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The third in our series of insights from 
the 2023 WCG Clinical Research Trends 
and Insights report focuses on the 

outlook for oncology, cell and gene therapy, 
and central nervous system research.

The Emerging Use of Adjudication 
in Oncology for Determining Patient 
Eligibility

 Shaena Kauffman, 
Executive Director, Opera-
tions EAC, WCG

One of the most 
interesting trends over 

the past year has been the increased use of 
endpoint adjudication committees (EAC) to 
determine patient eligibility, especially in 
oncology clinical trials. This trend will likely 
continue in 2023. Adjudication of inclu-

sion criteria, or eligibility adjudication, has 
been used in clinical trials where inclusion 
criteria are subjective. The independent 
assessment by an EAC gives regulators and 
scientists confidence in the comparability 
of clinical trial subjects. Previously, this type 
of adjudication has been applied to areas 
such as progressive neurological disease 
or heart failure, where medical expertise 
is required or eligibility is subjective. How-
ever, there is a rising trend in using EACs 
to confirm oncology disease progression 
to demonstrate a consistent evaluation for 
patient eligibility and provide real-time 
feedback to the study sites.

In the area of disease progression, 
adjudication has the potential to mitigate 

WCG Clinical Research Trends and Insights 
for 2023, Part Three

By James Miessler

T ime and effort have their own value 
and should be budgeted and billed 
for just as more tangible costs — 

tests, patient visits, trial supplies, etc. — are, 
say budgeting and contracting experts who 
warn sites about letting these intangibles 
slip through cracks in their systems.

“Sites often don’t spend the time track-
ing all of this activity, so it’s easy for them 
to lose sight of the time and effort they 
are putting in to support the clinical trial,” 
John Ntambi, manager of clinical research 
administration for WCG, told CenterWatch 
Weekly. “And even for sites that have a good 
understanding of this time, it can be a 
challenge to then convince the sponsors to 
cover the full cost.”

Because it’s uncommon for spon-
sors to account for these types of costs 
themselves, it is critical that sites are on 
top of them. In the experience of Raechel 
DeFabio, senior clinical research analyst 
for WCG, sponsor protocol and budget 
templates typically don’t list such things as 
coordinator time for scheduling patients, 
time for creating protocol calendars in 
the clinical trial management system or 
investigator time spent reviewing/signing 
documents. Similarly, general ongoing 
administrative tasks, such as monitoring 
visits, safety report reviews and trial data 
management, are all tasks that require sig-
nificant time and effort yet may not make 
it into budgets.

Time is Money and So Is Effort, Budgeting 
Experts Say
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Rep. Pallone Grills FDA, 
NIH on Enforcement of 
ClinicalTrials.gov Reporting

Rep. Frank Pallone, Jr. (D-N.J.) is pressing 
the FDA and NIH on their efforts to ensure 
ClinicalTrials.gov reporting requirements are 
followed, referencing recent findings in a let-
ter to the agency chiefs that show significant 
sponsor compliance issues.

In a Jan. 19 letter to FDA Commis-
sioner Robert Califf and NIH Acting Director 
Lawrence Tabak, Pallone, ranking member 
of the House Energy and Commerce Com-
mittee, cites a number of studies, including 
a recent federal analysis of CT.gov results 
reporting, that reveal a lack of compliance 
from sponsors.

That study, a 2022 report from the HHS’ 
Office of Inspector General, looked at publicly 
funded trials and found that, of 72 NIH-fund-
ed trials, 37 (51 percent) did not comply with 
reporting requirements (CenterWatch Weekly, 
Aug. 22, 2022). Another study of all registered 
trials completed after January 2017, conduct-
ed in 2021 by the University of Oxford, found 
that sponsors of only 40 percent of trials with 
reporting requirements reported on time, 
while fewer than 69 percent reported at any 
time, with academic medical centers particu-
larly lacking in timeliness and completeness 
(CenterWatch Weekly, June 7, 2021).

Additionally, a study conducted by Uni-
versities Allied for Essential Medicines in 2021 
looked at the top 40 publicly funded U.S. 
research institutions and, while they saw a 
decrease in unreported university trial results 
between 2019 and 2021, also found that 23 
of the 40 institutions weren’t fully compliant 
with CT.gov requirements. In total, more than 
100 trials still had results missing from the 
CT.gov database, the analysis revealed.

