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Newly released data from a study 
on the costs and benefits of 
decentralized trials (DCT) dem-

onstrate in hard numbers that using DCT 
methods can gain a sponsor or site as 
much as 25 times the original investment 
and score performance improvements in 
several areas.

Ken Getz, executive director of the Tufts’ 
Center for the Study of Drug Development 
(CSDD), and Pamela Tenaerts, chief scientific 
officer for Medable, presented the joint 
study’s detailed findings for the first time at 
the Drug Information Association’s annual 
conference in Chicago last week. Basic study 
findings were published in January (Center-
Watch Weekly, Jan. 24).

Looking at actual contract data sourced 
by Medable for 33 phase 2 trials and 26 
phase 3 trials, CSDD researchers found that 
it cost $1.9 million on average to deploy DCT 
support in a phase 2 trial, while for phase 3, 
DCTs cost $3.1 million on average. 

Researchers used a widely accepted 
investment measurement — expected 
net present value — to calculate return on 
investment (ROI) and found that DCTs that 
cut the length of phase 3 trials by three 
months — a very conservative estimate of 
improvement, Getz said — showed an ROI 
of 13.2 times the original costs, for a total of 
$41.2 million. For phase 2, that same cycle 
time reduction equated to $9.2 million, an 
ROI of nearly five times.

Decentralized Methods Gain Far More 
Than They Cost, New Data Show

By James Miessler

Among the many voices involved in the 
ongoing discussion about increasing 
diversity in clinical trials, one group 

has received less attention from sponsors, 
sites and regulators alike: transgender and 
nonbinary people. More effort needs to go 
into including these populations, according to 
one transgender advocate, including staff site 
training and special accommodations.

The transgender community has very 
particular needs, said Liam Paschall, senior 
consultant of management development for 
Parexel, to a standing-room-only audience 
at last week’s 2022 Drug Information As-
sociation global conference.

At the site level, having a welcoming 
environment and staff that understand and 

accommodate trans participants is essential 
to ensuring they feel safe, welcome and will-
ing to participate, said Paschall, a female-to-
male transgender person.

Although the FDA has acknowledged 
the importance of improving the inclusion 
of transgender and nonbinary individuals 
in trials, it hasn’t issued guidance specifi-
cally on the subject and international regu-
latory guidances similarly lack details on 
bolstering the participation of this group, 
he said.

Clinical trials need specific guidance on 
the inclusion of sexual and gender minor-
ity populations, says Carl Streed, Jr., an 
assistant professor at the Boston University 
School of Medicine.

Inclusion Gaps Linger for Trans and Nonbinary 
Populations, Special Accommodations Needed

CenterWatch Holiday Notification

In observance of Independence Day in 
the U.S., CenterWatch Weekly will not 
be published Monday, July 4. The next 
issue will be published Monday, July 11.
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Sites have spoken in 2021: For the second 
consecutive survey, sites chose Sano� as 
the No. 1 sponsor by overall reputation. 

�e ways sponsors design their trial protocols 
weigh heavy on their minds, and they feel 
that sponsors still need to do better to meet 
their needs and expectations on that front.

Gathering more than 3,700 responses 
from site representatives around the 
world, CenterWatch’s Global Site Rela-
tionship Benchmark Survey sought to 
learn about how sites view sponsors’ 
reputations, performance and responses 
to COVID-19 and shed light on 40 spon-
sor performance attributes they consider 
most important. �e survey was con-
ducted in August and September 2021.

As it did in 2019, Sano� topped the list of 
sponsors by overall reputation, a measure of 
sites’ general opinions of sponsors whether 
or not they had direct experience with them. 
Bayer made a massive leap, going from the 

14th spot in 2019 to second place of 53 compa-
nies this year. Similarly, P�zer shot from 10th 
place in 2019 to the third spot in 2021. Follow-
ing P�zer were, in order of rank, Roche, No-
vartis, Merck, AstraZeneca, Eli Lilly, Janssen 
and Boehringer Ingelheim, which made its 
�rst appearance in the top 10 this year.

Asked to rate the actual performance 
of the three sponsors they had worked 
with the most in the previous two years, 
65 percent gave Novo Nordisk an excel-
lent rating across all 40 attributes as well 
as awarding it the top spot on 36 of the 

With Protocols Growing in Importance 
to Sites, Sponsors May Have Work to Do

Copyright © 2022 by WCG CenterWatch

Decentralized Trials: Know What to Measure, 
Know How �ey’re Di�erent

January 2022 A CenterWatch Publication Volume 29,  Issue 01

see Decentralized Trials on page 6

By James Miessler

D ecentralized trials (DCT) are becom-
ing more dominant in clinical research, 
but it’s critical for sites to realize the key 

di�erences between DCTs and traditional tri-
als and have the right metrics in place. Indus-
try isn’t quite there yet, experts say.

