
By James Miessler

A troubling trend is being seen in clin-
ical research: sponsors frequently 
overestimate their oncology trial 

budgets while underestimating budgets in 
other areas, creating challenges for sites 
trying to prepare for and manage trials.

Budget misestimation is a problem seen 
at all levels of clinical research, but it can 
be particularly troublesome for sites, as 
they often face limited degrees of lever-
age in budget negotiations and “are at the 
mercy of what a sponsor thinks is reason-
able and fair for a given procedure,” ac-
cording to Jimmy Bechtel, vice president 
of site engagement for the Society for Clin-
ical Research Sites (SCRS).

“Much of this centers around how 
much of the research is unique and out-
side of standard practice, so without truly 
detailed cost analysis, it can be difficult to 
budget for,” Bechtel told The CenterWatch 
Monthly. “This misestimation is a true 

make-or-break challenge. If a site doesn’t 
know any better and agrees to a budget 
with rates that are lower than their true 
costs, it can be a disaster for their sustain-
ability.”

Protocol amendments, which usually 
aren’t addressed in initial budgets, are 
likely one of the biggest drivers behind 
budget misestimation. Despite a rising 

number of protocol amendments in trials, 
sponsors often fail to account for the ex-
tra time and costs amendments add, says 
Ken Getz, executive director of the Tufts 
Center for the Study of Drug Development 
(CSDD).

Budget misestimation is most prevalent 
in phase 1 trials, especially in oncology, 
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S ponsors and CROs are shifting away 
from the traditional wide-net ap-
proach and focusing more on invest-

ing in fewer numbers of sites. Should this 
trend pick up speed as some project, sites 
may need to adapt best practices, embrace 
sponsor-driven changes and keenly address 
their shortcomings to remain competitive.

This trend, though still emerging at this 
point, may present challenges as well as 
opportunities for sites in the years to come 
as sponsors begin investing resources 
more heavily and selectively into a smaller 
selection of sites with the intention of us-
ing them repeatedly and reliably, Geoff 
Schick, director of strategic site partner-
ships for WCG, told The CenterWatch 
Monthly. 

“Sponsors are … investing in relation-
ships in smaller numbers of sites to facili-
tate high-performing sites by greater IT, 
training and financial investments, and 
developing their own networks of sites, 
so to speak, that they can go to again and 
again and reliably achieve enrollments 
and quality data on their study,” he said.

Kelle Laws, executive director of Mercy 
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Regulatory Update
FDA Recommends Sponsors Submit 
Plans for Achieving Trial Diversity

A new draft guidance from the FDA 
calls on sponsors to submit detailed plans 
for achieving racial/ethnic diversity in 
their trials as part of their investigational 
new drug (IND) or investigational device 
exemption (IDE) applications.

The 12-page draft guidance is the 
latest move in the agency’s drive to in-
crease clinical trial participation in mi-
nority populations. The agency says it 
“will evaluate the race and ethnicity di-
versity plan as an important part of the 
sponsor’s development program.”

The guidance outlines the key compo-
nents of a diversity plan, beginning with 
an overview that describes the available 
pathophysiology data in underrepre-
sented racial and ethnic populations for 
the disease or condition to be studied. 
Different applications or uses of cur-
rently available prevention, screening 
or diagnostic strategies and treatments 
should be described and known similar-
ities or differences in disease/condition 
among the underrepresented population 
should be discussed.

A section on the scope of the clini-
cal development program should briefly 
describe the planned trial and how it 
would address the inclusion of under-
represented populations, including de-
tails on study design, study population, 
eligibility criteria, endpoints and the 
expected geographic trial locations. This 
section also should describe, if appli-
cable, any differences found in clinical 
pharmacology studies for the racial and 
ethnic groups to be studied.

Sponsors should include their goals 
for enrolling a diverse population and 
outline the specific plan to achieve these 
goals as well as the measures that will be 

taken to both enroll and retain minority 
participants and describe the way data 
will be used to characterize safety, effi-
cacy and, if applicable, optimal dosage 
in these participants.

Lastly, the plan should discuss the 
status of the sponsor’s enrollment goals 
as the plan is updated, when applicable, 
and should include collecting data post-
market if diversity goals are not met, the 
guidance says.

For sponsors holding INDs, the diver-
sity plan should be submitted “as soon 
as practicable” during development, the 
guidance says, but before the sponsor 
has requested feedback from the agency 
on a pivotal trial. For devices, sponsors 
should submit the diversity plan as part 
of the IDE application. If device spon-
sors wish to hash out their enrollment 
strategy with the FDA before submitting 
the plan or discuss a plan for a non-IDE 
trial, they should follow the agency’s 
Q-Submission process for requesting a 
meeting or feedback.

Applications for marketing authori-
zation also should include the sponsor’s 
trial diversity plan as well as an outline 
of the challenges and successes they had 
in implementing it.

Comments on the draft guidance are 
due by June 13.

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

EMA Guidance Defines  
Commercially Confidential  
Information for Redaction

A new draft guidance from the Euro-
pean Medicines Agency (EMA) defines 
requirements for redacting commercial-
ly confidential information (CCI) in trial 
data and documents filed to the Clinical 
Trials Information System (CTIS).

