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Twenty-three drugs and devices were
approved or entered a new trial phase
last week.

Unprecedented Decline in One-and-Done
PI Rate Leads to Reversal of Turnover Trend
By James Miessler

F

or the first time in 30 years, the
number of novice investigators —
those who conduct only one trial
— is declining and the pool of experienced
investigators is growing, leading to a drop
in investigator burnout and turnover rates,
particularly in the U.S. and Canada.
A new analysis by the Tufts Center for
the Study of Drug Development (CSDD)
reveals that the proportion of principal
investigators (PI) who leave research after
conducting a single trial, a phenomenon
known as “one and done,” dropped to 66
percent in 2020 from 70 percent in 2015.
A decrease at such scale has never been
seen by CSDD before, according to center
director Ken Getz.

“Up until this most recent analysis, we
were observing a highly fragmented investigative site landscape that was dominated by
a very, very high proportion of novice investigators, many that were coming in really in
response to growing interest in rare diseasetargeted clinical trial activity,” Getz told CenterWatch Weekly. For decades, the largest,
highest-volume and most-experienced sites
have made up only a small percentage of
research regulated by the FDA.
CSDD’s study found that the number of
PIs conducting two to three trials per year
increased in 2020 to 23 percent from 22
percent in 2015, while the number of PIs
conducting more than four trials went up to
11 percent in 2020 from 8 percent in 2015.
see Unprecedented Decline on page 3

I

n response to criticism over its user
privacy practices, Facebook will soon
tighten up its options for reaching
people through ad campaigns, a move
that may dampen recruitment efforts for
some trials.
Beginning on Jan. 19, Facebook advertising campaigns — including those run by
sites and clinical operations professionals —
will no longer be able to choose audiences
to advertise to based on the content users
interact with on the platform, including
content that relates to health and race.
That means that ads will no longer be
able to specifically target, for instance, Facebook users interacting with breast cancer
awareness foundation groups or breast
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cancer awareness month posts, limiting the
platform’s potential to reach specific patient
populations. The content itself won’t go
away, but ad campaigns will no longer be
able to choose certain interest groups, profile demographics and interaction characteristics to present to.
As one might imagine, this significant
policy change to the world’s largest social
network, a powerful medium for facilitating
recruitment, will undoubtedly have an effect
on certain sites and sponsors’ endeavors to
find participants.
Sandy Smith, WCG’s senior vice
president of clinical solutions and strategic
partnerships, believes that while it may
affect the ability to reach certain populasee Patient Recruitment Could Suffer on page 4
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Industry Briefs
Omicron Delays FDA
Inspections, as Well as
Planning of Foreign Inspections
Due to the Omicron variant of COVID-19,
the FDA will postpone foreign inspection assignments that were scheduled to begin in
February 2022, as well as postponing work
not deemed mission-critical.
That nonessential work includes domestic and foreign surveillance inspections,
investigations and sample collections that
can’t be performed remotely or safely due to
travel or social distancing concerns, said FDA
spokesperson Devin Koontz.
While the FDA did not specifically note
whether inspections under its Bioresearch
Monitoring program are impacted by these
new delays, it’s safe to assume they affect all
of the agency’s purviews.
Some, like Kalah Auchincloss, executive
vice president of regulatory compliance for
compliance consulting firm Greenleaf Health,
believe the FDA’s actions may be overkill.
“On the one hand, we are obviously in the
midst of a huge surge of COVID-19 and the
transmission rates of the Omicron variant are
far greater than Delta or other variants, but
at the same time, we have fairly high rates of
vaccination among FDA inspectorates, and
it seems like the data coming out show that
omicron is not severe,” said Auchincloss. “So,
I’m surprised that we’re back to this state we
were in in March of 2020.”
Still, it may be the safer way to go for
employees, she said, adding that she doesn’t
think the delay will last long. “They’re trying
to recalibrate and will probably resume
delayed work in February if Omicron starts

to fade, which it’s already doing in some
places,” Auchincloss said.
The agency, Koontz said, will continue
conducting mission-critical foreign inspections and will reassess plans as needed based
on its monitoring of foreign travel conditions.
“Throughout the pandemic, we continued
conducting mission-critical inspections across
all FDA-regulated commodities regardless of
physical site location, foreign and domestic,”
Koontz said. “While the majority of missioncritical inspections have been domestic, we
have successfully conducted mission-critical
inspections in nearly 30 countries.”