“These studies show that sponsors of 
several thousand trials have been in viola-
tion … and yet it appears FDA and NIH have 
taken only modest compliance actions since 
reporting requirements first went into effect 
in 2007,” Pallone said. “While compliance 

with CT.gov reporting requirements has 
slowly but steadily improved since 2007, 
significant gaps remain.”

Pallone’s letter poses a number of 
questions about FDA and NIH enforcement 
actions for sponsors that remain noncompli-
ant, with particular concern surrounding the 
FDA’s “very limited action to ensure compli-
ance” to date. “This is concerning considering 
that it is apparent when FDA takes action, it 
has great effect,” the letter reads.

Criticism has been lobbed at the FDA 
and NIH for failing to put teeth behind their 
enforcement actions, and the FDA in par-
ticular has been called out for declining to 
fine noncompliant sponsors, though it has 
the legal power to do so. In May 2021, the 
agency issued its first noncompliance letter 
to a sponsor, Acceleron Pharma, garnering 
praise and offering assurance that clinical 
trial transparency is a priority (CenterWatch 
Weekly, May 3, 2021).

Thus far, the FDA has sent out just four 
letters of noncompliance, none of which 
were accompanied by civil monetary penal-
ties, according to the agency’s website.

Read Rep. Pallone’s letter here: https://bit.
ly/3kvJDhI.

‘Bug’ Fixes Put EU’s Clinical Tri-
als Website Back on Track for 
Jan. 31 Deadline

The deadline for mandatory use of the 
European Medicines Agency’s (EMA) Clinical 
Trials Information System (CTIS) remains Jan. 
31 for EU sponsors and regulators follow-
ing the agency’s success ironing out core 
software bugs that threatened to delay its 
official launch date.

The EMA reports significant progress on 
fixing technical issues within the system 
prior to the deadline. According to the 
agency, it has now taken care of more than 
80 percent of “blocking bugs,” issues that 
keep other software bugs from being fixed.

With the agency on track to deliver the 
CTIS by the Jan. 31 deadline, sponsors and 

regulators will be required to switch over 
from EudraCT and begin using CTIS for all 
new trial applications on that date. Sponsors 
have had a year-long transitional period to 
get used to and test the system.

The system, a searchable website, allows 
sponsors to run trials in all of the trade bloc’s 
27 member states through a single docu-
mentation filing. Through the website, spon-
sors are also able to submit updates to their 
trial dossier, reply to member state requests 
for information and provide trial notifica-
tions, such as when a trial starts, recruitment 
begins, trials end, serious breaches happen 
and findings summaries are ready (Center-
Watch Weekly, Aug. 8, 2022).

Draft Guidance: Re-examined 
Oncology Protocols Say 
Maximum Tolerated Dose 
is Not for Everyone

Oncology drug trials should consider a 
wide range of dosages and how they impact 
a wide variety of participants, rather than 
immediately titrating patients up to the 
maximum tolerated dose (MTD), the FDA 
said in a new draft guidance.

The draft re-examines traditional oncol-
ogy protocols, which typically attempt to get 
as many participants as possible to the MTD 
to balance maximum efficacy with mini-
mum adverse events.

But while that technique may have 
worked for cytotoxic chemotherapy medica-
tions with a steep dose-response curve, it’s 
not optimal for many new agents, many of 
which target very specific biomolecular mech-
anisms. Once these drugs interact with their 
intended pathways, pushing the dose higher 
and higher does not necessarily increase 
benefit — but it does frequently increase the 
incidence of adverse events (AEs), which can 
be enough to impact patient quality of life 
and impair adherence, the agency said.

According to the draft, before launching 
studies, sponsors need to have various dose 

continues on next page »
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strengths available. “Perceived difficulty in 
manufacturing multiple dose strengths is 
an insufficient rationale for not comparing 
multiple dosages in clinical trials,” the guid-
ance said.