The guidance, designed to be a refer-
ence tool, defines CCI as any informa-
tion provided in a trial application or 
during a trial that is “not in the public 
domain or publicly available” and could 
be damaging to sponsors’ competitive 
positions or business interests if shared.

CTIS users should have a strong grasp 
of what information related to the devel-
opment of the investigational product 
is already in the public domain, such as 
study design, development plan time-
lines and results, as well as on scientific 
knowledge and progress in the relevant 
therapeutic area, when redacting.

The agency advises sponsors to limit 
redactions only to the text and figures 
that are identified as CCI and avoid re-
dactions of entire pages, subsections or 
full tables. The guidance also advises 
sponsors to implement a strategy to 
identify CCI as they write CTIS-related 
documentation to reduce the need for 
redactions and the inclusion of CCI in 
documents where it’s not necessary.

Read the full guidance here: https://
bit.ly/3O26X0C.

CDER Director Discusses  
Priorities for Fiscal 2023

Center for Drug Evaluation and Re-
search (CDER) Director Patrizia Cavaz-
zoni outlined the center’s budget priori-
ties in fiscal year 2023 in a webinar hosted 
by the Alliance for a Stronger FDA.

CDER’s priorities for the next fis-
cal year include increased investment 
in human drug initiatives and provid-
ing more support for postmarket safety 
surveillance and oversight of marketed 
products, she said.

Among the center’s priorities for fis-
cal 2023 will be launching a biosimilars 
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regulatory research program, establish-
ing a pregnancy safety workgroup to as-
sess pregnancy outcomes in women who 
are exposed to drugs and biological prod-
ucts, and activities that will lead to accel-
erating cures for rare diseases, she said.

Cavazzoni also addressed the question 
of whether CDER will have sufficient staff 
to achieve its goals in fiscal 2023. She said 
that some staff members postponed their 
retirement plans in order to contribute to 
the agency’s work in the pandemic. And 
the current 12-month staff attrition rate 
is around 8 percent, which is within the 
prepandemic range. She also said that the 
center is seeing increased job applicants 
for the role of medical reviewer, a posi-
tion that has been hard to fill in the past.

Cavazzoni noted that CDER has con-
tinued to meet its non-COVID-related 
review goals despite the pandemic. “This 
wasn’t easy,” she said.

Pediatric Extrapolation OK to 
Evaluate Safety, ICH Draft  
Guideline Says

Data from adult trials of a particular 
drug can be used to evaluate the safety 
of the drug in a pediatric population, 
according to a draft guideline released 
for public comment by the International 
Council on Harmonization (ICH) and 
the European Medicines Agency (EMA).

Currently, such extrapolation of results 
from other populations is used to deter-
mine the scope and extent of data collec-
tion in pediatric trials. The draft guideline 
ICH E11A — Pediatric Extrapolation con-
firms that the same concept can be used to 
determine the safety of using a drug in a 
pediatric population.

The guideline provides information on 
the degree to which pediatric extrapola-
tion can be applied and what information 

should be collected. It addresses disease 
similarity, drug similarity, similarity of re-
sponse to treatment, sources and types of 
existing data, and safety considerations. It 
also offers considerations for dose selection, 
model-informed approaches and efficacy 
when applying pediatric extrapolation.

The draft guideline is intended as a 
complement to ICH E11(R1) — Clinical 
Investigation of Medicinal Products in 
the Pediatric Population.

The deadline for submitting com-
ments on the draft guideline is Aug. 6.

Read the draft guideline: https://bit.
ly/37sxdQU.

Peter Marks Envisions  
New Development Model  
for Gene Therapies

To expand the field of gene therapy, 
Peter Marks, director of the FDA’s Cen-
ter for Biologics Evaluation and Research 
(CBER), believes that the current clini-
cal development framework is in need of 
rethinking in terms of trial design, end-
points, communication and other areas.

As it stands now, gene therapy de-
velopers commonly refer to the clini-
cal development framework for small-
molecule drugs, Marks wrote in an 
editorial published in Expert Opinion 
on Biological Therapy. While many com-
ponents of this framework apply to gene 
therapies — good manufacturing prac-
tices (GMP), understanding nonclinical 
aspects of the investigational drug and 
demonstrating safety and effectiveness, 
for instance — other aspects of gene 
therapies might be better served by oth-
er models, the CBER chief believes.

Marks posed that greater use of novel 
trial designs and endpoints, global reg-
ulatory harmonization, standardized 
manufacturing processes and improved 
communication with regulators would 
have a big impact on getting more gene 
therapies to market.

Marks believes that sponsors should 
consider the use of Bayesian clinical 
trial designs that include reassessments 
of therapeutic benefit probability as each 
patient goes through the trial process, 
as these measures can help to lower the 
number of participants needed in gene 
therapy trials and the small pools of rare 
disease patients that can make enroll-
ment a struggle.

Additionally, because current gene 
therapies use a device-like “vector back-
bone,” most often an adeno-associated 
virus or lentivirus, to deliver an artifi-
cial gene, Marks thinks that the reuse 
of backbone-related information should 
be considered, as appropriate, for other 
gene therapies in development. Success-
fully doing this could accelerate devel-
opment for multiple products.

