lipset: Well, it’s clear that COVID-19 has un-
derscored how fragile the clinical research enter-
prise can become–and it has contributed to that 
fragility. Despite the degree of shared resources 
and infrastructure across the sector, no single 
stakeholder owns or controls all of the compo-
nents necessary for a successful drug develop-
ment program. And, when pandemic-related 
lockdowns took hold across the globe, many 
study sites were unable to remain open and re-
search participants were unable to leave their 
homes for study visits. But the research commu-
nity was able to maintain continuity by drawing 
on other stakeholders that stepped forward, and 
embracing decentralized research solutions that 
had been available, but had struggled for adop-
tion. We think this experience demonstrates how 
collaboration makes our shared ecosystem stron-
ger, reduces risk, and drives progress.

AS: What are your goals for DTRA moving 
forward?
Kalali: DTRA goals include progressing shared 
solutions to common challenges while creating a 
community among the leaders in decentralized 
research, and to that end, the membership of 
DTRA has identified four priority areas. These 
include definitions, removing the ‘Tower of Ba-
bel’ created through sector—or organization-
specif ic jargon by commonly endorsed arche-

Q&A

Amir Kalali, MD
Co-convener, DTRA

Craig Lipset         
Co-convener, DTRA
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types of decentralized research, as well as key 
performance indicators. We must also use our 
collective experience to understand and share  
best practices that reduce risk and improve de-
centralized trial execution. 

Lipset: They also include gathering data and 
information from across the community to pro-
mote  knowledge sharing/education by provid-
ing educational resources for all stakeholders 
to improve awareness and appreciation for the 
impact of decentralized research; and identify-
ing and removing remaining barriers to the 

global conduct of decentralized research, chart-
ing pathways to resolution. It’s truly exciting to 
see the dedicated support for these priorities and 
the collaborative effort needed to move forward 
from a group that now includes more than 100 
committed stakeholders.

—Andy Studna is an Assistant Editor for
   Applied Clinical Trials

BIG PHARMAS JOIN         
CLINICAL RESEARCH 
MARKETPLACE
Inato, a global industry marketplace that matches 
research sites to the right clinical trial protocols, 
announced over 500 sites across more than 30 
countries are participating in its Marketplace. 
Sanofi and Merck KGaA, Darmstadt, Germany 
have also joined the Marketplace, which Inato 
says will further its mission to accelerate the pace 
of medical innovation to improve people’s lives.

Using a data-driven approach—coupled with 
a high-touch qualification and support process—
the Inato Marketplace provides research sites the 
opportunity to search and match for trials based 
on their qualif ications, interests, and patient 
needs. By matching sites and trials on a global 
scale, the Marketplace enables trial sponsors to 
work with a broader range of qualified sites and 
rapidly expand the pool of patients engaged in 
their trials.

Legislation targets research relief 
Senators Edward J. Markey (D-Mass.), Thom 
Tillis (R-N.C.), Gary Peters (D-Mich.), and Su-
san Collins (R-Maine) have introduced the Re-
search Investment to Spark the Economy (RISE) 
Act to authorize nearly $25 billion in support to 
US researchers who have been impacted by the 
COVID-19 pandemic. 

Although coronavirus-related research is a 
current federal government priority, most other 
research has been delayed due to closures of 
campuses and laboratories. The people who com-
prise the research workforce—graduate students, 
postdocs, principal investigators, and technical 
support staff—face financial and other hardships 
from the disruption of their research activities. 

The RISE Act would provide necessary relief to 
preserve the current scientific workforce and en-
sure that the US is prepared to continue its global 
scientific leadership once this crisis ends.

Benchmark for sites post-Brexit 
GCSA Intrinsic is supporting the UK clinical 
research industry by providing an internationally-
recognized quality benchmark for sites focused on 
attracting commercial clinical trials.

The GCSA gold standard has been ratified by 
a global advisory board of industry experts from a 
broad range of global and UK organizations. Ac-
cording to Board members, GCSA will either en-
hance existing standards that some UK research 
centers have, or it will help improve and raise the 
standards of those centers that are trying to build 
their research capacity, thus allowing these cen-
ters to promote themselves as global competitors 

Jazz acquires GW Pharmaceuticals
Jazz Pharmaceuticals plc and GW Pharmaceuti-
cals plc have entered into a definitive agreement 
for Jazz to acquire GW for $220 per American 
Depositary Share (ADS), in the form of $200 in 
cash and $20 in Jazz ordinary shares, for a total 
consideration of $7.2 billion, or $6.7 billion net of 
GW cash. The transaction is expected to close in 
the second quarter.

The combined company will be among the 
leaders in neuroscience. GW has a scientific plat-
form and a deep pipeline of cannabinoid product 
candidates, as well as highly specialized manu-
facturing expertise. GW’s lead product, Epidiolex 
oral solution, is approved in patients one-year and 
older for the treatment of seizures.

—Staff and wire reports
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Sharpening the Focus 
on Patient-Centricity as 
Pandemic Continues
Hybrid studies, patient-centric tools, and collaborations create big changes for clinical trials and 
stakeholders during COVID-19

T his is a follow-up to a June 2020 story in 
Appl i ed Cl ini cal Tr ial s (see: ht tp://bit .
ly/2YVTxeH), when the impact of the 

COVID-19 pandemic was in its early stages. Voices 
from stakeholders, including vendors and other or-
ganizations are presented, along with data from re-
cent surveys. They provide insight into how the in-
dustry is adapting to new approaches to clinical trial 
conduct during the COVID-19 era, largely with 
the aid of virtualizing tools, strong partnerships, 
and regulatory guidance. Despite the upheaval in 
the past year, they share a sense of optimism that at 
least some of the systemic changes leading to the re-
markably quick development of several vaccines will 
remain. This could involve expanded use of already 
popular technologies, which according to a new 
survey by the Society for Clinical Research Sites 
(SCRS) and Medidata, includes electronic clini-
cal outcomes assessment (eCOA) (used by 72.9% 
of respondents), email notification (64.3%), online 
recruitment (63.3%), and more.1 But, for an industry 
that is notoriously slow-moving, not enough time 
has passed to determine which process changes will 
ultimately become standard practice post-COVID.  