�e most signi�cant distinction be-
tween DCTs/hybrid trials and traditional 

studies is the speed at which sites can 
access data, according to Jennifer Price, 
executive director of data and analytics at 
THREAD, a trial technology provider fo-
cused on DCTs. �e real-time data access 
that remote approaches deliver is huge 
because it allows sites to immediately see 
noncompliant participants on their ra-
dar and take action before further issues 
arise, she said.

Subjects who fail to complete an activ-
ity on time, for instance, are considered 
noncompliant, and this noncompliance 
can be addressed far faster in DCTs com-
pared to conventional trials, a great perk 
that should be taken advantage of.

“Real-time access to the data gives us 
the ability to react quickly when a partici-
pant’s not being compliant and get them 

see Survey Report on page 4
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Industry Briefs  

FDA Unveils Five-Year Plan 
for Rare Neurodegenerative 
Disease Research

Under a new five-year action plan for 
accelerating the development of treatments 
for rare neurodegenerative diseases, the FDA 
will focus on incorporating new technolo-
gies and innovative trial approaches begin-
ning with the study of amyotrophic lateral 
sclerosis (ALS).

According to the agency, the goals of 
the five-year strategy include encourag-
ing the use of digital health technologies 
and decentralized approaches in ALS 
trial design, ensuring expanded access is 
accounted for in development programs 
and improving the diversity of ALS trials by 
tackling barriers and burdens for under-
represented groups.

The agency also said it will work to 
improve the characterization of ALS 
pathogenesis and natural history, including 
by researching predictive and prognostic 
biomarkers and by quantifying how the 
disease progresses.

Under the plan, a task force will develop 
disease-specific scientific strategies over 
the next five years and “leverage ongo-
ing FDA regulatory science efforts” in the 
therapeutic area. The agency also pledges 
to work with patient advocacy communi-
ties to ensure the patient voice is included 
in discussions. 

In addition, the agency will work to iden-
tify promising therapeutic candidates earlier 
to optimize their trial designs, open access, 

streamline operations and cut the cost of 
drug development.

Read the FDA’s plan here: https://bit.ly/3 
unRhgj. 

Novartis Invests in Historically 
Black Med Schools to Advance 
Trial Diversity 

Novartis has committed $17.7 million 
to establish clinical trial centers at three 
historically black medical schools in an 
effort to help increase diversity, equity and 
inclusion in clinical research.

Under its Beacon of Hope program, the 
company will allocate funds for the creation 
of clinical trial centers of excellence at 
Charles R. Drew University of Medicine and 
Science in Los Angeles, Howard University 
College of Medicine in Washington, D.C. and 
Meharry Medical College in Nashville, where 
trials of underrepresented populations will 
be conducted by racially diverse investiga-
tors and site staff. 

“Not only do we have to expand our fac-
ulty of experts, but we also have to train and 
put in play a future pipeline of scientists to 
lead that process. The ability to do that rests, 
of course, on having resources; this grant 
from the Novartis U.S. Foundation allows us 
to continue to build out those resources,” 
said Hugh Mighty, dean of Howard Univer-
sity College of Medicine.

Pharma giants Merck and Sanofi are 
also participating in Novartis’ initiative, 
vowing to run trials through the three 
newly announced centers and an addition-

al center at Morehouse School of Medicine 
in Atlanta that is now operational and 
gearing up to initiate its first trial. Last July, 
Novartis pledged about $13.7 million to 
that school to set up a clinical trial center 
of excellence and two additional digitally 
enabled research centers.

The Beacon of Hope program has com-
mitted more than $50 million over 10 years, 
according to the company.

CBER Guidance Agenda Lists 
Two Trial-Related Documents 
Still to Come in 2022

The FDA’s Center for Biologics Evaluation 
and Research (CBER) has issued an updated 
agenda of guidances it intends to publish 
this year, indicating there are still two clinical 
research documents the center intends to 
address by the end of the year.

Under the category of tissues and 
advanced therapies, CBER plans to re-
lease a guidance on evaluating multiple 
versions of a cell or gene therapy in 
early-phase trials. 

The vaccines category includes a pro-
posed guidance on the FDA’s enforcement 
policy for investigational new drug require-
ments for transplanted fecal microbiota to 
treat Clostridioides difficile infections that 
don’t respond to standard therapies. 