Access Marks’ article here: https://bit.
ly/3NPD1Vv.

FDA Adopts Revised ICH  
Guideline on Quality in  
Clinical Trial Design

An international guideline focused 
on building quality into clinical trials is 
now official FDA guidance. The agency 
has published the International Coun-
cil for Harmonization’s (ICH) E8(R1) 
— General Considerations for Clinical 
Studies as a final guidance, signaling its 
support for the “quality by design” con-
cept.

The FDA guidance, which is largely 
the same as the draft guideline first 
published by the ICH in 2019, cements 
the agency’s position that clinical trials 
should be designed to focus on factors 
critical to quality (CenterWatch Weekly, 
Oct. 11, 2021).

“Quality factors should be prioritized to 
identify those that are critical to the study, 
at the time of the study design, and study 
procedures should be proportionate to the 
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risks inherent … and the importance of 
the information collected,” the guidance 
says.

Read the final guidance here: https://
bit.ly/3DWqWcp.

FDA Officials Look to Set the  
Record Straight on Definition  
of ‘Digital Biomarker’

In an effort to address differing defi-
nitions of the term “digital biomarker” 
and improve discussions on drug and 
device development, FDA officials have 
penned an article meant to clear up mis-
conceptions and spur alignment toward 
the agency-endorsed definition.

In the eyes of the FDA, a digital bio-
marker is “a characteristic or set of char-
acteristics, collected from digital health 
technologies, that is measured as an in-
dicator of normal biological processes, 
pathogenic processes, or responses to 
an exposure or intervention, including 
therapeutic interventions,” according to 
the paper, which was published March 
25 in npj Digital Medicine.

Despite the agency’s official position on 
a definition, multiple definitions are being 
seen in scientific literature, some of which 
appear to confuse established definitions 
of biomarkers with clinical outcome as-
sessments (COA), the authors wrote. This 
conflation of terms, they cautioned, may 
lead to disconnects in communications 
and data expectations between companies 
and regulatory agencies.

“Our objectives are to align the mean-
ing of ‘digital biomarker’ with estab-
lished biomarker terminology and to 
highlight opportunities to enable con-
sistency in evidence generation and 
evaluation, improving the assessment of 
scientific evidence for future digital bio-
markers,” they wrote.

The paper includes two tables de-
signed to help understand the differenc-
es between digital biomarkers and other 
kinds of assessments.

For instance, the authors pulled digi-
tal biomarker examples from published 
literature for a diagnostic biomarker, a 
pharmacodynamic/response biomarker 
and a monitoring biomarker and com-
pared them to the FDA/NIH’s Biomark-
ers, Endpoints and other Tools (BEST) 
definitions:

Example of diagnostic biomarker: An 
algorithmic classification of cardiovas-
cular features extracted from optical 
sensors on wearable devices to identify 
atrial fibrillation.

The BEST definition: A biomarker 
used to detect or confirm the presence 
of a disease or condition of interest or 
to identify individuals with a subtype of 
the disease.

Example of pharmacodynamics/re-
sponse biomarker: A wrist-worn digital 
health technology that may collect accel-
erometer data and use the data to detect 
physiological changes (e.g., tremor and 
bradykinesia) in response to a pharmaco-
logical agent.

The BEST definition: A biomarker 
used to show that a biological response 
has occurred in an individual who has 
been exposed to a medical product or an 
environmental agent.

Example of monitoring biomarker: 
An accelerometer-based sensor device 
that collects data about chest and limb 
movement to measure gait in patients 
with Huntington’s disease.

The BEST definition: A biomarker mea-
sured repeatedly for assessing the status of 
a disease or medical condition or for evi-
dence of exposure to (or effect of) a medi-
cal product or an environmental agent.

The second table distinguishes a theo-
retical digital biomarker designed to 
evaluate hand function using a smart 
phone from various COAs.

For example, while the digital bio-
marker tasks a trial participant with 
completing a tapping exercise on the 
device to measure the location of the 
tap/delays between taps and identify an 
early sign of a neurological disorder, the 
COA instructs participants to do a tap-
ping exercise on the device to measure 
their functional ability.

“While it is clear that the continued 
development, access and adoption of 
digital biomarkers depend on the entire 
healthcare ecosystem working together, 
consistent use of the definition of digital 
biomarker described here will help im-
prove communication critical for medi-
cal product development,” the authors 
concluded.

Read the full paper here: https://
go.nature.com/3DnhHSB.

EMA Advises Using COVID-19  
Approaches to Support  
Ukrainian Clinical Trials

The European Medicines Agency 
(EMA) has called on sponsors conduct-
ing trials in Ukraine to address disrup-
tions related to the current conflict by 
applying strategies used to address the 
pandemic where and when they can. 

Sponsors should refer to the EMA’s 
guidances on managing trials during 
the pandemic and the pandemic’s im-
plications for methodological aspects of 
trials in progress.

Additional recommendations are be-
ing worked on by a group of clinical trial 
experts, while the EMA is in the process 
of developing further recommendations 
on methodological considerations for 
data coming from Ukrainian trials.