One key f inding from the interviews was that 
hybrid models, as compared to fully virtual or tradi-
tional trials, are widely expected to assume a promi-
nent role in the clinical trials landscape, as they 
facilitate the growing emphasis on patient centricity. 
There are also lessons learned, mainly involving the 
realization that stakeholders need a strong founda-
tion to transition to decentralized clinical trials 
(DCTs), whether they are fully virtual or a hybrid 
of remote, in-home, and onsite visits. The founda-
tion is rooted in strategic partnerships with contract 
research organizations (CROs), vendors, and as-
sociations who share collective wisdom to develop 
best practices or apply knowledge acquired from 
clinical care to the clinical trial realm. Stakeholders 
weigh in on the critical importance of building this 
foundation in order to move ahead with revamping 
clinical trial operations.       

Finally, Applied Clinical Trials presents current 
thinking on how sites are becoming more com-
fortable with an evolving industry. Jim Kremidas, 
Executive Director of the Association of Clinical 
Research Professionals (ACRP) comments, “Sites 
recognize that things are changing, and they 
have to be looking for people with new skill sets 
or developing people within their organizations to 
leverage these new skill sets.”  

So, the sector is in f lux, as evidenced by the ris-
ing use of technology, greater reliance on remote 
visits and partnerships, and a work force that is a 
better f it to the new reality of conducting clinical 
trials during a pandemic and beyond.

Status of decentralized 
clinical trials (DCTs)
When the pandemic f irst hit, there was a sud-
den awareness across the industry that if existing 
clinical trials were to resume, and if there was 
any hope of a vaccine being quickly developed, 
processes had to be adopted that would allow 
the safety of patients and site staf f to remain 
top priority. With patients increasingly reluc-
tant to visit sites, “safety” meant instituting at 
least some remote or “televisits”, a key aspect of 
DCTs. In the last few months, DCT uptake has 
grown dramatically, and is slated to continue. 
A recent analysis suggests that the global mar-
ket for DCTs is expected to reach $10 billion by 
2026, rising at a 6.5% compound annual growth 
rate between 2020–2026.2 As evidence of this 
growth, the SCRS/Medidata survey found that 
televisits, already used in the past two years by 
45.1% of the 204 respondents, are likely to be 
adopted by an additional 39.2% of respondents 
in the next two years.1 The survey also reported 
that only 15.5% of respondents participated in 
decentralized or completely virtual trials in the 
past two years. But, 42.1% stated that they expect 
to implement them in the next two years–nearly a 
three-fold increase.

Ann Neuer 
MBA, President, 

Medical 
deScriptions, 

LLC
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Research from the Tufts Center for the Study of 
Drug Development (CSDD) indicates that during 
the pandemic, telemedicine has become the most 
frequently used approach for supporting DCTs.3 Its 
use by more than 80% of companies reviewed for a 
recent Impact Report suggests that its growth is due 
mostly to the relative speed and ease of implemen-
tation. This was the f inding of a CSDD analysis 
of the 50 largest pharmaceutical companies, based 
on published information, virtual conferences, and 
detailed interviews with 23 pharmaceutical compa-
nies conducted in August and September 2020.  

Melissa Nezos, Vice President of Clinical Op-
erations at Firma Clinical Research, a provider of 
in-home health services, comments on the ongoing 
shift toward DCTs. “What I’m hearing from big 
pharma is that they are setting corporate goals go-
ing forward to have a decentralized clinical trial 
component. Many of the large companies have 
innovation groups where DCT is a focus for the fu-
ture. Before the pandemic, they were slowly inching 
toward the goal of performing more DCTs, but the 
pandemic has forced these innovation groups to im-
mediately become engaged. They’re now working 
with partners like Firma on how to pivot their on-
going trials, and how to strategize on incorporating 
DCTs into their future trials,” Nezos explains.

Regarding the use of more home-based visits, 
Rasmus Hogreffe, Vice President of Decentralized 
Clinical Trial Innovation at Medable, a provider 
of a DCT platform, says, “We are seeing rising de-
centralized trial adoption in the industry on a daily 
basis, including home visits. Before, patients were 
going to the site, and now, we are seeing sites go-
ing to the patient. It’s a patient-centered approach, 
rather than a site-centered approach.”  

To make this happen, site staff need to be trained 
in how to conduct a DCT. A 2019 survey of 340 site 
professionals conducted by SCRS in collaboration 
with VirTrial revealed that 60% of respondents had 
no experience in remote trials or any type of virtual 
processes, 37% claimed to have conducted a hybrid 
trial, and only 3% had participated in a completely 
virtual trial.4 With protocols embracing more vir-
tual components, these statistics are concerning, but 
they were collected pre-COVID, and since then, 
site professionals have gained exposure to virtual-
izing tools and are incorporating them into ongoing 
studies. Kremidas of ACRP remarks, “Now that 
people have been forced into using virtual tech-
nologies, they’re realizing that it’s not as scary as 

they thought. They’ve become accustomed to using 
these tools, and that’s half the battle. The analogy 
is—when you get a new computer with unfamiliar 
software, you first move a little slower than you’d 
like, but as time passes, you get used to it, then you 
start to like it, and finally you can’t live without it. 
That’s where we are now.”

Hybrid trials poised for growth
Our research shows a consensus that as the pan-
demic rages on, DCTs are clearly trending toward 
the hybrid model. While some trials may be fully 
virtual, and some may remain traditional, many 
more will be hybrid, as they are well-suited to a cus-
tomizable patient-centric mix of on-site and remote 
visits. Ken Getz, Executive Director and Professor, 
at CSDD, explains, “About 55% of all trials moved 
to remote or a model with support from virtual 
technologies during the pandemic. I think once the 
pandemic is behind us, and there is more familiar-
ity with these approaches, the hybrid approach is 
the most likely model because it’s defined by patient 
preferences. We are giving patients the option to 
come into the center or have virtual visits. Why 
wouldn’t we offer that for any trial?”

Similarly, Nezos of Firma comments, “Most of 
our current studies are hybrid. We aren’t seeing or 
working with companies performing fully virtual 
trials yet. A lot of technology would have to be 
in place for studies to be fully virtual and that’s 
something that most stakeholders don’t have. As for 
hybrid, sponsors are asking us to look at the proto-
col to see what they can do to bring in more virtual 
elements, so they can maximize the amount of visits 
that can be done in the home.” As part of this ef-
fort, she points out that many protocols include as-
sessments and items that could be performed in the 
home with the help of home health practitioners, 
such as sample collection, blood draw, and EKG.