Dose-finding trials should also investigate 
a wide range of doses in as widely varied a 
population as possible. This should identify 
any patient characteristics that might signifi-
cantly affect pharmacokinetics. If there aren’t 
enough patients, or a wide-enough variety 
of patients, sponsors can use simulated expo-
sure metrics in these subpopulations.

In addition, adaptive trial designs can be 
employed to drive patients to one or more 
dosage arms as interim analyses provide 
safety and efficacy data. But each dosing arm 
needs to collect safety and tolerability data, 
as well as the percentage of dosage interrup-
tions and discontinuations, and these find-
ings should be compared across the arms.

Sponsors should also focus on low-grade 
AEs as well as more serious problems. Low-
grade AEs, like mild-moderate diarrhea, 
“may still significantly affect a patient’s 
ability to remain on the drug for extended 
periods,” the agency says. Patient-reported 
outcomes are a key way to assess these 
impacts, and they should be part of every 
dose-finding study, the guidance says.

Furthermore, dose optimization should 
be undertaken as part of a drug’s develop-

mental pathway, or in registration trials. 
Sponsors should “plan their developmental 
programs such that identification of the 
optimal dosage can occur prior to or concur-
rently with the establishment of the drug’s 
safety and effectiveness,” before submitting 
a marketing application. Drugs on expe-
dited pathways won’t be exempt from this 
requirement, the document notes.

The FDA has asked for comments on the 
draft by March 19.

Read the draft guidance here: https://bit.
ly/3XDVyZD.

Florida CRC Gets Three Years 
in Prison for Lying to FDA 
Investigator

Making false claims to FDA investigators 
is an actual crime that can net you serious 
prison time, as one Florida CRC working a 
pediatric drug trial discovered.

Jessica Palacio, a CRC for Miami-based 
Unlimited Medical Research (UMR), 
received a 36-month prison sentence plus 
three years of supervised release after her 
conviction in September 2022 for lying 
to an agency investigator during a 2017 
inspection of a children’s asthma drug 
clinical trial. She was also found guilty of 
conspiring to commit wire fraud, but the 
judge granted a defense motion for a judg-
ment of acquittal on that charge.

According to the Department of Justice, 
evidence shown during the court trial re-
vealed that, after reviewing clinical trial data 
submitted by UMR and finding issues, the 
unnamed sponsor alerted the FDA.

Palacio was indicted by a grand jury in 
May 2021 for allegedly falsifying records 
to make it appear as if participants made 
scheduled visits to the site, underwent 
physical exams and took the trial drug, when 
none of these things actually happened. The 
indictment claimed that after questioning 
by an FDA investigator about her role in the 
trial, she submitted an affidavit falsely stat-
ing that she conducted a screening visit of a 
pediatric trial participant.

“Those who attempt to subvert the 
regulatory functions of the FDA by making 
false statements to the agency to cover up 
falsified data will be held accountable for 
their actions,” said Special Agent in Charge 
Justin Fielder of the FDA’s Office of Criminal 
Investigations Miami Field Office.

Palacio was part of a scheme at UMR 
to falsify trial data in exchange for pay-
ment. In total, four other co-conspirators 
previously pled guilty and all but one were 
sentenced to time in prison for their roles, 
including the primary investigator and the 
site director. Palacio is the latest conspira-
tor sentenced for participating in the data 
falsification scheme.
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Joshua Rowell, senior director and head 
of global site contracts for Syneos Health, 
has found that the “hidden costs” most 
commonly missed by sites involve training 
for sponsor systems/using several systems in 
parallel, coordinator time needed to support 
patients with decentralized trial methodolo-
gies and time spent helping patients with 
trial systems or devices. “We hear a lot of 
sites talk about how much time they spend 
on the phone with a patient,” he notes.

From his CRO perch, he’s also observed 
that sites can have a hard time keeping up 
with the number of clinical procedures they 
perform that are not automatically captured 
and paid based on visits performed. For 
activities such as these and many more, it 
ultimately falls on the site to push for their 
coverage by the sponsor.

He recommends sites consider their 
nonclinical costs and put considerable 

thought into the overall effort they will 
spend managing a study from an operation-
al standpoint. How much study coordinator 
and investigator time will it take to work in 
sponsor systems and support patients on 
the study journey outside of clinic visits? 
What resources does the site need to utilize 
to enroll and find evaluable patients?