Read the guidance on managing trials 
during the pandemic here: https://bit.
ly/3tWg7UE.

Read the guidance on method-
ological implications here: https://bit.
ly/376dQgk.
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according to the center’s latest Impact Re-
port, which outlines the findings from an 
analysis of 223 trial protocols provided by 
20 major CROs, pharma companies and 
biopharma companies. The analysis looked 
across their full trial budgets — includ-
ing study grants, CRO/vendor payments, 
clinical supply preparation/distribution 
expenses, recruitment and retention costs, 
participant compensation and amendment 
implementation — to provide a large-scale 
view.

On average, oncology trials cost ap-
proximately $14.1 million per protocol 
in phase 1, $25.4 million in phase 2 and 
$65.7 million in phase 3. Nononcology 
trials cost around $5.2 million per pro-
tocol in phase 1, $21.1 million in phase 2 
and $54.8 million in phase 3 on average.

Specifically, total costs for phase 1 
oncology trials were 27.5 percent below 
their planned budgets (the budget pre-
pared before the trial was conducted) 
on average, showing that sponsors sig-
nificantly overestimated the actual costs 
for these trials. Phase 2 and 3 oncology 
trials were less misestimated, with 10.2 
and 12.7 percent overestimation, respec-
tively, reported by Tufts.

Total costs for phase 1 nononcol-
ogy trials were 9.2 percent above their 
planned budgets on average, demon-
strating that sponsors commonly under-
estimate their costs. Phase 2 and 3 non-
oncology trials saw an average 3.8 and 
2.5 percent underestimation between 
their planned budgets and final costs, 
respectively, on the part of sponsors.

Getz believes the report’s findings 
represent another example of the impact 
of increasing trial complexity that the 
center has tracked closely over the years 
(CenterWatch Weekly, Jan. 17). And it’s 
yet another issue that can profoundly 
affect sites trying to organize and plan 

their trials in an environment already 
marked by staffing shortages and high 
workloads.

“We often talk about trials missing 
their planned timelines — the same 
could be said about trials missing their 
planned budget,” Getz said. “All of that 
wreaks havoc in organizations that are 
trying to allocate resources, dedicate 
budget dollars and plan execution based 
on when specific time-based milestones 
can be achieved.”

Sites should take their time to accu-
rately and fully understand key perfor-
mance indicators and associated costs in 
a thorough, well-documented manner. 
In Bechtel’s mind, this is the only way to 
mitigate budget misestimations as nego-
tiations are conducted.

“We see clinical staff running sites 
who don’t always know much about 
healthcare finance,” he said. “There are 
absolutely sites out there who are hav-
ing trouble simply because of a lack of 
knowledge on how to do this properly in 
a research setting.”

Megan Trost, vice president of study 
startup and administration at WCG, 
strongly recommends that sites strug-
gling with budget negotiations hold 
conversations with third-party organi-
zations specialized in budgeting. In par-
ticular, smaller sites that run only a few 
studies a year could be at a disadvantage 

with sponsors during budget negotia-
tion and they may be more hesitant to 
push back, she says.

For example, sites may wish to con-
sider consulting with a subject mat-
ter expert who can help them ensure 
their costs are in line with similar sites, 
such as those of the same stature, type 
of institution and geographic area. But 
Trost believes that the true solution is 
for sponsors and CROs to take action to 
better understand sites by hiring some-
one who has run a site-based research 
program to steer their budget depart-
ments.

“Many times our team runs into 
sponsor or CRO study teams that will 
say … your site is the most expensive 
or we haven’t had any other site ask for 
this. They almost make you feel a little 
bit more like a black sheep when all 
you’re asking for is that your costs are 
covered,” Trost said. “Research isn’t 
a money-making endeavor for sites. I 
think there’s a misconception, some-
times, that when a site is more expen-
sive, they’re doing it to somehow have a 
profit, and that’s not the case.”

The sharp rise in inflation has sig-
nificantly complicated budget negotia-
tions, she says. Although site costs are 
notably more expensive compared to 
just a year ago, this is rarely taken into 
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consideration and trial budgets have not 
kept pace with rising site costs. Getting 
amendments to ensure inflation rates 
are properly captured in a site’s budget, 
for example, is highly difficult in the 
current landscape, according to Trost.

Similarly, sponsors/CROs may be 
open to discussing the site workload 
capacity and staffing issues exacerbated 
by the pandemic and the Great Resigna-
tion, but “when push comes to shove, 
the study team that’s actually negotiat-
ing the budget are going to fall back on 
the way they’ve always done it,” she said. 
Sites may feel especially hesitant to push 
back hard or at all when they’re eager 
to take on more research opportunities 
and gain experience.

“When you have two parties negotiat-
ing … it feels very much that the site’s 
always the one giving up on the thing 
they need,” Trost said. 

The CSDD Impact Report contains 
other findings beyond budget misesti-
mation. For example, phase 1 oncology 
trials were found to collect significantly 
greater amounts of data compared to 

both nononcology trials and later-phase 
oncology trials. Specifically, CSDD’s 
analysis found that phase 1 cancer tri-
als collect 27,625 data points on aver-
age, more than six times the amount for 
phase 1 nononcology trials. By contrast, 
phase 2 and 3 oncology trials collected 
14,827 and 16,432 data points on average, 
according to the report.