But there is still a vital role for site visits. For 
example, the first and last study visits may be more 
extensive, and may involve imaging, which would 
require visits to the site or to an imaging facility. 
Also, patients may want to have at least some face-
to-face visits with the principal investigator and 
study coordinator, so to enable this, the protocol 
could be designed to move items originally planned 
for a remote second visit into an on-site first visit.  

Amy (Nordo) Cramer, Global Product Develop-
ment Operations Strategic Partnerships at Pfizer, 
sees the movement toward DCTs as operating along 
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a spectrum, ref lecting the specifics of various thera-
peutic areas and patient populations. “On one end 
is the fully virtual, completely decentralized trial, 
and at the other end is a study with maybe just 
one virtual tool, such as ePRO, with hybrid in 
the middle. Out of cautiousness, portions of the 
research community will opt to move slowly from 
one end of the spectrum, maybe starting with one 
functionality of a DCT, and as they become more 
comfortable, they’ll start moving across. I think 
other companies, like Pfizer, will be innovative and 
lead the industry by utilizing the full spectrum of 
DCT,” Cramer says. 

Focus on patient-centricity 
The discussion about DCTs is also a discussion 
about patient centricity. DCT momentum was fu-
eled by the COVID crisis, but their growing ac-
ceptance suggests that they are offering solutions to 
long standing challenges for the clinical trials sec-
tor, such as patient recruitment, enrollment, reten-
tion, and compliance. Current thinking indicates 
that if potential subjects could more easily enroll 
and participate in study visits from the convenience 
of home, retention and compliance might improve.  

Getz from Tufts CSDD remarks, “I think the 
term ‘DCT’ does not go far enough in conveying 
what we need to do as an industry. Calling studies 
‘decentralized’ is still putting the site at the center 
of the trial. We should be thinking about this as 
patient-centric. This would mean that patients who 
are more anxious may want to have at least some 
in-person visits, whereas others may want to mostly 
interact using a hand-held device.”    

Jeremy Price, Director, Clinical Innovation & 
Strategic Partnerships at Pfizer, says, “We are pro-
actively meeting with study teams and reviewing 
their protocols with them to see if including remote 
visits makes sense. If we can add some remote vis-
its, even one or two over the duration of the study, 
it’s a huge win from the patients’ perspective, and 
they are more likely to stay in the study. It can 
also be a win for diversity and inclusion, as we can 
increase access for participants from a variety of 
backgrounds and locations that may be further 
from study centers.”   

To boost patient centricity in clinical trials, Med-
able launched its Patient Advisory Council (PAC) 
in February 2020.5 It is a nationwide network of 
advocates who are advising the company and its 
biopharma customers on how to improve patient 

access, experience, and outcomes in clinical tri-
als. The PAC is a network of patient advocates, 
advisors, and caregivers with diverse backgrounds 
in patient engagement and a strong understand-
ing of patient preferences. The goal is to improve 
clinical trial access and eff iciency by embedding 
patient voices and perspectives into aspects of clini-
cal trials, and identifying and prioritizing potential 
hurdles that patients face. Medable is incorporating 
those perspectives into its DCT platform.

Building infrastructure
As greater use of DCTs unfolds, the logical next 
question is—which of the current changes will re-
main once the pandemic winds down? It is fair to 
say that no one knows for sure, but there are smart 
initiatives underway that are looking at the infra-
structure and partnerships needed to make some of 
the changes stick.    

Pfizer has been active in the DCT space for a 
long time, according to Price. He says the company 
has strong strategic partnerships with many types 
of clinical research community members, including 
those with telehealth capabilities. “Early in 2020, 
adoption of telehealth for clinical care increased 
exponentially, so we were able to jump on that and 
utilize those tools for visits in our trials.” Cramer 
adds, “We had already done a significant piece of 
work in trying to form a better bridge between clin-
ical care with clinical research, so when we got into 
the COVID situation, and needed to find alterna-
tives, we knew the options clinical care was using, 
and our strategic partnerships helped us understand 
how we could use existing functionality in clinical 
care in clinical research. Our partnerships were a 
large part of our ability to pivot so quickly.”

For Pf izer, the importance of partnerships is 
being played out in a new initiative called Vulcan. 
Launched in August 2020 by Health Level Seven 
International (HL7), Vulcan seeks to use a model 
for collaboration among diverse stakeholders in the 
translational and clinical research space to define a 
common set of standards that can be implemented 
globally, using the HL7 Fast Healthcare Interoper-
ability (FHIR) standard for data exchange.6 The in-
tent is to optimize the design, conduct, and report-
ing of clinical studies. Cramer, the group’s co-chair, 
mentions, “We have this opportunity as a collective 
group of the entire research community to work on 
solutions together. No longer does clinical research 
sit at its own table. We’ve joined a table of all of 

PATIENT ENGAGEMENT
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healthcare, and the benefits of this collaboration 
are exciting. We are actually working together in a 
way that I haven’t seen in my career. This is a game 
changer for clinical research.”  

In December 2020, the formation of another al-
liance—Decentralized Trials & Research Alliance 
(DTRA)—was announced.7 The goal of DTRA 
is to unite a wide range of stakeholders, namely 
healthcare companies, regulators, patient groups 
and research organizations to enhance patient-
focused trials and remove barriers to participation 
by advancing practices and technologies for de-
centralized studies. According to a recent DTRA 
press release, there hasn’t been a forum in which 
a diverse group of stakeholders could collaborate 
on this subject.7 As evidence of the strong interest 
in this initiative, there were 50 founding members, 
growing to nearly 70 members by early January 
2021, just weeks after the organization’s launch.  

Will it last?
The movement toward greater patient centricity 
and the adoption of decentralizing tools that en-
able it has been brewing for a while, but in recent 
months of the pandemic, there has been a dramatic 
uptick. So, the tide is clearly turning, and the indus-
try’s embracing of DCTs is a silver lining. But will 
this momentum last?   

Getz comments, “It’s hard to envision how it will 
play out because the pandemic forced a very abrupt 
change in design. Regulatory guidance has accom-
modated that abrupt shift. Basically, the door has 
been opened, and a lot of patients are going to say 
now that they’ve seen the light, why would they re-
vert to only having in-person visits?”