“This can be difficult to assess, but 
surely all sites spend considerable time on 
these elements,” he says. “When working 
with CROs and sponsors on budgets, [sites] 
need to be able to not only ask for this 
compensation but to clearly articulate why 
it’s needed and how they have calculated 
their cost.”

WCG recommends sites carefully and 
thoroughly review their processes, includ-
ing study startup, to analyze and identify 
these resource-intensive tasks, and have 
standard fee schedules and documented 
justifications for their costs established 
before negotiations begin. Standard fee 
schedules should include:

	} Time and effort costs, including hourly 
rates for study staff and baseline time 
estimates for common trial activities;

	} Patient care costs, including single, 
research-specific or multiple charge-
masters, clear Medicare pricing 

Budgeting
(continued from page 1)

“Sites often don’t spend the 

time tracking all of this activity, 

so it’s easy for them to lose 

sight of the time and effort they 

are putting in to support the 

clinical trial.”

—John Ntambi, manager of clinical 
research administration, WCG

May 21–24, 2023
Philadelphia, PA
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documentation, vendor rates for rou-
tine outside services, and bottom-line 
and negotiation thresholds for items 
under the fee schedule; and

	} Administrative costs, including stan-
dard fee schedules for each depart-
ment (as applicable), study-level 
internal site fees and fees that aren’t 
open to negotiation.

Having cost justification is hugely 
important, DeFabio says, as sponsors will fre-
quently have standard operating procedures 
and processes that don’t allow them to pay 
beyond a certain amount without further 
site documentation.

“Sponsors are worried about comply-
ing with fair market value regulations and 
often will not go outside of a specific range 
without justification,” she says. “We find that 
the justification doesn’t often need to be 
overly complex. It just needs to be consis-
tent, explain the background for each fee 
and reiterate that it is standardly charged in 
the same manner to all industry sponsors 
when applicable.”

Don’t feel pressured to give in when 
a sponsor or CRO is proving difficult to 
convince, either. It’s common for primary 
contacts to have certain parameters 
for budget negotiations that mandate 
escalation and review for anything outside 
them, a process that can take time, muddy 
the waters and make budget requests 
unclear, says Jenny Syburg, manager of 
clinical research administration for WCG. 
For the fastest decision-making, find the 
person who can get things done at the 

sponsor/CRO, hold a phone call or virtual 
meeting with them and give them the 
full story — don’t try to explain things in 
an email.

“We often find that sponsor/CRO 
contacts are reasonable when presented 
with the full context,” says Syburg. “This is 
especially true when talking to someone, 
which is why we often try to push for a 
conversation vs. handling everything by 
email when there are sticking points hold-
ing up the conversation. Directly speaking 
with the decision-maker will often lead to 
faster approval.”

It’s also important not to make a habit of 
giving in immediately — stand your ground 
to a point, Syburg advises. Sponsors are 
likely to take note of sites that regularly give 
in to them on budget requests off the bat 
and they will regularly cite precedent from 
previous trials, she cautions. 

“Accepting something on one trial 
may make it harder to negotiate more for 
the same item on subsequent trials with 
the same sponsor,” she cautions. “Stand-
ing your ground does not have to equate 
to dragging out the negotiation over a 
protracted timeline.”

There are resources out there to assist 
sites on the budget negotiation process, 
the most recent of which is a site invoicing 
toolkit designed by the Society for Clinical 
Research Sites (SCRS). The resource offers 
sites an in-depth list of common invoice-
able items that should be considered for 
inclusion in discussions with sponsors and 
CROs. The lengthy 65-page document of-
fers advice on calculating costs for billable 
items, fee descriptions and alternative 

ways to charge for activities, as well as 
important considerations to be aware of.

Jimmy Bechtel, SCRS’ vice president 
of site engagement, recommends users 
employ the guide “trial by trial and site by 
site” and keep in mind that not every billable 
item listed will be relevant.