Getz believes this huge amount of 
data being collected in phase 1 oncology 
trials can be attributed to the massive 
levels of safety assessment activity in 
these trials, as sponsors seek to clearly 
understand the toxicity and pharmaco-
dynamics of their investigational cancer 
drugs.

The report also includes data on “full-
time equivalents (FTEs),” a metric that 
shows what total labor hours equate to 
in full-time employees. Getz said these 
data comprise CRO and site staff and di-
rect costs for service providers but not 
internal sponsor teams.

The average number of FTEs per 
protocol rose sharply across phases in 
both oncology and nononcology trials, 
reflecting the need for greater numbers 
of staff to manage and execute protocol 
designs in later trial stages. Specifically, 

phase 1 oncology trials saw 31.6 FTEs, 
phase 2 saw 63.7 and phase 3 saw 98.1. 
Nononcology trials had fewer FTEs on 
average, with phase 1 trials having 12.8 
FTEs, phase 2 having 49.9 and phase 3 
involving 72.1.

Additionally, CSDD found that oncol-
ogy and nononcology have similar aver-
age numbers of procedures per patient 
visit, with both seeing the most in phase 
2 trials. Across phase 1, 2 and 3 trials, 
oncology trials had 13.1, 16.4 and 13 total 
procedures per visit, respectively, while 
phase 1, 2 and 3 nononcology trials had 
12.5, 17.4 and 13.4 procedures, respec-
tively.

Tufts CSDD also assessed the trial 
cost per enrolled patient, finding that 
the average cost was higher in phase 1 
nononcology trials than in later phases. 
The center believes that this is because 
of participant compensation and the 
amount of safety assessments conduct-
ed. Specifically, patients across phase 1, 
2 and 3 nononcology trials cost $138,699, 
$119,035 and $106,603, respectively, while 
patients in oncology trials cost $180,862, 
$246,007 and $183,833, respectively.

Access the Impact Report here: 
https://csdd.tufts.edu/impact-reports.

Sponsors Overestimate
continued from page 5

Take Advantage of Your Decentralized 
Trial Data: Here’s How

Measuring Success in 
Decentralized Trials  

 
Metrics that Drive Improvement

LEARN MORE:  www.centerwatch.com/msdt       sales@centerwatch.com       617.948.5100
Order your copy today!

Measuring Success in Decentralized Trials provides 
a set of metrics and guidance to use in evaluating the 
performance of DCTs so you can maximize trial success.

 
 

6   CenterWatch Monthly May 2022  |  Copyright © 2022 by WCG CenterWatch

https://csdd.tufts.edu/impact-reports
https://www.centerwatch.com/products/558?hittrk=CWM


Shift Focus
continued from page 1

Research, a community-based research 
organization that’s been operating about 
five-and-a-half years, says she’s seen 
the very beginnings of this change and 
believes it’s inevitable, in a sense, with 
sponsors becoming more cost-conscious 
and efficiency-driven. Laws believes that 
sites should also strive to be more selec-
tive by carefully weighing the sponsors 
they choose to work with and the trials 
they take on, rather than opening every 
trial they can.

While Schick also believes this trend 
is “just on the cusp,” what does it mean 
for sites if it does end up being a signifi-
cant shift for sponsors? In his opinion, 
it means many may not be able to bank 
on the reputations of their investigators 
in order to remain visible and enticing to 
sponsors that are growing increasingly 
data-driven on identifying patient popu-
lations. With patient data and databases 
becoming more available, sponsors are 
analyzing these strategically to deter-
mine where to place their trials, he said, 
and are even investing in developing in-
vestigators in regions of interest to access 
previously untapped populations.

Sites located in low population den-
sity areas or sites that have tradition-
ally struggled to enroll due to low disease 
prevalence need to find ways to maximize 
every opportunity, Schick advised. Work 
as hard as possible to up enrollment num-
bers — instead of being able to consent 
and enroll one of out every two patients, 
get up to two out of three, he said. Con-
sider methodologies that can be used to 
communicate the value of research to the 
community and convince the community 
that research can be a viable treatment op-
tion. In addition, take a hard look at how 
you’re presenting trial opportunities to 
potential participants: are you still hav-
ing a research coordinator walk a patient 

through an informed consent form or are 
you taking a modernized approach using 
multimedia that can be viewed both at 
home and in the clinic? Overall, consider 
if there are better ways of turning patients 
into participants, he said.

Schick advises that sites embrace 
both sponsor-driven changes and this 
perceived changing site-sponsor rela-
tionship itself; that means being open, 
receptive and proactive about building 
relationships with sponsors that sites 
want to team up with or continue work-
ing with, as well as being open and recep-
tive to necessary operational changes.

A strong site-sponsor partnership in-
cludes alignment between sponsor port-
folios and site focus areas, as well as an 
understanding on the part of the sponsor 
regarding the therapeutic areas that sites 
are dedicating their research efforts to, 
Laws said. Mercy Research, for example, 
has forged a partnership with a sponsor 
that will see them work “in a special col-
laborative way.”