He expects the path to a DCT world to be far 
from smooth, as most everything that’s been done 
in response to the pandemic has added more com-
plexity and customization to clinical trials. This 
in turn increases cycle time, inef f iciency, and 
cost, and the industry needs to figure out how to 
manage this.  

Because of the unsettled landscape, CSDD is 
more cautious about making statements about pro-
cess change being sustainable. “We aren’t con-
vinced of that. Historical precedent would suggest 
that the speed and incredible collaborations and 
success we’ve had in developing COVID-19 vac-
cines may be more of a one-time occurrence unless 
there are a whole host of fundamental areas that are 
addressed,” Getz warns.

Still, this is an amazing time for the clinical tri-
als sector, as recent success in developing several 
vaccines is a testament to what this industry can 
accomplish. But, it is shifting, so it will be critical to 
re-visit this subject periodically to determine which 
changes become permanent.
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DATA MANAGEMENT

Characterizing Clinical Data 
Management Challenges 
and Their Impact
2020 Tufts CSDD – IBM Watson Health benchmarking study highlights need for new functionality 
from EDC solutions and providers

T he results of several studies published in 
Applied Clinical Trials and elsewhere have dem-
onstrated the impact of growing clinical trial 

data volume and the increasing diversity of clinical 
data sources on study timelines and inefficiencies.1, 2 
New benchmarks show that the increase in data vol-
ume and diversity is accelerating. The typical late-
stage protocol, for example, now collects on average 
3.6 million data points, three times the number col-
lected 10 years ago.3

In collaboration with and funding from IBM 
Watson Health, Tufts CSDD has now completed 
a study assessing how the clinical data manage-
ment function—internal teams in collaboration 
with their electronic data capture (EDC) part-
ners—are managing, collecting, organizing, stor-
ing and analyzing their clinical data. This article 
summarizes the results of this collaborative study 
and provides more granular cycle time measures, 
experience with EDC solutions, insights into chal-
lenges and opportunities to optimize clinical data 
management practice. 

Study background
A global survey was conducted between September 
and October 2020. In total, 194 verif ied unique 
individual responses were received and analyzed. 
Respondents had an average of 10.8 years of experi-
ence working in a variety of roles including clinical 
operations, data management, executive leadership, 
clinical development and others. The mean number 
of clinical trials performed per year was 54. In the 
discussion that follows, we’ve classif ied organiza-
tions into two primary subgroups: those conducting 
50+ trials/year are designated as “Larger” and 
those conducting fewer than 50 trials/year are des-
ignated as “Smaller.” 

Clinical data management and 
EDC solution pain points
More than 12 different EDC solutions were identi-
f ied by respondents. Most organizations (73.9%) 

report using two or more and the remaining 26.1% 
of respondents report using only one EDC solution. 

Over nine clinical data management pain points 
reported; ranging from protocol amendment de-
lays to solution complexity. The typical respondent 
noted 3.3 different pain points associated with their 
primary EDC solution. Managing mid-study up-
dates and their associated delays topped the list fol-
lowed by f lexibility and customization challenges.

Nearly one third of respondents reported chal-
lenges with database go live delays and the lack 
of integrated patient engagement and electronic 
clinical outcome assessment (eCOA) applications. 
Slightly more than 30% reported challenges with 
the cost of their primary EDC solution. Pain points 
that were reported the least frequently included 
data incompatibility between platforms, customer 
support problems and solution complexity (slow user 
learning curve).

Cycle time benchmarks 
Although a relatively high percentage of respon-
dents cited database go live delays as a key chal-
lenge, it is interesting to note that the cycle time 
between final protocol approval and the database 
go live milestone has not changed during the past 
three years.4 Figure 1 on the facing page shows that 
the average duration from final protocol approval 
to the database go live milestone has increased by 
one day.  

The results of this study also show that the aver-
age study close-out cycle time—from last patient 
last visit to database lock—remains unchanged 
between 2017 and 2020 with organizations report-
ing an average duration of 36.8 days. Mid-study 
updates represent a time intensive challenge. Man-
aging a mid-study update requires about half of 
the total time needed to achieve the initial go live 
release of the database, as shown in Figure 2 on 
the facing page. This helps explain why planned 
and unplanned study updates are the top reported 
pain points.
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DATA MANAGEMENT

Looking at each of these cycle times individu-
ally, and comparing smaller vs. larger organiza-
tions, there were some notable differences. The 
results show that smaller organizations (<50 trials/
year)  are faster at early-stage data management 
processes whereas larger organizations (≥ 50 tri-
als/year) are faster in late-stage processes.

Satisfaction with EDC solutions
Despite the challenges noted, respondents report a 
high level of satisfaction with their EDC solutions. 
Database design and data collection tasks received 
the highest satisfaction levels with over 90% satis-
fied. Database closeout (89.5%), the overall end-to-
end process (88.1%) and data processing and clean-
ing abilities (83.3%) also received high levels of 
satisfaction. Managing mid-study updates (79.7%) 
and the overall study cycle time (75.4%) received 
the lowest relative satisfaction scores.

EDC solut ions received high marks with 
84.1% and 82.3% of respondents satisf ied with 
the solut ions’ abi l ity to reduce the number 
of manual errors and avoid costs in managing 
mid-study updates. Fewer respondents (75.8%) 
were satisf ied with the ability of their EDC solu-
tions to help them reduce delays in managing 
mid-study updates.

EDC solutions also received high satisfaction 
ratings for electronic data capture, randomization 
and endpoint adjudication (100% of respondents 
reported being satisf ied). Over 90% were satis-
f ied with medical coding, data integration, data 
management and eConsent capabilities. Electronic 
patient-reported outcomes (ePRO), eCOA and 
Study-Level Reporting received the lowest satisfac-
tion ratings. Nonetheless, over 70% report being 
satisfied in these areas.

Respondents were asked to rank aspects of their 
EDC solutions and solution providers that they like 
least. Lack of responsiveness and poor individual-
ized attention were among the top criticisms of 
EDC providers.