“Take the time to recognize if the various 
items are indeed realized by your site and 
be prepared to use this resource to develop 
your own, individualized justification and 
process associated with negotiating reim-
bursement for your costs,” he told Center-
Watch Weekly. “Cost analysis is key, and this 
resource should help with that process and 
subsequent negotiations.”

Brad Gruener, vice president of site 
services for WCG, believes such resources 
are a good place to start but recommends 
sites move with caution when considering 
billing per occurrence or per hour of time 
spent as the SCRS toolkit suggests for many 
invoiceable items. Billing with this level of 
frequency can leave the site having to deal 
with an overwhelming number of invoices, 
he cautions.

“It’s great to think of those details and try 
to budget for them,” he says. “In reality, many 
sites would struggle to actually track and bill 
for those items as the trial is happening.” Gru-
ener says that “it is inevitable that we end up 
with at least a few invoiceable items like that, 
but many of our clients prefer we find ways 
to limit the number of different invoices they 
need to send. In those cases, we will still ac-
count for those types of costs but build them 
into other parts of the per-patient budget, 
startup fees or other ongoing maintenance 
fees that are paid at regular intervals.”

Budgeting
(continued from page 4)
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variability and increase the strength of the 
clinical trial results. In addition to bolstering 
the clinical trial data against the regulatory 
and scientific rigors, EAC members can serve 
as a resource to study sites that may need 
access to experts to assess some of the more 
complex patient eligibility criteria. Of course, 
the most significant benefits are that adjudi-
cation of inclusion criteria reduces protocol 
deviations and enforces scientific rigor 
through a pre-randomization, standardized 
objective assessment. The use of eligibility 
EACs will continue to expand in 2023 as 
sponsors and sites report the benefits.

mRNA: Not Just for Vaccines
 Daniel Kavanagh, 

PhD, Senior Scientific Ad-
visor, Gene Therapy, WCG

Reflecting a new 
emphasis on cell and 

gene therapy (CGT) for 2023, the FDA 
recently announced a new “super office,” 
the Office of Therapeutic Products (OTP), 
to replace the former Office of Tissues and 
Advanced Therapies. Included in the an-
nouncement are plans to increase hiring 
and issue more CGT guidance documents 
in the coming year.

The year 2022 saw many new advances 
in CGT, including FDA approvals for new 
products and supplemental indications 
for genetically modified cellular therapies 
and vectored gene therapies. In 2023, one 
area to watch closely is that of “vectorless” 
mRNA therapeutics. Synthetic mRNA is a 
powerful tool that can program cells for new 
therapeutic functions. When combined with 
rapidly developing nanoparticle technolo-
gies, mRNA therapeutics may be targeted 
to a wide array of cell types and tissues. 
One potential application of gene transfer 
technology is to bypass the complex in vitro 
manufacturing process currently required 
for biologics and turn the body’s own cells 
into temporary factories to produce antibod-
ies, enzymes or vaccine antigens. Many such 
approaches in development rely on mRNA.

Currently approved gene therapies 
tend to produce long-lasting or permanent 
changes in cellular programming and may 
induce immune responses that prevent 
re-dosing. For these reasons, many gene 
therapies are designed for “one-and-done” 
curative administration. This offers new 
hope to patients and their families, but also 
presents challenges for safety, commer-
cialization and reimbursement. In contrast, 
mRNA molecules are normally short-lived 
and exert transient effects on cell biology. 
Thus, for some applications, mRNA is an 
important alternative to DNA-based thera-
pies, with potential advantages for safety, 
re-dosing and commercialization.

Current Trends in Neurodevelopmen-
tal and Rare Pediatric Disease

 Scott Hunter, PhD, 
Senior Scientific Expert, 
Neurodevelopment 
Disorders, WCG

In 2023, there will 
continue to be an emphasis on developing 
new outcome measures that can be used 
across rare pediatric and central nervous 
system (CNS) diseases. This has been an area 
of shared concern among caregivers regard-
ing challenges observed with their impacted 
children that affect both individual and fam-
ily engagement and quality of life. Moving 
from broader cognitive measures that are 
often experienced as less sensitive, focus has 
moved more to communication (specifically 
receptive and expressive language skills in 
such areas as Fragile-X, Angelman, Rett, au-
tism spectrum disorders) and motor control 
(e.g., Rett, Angelman, Fragile-X).