A partnership includes a master clini-
cal trial agreement, a master confiden-
tial disclosure agreement and, typically, 
a rate card or standard fee schedule be-
tween the site and the sponsor, Laws ex-
plained. In addition, sites in the partner-
ship receive “right of first refusal.”

In particular, sites should be tending 
to the “weak spots” in their research pro-
grams and be reactive in patching these 
up, Schick recommends, whether that’s 
improving data quality and responsive-
ness to queries, being more active in 
working to open studies sooner, working 
to keep enrollment periods open longer 
or embracing new recruitment meth-
odologies. These opportunities for sites 
to raise their profiles and increase their 
draw for sponsors have been known for 
a long time, but many institutions still 
haven’t embraced them enough, he said.

“Institutions and investigators are go-
ing to have to look at and challenge their 

comfort zone in terms of how they’ve al-
ways done research and see if there are 
ways to enhance that to become more 
efficient and effective,” Schick said. “At 
this point, I don’t think anything is re-
ally mandatory or compelling out there, 
but I believe the investment by the spon-
sors and CROs in sites that are willing 
to embrace and adapt to change … will 
put a little bit of pressure down the road 
on sites that are more reticent to modify 
their process.”

Jeri Burr, executive director of the 
University of Utah School of Medicine’s 
Trial Innovation Center, says that she’s 
seen a similar trend occurring on the 
academic side, specifically in NIH-fund-
ed research. There’s been an increasing 
amount of specialized research networks, 
which involve a select number of sites 
conducting trials and receiving funding, 
she said. Each trial the networks take on 
and execute are conducted by the same 
funded sites, similar to the trend of spon-
sors investing in their own site networks 
that can reliably enroll and conduct trials 
repeatedly.

But there is a caveat: underperforming 
sites in these NIH-funded networks can’t 
be taken out of the network during the 
duration of the funding cycle, while in-
dustry sponsors are free to drop any site 
that isn’t delivering for whatever reason, 
Burr said. But in general, they are simi-
lar trends, and she believes that players in 
both the industry and academic spheres 
should collaborate to further develop al-
ternative site participation models.

“If industry and academia could work 
together on this approach, in my opin-
ion, more trials would be successfully 
completed,” she said. “Our Trial Innova-
tion Center is charged with coordinating 
and providing innovative, high-quality 
operational support for clinical trials. 
We figure out all the things that could go 
wrong, make them better and then teach 

see Shift Focus on page 8
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the participating sites how to execute 
them. These novel approaches to improv-
ing select sites that are funded to get the 
trials done will improve the overall clini-
cal research landscape.”

While Laws anticipates that sponsors 
will devote significant resources into part-
nerships with fewer numbers of sites, she 
doesn’t believe that sites that don’t make it 
into these “alliances” will be hung out to dry.

“I think they’re going to put a portion 
of their futures, if you will, in these types 
of alliances, but I don’t think they’re go-
ing to turn their back on others,” she said. 
“I think it could be an impact to the others 
that they get access to studies maybe a little 

bit more slowly than those of us who are in 
alliances … but operationally, I think the 
benefit from what they’re trying to create in 
these partnerships will definitely provide 
the value that they’re seeking, both for the 
sponsor and for the research organization 
and the patients that we serve.”

On the other hand, Catherine Gregor, 
chief clinical trial officer for Florence 
Healthcare, believes that such a model 
would negatively affect trial enrollment 
and diversity efforts and ultimately slow 
down drug approval timelines. She be-
lieves that bringing more patients into 
clinical research will require the opposite 
of focusing on select sites — it requires 
casting an even wider net, selecting more 
diverse types of sites and using decentral-
ized trial technology, she said.

She also feels that it would be detri-
mental to have sites acquiescing to spon-
sor workflows. It should be the other way 
around, she cautioned.

“I spent two decades working at sites 
and one of the biggest challenges I had 
was translating clinical workflows to 
sponsors. There are sponsor require-
ments in protocols and study operations 
that just do not work for providers that 
are trying to conduct high-quality re-
search while still caring for patients,” she 
said. “The complexity and time required 
to manage trials are the main reasons 
providers and patients walk away from 
clinical research. Imagine how much 
more effective trials could be if they were 
actually designed in a way that is syner-
gistic to the site workflows.”

Shift Focus
continued from page 7
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Want Direct FDA Answers to 
Your GCP Questions? Here’s How
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more than 70 new questions answered by the FDA’s 
Good Clinical Practice Program (GCPP), empowering 
you to conduct safe, effective, compliant trials that can 
win FDA approval of your new drug or device.

Order your copy today!
There is no overlap with previous editions, so you’ll get the FDA’s latest advice on:
• Reporting serious adverse events
• Dealing with informed consent of 
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• Using data and samples from former 

trial participants who are deceased

• Sponsor vs. contract research organization 
(CRO) responsibility for records storage

• Proof of trial staff training when protocol 
changes are made

• Rescreening excluded participants after 
inclusion criteria are broadened

• And more
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Study Lead Opportunities

see Study Lead Opportunities on page  10

CenterWatch analyzes data in its drug intelligence database to provide advance notice of clinical trials expected to enter the next phase  
of clinical development soon. Contact information is provided for follow-up. Sponsors/CROs: to list an upcoming trial here, contact  
Leslie Ramsey, 703.538.7661, lramsey@wcgclinical.com.

