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Rising Trial Complexities Create More
Payment Problems, Frustrations for Sites
By James Miessler

T

he clinical trial payment process has
long been frustrating for sites as well
as sponsors and their CROs, with
uncertain invoicing procedures, misunderstandings around payment terms and data
entry complications often leading to late,
incorrect or missed payments. Add to the
picture the trend toward increased trial complexity, adoption of new technologies and
the use of decentralized trial (DCT) methods, and all parties are feeling the pinch of
payment problems more than ever.
The changing trial landscape is making
the site payment process, always a complex
undertaking, even more challenging and
prone to new pitfalls, such as data entry
errors in new electronic systems that auto-

matically trigger payments, costs of protocol
amendments not accounted for in the
original payment plan and confusion around
virtual visits that require splitting payments
between sites and vendors.
The process is causing enough of a
headache for sites that some have declined
future trials from sponsors who dropped the
ball on site payments or, worse, taken sponsors or CROs to court. A recent roundtable
meeting sponsored by CRO giant IQVIA
brought together around 20 pharma and
biotech clinical operations and finance execs
to discuss modern-day pain points for sites,
with DCT issues taking top billing.
“You’ve got different definitions and
budget structures for different types of
see Rising Trial Complexities on page 3
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BYOD Trials Growing in Popularity, But
Unique Tech Challenges Remain
By James Miessler

T

here’s considerable buzz around
the idea of letting trial participants
use their own electronic devices to
run trial apps and the strategy has risen
in popularity alongside the decentralized
trials (DCT) movement. For sites unfamiliar
with BYOD (bring your own device) trials,
planning and prepping with the technology
in mind is essential to managing this still
evolving model successfully.
As the name implies, BYOD trials let
patients use devices they already own to
complete trial tasks, such as electronic
patient-reported outcomes (ePRO) and eDiaries. This often involves the use of apps on
iOS and Android smartphones, but there’s
tremendous flexibility, with Apple Watches,
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tablets and other internet-connected
devices all possibilities if they meet the operating system specs of a trial’s technologies,
according to experts at Brooklyn, N.Y. tech
firm Datacubed Health. Patient centricity is
at the heart of this concept, they say.
“Providing the patient the flexibility to
complete study tasks on a device they’re
already frequently using limits the possibility
of missed study tasks and provides convenience, as they are already familiar with the
device setup,” Datacubed’s Solution Architect
Natasha Massias and President Kyle Hogan
told CenterWatch Weekly in an email.
“It also reduces patient burden for
another study thing to remember, especially
for patients that are constantly on the go,”
see BYOD Trials Growing on page 4
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Industry Briefs
Fewer Than Half of Cancer
Trials Shared Individual
Participant Data in Past Decade
Only 45 percent of cancer drug trials
made their individual participant data
(IPD) available to other qualified researchers over the past 10 years, according to a
new study.
Researchers from the University of
South Australia, Bond University, Flinders
University and Duke University Medical
Center first identified all cancer drugs approved by the FDA between Jan. 1, 2011,
and June 30, 2021, then assembled a list
of trials that had their results summarized
in the drugs’ product labels. They found
that although sharing of IPD has notably
improved in the past five years, more than
half (55 percent) of the 304 trials evaluated
did not have their IPD made accessible to
researchers, according to results published
in JAMA Oncology.
They also looked at sponsors and found
that data-sharing rates varied significantly
among them. The most common reason for
keeping IPD under wraps was that longterm follow-up was still being gathered (53
percent of trials).
Of the top 20 sponsors by revenue,
AbbVie, Bayer, Gilead Sciences and Takeda
have less than half of their cancer trial
IPD available for sharing. And in what the
researchers called “a missed opportunity,”
Astellas Pharma, Bristol Myers Squibb,
GlaxoSmithKline, MSD and Teva shared less
than 10 percent.
“When participants commit to these
trials, they are generally advised and

reasonably expect that, although they may
not personally benefit from their participation, the knowledge gained will contribute
to better care for future patients. Our
findings indicate that this commitment
to participants in oncology trials is not
yet being fully met,” the researchers said.
“Data accessibility would be substantially
improved if, at the time of FDA registration
of a medicine, all data that support the
registration were made available.”
Based on the findings, the researchers
offer three recommendations to sponsors: join PhRMA and/or the European
Federation of Pharmaceutical Industries
and Associations and create a data-sharing
policy; establish IPD-sharing procedures
outside of the company to avoid internal
conflicts of interest; and establish a policy
that states all IPD underlying results on a
product label will be immediately eligible
for sharing.
Read the full study results here: https://
bit.ly/3QfFMjy.