Seeking greater sensitivity with scales 
developed, foundation and patient advo-
cacy partners are developing mechanisms to 
build disorder-specific scales to address key 
areas of caregiver and patient concern while 
also collaborating across indications to sup-
port better measurement design. The goal 
of this is to amplify acceptance by the FDA 
of caregiver and clinician report measures 
and patient reported outcomes in the rare 
disease space.

We will move toward using wearables 
and engaging more directly with samples 
collected from these technologies that can 
be reviewed and rated by experts. Collect-
ing simultaneous biological and behav-
ioral outcomes through direct movement 
assessment, recording of communication 
efforts and video monitoring of responses, 
provides significant multipoint data that 
can be aggregated in tandem with use of 
performance measurements in rare and 
neurodevelopmental disease.

Neuroscience Research Trends to Pay 
Attention to in 2023

 Mark G. A. Opler, 
PhD, MPH, Chief Research 
Officer, WCG Endpoint 
Solutions

The past five years 
have brought a remarkable burst of in-
novation in neuroscience drug develop-
ment: approval of the first rapid-acting 
agent to treat depression, the past year’s 
massive surge of activity in the study of 
psychedelic compounds and the ongoing 
exploratory use of wearables and other 
technology-oriented methods for data col-
lection. In the coming year, we’ll see some 
of these exciting yet unproven innovations 
begin to demonstrate their promise in a 
more substantive way with enduring, real-
world impacts. 

A few of the most important trends to 
watch include: 

	} Late-Stage Studies of Psychedelics and 
Cannabinoids: The first large-scale, 
phase 3 industry-sponsored studies 
of psilocybin by Compass Pathways 
should help prove the viability of the 
psychedelics movement in neurosci-
ence. The published results of the 
Compass phase 2 program, if con-
firmed in phase 3, would solidify this 
while also clarifying the direction that 
this exciting new class of treatments is 
likely to take in years to come. 

	} Development of Wearables and Digital 
Biomarkers: Although regulatory 

Trends and Insights
(continued from page 1)
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agencies have held off on explicitly 
approving the use of novel endpoints 
related to wearable devices or similar 
device-rated digital biomarkers, the 
proliferation of these tools as explor-
atory endpoints is creating a growing 
wealth of data. As the evidence base 
for them continues to grow, stan-
dardization and adoption will almost 
certainly follow.

Epilepsy Treatments and Research: 
Where We Started and Where We Are 
Heading

Mike Cioffi, Senior 
Vice President, Clinical 
Solutions and Strategic 
Partnerships, WCG

Currently, there 
are more than 30 antiseizure medica-
tions (ASM) available to clinicians to treat 
patients. But even with such a significant 

amount of treatment options, more than 30 
percent of individuals still do not respond 
to common ASMs and are addressed as 
“drug-resistant.” This will drive innovation 
in both pharmacological and nonpharma-
cological interventions aimed at improving 
symptoms and quality of life for patients 
along with their caregivers.

Research is ongoing in many areas, and 
we will see important advances in the field 
in the coming years. An increased applica-
tion of technologies to aid in epilepsy man-
agement is likely. Smartwatches that can 
detect imminent seizures and alert caregiv-
ers to the location of the patient, and apps 
that can inform clinicians with real-time 
information on their patients’ status and 
seizure counts are all on the horizon.

Precision medicine has begun to take 
a more prominent role as we under-
stand more about the pathogenesis of 
epilepsies. Significant advancement has 
been made in identifying the genetics 

of epilepsies, and the discovery of gene 
mutations responsible for a large por-
tion of patients with developmental and 
epileptic encephalopathies. 

Additionally, the search for biomarkers 
to guide drug development is moving at a 
fast pace and will potentially allow clinicians 
to improve diagnostic accuracy, predict 
response to ASMs and improve outcomes 
for patients.

While there are certainly limitations to 
current technologies and biomarker identifi-
cation, and despite precision medicine being 
further researched, this multidisciplinary 
approach will redefine our ability to improve 
the treatment and management of epilepsy 
in the future.

Read the full WCG 2023 Trends and In-
sights report here: https://bit.ly/3XmcKC6. 