Company name Drug name Indication

phase 1

Evommune EVO101 Inflammatory skin diseases

Rani Therapeutics RT-102 Osteoporosis

Ribon Therapeutics RBN-3143 Atopic dermatitis

South Rampart Pharma SRP-3D (DA) Acute and chronic pain

Accutar Biotechnology AC0176 Metastatic castration-resistant prostate cancer

Anixa Biosciences CER-T therapy Ovarian cancer

CStone Pharmaceuticals CS5001 B-cell lymphomas and solid tumors

CureVac

GlaxoSmithKline

CV2CoV COVID-19 vaccine COVID-19 vaccine

HDT Bio HDT-301 COVID-19 vaccine COVID-19

Innovent Biologics IBI389 Advanced solid tumors

Prothema PRX012 Alzheimer’s disease

Athira Pharma ATH-1020 Neuropsychiatric conditions

Bond Biosciences BBI-001 Hemochromatosis

NGM Bio NGM831 Advanced solid tumors

Nurix Therapeutics DeTIL-0255 Advanced gynecological malignancies 

Sirnaomics STP707 Liver fibrosis in primary sclerosing cholangitis

Zhimeng Biopharma CB06 Chronic hepatitis B virus infection

Asana Biosciences ASN004 5T4-expressing advanced solid tumors 

Chinook Therapeutics CHK-336 Hyperoxalurias

Exelixis XL114 Non-Hodgkin’s lymphoma

Immune-Onc Therapeutics IO-202 Advanced solid tumors

Nabriva Therapeutics Xenleta (lefamulin) Cystic fibrosis in adults

Sonnet BioTherapeutics SON-1010 Advanced solid tumors 
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Study Lead Opportunities continued from page 9

see Study Lead Opportunities on page 11

Company name Drug name Indication

phase 1b

Airway Therapeutics AT-100 Treatment of preterm infants at risk for  
bronchopulmonary dysplasia

Tiziana Lifesciences Foralumab oral capsules Crohn's disease

Caladrius Biosciences CLBS201 Diabetic kidney disease

phase 1/2

Plus Therapeutics Rhenium-186 NanoLiposome Leptomeningeal metastases

Zentalis Pharmaceuticals ZN-d5 Relapsed or refractory light-chain amyloidosis

Clarity Pharmaceuticals 64Cu SAR-bisPSMA Prostate cancer

Genprex Reqorsa immunogene therapy plus Keytruda Nonsmall-cell lung cancer 

Ribon Therapeutics RBN-2397 plus Keytruda Squamous-cell carcinoma of the lung

Sangamo Therapeutics TX200 Kidney transplant

Sumitomo Dainippon  
Pharma Oncology

DSP-5336 Relapsed or refractory acute myeloid leukemia or 
acute lymphocytic leukemia

4D Molecular Therapeutics 4D-710 Cystic fibrosis

Ocugen OCU400 Retinitis pigmentosa

Daré Bioscience DARE-HRT1 Symptoms of menopause

Imcyse Imotope IMCY-0141 Relapsing-remitting multiple sclerosis

Inozyme Pharma INZ-701 ABCC6 deficiency

Moderna Therapeutics mRNA-1020 and mRNA-1030 seasonal influenza 
vaccines

Seasonal influenza

phase 2

Bayer BAY 2395840 Diabetic neuropathic pain

Jazz Pharmaceuticals Zepzelca (lurbinectedin) Select advanced or metastatic solid tumors

Recursion REC-994 Cerebral cavernous malformation

PTC Therapeutics PTC518 Huntington's disease

Prometheus Bioscience PRA023 Systemic sclerosis-associated interstitial lung disease

Altimmune Pemvidutide Obesity
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Study Lead Opportunities continued from page 10
Company name Drug name Indication

phase 2 (continued)

Lakewood-Amedex Bisphosphocin Nu-3 Chronic diabetic foot ulcers

Meiji Seika Pharma ME3183 Plaque psoriasis

NewAmsterdam Pharma Obicetrapib in combination with ezetimibe High levels of low-density lipoprotein cholesterol

Verrica Pharmaceuticals LTX-315 Basal-cell carcinoma

Gannex Pharma ASC42 Primary biliary cholangitis

IO Biotech IO102-IO103 plus Keytruda Nonsmall-cell lung cancer, squamous-cell carcinoma of 
the head and neck, and urothelial bladder cancer

Phosplatin Therapeutics PT-112 Recurrent thymic epithelial tumors

Surface Oncology SRF388 plus atezolizumab and bevacizumab Hepatocellular carcinoma