Functionality, at 80.9%, was by far the top fac-
tor that inf luences respondents’ decision when 
selecting an EDC solution. A distant second was 
Ease of Use with 57.4% of respondents including 
this factor among their top three. The ability of 
a solution to handle clinical trial scope and com-
plexity was also noted as a top factor inf luencing 
selection decisions. Customer support, pricing and 
reputation were among the least inf luential factors.

Looking ahead – will EDC 
solutions and providers 
maintain their high marks?
Organizations look for their EDC solutions to 
support a wide range of data management tasks and 
provide a variety of functionality. This study found 
that—although cycle times are not improving—the 
majority of organizations are satisf ied with their 
providers and EDC solutions on all accounts. 

Cycle t imes from f inal protocol approval 
to database go-l ive and last pat ient v isit to 
database lock—now average 69.4 and 36.1 days 
respect ive ly—represent oppor tun it y a reas 

DATABASE GO LIVE CYCLE TIMES

GRANULAR DATA MANAGEMENT CYCLE TIMES

FIGURE 1. Final protocol approval and last patient last visit to database cycle times.

FIGURE 2. Comparison of data management cycle times between small and large 
companies.

SOURCE: Tufts CSDD, IBM Watson Health

SOURCE: Tufts CSDD, IBM Watson Health
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Evaluating EDC 
solutions for 
efficiency or 
time savings 

remains 
impractical

to accelerate. Similarly, the t ime required to 
implement mid-study updates (28.5 days for planned 
and 29.9 days for unplanned) against a backdrop 
of frequent amendments and an increasing number 
of adaptive design studies also represent a major 
area of opportunity requir ing attent ion and 
improvement. 

One issue highlighted by the contradictory 
relat ionship ra ised between chal lenges and 
satisfaction rates is the close dependency that data 
management has on other study tasks. Evaluating 
EDC solutions for ef f iciency or t ime savings 
remains impractical due to the many external 
confounders—such as the protocol approval process 
and amendment resolution—that impact data 
management cycle times. 

How EDC solutions and providers can add or 
integrate new functionality, manage mid-study 
updates and reduce overall cycle times remains to 
be seen. This study serves as a baseline from which 
to measure future progress. We look forward to 
monitoring the progress in this highly important 
aspect of drug development. 

The authors would like to thank Dilhan Weeraratne 
and Van Willis at IBM for their contributions 
to the project and their support in developing this 
manuscript.
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R&D

Improving Drug 
Development for Rare 
Patients Post-COVID
Non-profit biotech organization Cure Rare Disease utilizes collaboration amidst COVID-19 
pandemic to catalyze speed of  therapeutic research

C OVID-19 has radically transformed society 
and has especially transformed the poten-
tial for drug development’s acceleration. 

For rare and ultra-rare disease populations, the 
pandemic has shown these groups the potential to 
create, test and conditionally approve an effective 
therapeutic for a disease that’s killed over 400,0001 
Americans as of January 2021. While an infectious 
disease is biologically different from a genetic dis-
ease, the framework of rapid development, testing 
and conditional approval is one that can be used 
by society to advance therapeutics for orphan and 
rare diseases. 

The concept of rapid prototyping, testing and 
approval for small populations is one that Cure 
Rare Disease has pursued for its rare and ultra-rare 
disease patients who lack effective treatments since 
its start in 2018. Cure Rare Disease is a unique 
organization–a nonprofit biotechnology company 
dedicated to creating an ecosystem supportive of 
N=1 (or a few) drug development–an ecosystem 
including payer reimbursement and clear guidelines 
from our regulators.  

The strength of collaboration 
Key to this ecosystem’s development is the inter-
disciplinary collaborative network that Cure Rare 
Disease forged. A collaboration that includes lead-
ing academic investigators, preclinical, regulatory 
and manufacturing expertise alongside disease 
luminaries. Rather than traditional clinical trials 
with a varying number of patients, the therapeu-
tics under development are designed to remedy 
the individual’s genetic mutation–starting with the 
neuromuscular disease class. These N=1 (or a few) 
trials will forgo the traditional placebo–a question-
able practice for fatal pediatric diseases with well-
established natural history–and instead treat the 
pre-treated individual as a control when combined 
with rich natural history data. Improvements or 
stabilization of the disease’s progression are the 
ultimate determinants of success and are driven by 

both biomarker and functional endpoints based on 
the individual. This means that for non-ambulatory 
patients there will be no exclusion from participa-
tion but rather a trial whose endpoints are centered 
on upper-limb improvements and pulmonary ca-
pacities alongside increases in dystrophin (in the 
case of Duchenne muscular dystrophy) protein. The 
freedom to experiment with new and potentially 
impactful endpoints is an advantage of nonprofit 
drug development–a chance to experiment with 
the status quo in hopes of finding a better alterna-
tive that allows more patients to participate rather 
than be excluded based on factors out of their 
own control.

A s a  lean organ i zat ion ,  t he power of 
col laborat ion has cont inued to catalyze the 
speed of therapeutic development. An example 
of this is the ability of the team to understand 
how one’s role as a collaborator contributes to the 
primary mission downstream rather than a more 
traditional silo structure of talent with barriers 
separating discovery to preclinical development 
and beyond. Through a collaborative structure, 
individual therapeutics are designed in a holistic 
manner with inputs from downstream processes 
such as manufacturing and regulatory support 
inputted into the initial construct design aimed at 
avoiding pitfalls further down the development path 
and ultimately save the most precious resource to 
patients: time.

Though a young organization, Cure Rare Dis-
ease is preparing for its first clinical trial in 2021–a 
single patient CRISPR-based transcriptional acti-
vator targeted to rare mutation on the dystrophin 
gene for a 25-year-old patient. As a first-in-human 
for this therapeutic modality, the speed with which 
this drug was designed is notable. The approach 
began in 2018 with an initial muscle biopsy. By 
2019, proof of principle was established and by 
2020 proof of efficacy was shown in-vivo. Engag-
ing the FDA from an early time point helped to 
paint a confident development roadmap as did the 
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The power of 
collaboration 
has continued 
to catalyze 
the speed of 
therapeutic 
development

trailblazing work from an earlier program led by 
Dr. Timothy Yu at Boston Children’s Hospital.2 
Through this collaboration, a new way of advanc-
ing life-saving medicine is born–a furthering of the 
template first forged by Dr. Yu in an effort to define 
a path for families, academics and clinicians to treat 
even a single patient impacted by a genetic disease. 