Senate Committee to Hold
Vote This Week on Nominee
for FDA Commissioner
A Senate committee will vote on Robert
Califf’s nomination to become FDA commissioner on Wednesday, Jan. 12, an essential
step before the full chamber can hold a
confirmation vote on Biden’s pick to lead the
nation’s drug regulator.
During Califf’s confirmation hearing in
the Senate Health, Education, Labor and
Pensions (HELP) Committee last month,
the former FDA chief fielded questions on a
range of topics, including how he would address alleged mistakes in handling the opioid
crisis and what reforms he would make to
the FDA’s accelerated approval pathway.
Califf sailed through his previous confirmation process, nabbing a Senate vote of 89
to 4 and going on to lead the FDA from 2016
to 2017.
Califf currently serves as the head of clinical
policy and strategy for Verily Life Sciences and

Google Health at Alphabet. He is well known
for his long and prolific career as a clinical
trialist and has repeatedly expressed support
for patient reported outcomes, real-world evidence and innovative, large-scale trial designs
in clinical research, among other measures.
Though Biden’s choice has won widespread bipartisan support — including from
HELP committee chair Sen. Patty Murray
(D-Wash.) and ranking minority member
Sen. Richard Burr (R-N.C.) — the support is
far from unanimous and dissent has mainly
come from Democrats.
Prominent senators such as Bernie Sanders (I-Vt.), Joe Manchin (D-W.Va.) and Richard
Blumenthal (D-Conn.) have all made clear
they won’t support Califf given his ties to the
pharma industry and prior actions as FDA
commissioner during the opioid epidemic.

Michigan Site Network Partners
with Hibiscus BioVentures on
Oncology Research
A prominent cancer site network in Michigan has teamed up with Rockville, Md., venture studio Hibiscus BioVentures on the clinical
development of novel cancer treatments.
The Barbara Ann Karmanos Cancer Institute will provide Hibiscus and its portfolio
companies with clinical resources, including
laboratory/research access, scientific expertise and clinical research strategy support,
to deliver new cancer therapies.
The institute is one of only 51 National
Cancer Institute-designated Comprehensive
Cancer Centers nationwide. It consists of 15
network sites located across Michigan that
conduct clinical research and deliver care.
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U.S. Slow to Make Progress in
Master Protocol Trials
By Charlie Passut

D

espite FDA support, master protocols 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 researchers 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-

U.S. Master Protocol Trials – Number of Sites

Subscribe Today!

www.centerwatch.com/cwmonthly
Acting FDA Commissioner Janet
Woodcock, the long-time former director of the agency’s Center for Drug Evaluation and Research (CDER), said researchers would be a lot further along in

focused and disciplined with setting up
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Unprecedented Decline
(continued from page 1)