EMA Sees Rise in Trial
Applications Submitted
to CTIS
The European Medicines Agency (EMA)
has seen a modest but steady rise in the
number of trial applications submitted to its
new Clinical Trial Information System (CTIS)
since the platform launched on Jan. 31.
Although most trial applications are still
being filed to the EudraCT system, which
stakeholders may continue using until Jan.
31, 2023, a recent EMA report shows that
the number of applications filed to CTIS has

risen month over month, starting with nine
applications in February and rising to 18 in
March, 29 in April, 35 in May and 39 in June.
May and June each also saw one substantial
modification submission.
By contrast, EudraCT application
numbers are beginning to dip slightly; the
system saw 193 applications in February,
200 in March, 187 in April, 178 in May and
175 in June.
So far, the agency has made 24 decisions
on trial applications filed to CTIS, picking up
speed as the year went on. It made just a
single one in March, three in April and four
in May, but shot up to 16 in June.
Read the full report here: https://bit.
ly/3QiM3L9.

Velocity Clinical Research
Makes First Expansion Move
in Europe
With the acquisition of a site in Germany,
U.S.-based integrated site organization (ISO)
Velocity Clinical Research has made its first
strides toward expanding into Europe.
The ISO recently announced that it
acquired its first site in Europe, Clinical
Research Hamburg, for an undisclosed
amount. The sale marks its first purchase
in a line of deals planned across the UK
and Germany.
According to Velocity, the move makes
it the first U.S.-based research site business to extend its reach into Europe. The
company, whose site count now stands at 32
integrated sites, “has a pipeline of deals to
significantly expand its European network of
sites” by the end of the year, it said.

Clinical Research Conference
2022 West
October 16-19, 2022
Planet Hollywood Las Vegas Resort & Casino
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Rising Trial Complexities
(continued from page 1)

visits,” said Stuart Thiede, global head of
financial lifecycle at IQVIA. “From a site
perspective, this is a challenge, because
now instead of visit three being a certain
amount, it could be one of four amounts,”
Thiede said.
The patient visit has diverged into “so
many pathways,” Thiede told CenterWatch
Weekly. “We used to pay primarily sites; now
we may need to pay four to six different
vendors for a patient visit.”
For example, a DCT patient visit in a trial
might consist of a telemedicine session with
the principal investigator, a blood draw by
a visiting nurse agency and a user support
call with a medical device vendor. This can
create a confusing payment arrangement
for sponsors and CROs to navigate, as well
as a need to update systems that may be a
decade or two old.
The vast majority of sponsors outsource
site payments to CROs, which adds an extra
level of complexity to the process. Working
with a CRO intermediary requires effective
communication and careful data oversight
to keep the payment process running
smoothly, according to financial officials at
one large site network.
Sarah Cannon Research Institute (SCRI),
the oncology arm of HCA Healthcare,
works with IQVIA on approximately 250
trials across more than 20 sites, submitting invoices either by email or through
its electronic data capture (EDC) system,
which transmits the invoice to the CRO for
automatic processing.
Having capable teams behind project
management and a data-driven approach
to identifying payment problems has been
critical for the institute when it comes to
site payments.
For instance, SCRI recently caught an
issue with some sponsors that required
certain elements be entered in the EDC for a
visit payment to be triggered. The problem,
they discovered, was that their clinical
trial agreements (CTA) did not outline the
Copyright © 2022 by WCG CenterWatch