Collaboration enabling 
innovation 
Behind the first patient are several other patients 
with varying genetic deletions and duplications 
–primarily on the dystrophin gene but not exclu-
sively. In using the first patient as a proof of concept 
for not only the modality but for the framework, 
Cure Rare Disease marches forward with a trove 
of experience and insights regarding the develop-
ment of tailor-made (mutation-specif ic) therapeu-
tics. It would be a disservice to the collaborative 
network not to mention the lengths to which these 
collaborators are willing to go to support this vi-
sion–all giving some to support the growing reality                  
of customized therapeutics.  

The col laborat ion has led to add it iona l 
questions that seek to challenge the status quo 
regarding the potential for investigators and drug 
developers to innovate in how preclinical testing 
and development are done. Concepts from as the 
potential for 2D and 3D tissue modeling in lieu 
of an animal model to test eff icacy to common 
delivery platforms in the case of AAV reducing 
the need for repetitive vector toxicology. These 
concepts are those that the regulators and NIH 
are now considering3 and concepts that Cure Rare 
Disease is putting into action to shift from the 
theoretical to the practical.  

Essential to a patient-centric collaboration is 
the patient and patient family. Through Cure 
Rare Disease’s drug development program, the 
patient and patient family are key contributors 
to enabl ing the successful development of a 
customized therapeut ic. Pat ient famil ies are 
required to contribute biological samples to enable 
the research team to understand the mutation, 
its break points and other aspects as if a custom 
drug is to be developed, the target needs to be well 
defined and characterized. Beyond the contribution 
of biological samples, the patient and patient 
families are kept frequently informed of progress in 
an effort to reduce the anxiety and uncertainty that 
families face in the race to develop a therapeutic. 

Ultimately, the goal is to have an aligned team 
aware of the challenges and unif ied around the 
singular goal of developing a customized drug. 

The rise of COVID
The outbreak of COVID initially forced drug mak-
ers to shift R&D focus and delay non-COVID 
clinical trials even though disease progression does 
not slow. Now almost a year later, the drug develop-
ment industry has become far better at managing 
development and clinical trials that are in-part 
remotely conducted. For Cure Rare Disease, which 
began as a virtual company, the segue into a forced 
virtual environment was a relatively seamless one 
as it relates to preclinical development. Rather than 
conducting efficacy studies through our academic 
collaborators, it became essential to shift these stud-
ies to facilities deemed exempt in order to maintain 
continuity of research. Zoom and Microsoft Teams 
became even more essential technologies to allow 
our multi-national collaboration to continue to 
drive progress.  

While preclinical development was able to be 
shifted with limited impact, two areas that were 
not as fortunate in the current climate are logistics 
and clinical operations. In shipping high-value 
materials domestically and internationally, the 
already-stressed shipping channels proved to be 
challenging. It was here that extreme attention to 
detail became especially important. For Cure Rare 
Disease, this meant continuously tracking various 
shipments in coordination with the recipient party 
and even a Christmas Eve FedEx handoff to ensure 
material integrity. As the world begins to return to 
“normal”, issues surrounding shipping and logistics 
will likely be reduced but the learnings remain that 
contingency plans are critical when time-sensitive 
materials are on the move–insurance, extra pack-
aging, dedicated resources to tracking and resolving 
issues as they arise and a clear line of communica-
tion between the senders and recipients. 

COVID-19’s impact 
on clinical trials
Beyond the logistical challenges that COVID-19 
has brought came the potentially larger challenge of 
conducting clinical trials. For Cure Rare Disease, 
patients undergo immune suppression to enable the 
delivery of AAV-mediated therapeutic. Therapeutic 
administration is conducted in either the PICU or 
the ICU. During the height of COVID-19, ICUs 
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COVID-19 has 
presented an 

opportunity 
for drug 

development 
to reimagine 

the status quo

across the US became inundated with COVID-19 
patients thereby forcing the delay of gene and cell 
therapy trials. A recent report by McKinsey cited 
that 45% of respondents (cell and gene therapy 
companies) expected delays of 3-6 months on aver-
age for development programs.4 Diving into the 
details, delays regarding site activation for clinical 
trials, patient recruitment for trials and follow up 
appointments of enrolled patients were top areas of 
delays with 55% of respondents citing these three 
areas as delayed.   

While these delays are temporary, the lessons 
learned from the COVID-19 experience are 
not. Lessons such as allowing virtual trials visits 
informed by diagnostic tests being done locally 
rather than having the patient go to a clinical 
trial site thereby limiting visits, trial burden and 
potential exposure (even in a post-COVID world). 
For instance, to what degree is it possible to have 
trial participants have diagnostic scans and blood 
draws done in their hometown (or nearby city), 
and then have that information transmitted to the 
trial site for accumulation for the trial sponsor? 
This is known as decentralizing clinical trials. 
This suggested change may ultimately benefit the 
trial sponsor in enabling greater enrollment for 
families who previously would not enroll due to the 
trial burden and traveling. Only time will tell but 
COVID has brought an opportunity to challenge 
traditional status quos. 

In the same light as modifying clinical trials 
so too is the need to discuss the advancement of 
regulatory thinking as it relates to therapeutic de-
velopment. With overlapping phased trials and 
streamlined preclinical development conducted 
for COVID-19 vaccine trials–to what degree can 
we apply these lessons to future efforts that are not 
directed at infectious diseases but rather genetic dis-
eases? A piece of the answer lies with the f lexibility 
that the incoming FDA commissioner will have vs. 
his or her predecessors. Under Commissioner Scott 

Gottlieb, MD, the FDA approved a record number 
of novel drugs, especially for orphan indications. 
Several of the learnings from COVID-19 will likely 
not be applicable to drug development such as the 
parallel tracking of clinical trials; however, compo-
nents such as regulatory f lexibility are ingredients 
that may well be applicable to rare disease broadly 
to help speed development, especially as it relates to 
bespoke drug development (N=1). Another aspect 
that could be considered for adoption is the in-
creased leveraging of real-world evidence (RWE) by 
analyzing real-world data sources as was seen with 
COVID therapeutic and vaccine development and 
accelerating this initiative. These learnings pres-
ent only a subset of the opportunities available for 
implementation into non COVID-19 drug develop-
ment efforts moving forward. 