Turnover rates are still quite high, particularly among novice investigators, Getz
pointed out. PIs with more experience and
activity in trials generally drop out of research at a much lower rate. It’s this growing
presence of more active PIs (and declining
numbers of one-and-done PIs) that appears
to be helping reverse turnover trends in the
U.S. and Canada.
In 2010, 40 percent of all PIs conducting
trials in the prior four years did not file again.
This figure dropped to 35 percent in 2020,
with turnover rates seeing improvement in
North America and growing significantly
worse in Europe and the rest of the world.
In 2020, around half of novice investigators
dropped out of research.
CSDD’s analysis found that the downward trend seen a decade ago of PIs moving away from North America has reversed
as well. Nearly two-thirds (63 percent) of
all PIs are based in North America as of
2020, up from 54 percent in 2015. By contrast, the proportion of PIs in Europe has
declined from 24 percent to 19 percent in
that same period, while the proportion in
the rest of the world went from 22 percent
to 18 percent.
The pandemic has played a part in all of
these remarkable changes, Getz believes.
COVID forced sponsors to seek sites that
could support telemedicine and remote/
virtual approaches, including remote
monitoring and the use of wearable devices
and smartphones, capabilities sites in North
America are best equipped to handle.
And the pandemic required experienced investigators to implement the
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changes and adjustments needed to keep
clinical research going, Getz said. While a
greater proportion of experienced sites
were used to supporting remote or virtual
components, as well as vaccine trials,
PIs new to trials were primarily entering
research for their patient populations,
such as rare disease populations or narrow
oncology patient subgroups. Their lack of
decentralized trial (DCT) experience meant
they were left behind as industry saw its
massive shift toward DCT approaches.
“We may really be on the cusp of a new
structural site environment,” Getz said. Conventional trial approaches have contributed
to “a very high level of inefficiency and
suboptimal performance,” he said.
Sites and sponsors alike have seen
firsthand the benefits and challenges of
DCTs, and it’s undeniable that trials will
continue to shift to more hybrid models. As
this shift continues, the site landscape will
see dramatic changes, Getz believes. “We’re
really right at the point where we’re going to
start to see more scaled sites, a more mature
marketplace, and I’m hopeful that that will
help to drive higher levels of efficiency and
performance and lower turnover rates.”
However, greater employment of DCT
solutions could create more work for experienced sites, especially if industry listens to
patients, who have voiced that while they
desire remote and virtual options when possible, they still want to be able to come in to
the site if they wish. It’s too soon to tell, but
CSDD anticipates a change in site burden
one way or the other.
“How do you schedule visits and how do
you schedule assessments when you’re juggling so many different patient preferences

The PI’s Guide to
Conducting Clinical Research
Conduct better, safer and more
efficient clinical trials
Copyright © 2022 by WCG CenterWatch

simultaneously? That’s kind of a new burden
for sites. They haven’t really had to encounter that in the past and this is something
we’re just starting to detect now in the site
landscape analysis that we’re conducting,”
Getz said.
“As the more mature investigator, particularly in North America, starts to take on
more trial volume and the volume, we’re
assuming, will have more hybrid executional characteristics, how will burden shift
and change? It’s too early to know, but we
certainly expect that the burden will be
different because the executional models
are different.”
According to CSDD’s findings, there were
32,077 active PIs globally in 2020, a number
that has continued to increase in the past
decade, although at a slower rate (1.5 percent annually) than the decade before it (4.6
percent annually).
CSDD based its analysis on the FDA’s
Bioresearch Monitoring Information
System (BMIS), examining the number of
investigators who filed a Form 1572-Statement of Investigator to conduct new trials
between 2010 and 2020. Getz said that the
center opted not to use ClinicalTrials.gov
(CT.gov) because its PI data are less detailed than BMIS data. For example, BMIS
data accounted for shifts and changes,
such as if an investigator dropped out
of a trial but the site facility continued
to conduct it. CT.gov, on the other hand,
typically shows facility or location information and not investigator-specific data.
Additionally, BMIS is run by the FDA and
offers more real-time data, whereas CT.gov
is mostly self-reported and thus may have
incomplete data.

This new edition of The PI’s Guide is
packed with information regarding your
responsibilities, including practical and
ethical study conduct, site and financial
management, and responsibilities
imposed by ICH E6(R2).
ORDER TODAY
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Patient Recruitment Could Suffer
(continued from page 1)