As with all yearly guidance agendas, 
the center is not bound by its list, nor is it 
required to publish all of the guidances on it. 

Read the updated agenda here: https://
bit.ly/3NjPbEw.

Learn more at www.centerwatch.com/cratrainer

The CRA Trainer
An Interactive Companion to The CRA’s Guide 
to Monitoring Clinical Research
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“All communities that have been 
excluded from clinical trials need explicit 
inclusion moving forward. This includes 
racial and ethnic marginalized popula-
tions that have been underrepresented in 
research as well as LGBTQIA+ populations 
that have been left invisible in research as 
a result of the lack of sexual orientation 
and gender identity data collection,” Streed 
told CenterWatch Weekly. 

Safety/privacy concerns and mistrust 
are key barriers to transgender and nonbi-
nary individuals’ participation in trials, and 
sites can and should take action to address 
these hurdles, said Paschall, adding that 
nearly half of transgender adults report 
mistreatment or discrimination by a health-
care provider.

“We’re not only afraid to find a new 
doctor to treat us and give us care, we’re 
also afraid to participate in a trial because 
of discrimination and being perhaps outed 
in situations where we would not want that 
to happen,” he said. “Most doctors and their 
staff aren’t really educated in how to treat 
and care for trans and nonbinary patients. 
We’ve never had a reason to trust.”

But sites can take measures to show 
trans and nonbinary participants they’re 
aware and respectful of these concerns. 
For instance, it’s important to include this 
group in site marketing materials, such as 
on posters and brochures, if they aren’t 
already. Inclusive marketing goes a long 
way in demonstrating that the site cares 
about the LGBTQIA+ community, and a lack 
of presence in marketing content is likely to 
make transgender individuals feel unsafe 

and unwanted, said Paschall. Similarly, it’s 
important that sites ensure the group is ac-
knowledged and included in study materials 
as well.

Some adjustments can be very simple 
and still extremely meaningful, he said. For 
instance, it speaks volumes to transgender 
participants when sites have at least one 
gender-neutral restroom. This is a big con-
cern for many transgender people, he noted, 
such as those who have only had upper-
body surgery. 

Another way sites can increase their ap-
peal with trans and nonbinary participants 
is to offer one-on-one contact, a measure 
that can show them in a more trustworthy, 
caring and accommodating light. It’s critical 
to provide this sort of interaction due to 
participant worries of being accidentally 
outed. “Privacy is very important,” he said. 
“For some of us, we’re not out to everyone. 
Some trans and nonbinary people may be 
out to their families but not out at work and 
vice versa. That goes back to safety and feel-
ing welcome in the environment.”

Site staff must be trained for interaction 
with trans and nonbinary participants, Pas-
chall emphasized. For example, staff mem-
bers may not understand the correct use 
of gender-neutral language or pronouns. 
Educating them on this can go a long way 
to making participants feel welcome and 
willing. Take a “no assumptions” approach, 
Paschall advised. “Avoid assuming gender 
identity and use gender neutral pronouns 
when pronouns aren’t shared.”

Trials requiring overnight stays must 
be carefully considered, too, for safety rea-
sons, he said. If participants need to share 
rooms, the site should specifically ask 

them who they would like to room with, 
giving them the option of staying with 
another trans male or female, a cisgender 
male or a cisgender female (those whose 
gender identity matches their biological 
gender at birth).

“For safety reasons, it absolutely does 
matter,” Paschall said. “That would be one of 
those situations where I might be inclined 
not to participate if I had to be in a room 
with someone I didn’t feel safe with.”

Paschall also stressed the importance of 
collecting information on sexual orienta-
tion and gender identity in clinical trials, a 
concept echoed in a white paper published 
by WCG’s Advocates for LGBTQIA+ Inclusion, 
Visibility and Empowerment (ALIVE) group 
last year.

That group noted that while diversity 
efforts have tended to focus on under-
represented racial and ethnic populations, 
it’s critical to ensure that other aspects of 
diversity are considered, including partici-
pation of people of all genders and sexual 
orientations. To that end, even small-scale 
trial revisions can mean a lot to these pa-
tients while at the same time help gather 
valuable data.

“Minor changes to clinical protocols, 
informed consent documents and data col-
lection forms can have a tremendous impact 
on … analysis of data in a way that allows us 
to better understand and treat the health-
care needs of this community and can make 
studies more welcoming and inclusive so 
that persons who are part of the LGBTQIA+ 
community feel comfortable and safe in 
participating,” the group concluded.

Read the white paper here: https://bit.ly/ 
3OzzdHI.