Ultimately, COVID-19 has presented an op-
portunity for drug development to reimagine the 
status quo. As the saying goes, necessity breeds 
innovation and society stands at a cross roads now 
to conduct business as usual or attempt to adopt 
these painfully garnered learnings to improve 
the speed with which drugs are developed, tested 
and approved. 
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CLINICAL OPERATIONS

Impact of COVID-19 on 
Phase I Clinical Activities
Life sciences companies challenged by need to minimize health risks without sacrificing data quality 
during pandemic

T he COVID-19 pandemic has hampered 
the conduct of clinical trials signif icantly 
and still creates unprecedented challenges 

to date. Phase I studies with healthy volunteers 
are particularly affected as uncertainty on viral 
spread among the population may call into ques-
tion safety concerns and potential impact clinical 
data quality.

Complete lockdown forced 
stoppage of any new activity
When the pandemic struck in March 2020, strin-
gent government regulations all over the world 
forced many countries to go into lockdown. As 
all non-essential movement was forbidden, many 
businesses were forced to close and everyday ac-
tivities were reduced to the essentials. Life sci-
ence companies and clinical trial facilities were 
no exception. 

Regulatory agencies published guidance on 
how to manage clinical trials, stating that pri-
ority was to be given to COVID-19 studies, in 
turn slowing down and even halting non-CO-
VID-19 trials. The feasibility and immediate ne-
cessity of starting a new clinical trial needed to be 
critically assessed.

As a consequence, our SGS Clinical Phar-
macology Unit (CPU) in Belgium was closed at 
the start of the crisis to ease the burden on the 
healthcare system as much as possible. This meant 
that the recruitment of any new cohorts was com-
pletely put on hold and only minimal activity 
(necessary for subject follow-ups in ongoing trials) 
was allowed.

Reopening SGS Phase I unit 
by adopting COVID-19 risk 
implementation plan 
Following the f irst pandemic’s peak, with the case 
rate falling, government restrictions became less 
stringent. And SGS CPU management reached 
out to the FAHMP (Federal Agency for Medicines 
and Health Products) through BAPU (Belgian 
Association of Phase I Units) to obtain the green 
light for restarting clinical activities. This would 

only be granted providing SGS CPU could orga-
nize all activities in compliance with local pan-
demic-related regulations. Therefore, to ensure a 
safe re-opening of the unit in alignment with rules 
set by the government, regulatory authorities, 
local hospitals, the local ethics committee and 
SGS’s company policy, a COVID-19 risk imple-
mentation plan was created.

The local hospital’s Board of Directors and our 
ethics committee were approached to review the 
COVID-19 risk implementation plan. Special 
focus was given to assessing the hospital’s situa-
tion, ensuring subject safety could be maintained 
using hospital facilities, while avoiding the risk of 
overloading emergency departments and intensive 
care units. Based on the scheduled trials, the risk 
of adverse events was evaluated to be low, there-
fore all parties agreed to SGS CPU re-opening. 
From June 2020, SGS CPU restarted clinical trial 
activities (in close collaboration with our clients) 
at a reduced capacity in line with social distancing 
guidelines.

The COVID-19 risk implementation plan was 
based on three key factors, 1) to avoid the poten-
tial spread of the virus, 2) to ensure the safety of 
the trial participants, staff, and visitors, 3) to en-
sure the quality of trial data. 

Hygiene measures were set up for subjects, 
visitors, and staff, in line with government recom-
mendations. These included regular hand wash-
ing and disinfecting with alcohol gel, compulsory 
wearing of face masks, and social distancing of 1.5 
meters (5 feet) at all times. To highlight distancing 
measures, f loor stickers were used to create one-
way routes through the facility. Additional mea-
sures for staff included signage on doors display-
ing maximum capacities for off ices and meeting 
rooms. Extra chairs were also removed to avoid 
exceeding the maximum capacities across the 
facility. And the staff was instructed to work from 
home whenever possible. 

One precautionary measure was adapting stan-
dard operational activities to minimize the risk 
of potentially infected subjects accessing the site. 
Telephone interviews prior to visits were intro-
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An important 
asset to control 
and mitigate 
the risk of 
viral spread 
is consistent 
COVID-19 
testing

duced using structured questionnaires. Addition-
ally, each CPU reception area was equipped to 
measure temperatures. Following evaluation, bed 
capacity was reduced by 20 beds, and plastic 
screens were put in place where applicable.

Now, instead of the standard screening process, 
subjects are provided with the Informed Consent 
Form (ICF) and the CPU in-house rules via email 
before arriving at the unit. Individual screening 
appointments are foreseen.

Similarly, upon admission, subjects are invited 
to individually scheduled appointments. Each 
ward in the SGS Phase I unit has also been reor-
ganized to enforce a one-way traff ic system, with 
particular attention paid to disinfecting toilets, 
bathrooms, dining and recreation rooms, and 
fixed furniture across wards.

To reduce the number of people present at 
the unit, audits and data monitoring are orga-
nized remotely as much as possible. As a rule, 
the number of monitors, visits, and the length of 
time in the monitoring room is limited to a mini-
mum. Using eSource in our unit, most data can be 
reviewed remotely. 

An important asset to control and mitigate 
the risk of viral spread is consistent COVID-19 
testing. After the f irst pandemic peak, SGS CPU 
expanded its capacity of state-of-the-art PCR 
(BioFire, FilmArray), so that testing for SARS-
CoV-2 can take place on-site, with results avail-
able within one hour. No longer relying on ex-
ternal partners for results has allowed large-scale 
testing to take place, which has proven invaluable 
when handling Belgium’s second COVID-19 wave 
in November 2020.

Upon every admission onto the site, routine 
SARS-CoV-2 testing is performed, and volunteers 
are only admitted after a conf irmed negative 
result. During in-house stays, any individual pos-
sibly displaying COVID-19 symptoms is immedi-
ately isolated, evaluated by a physician (which can 
also be done by phone outside of working hours), 
and is nasally swabbed for PCR testing. When the 
test result returns negative, the subject returns to 
the ward. If positive, the subject must stay in iso-
lation within the CPU, and the investigator and 
sponsor mutually evaluate the subject’s safety and 
continuation in the trial. This means the subject 
can remain quarantined at CPU for safety reasons 
or can be sent home to go into quarantine. Follow-
up visits can be scheduled as soon as deemed safe. 