Surface Oncology SRF388 Nonsmall-cell lung cancer

phase 2a

Acer Therapeutics ACER-801 Vasomotor symptoms associated with menopause

Processa Pharmaceuticals PCS12852 Gastroparesis

Morphic Therapeutic MORF-057 Moderate-to-severe ulcerative colitis

phase 2b

Aristea Therapeutics RIST4721 Palmoplantar pustulosis

Respira Therapeutics RT234 Pulmonary arterial hypertension

phase 3

AlloVir Posoleucel Prevention of infections from six common  
viruses in high-risk, allogeneic hematopoietic-cell 
transplant patients

Visus Therapeutics Brimochol PF Presbyopia

Angiocrine Bioscience AB-205 Lymphoma patients undergoing autologous  
hematopoietic cell transplantation

GE Healthcare PET radiopharmaceutical Parkinsonian syndromes

MaaT Pharma MaaT013 Acute graft-vs.-host disease with  
gastrointestinal involvement

Vaxxinity UB-612 COVID-19 booster COVID-19

Tonix Pharmaceuticals TNX-102 SL Fibromyalgia
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FDA Actions

Company name Drug name Indication FDA action

Pipeline Therapeutics PIPE-307 Relapsing-remitting multiple sclerosis IND approved 

ReAlta Life Sciences RLS-0071 Infants with hypoxic-ischemic 
encephalopathy

IND approved 

Shanghai Junshi 
Biosciences

TAB009/JS009 Advanced solid tumors IND approved 

Starton Therapeutics STAR-OLZ Chemotherapy-induced nausea and vomiting IND approved 

Tonix Pharmaceuticals TNX-102 SL Long COVID IND approved 

ValenzaBio VB421 Thyroid eye disease IND approved 

Blue Earth Therapeutics 177Lu-rhPSMA-10.1 Metastatic castration-resistant  
prostate cancer

IND approved 

MediLink Therapeutics YL201 Multiple tumor types IND approved 

Triastek T20 Cardiovascular and clotting disorders IND approved 

NeuroSense Therapeutics PrimeC (ciprofloxacin and 
celecoxib)

Amyotrophic lateral sclerosis IND approved 

Oryzon Genomics Ladademstat Relapsed/refractory acute myeloid leukemia 
with FLT3 mutation 

IND approved 

Phanes Therapeutics PT199 Advanced solid tumors IND approved 

Palisade Bio LB1148 Return of bowel function in patients 
undergoing abdominal surgery

Study-may-proceed letter 

Aprinoia Therapeutics APNmAb005 Tau-related diseases Study-may-proceed letter 

AIM ImmunoTech Ampligen Locally advanced pancreatic cancer Approval for a phase 2 trial 
granted 

Sorrento Therapeutics Abivertinib Severe pneumonia in hospitalized patients 
due to COVID-19

Approval for a phase 2/3 trial 
granted 

Fractyl Health Revita DMR system Type 2 diabetes patients who are not yet on 
insulin

IDE approved 

HLT Medical HLT Meridian TAVR 
valve system

Aortic disease Approval for two clinical  
studies granted 

Moderna mRNA-1273 COVID-19 vaccine COVID-19 Emergency Use Authorization 
granted for a second booster

see FDA Actions on page  13

The following is a sampling of FDA regulatory actions taken during the previous month, compiled from CenterWatch and third-party sources, 
including the FDA and company press releases. For more information on FDA approvals, visit centerwatch.com/fda-approved-drugs. 
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FDA Actions continued from page 12
Company name Drug name Indication FDA action

BioXcel Therapeutics Igalmi (dexmedetomidine) 
sublingual film

Agitation associated with schizophrenia or 
bipolar disorder in adults

Approved 

Antares Tlando (testosterone 
undecanoate)

Hypogonadism in adult males Approved 

Bristol Myers Squibb Opdualag (nivolumab and 
relatlimab-rmbw)

Metastatic melanoma patients age 12 years 
and older 

Approved 

Marinus Pharmaceuticals Ztalmy (ganaxolone) Seizures associated with CDKL5-deficiency 
disorder

Approved 

Merck Keytruda (pembrolizumab) MSI H/dMMR advanced endometrial 
carcinoma

Approved 

Nobelpharma America Hyftor (sirolimus topical gel) Facial angiofibroma associated with tuberous 
sclerosis complex

Approved 

Novartis Vijoice (alpelisib) PIK3CA-related overgrowth spectrum Approved 

Kite Therapeutics Yescarta (axicabtagene 
ciloleucel)

Relapsed or refractory large B-cell lymphoma Approved for expanded indication

Janssen Cabenuva (cabotegravir and 
rilpivirine)

HIV-1 Approved for expanded indication 

Novo Nordisk Ozempic (semaglutide) Type 2 diabetes Approved for new dose 
formulation

UCB Fintepla (fenfluramine) Lennox-Gastaut syndrome Approved for new indication

STAAR Surgical EVO/EVO+ Visian implantable 
collamer lens

Myopia and myopia with astigmatism Approved 

Transit Scientific XO Cross support catheter 
platform 

Coronary and peripheral vasculature 
procedures 

Approved for expanded use 

Novartis Pluvicto (lutetium Lu 177 
vipivotide tetraxetan)

Prostate-specific membrane antigen-positive 
metastatic castration-resistant prostate 
cancer

Approved 
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