Inclusion Gaps Linger
(continued from page 1)
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Even cutting a phase 3 trial by a single 
month provided 5.5 times the ROI ($17.3 
million), while six months of time saved 
delivered almost 25 times the ROI, an 
impressive $77.8 million. 

Trials that deployed and used DCT 
components — namely wearable devices 
and mobile apps — also saw significant 
performance improvements, according 
to the study. Looking at 33 protocols that 
used DCT components and 154 protocols 
that didn’t, the researchers found those 
that did were able to reduce study initia-
tion time in phase 3 by an average of two 
weeks, from 166.5 days to 152.6.

For study closeout — the time from last 
patient last visit to database lock — phase 
2 trials saved 17.6 days on average, while 
phase 3 trials saved 7.4 days. And while 
phase 2 trials with DCT components actu-
ally took two weeks longer on average for 
study initiation, the average total length 
for both phase 2 and phase 3 trials was 
hundreds of days shorter (245.5 days and 
360.2 days, respectively).

Trials with DCT elements also saw 
reductions in screen failure rates and 
amendments, both of which are extremely 
labor intensive and costly for sites. Specifi-

cally, phase 2 trials with a DCT component 
saw a 20.1 percent average screen failure 
rate compared to a 29.7 percent rate in 
trials without. Phase 3 trials saw nearly the 
same decrease.

Phase 2 trials also saw significantly 
fewer amendments when using DCT 
components, going from an average of 
3.3 amendments without DCTs to 2.7 
amendments with. Phase 3 trials using 
DCT components saw a modest reduction, 
going down from 3.4 to 3.3 amendments, 
still a significant result, Getz noted.

“Any improvements that we can see in 
the number of amendments is going to 
impact not only the speed and shorten the 
amount of development,” he said, “but will 
also result in a reduction in expenses.”

Participant dropout rates were cut 
down slightly by DCTs as well — phase 3 
trials went from a 28.6 percent dropout 
rate to 26.1 percent on average, while 
phase 2 trials went from 27.7 percent to 
26.8 percent.

Beyond the hard numbers, Getz noted 
that there is “a lot of other intangible or 
strategic value associated with use” of 
DCTs, such as gaining the appreciation of 
patients that have a more positive experi-
ence in a DCT and demonstrating to the 
community that you’re committed to pro-
viding multiple options for participation.

Though further analyses using a larger 
pool of data are still to come, Getz said 
the data show “some very, very compel-
ling findings. We’re using conservative 
estimates here that have populated the 
model, and we hope to really build on the 
insights from this as we move forward with 
even more data and a larger sample size,” 
he said.

“It’s data like this that will help us get 
to responsible adoption of DCTs,” Tenaerts 
said. “We are committed to providing 
evidence metrics, key studies and best 
practices around a slew of these things 
that we really need to understand about 
DCTs and how they affect trials. This is just 
the first step in that journey.”

Decentralized Methods
(continued from page 1)

“It’s data like this that will 

help us get to responsible 

adoption of DCTs … This is just 

the first step in that journey.”

—Pamela Tenaerts, chief scientific officer 
for Medable
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Drug & Device Pipeline News    

Company Drug/Device Medical Condition Status
Trials Authorized

Acepodia ACE1831 Non-Hodgkin's lymphoma IND approved by the FDA

Ellipses Pharma EP0031 RET-altered cancers IND approved by the FDA

Fusion Pharmaceuticals FPI-2059 Solid tumors IND approved by the FDA

Nuvectis Pharma NXP800 Cancer IND approved by the FDA

Envoy Medical Acclaim cochlear implant Hearing loss IDE approved by the FDA

SoniVie Therapeutic Intra-Vascular 
Ultrasound System

Hypertensive disorders IDE approved by the FDA

Trials Initiated

FluGen Intranasal M2SR flu vaccine co-
administered with high-dose 
vaccine

Influenza Initiation of phase 1b trial

Disc Medicine DISC-0974 Myelofibrosis patients with anemia Initiation of phase 1b/2 trial

CannaLean Biotechs Cannabidiol (CBD) Hypercholesterolemia Initiation of phase 2a trial

AlzeCure Pharma ACD440 Peripheral neuropathic pain Initiation of phase 2 trial

Celldex Therapeutics Barzolvolimab Chronic spontaneous urticaria Initiation of phase 2 trial

Cognition Therapeutics CT1812 Lewy body dementia Initiation of phase 2 trial

continues on next page »

Research billing compliance continues to challenge 
research practitioners
By Sue Coons

E ven though Medicare covers some of 

Investigational drug management requires strict 
controls, constant documentation
By Elizabeth Tilley Hinkle

W hen it comes to managing in-
vestigational drug products, the 
stakes are high. If even one small 

batch of control drugs get mixed in with 
the test drug supply or if one shipment of 
medication is stored outside of the proper 
temperature range or one person admin-
isters drugs incorrectly, it can put patients 
at risk, throw research data into question 
and even lead to the study’s termination. 

are so complex, documentation procedures 
so rigorous and federal regulations so strict.  