Even though no high-risk contact occurs within 
the unit, given the permanent preventive mea-
sures, all low-risk contacts are still traced and 
tested as appropriate. 

Similarly, staff is instructed to stay at home 
when feeling the slightest viral symptom or when 
having had a potential high-risk contact. The 
medical team then decides on the testing strategy 
and follow-up steps. 

All these steps have been summarized in a de-
cision tree that visualizes the appropriate course 
of action in the case of a suspected COVID-19 
infection within the unit, for both trial subjects 
and staff. 

Moving forward in 
uncertain times
After the unforeseen lockdown during the f irst 
pandemic, the unit reopened implementing a se-
ries of measures to assure safe operational activi-
ties in uncertain times. Facing the second wave in 
November, the risk mitigation plan proved to 
be eff icient as only 0.54% of all tests performed 
were positive, with only 0.27% of tests occurring 
during clinical trial conduct but with no impact 
on safety or data quality. The remaining tests 
occurred during follow-ups and at the end of the 
trials. It must be noted that during this period, the 
weekly ratio of positive tests in Belgium reached a 
peak of 29.2% and 19.2% in Antwerp.

Currently, entering 2021, the positivity ratio 
has declined again to 5.3% and 4.8% for Belgium 
and the Antwerp region respectively. However, as 
a lesson learned, governments are weary to loosen 
rules too quickly and a semi-lockdown situation 
is still the default in most European countries, 
including Belgium. Also, at our CPU, we continue 
to work with the highest precautions and risk miti-
gation in place.

Clinical trials are essential, and continuation 
must be ensured. As infection rates seem to go up 
and down in waves, and new viral mutations cause 
concerns, COVID-19 risk mitigation will be part 
of our common practice for some time. Measures 
may change in line with the epidemiological situ-
ation, but general approaches of social distancing 
and hygiene appear to stay for the foreseeable 
future. Only now, with vaccination campaigns 
being rolled out at speed, can we start looking 
forward to a more normal l ife hopefully after 
the summer.
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Direct-to-patient approaches have historically 
been ut i l ized tepidly and with skept icism. 
Impacting routine methods of patient care, 
COVID-19 made stakeholders more responsive 
to virtual trial solutions and other tech-enabled 
approaches. For example, pre-pandemic, study 
investigators in the US expressed interest in the 
use of digital tools/technologies (62%), remote 
monitoring methods (52%) and telehealth (25%) 
in study processes. After the outbreak, interest 
increased: use of digital tools/technologies 
(83%); remote monitoring methods (76%) and     
telehealth (73%). 

Sponsors may increasingly accept, if not 
expect, the incorporation of direct-to-patient     
approaches as: 

1. Future outbreaks due to coronavirus or 
other highly infectious pathogens are 
likely, making planning for clinical studies 
with limited access to traditional research     
sites important.

2. Growing societal acceptance of remote 
a nd  d i g i t a l  i n t e r a c t ion  i mpa c t s 
expectations of study subjects regarding 
remote participation. 

3. These approaches enable patients who 
have limited or no access to studies to 
participate—enhancing diversity within 
the research.

Sponsors starting clinical programs will need 
to determine how virtual they can go and in some 
cases, may look to hybrid approaches—mixing 
traditional design with virtual elements. The 
industry’s ability to design, execute and complete 
COVID-19 vaccine trials regionally or globally 
within a year led to the development of several 
highly eff icacious vaccines. It exemplif ies how 
virtual studies can increase trial speed and 
efficiency when scaled to meet the needs within 
individual therapeutic spaces. 

The urgency to increase trial efficiencies and 
timelines is an industry constant. The longer trials 

take, the longer patients may be waiting for a 
viable option for debilitating and potentially life-
threatening conditions. But, traditionally, trial 
activities and processes have worked sequentially, 
taking up time in order to de-risk decisions, focus 
and investments. 

To rapidly develop COVID-19 treatments and 
vaccines, trial teams stepped outside the norm of 
traditional sequential trial activities. In some cases, 
critical trial steps occurred in parallel of another, 
including more at-risk ways of working. 

Given the unknowns around COVID-19 and 
the urgency for resolution, sponsors made study 
design and protocol details public—creating 
information transparency among stakeholders like 
never before. 

Governments were involved as stakeholders in 
the design and execution of COVID-19 vaccine 
trials, closely collaborating with sponsors. Budding 
collaborations among pharmaceutical companies 
and governments may happen more often as 
public health needs arise and as we continue 
seeing positive gains of working together in 
fighting COVID-19. 

The industry is increasingly accelerating 
strategies to ensure underrepresented communities, 
including those of color. Through targeted and 
intentional outreach, collaboration and awareness, 
there is a renewed emphasis on traditionally 
underrepresented communit ies to expand 
participation in clinical research and access to 
healthcare. In COVID-19 research, sponsors such 
as Moderna showed their willingness to modulate 
trial enrollment and prioritize engagement to 
ensure adequate participation of communities 
disproportionately impacted by COVID-19. 

Industry stakeholders must continue to be agile 
in strategy and ready to adapt. But, as we navigate 
through our biggest global healthcare challenge 
to date, we are collecting numerous learnings to 
further improve future clinical trials. That much 
we do know. 

C OVID-19 has reemphasized the importance of clinical research on individual patients and 
families and society as a whole. It helped crystalize how clinical trials can address medical needs, 
especially on population and societal levels, and catalyzed the development of new technolo-

gies. Researching novel and unproven therapies demands caution and humility and gives deference to 
precedent. So, while there was interest in innovation to mitigate the increasing expense and complexity 
of drug development, there were modest enhancements in conducting these studies. However, the pan-
demic accelerated the pace of development and number of innovations. In aiming to develop and provide 
COVID-19 vaccines, we saw a united urgency within the biopharma industry to speed up decision-mak-
ing, set-up and execute trials and ensure those most affected are represented in the research.

Shifting Expectations for 
Clinical Development 

Jeffrey Spaeder, MD
Chief Medical 
and Scientific 
Officer, IQVIA 

Virtual studies can 
increase trial speed 

and efficiency 
when scaled to 
meet the needs 
within individual 

therapeutic spaces 
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