Join WCG experts in a panel discussion 
of 2023 trends and insights in a Jan. 24 
webinar. Register for the free webinar here: 
https://bit.ly/3GFXU2u.

Trends and Insights
(continued from page 6)

By Charlie Passut

D espite FDA support, master proto-
cols have been slow to take hold in 
the U.S. due to reluctance and lack 

of coordination among the trial industry 
to take on such large-scale studies. But re-
searchers who have been busy setting up 
and running master protocols during the 
pandemic say the challenges in the U.S. are 
surmountable with advance planning that 
includes streamlined contracting, expe-

Acting FDA Commissioner Janet 
Woodcock, the long-time former direc-
tor of the agency’s Center for Drug Eval-
uation and Research (CDER), said re-
searchers would be a lot further along in 

focused and disciplined with setting up 
the global infrastructure for master pro-
tocols beforehand. Woodcock stepped 
down from CDER last year to take part 
in the Trump administration’s Operation 
Warp Speed initiative.

should have been overpowered based on 
our original estimates, so that we nailed 
down answers that everyone could be-
lieve in,” Woodcock told attendees of a 
Clinical Trials Transformation Initiative 
(CTTI) webinar last month. But instead, 

“Clearly the situation evolved as it did 
because there was little stomach amongst 
the clinical research community to put-
ting together large-scale master protocols 

thing that sprung to mind amongst the 
community, and it was the same with the 
industry.”

Woodcock said the FDA has seen, both 
in the U.S. and potentially worldwide, a 

yields other severe consequences — back
ing up IRBs, study personnel, contracting 
mechanisms at sites, provision of lab sup
plies and kits, and other study material. 

speed of launching platform trials.”

industry to consider adopting master pro

U.S. Slow to Make Progress in 
Master Protocol Trials

February 2021 A CenterWatch Publication Volume 28,  Issue 02

U.S. Master Protocol Trials – Number of Sites

Source: Clinical Trials Transformation Initiative (CTTI)
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Months the master protocol trial has been active

InReview

Rare, Adrenal Gland Tumors

drug Azedra for rare cancers of the adre-

therapy OK’d for these tumors. 
-

apy drug that attacks tumors with a high, 

with inoperable locally advanced or metas-
tic cancers called phenochromocytoma 
and paraganglioma.

Pheochromocytoma forms inside and 
paraganglioma grows outside the adrenal 
gland(s).

Both tumor types release hormones that 
can cause symptoms including high blood 
pressure, rapid heartbeat and anxiety. 

University of Pennsylvania research-

percent who received at least one dose and 

saw their blood pressure drop enough to 
cut their hypertension meds in half. 

license is held by Progenics Pharmaceuticals. 

Japan Greenlights Parkinson’s Trial

scientists have won approval from Japanese 
regulators to test adult stem cells as a possible 
treatment for Parkinson’s disease. 

Induced pluriopotent stem cells (iPS) 
are derived from skin or blood cells and 
induced back into an embryonic-like plu-
ripotent state that can divide into more 
stem cells or become any type of cell in the 
body, leading to a potentially unlimited 
source of any type of human cell needed 

-
ered promising for regenerative research 

-
man cells and, also, avoid controversy sur-
rounding stem cells from human embryos.

Researchers plan to transplant iPS cells 
into the brains of Parkinson’s patients in 
the hope they will help repair or replace 

of its kind to use iPS cells. 

Regulatory Update
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Industry analysis, developing trends, 
compliance requirements & expert insights 
Are you up to speed on all the changes and  
developments in the clinical trials space?