“You’ve got different definitions
and budget structures for
different types of visits. From
a site perspective, this is a
challenge, because now instead
of visit three being a certain
amount, it could be one of
four amounts.”
—Stuart Thiede, global head of financial
lifecycle at IQVIA
percentage of information that needed to
be entered in the EDC to initiate a payment,
leaving sites unclear on exactly what was
needed to get the payments rolling, Tricia
Mora, senior manager of revenue cycle for
SCRI, explained.
“That criterion isn’t documented in
the CTAs or the master agreements, so we
don’t necessarily know what it is, what the
percentages are,” she said. “This is a recent
discovery we’re currently gathering data for
to see if we can go back to the sites to educate them and let them know what needs to
be done for each payer, study and sponsor
to receive payments.”
One of the institute’s biggest issues
with CROs handling payments is the
practice of taking “clawbacks,” recouping
a portion of money already paid to a site,
on automatic visit payments, Caroline
Hudson, accounting manager for SCRI,
said. Specifically, IQVIA makes adjustments
to payments it sends to the institute based
on rate changes and other things without
providing direction on where it’s recouping the differences from, creating significant confusion in some cases.
The institute is currently working with
IQVIA to obtain more details on where the
money is being taken from, holding weekly
meetings to discuss payment-related issues
and murky areas, including any open payments, and come up with solutions.

There’s no one-size-fits-all approach
to properly setting a site or institution up
for clarity and success on site payments,
but for SCRI, its clinical trial management
system (CTMS) and accompanying accounts receivable component are integral.
Together, Hudson and Mora work to
ensure their systems are reporting missing
payments and granular details on missing items from payments. And behind
the CTMS are multiple teams that play an
essential part in setting their trials up for
proper billing.
“All of our projects are built, created
and managed in our CTMS. We have
our study activation team, we have a
protocol team that actually goes into the
system and builds out the shell of that
protocol, as well as a budgets team that
comes in after them and adds the rate,”
Hudson said. “From a collections perspective at Sarah Cannon, we are relying on
those upstream teams to ensure that the
protocol was built appropriately in our
CTMS and that we’re therefore billing
appropriately.”
But even with a robust CTMS that
keeps up with changes from protocol
amendments (and by extension, possible
budget amendments), SCRI still runs into
problems. At the end of the day, it’s still a
study monitor’s responsibility to inform
sites when data are missing, but because
monitoring visits could happen months
after certain data were entered and things
could be missed, the systems in place at
the site need to be able to capture the data
required to trigger payments and catch
problems, Hudson says.
“[We’re] leaning on our partnership
with IQVIA as well as some other key CRO
partners that we have to ensure that we’re
updating our processes appropriately,
leaning on data and our systems information to guide us on where the gaps are,”
she said, and using that partnership to
produce as much information as possible
to make sure the sites know if something
is missing.”
CWW2630
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BYOD Trials Growing
(continued from page 1)

such as participants in late-stage oncology
trials who may require frequent site visits,
they said.
But the BYOD approach comes with
some unique challenges, including accommodating a wide variety of devices. There
could be different device models, operating
systems and notification formats that may
all need troubleshooting throughout the
trial, Massias and Hogan pointed out, and
many sites complain that some sponsor-selected apps have compatibility issues, clunky
designs and poor tech support.
Sites should keep the participant learning curve and need for support in mind
and account for that in trial expectations.
For example, participants may be familiar
with the device they will use but unfamiliar
with the concept of the study app; site staff
should allow extra time in participants’ visits
to ensure they’re ready to use it.
Also remember that because participants are using their own devices,
they’ll likely be receiving notifications
and reminders for personal things as well,
creating a risk of them missing trial-related
signals, especially if they get annoyed by
the study notifications and choose to disable them. They might even turn them off
without even realizing it. It’s essential that
the design of the trial enables the delivery
of meaningful, concise alerts that both get
the participant’s attention and encourage
them to complete the activities, Massias
and Hogan advised.
Overall, sites should “think big but start
small” when it comes to BYOD trials. It can be
easy to get overwhelmed by the technologies employed in trials. Don’t bite off more
than you can chew, they cautioned.
“Many times, sites have multiple trials
going on with various apps or software
they need to manage. Sites need to be
realistic that they may not be able to successfully integrate and set up all the new
systems at the same time,” Massias and
Hogan said. Sites should look at all the
Copyright © 2022 by WCG CenterWatch