tions, it will still remain an effective way
of connecting with potential subjects, “it
just might be broader going forward.” To
Smith, the sensitivity certain patients may
feel regarding their conditions makes the
policy shift understandable.
“If you’re looking for a vaccine trial,
that’s very different than perhaps something dealing with a life or death condition, so I can understand the sensitivity in
why the change is being made, so people
don’t feel exploited,” Smith told CenterWatch Weekly. “If I’m a cancer survivor and
I’ve been researching things on the internet, and because of that, I’m now being
identified to receive all these notices for
cancer trials, that may not be something
that folks are open to.”
The degree of impact will depend on
how a given trial’s Facebook advertising
campaign is set up and designed. Obviously,
sites and sponsors using the soon-to-beremoved feature should strongly consider
recalibrating their campaigns or risk being
limited in advertising scope, but some sites,
sponsors and organizations don’t use it in
their campaigns to begin with and thus
won’t likely be affected much if at all. WCG
ThreeWire, a full-service patient recruitment
company, for example, says it does not use
the targeting capabilities in its advertising
on social media.
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“WCG ThreeWire has been advertising
utilizing social network platforms without
using this sort of targeting that is going
away because we have a more sophisticated
way of doing it,” Tyler Bye, director of program strategy and product development at
WCG ThreeWire, told CenterWatch Weekly.
Sites should keep a couple of things in
mind when advertising digitally, Bye recommends. Most importantly, sites need to be
able to understand and track the patient
journey from the beginning through to
referral, office visit and enrollment. That
means having a “technological backbone,”
such as a centralized study website, that
passes a patient’s information along to
the site, as well as a platform for following
patients from end-to-end. “Treating the full
patient journey is paramount,” Bye said.
Another important task is optimization, which needs to be done continuously
through the advertising campaign to make
sure that trial ads are consistently fine-tuned
to the right patient populations. That can
be especially important for improving trial
diversity, which entails using imagery and
phrasing in ads that underrepresented
populations strongly relate and respond to.
“You do need to keep an eye on the
optimization of the campaign as it’s running
by ensuring you have media collateral: the
imagery, the text, the headlines, pieces that
are going to be regulator-approved but also
resonate with that patient and give them

enough information, from those first few
seconds of interaction, to ensure that you
are … getting the right information in front
of the right people,” Bye said.
Additionally, Smith advised setting up a
webpage for interested parties to learn more
about a trial if you haven’t already. This page
can be shared with advocacy groups who in
turn can share the link on their own social
media groups, including ones on Facebook.
That’s different than digital advertising
and can come across as more sensitive to
patients, she said. Trials involving more particular populations can benefit from content
sharing by advocacy groups, and those
groups are quite eager to share new trials
and treatment options on social media.
While Facebook is likely to remain a
strong tool for reaching potential participants even with the new restrictions
in place, sites and sponsors may want to
consider bringing alternative platforms into
the mix, including native advertising (the
biggest provider being Google). It’s also a
good idea to at least consider hiring a third
party that specializes in advertising and
dedicated patient recruitment services to
cover all the bases and maximize the power
of advertising a clinical trial, Bye said.
“Where [sites] typically get involved, it’s
really straightforward, but to do it correctly,
the sophistication, skill and knowledge,
that’s where we see the difference,” he said.
see Patient Recruitment Could Suffer on page 5
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Patient Recruitment Could Suffer
(continued from page 4)

“The other piece is underlying technological
infrastructure to build out the most optimized campaign as possible.”
According to Graham Mudd, Facebook’s
vice president of product marketing, the
company made the decision to restrict its
advertising options after receiving feedback
from civil rights experts, policymakers and
others concerned about the social media
platform’s potential for abusive targeting.
“The decision to remove these …
options was not easy and we know this
change may negatively impact some
businesses and organizations. Some of
our advertising partners have expressed
concerns about these targeting options
going away because of their ability to
help generate positive societal change,
while others understand the decision to
remove them,” Mudd said in a blog post.
“Like many of our decisions, this was not
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a simple choice and required a balance
of competing interests where there was
advocacy in both directions.”
Digital advertising has become an attractive and viable option for publicizing clinical
trials for a number of reasons, including its
relatively cheap cost and wide audience,
and social media has increasingly become
a mainstream channel for informing people
about clinical research.
Hesitancy remains, however. One study
published in JAMA at the end of 2020
surveyed the Southwest Oncology Group
Cancer Research Network and found that
around one in four cancer investigators in
the network used social media for patient
recruitment. While most investigators felt social media could have a positive effect, they
believed barriers to use still stood in the way
of recognizing social media’s full potential.
According to the researchers, more than 2.9
billion people around the globe use social
media regularly.