Subscribe today! 
www.centerwatch.com/cwmonthly

Insightful analysis into developing trends and  
expert opinions

Current FDA initiatives, changes and requirements

 
approval pathway, FDA review status

Subscriptions start at $399 
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Drug & Device Pipeline News    

Company Drug/Device Medical Condition Status

Trials Authorized

Exegenesis Bio EXG102-031 Neovascular age-related macular 
degeneration

IND for a phase 1 trial approved by 
the FDA

Cyrano Therapeutics CYR-064 Post-viral smell loss IND for a phase 2 trial approved by 
the FDA

Orthogen Orthogen device Knee osteoarthritis stages II through IV IDE for a phase 3 trial approved by 
the FDA

Trials Initiated

Ceruvia Lifesciences NYPRG-101 (BOL-148) Neurological and psychiatric disorders, 
including cluster headaches

Initiation of a phase 1 trial

Trefoil Therapeutics TTHX1114 Corneal epithelial defects Initiation of a phase 1 trial

Asher Biotherapeutics AB248 and AB248 plus Keytruda Locally advanced/metastatic solid 
tumors, including melanoma, renal cell 
carcinoma, non-small cell lung cancer 
and squamous cell carcinoma of the 
head and neck

Initiation of a phase 1a/1b trial

continues on next page »

informed consent assent

National Research Act

Belmont Report

certificate of confidentiality

Common Rule

compliance
conflict of interest
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gene transfer
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sponsor
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privacy
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recruitment

special populations
placeboTuskegee Syphilis Study  

Gary L. Chadwick, PharmD, MPH, CIP

FIFTH EDITION

Protecting Study 
Volunteers in Research
A Manual for Investigative Sites

Are you up to date on developments 
for protecting your trial participants?�
Protecting Study Volunteers in Research: A Manual 
for Investigative Sites includes all the developments 
you must consider to ensure your trial participants 
are informed, empowered and — above all — as safe 
as possible. 



> Federal regulations related to keeping clinical 
 trial participants safe

> Protection issues related to social science 
 research (behavioral and observational studies)

> Ethics and implications of informed consent

> How accurate publication of trial results 
 protects participants and the public

> The e�ect of �nancial con�icts of interest and 
 scienti�c misconduct on clinical research

> Issues involved in increasing participant diversity

> The impact of HIPAA regulations on clinical 
 trial data

> Issues presented by the growth of genetic 
 research and precision medicine

Key Manual Highlights:

Order today at www.centerwatch.com/psv
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Drug & Device Pipeline News     (continued from page 8)

Company Drug/Device Medical Condition Status

Biomea Fusion BMF-219 KRAS-mutated unresectable, locally 
advanced or metastatic non-small 
cell lung cancer, colorectal cancer and 
pancreatic ductal adenocarcinoma 

Initiation of a phase 1/1b trial

Cardiol Therapeutics CardiolRx Recurrent pericarditis Initiation of a phase 2 trial

ORYZON Therapeutics Iadademstat Relapsed/refractory high-grade 
neuroendocrine carcinomas

Initiation of a phase 2 trial

Apex Labs APEX-52 (synthetic psilocybin) Post-traumatic stress disorder Initiation of a phase 2b trial

Palatin Technologies Bremelanotide Type 2 diabetic kidney disease Initiation of a phase 2b trial

Plus Therapeutics Rhenium (186Re) obisbemeda Recurrent glioblastoma Initiation of a phase 2b trial

Theriva Biologics VCN-01 plus chemotherapy Newly diagnosed metastatic pancreatic 
ductal adenocarcinoma

Initiation of a phase 2b trial

Versanis Bio Bimagrumab and bimagrumab 
plus Rybelsus (semaglutide)

Obesity Initiation of a phase 2b trial

Stemedica Cell 
Technologies

Allogeneic mesenchymal stem 
cells

Ischemic stroke Initiation of a phase 2b/3 trial

Life Molecular Imaging PI-2620 imaging agent Alzheimer’s disease Initiation of a phase 3 trial

Approvals

Luye Pharma Rykindo (risperidone) for 
extended-release injectable 
suspension

Schizophrenia and bipolar 1 disorder in 
adults

Approved by the FDA for new 
formulation

Novo Nordisk Rybelsus (semaglutide) First-line treatment for type 2 diabetes 
in adults

Approved by the FDA for expanded 
indication

Abbott Navitor transcatheter aortic 
valve implantation system

Severe aortic stenosis in patients at high 
or extreme risk for open heart surgery

Approved by the FDA

Shanghai Henlius 
Biotech

Hansizhuang (serplulimab) 
injection in combination with 
carboplatin and etoposide

Extensive-stage small cell lung cancer Approved in China
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