“Site adoption and patient
adoption of technology are
what ultimately drives change,
and there’s a lot of interest in
leveraging this.”
—Catherine Gregor, chief clinical trial officer for Florence Healthcare
technologies and plan a staged or roll-out
approach. “Incorporate and master one
new app at a time before presenting it to
participants,” they said.
Catherine Gregor, chief clinical trial
officer for Florence Healthcare, echoes this
sentiment, and advises sites to carefully consider the technology involved and the site
resources that are available before accepting
a BYOD trial. Evaluate whether the trial and
its various technologies will be manageable,
resource-wise, based on the needs of the
participants and the complexity of the data
the trial apps collect.
But despite the potential issues, BYOD
trials can cut down on work for site staff,
notes Gregor, reducing the need for sites to
manage IT inventory and maintain a log of
devices coming and going from the site, for
example, and cutting down on the amount
of tech support site staff need to provide because participants are already familiar with
the devices being used. This can be especially helpful for participants with advanced
disease states and/or cognitive delay, where
it may be difficult if not impossible to train
them on a new device. If this can be avoided,
she says, site staff can devote more of their
time to actual clinical work.
But at the same time, Gregor cautions
that these types of trials can see deviations
in data quality. When Apple Watches are
used for ECG monitoring, for example, it’s
possible to see variation in results depending on how much the participants use the
device, how often they charge it and how
good they are about updating it.

Not all trials using a BYOD strategy confine themselves solely to participant-owned
devices, with some also offering site-provisioned devices as an option. Alain Sayegh,
chief operating officer for Renovatio Clinical,
said that of the BYOD trials they have taken
on, participants were given the option of
using their own device or taking a sponsorprovided device. Most, if not all, chose to use
their own to avoid dealing with two devices.
In a few cases, the trial app conflicted with
other software on the participants’ phones,
and they were forced to use the sponsor
device, Sayegh said.
Massias and Hogan believe that the
BYOD model isn’t going away and is in fact
just starting to take shape. As it evolves, they
feel that more considerations need to be
made around access and connectivity to account for participants that don’t have smartphones readily available for completing
study tasks, including those in underserved
areas and underrepresented groups. The
flexibility of doing trial activities by phone is
just the beginning, they say.
“It will be interesting to see what additional autonomy patients will have in the
future. Perhaps there will be a way — regulatory concerns considered, of course — for
patients to interact with one another within
the study” or more apps designed with full
offline capability to reduce the need for
internet connection, they said.
For Gregor, it remains to be seen
whether the increased interest in BYOD
trials will continue to climb. Long-term,
sustained interest will, in her mind, depend on whether BYOD trials are deployed
in a successful manner.
“Site adoption and patient adoption
of technology are what ultimately drives
change, and there’s a lot of interest in
leveraging this,” she said. “But if we’re not intentional in how we roll these technologies
out, how we incorporate them on the front
end, that change management becomes
much harder, and people will just look away
from something that’s difficult to deal with
despite the long-term benefit.”
CWW2630
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Drug & Device Pipeline News
Company
Trials Authorized

Drug/Device

Medical Condition

Status

Ascletis Pharma

ASC10

Mild-to-moderate COVID-19

IND approved by the FDA

Astria Therapeutics

STAR-0215

Hereditary angioedema

IND approved by the FDA

Avenge Bio

AVB-001

Peritoneal malignancies

IND approved by the FDA

Calidi Biotherapeutics

NeuroNova

Recurrent high-grade glioma

IND approved by the FDA

Cellectis

UCART20x22

B-cell malignancies

IND approved by the FDA

Eccogene

ECC4703

Non-alcoholic steatohepatitis and
dyslipidemia

IND approved by the FDA

ImmunAbs

IM-101

Autoimmune diseases

IND approved by the FDA

OliX Pharmaceuticals

OLX10212

Age-related macular degeneration

IND approved by the FDA

Zenas BioPharma

ZB001

Thyroid eye disease

IND approved by China’s regulatory
authority

Eledon Pharmaceuticals Tegoprubart

Prevention of organ rejection in patients IND approved by the FDA for a phase
receiving a kidney transplant
2 trial