While the prinicipal investigator (PI) is 
generally given full responsibility for inves-
tigational drug management, anyone with 
drug handling or administration authority 

— including nurses and other clinicians, on-
site pharmacists, researchers and research 

investigational drugs are handled properly. 

— and federal regulations — about drug 
shipping and intake, product labeling and 
storage; authorizations and training; medi-
cation dispensing and administration; and 
returning or destroying unused drugs.  

And it means thoroughly, accurately 
and promptly documenting these proto-
cols and actions every step of the way. 

Unfortunately, safe investigational drug 
ordering, handling, dispensing and admin-
istering procedures have not been univer-
sally standardized, Jamie Brown et al., wrote 

of Biology and Medicine. As a result, some 
areas of the process could pose safety risks 
during clinical trials that would be less likely 
when commercially available drugs are used 
outside a research setting, the authors note.
see Investigational drug management 

Learner Outcomes:

1. Describe principal investigators’ role in drug 
management.

2. Explain drug management labeling protocols. 

3. Demonstrate knowledge of drug storage 
requirements.

4. Describe key FDA regulations about investigational 
drug product handling.

Exam for Continuing Education
Research Practitioner, Vol. 23, No. 01, 3.0 Contact Hours

Blockchain

 Which of the following best 
de�nes blockchain technology?
a. An immutable, decentralized 

archive of transaction records.

 Which of the following best 
describes a “permissionless 
chain?”
a. A public chain that doesn’t 

require additional setups or 
permissions.

b. A private chain that requires a 
key that identi�es authorized 
users.

c. A public chain that allows 
anyone to edit historical 
transactions. 

d. A private chain that does 
not require unique login 
credentials or passwords. 

 How do time-stamped data blocks 
in the blockchain help research 
studies? 
a. �ey make it easier to trace 

all data to an original, veri�ed 

Instructions: To earn 3.0 continuing education credits 
for this issue, subscribers must read the full issue and 
pass the exam with a minimum score of 70 percent. 

To access exams, go to the centerwatch.rise.com 
website. Log in with your username (your email 

the training site, you will be asked to create a password. 
If you need more information on how to sign into the 
website, go to https://www.centerwatch.com/
research-practitioner-login-instructions. 

Exams can be taken at any time for up to 13 months 
after their issue date. Partial credits will not be awarded. 

credits awarded will be available to view, print and save.
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Drug & Device Pipeline News     (continued from page 6)

JobWatch

Research Center Profiles

Company Drug/Device Medical Condition Status

NovoCure Tumor treating fields plus 
Keytruda (pembrolizumab)

Non-small cell lung cancer Initiation of phase 2 trial

Rakuten Medical Taiwan ASP-1929 
photoimmunotherapy

Head and neck squamous cell 
carcinoma

Initiation of phase 2 trial in Taiwan 

XBiotech Natrunix Pancreatic cancer Initiation of phase 2 portion of phase 
1/2 trial

Exelixis XL092 plus atezolizumab Metastatic colorectal cancer Initiation of phase 3 trial

Timber Pharmaceuticals TMB-001 Congenital ichthyosis Initiation of phase 3 trial

SCYNEXIS Oral ibrexafungerp Complicated vulvovaginal candidiasis Initiation of phase 3b trial

Approvals

AbbVie Skyrizi (risankizumab-rzaa) Crohn's disease Approved by the FDA for new 
indication

Merck Vaxneuvance pneumococcal 
15-valent conjugate vaccine

Pneumococcal disease Approved by the FDA for expanded 
age indication

Novartis Tafinlar (dabrafenib) + Mekinist 
(trametinib) 

Solid tumors with BRAF V600E mutation Approved by the FDA for new 
indication

Rhythm 
Pharmaceuticals

Imcivree (setmelanotide) Bardet-Biedl syndrome Approved by the FDA for new 
indication

Pfizer

BioNTech

COVID-19 vaccine COVID-19 Emergency Use Authorization 
granted for expanded age indication 

Solasia Pharma Darvias injection Relapsed or refractory peripheral T-cell 
lymphoma

Approved in Japan
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