Another study, conducted by California
and Arizona researchers and published in
SAGE Journals in July 2020, assessed the
effectiveness of using Facebook, targeted
mailing and in-person solicitation for recruiting young adults in a diabetes self-management trial. The researchers concluded that
the use of a range of recruitment mediums
appeared to lead to a more representative
sample of young adults.
“In-person recruitment of clinic patients
was overall the most cost-effective strategy. However, differences in demographic,
clinical and psychosocial characteristics of
participants recruited via different strategies suggest that the combination of these
approaches yielded a more diverse sample
than would any one strategy alone,” the
researchers determined. “Once successfully
enrolled, there was no difference in study
completion and intervention adherence
between individuals recruited by the three
recruitment strategies.”
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Drug & Device Pipeline News
Company
Trials Authorized

Drug/Device

Medical Condition

Status

Ananda Scientific

Nantheia ATL5

Opioid use disorder

IND approved by the FDA

C-Stone
Pharmaceuticals

CS5001

Hematological and solid tumors

IND approved by the FDA

Immunovant

Batoclimab

Myasthenia gravis

Approval granted by the FDA for a
phase 3 trial

AB Science

Masitinib

Progressive multiple sclerosis without
relapse

Approval for a phase 3 trial granted
by France’s regulatory authority

Akeso

Cadonilimab

Locally advanced cervical cancer

Approval for a phase 3 trial granted
by China’s regulatory authority

Oryzon

Vafidemstat

Borderline personality disorder

Approval for a phase 2b trial granted
by Serbia’s regulatory authority

Alentis Therapeutics

ALE.F02

Liver and kidney fibrosis

Initiation of phase 1 trial

Harbor Biomed

HBM4003

Advanced hepatocellular carcinoma,
neuroendocrine tumor/neuroendocrine
carcinoma and other solid tumors

Initiation of two phase 1 trials

Moderna

mRNA-1189 vaccine

Epstein-Barr virus

Initiation of phase 1 trial

Nuvectis Pharma

NXP800

Solid tumors

Initiation of phase 1 trial

Trials Initiated

continues on next page
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Drug & Device Pipeline News
Company
Oncotelic

Drug/Device
Ca4P in combination with
pembrolizumab
Icapamespib
Lomecel-B
ANEB-001

(continued from page 7)

Medical Condition
Melanoma

Status
Initiation of phase 1 trial

Recurrent malignant glioma
Alzheimer’s disease
Acute cannabinoid intoxication

Initiation of phase 1b trial
Initiation of phase 2a trial
Initiation of phase 2 trial in the
Netherlands
Initiation of phase 2 trial
Initiation of phase 2 trial

Samus Therapeutics
Longeveron
Anebulo
Pharmaceuticals
Bionomics
RadioMedix

BNC210
AlphaMedix

Social anxiety disorder
Somatostatin receptor-expressing
neuroendocrine tumors

Orano Med
VBI Vaccines

VBI-2601 (BRII-179)

Chronic hepatitis B virus

Initiation of phase 2 trial

Brii Bio
Union Therapeutics
InflaRx
Nanobiotix

Oral orismilast
Vilobelimab
NBTXR3

Moderate-to-severe psoriasis
Hidradenitis suppurativa
Locally advanced head and neck
squamous-cell carcinoma in high-risk
elderly patients
Heterozygous familial
hypercholesterolemia and/
or established atherosclerotic
cardiovascular disease

Initiation of phase 2b trial
Initiation of phase 3 trial
Initiation of phase 3 trial

NewAmsterdam
Pharma

Obicetrapib

Approvals
Xeris Biopharma

Recorlev (levoketoconazole)

BeiGene

Tislelizumab

Initiation of phase 3 trial

Endogenous hypercortisolemia in adults Approved by the FDA
with Cushing’s syndrome for whom
surgery is not an option or has not been
curative
Second- or third-line treatment
Approved in China
for locally advanced or metastatic
nonsmall-cell lung cancer
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