Renovion

Bronchiolitis obliterans syndrome in
bilateral lung transplant patients

ARINA-1

Study May Proceed letter issued by
the FDA for a phase 3 trial

Trials Initiated
ACM Biolabs

ACM-001 COVID-19 vaccine

COVID-19

Initiation of phase 1 trial

Agenus

AGEN1571

Advanced solid tumors

Initiation of phase 1 trial

Astria Therapeutics

STAR-0215

Hereditary angioedema

Initiation of phase 1 trial

Bio-Thera Solutions

BAT8009

Advanced solid tumors

Initiation of phase 1 trial

CytoImmune
Therapeutics

CYTO-102

Relapsed/refractory non-small cell lung
cancer

Initiation of phase 1 trial

Antengene

ATG-101

Solid tumors and B-cell non-Hodgkin
lymphoma

Initiation of phase 1 trial in China

Lynk Pharmaceuticals

LNK01004

Mild-to-moderate plaque psoriasis

Initiation of phase 1 trial in China

BioInvent International

BI-1607 plus trastuzumab

HER2+ solid tumors

Initiation of phase 1/2a trial

Celularity

CYNK-101

Advanced HER2+ gastric cancer

Initiation of phase 1/2a trial
continues on next page
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Drug & Device Pipeline News
Company
Innovent Biologics
Laekna Therapeutics
Tallac Therapeutics
Cardiol Therapeutics
EyePoint
Pharmaceuticals
OcuTerra Therapeutics
Denovo Biopharma
Union Therapeutics
Novavax
Aerie Pharmaceuticals
Avalo Therapeutics
NewAmsterdam
Pharma
Orca Biosystems
Sound Pharmaceuticals
Shionogi
Torii Pharmaceutical
Approvals
Allergan Aesthetics
Arcutis Biotherapeutics
Marius Pharmaceuticals
AbbVie

Drug/Device
Afuresertib plus sintilimab plus
chemotherapy

(continued from page 5)

Medical Condition
Solid tumors resistant to anti-PD-1/PDL1 therapy

Status
Initiation of phase 1/2 trial

Advanced solid tumors
Acute myocarditis
Maintenance treatment of wet agerelated macular degeneration
OTT166
Diabetic retinopathy
DB104 (liafensine)
Treatment-resistant depression
Orismilast MR tablet
Atopic dermatitis
NVX-CoV2373 COVID-19 vaccine COVID-19 in patients age six months
through 11 years
AR-15512
Dry eye disease
AVTX-803
Leukocyte adhesion deficiency type II
Obicetrapib
Heterozygous familial
hypercholesterolemia
Orca-T
Hematologic malignancies
SPI-1005
Meniere's disease
SDT-001
Attention-deficit/hyperactivity disorder
VP-102 (TO-208)
Molluscum contagiosum

Initiation of phase 1/2 trial
Initiation of phase 2 trial
Initiation of phase 2 trial

TAC-001
CardiolRx
EYP-1901

Juvéderm Volux XC
Zoryve (roflumilast) cream 0.3
percent
Kyzatrex (testosterone
undecanoate)
Rinvoq (upadacitinib)

Improvement of jawline definition in
adults over age 21
Plaque psoriasis in patients age 12 and
over
Hypogonadism

Initiation of phase 2 trial
Initiation of phase 2b trial
Initiation of phase 2b trial
Initiation of phase 2b/3 trial
Initiation of phase 3 trial
Initiation of phase 3 trial
Initiation of phase 3 trial
Initiation of phase 3 trial
Initiation of phase 3 trial
Initiation of phase 3 trial in Japan
Initiation of phase 3 trial in Japan
Approved by the FDA for new
indication
Approved by the FDA
Approved by the FDA

Adults with active nonradiographic axial Approved by the European
spondyloarthritis
Commission
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