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Despite Surge in Virtual Adaptations for Trials,
Patient Perspective Should Be Kept at Forefront
By James Miessler

W

hile much has been learned in
the past year about decentralized and virtual trials, industry
executives meeting last week at a SCOPE
conference emphasized that virtual isn’t
always the answer.
“We don’t want to do digital for the sake
of doing digital. We don’t want to do the
shiny new thing,” said Patrick Tierney, global
category manager of data sciences and patient focus for Takeda. “Success for me is really defined by building something patients
want and need. It’s nice to have choice, but
with choice comes complexity.”
Tierney stressed the importance of
remembering that the adoption of more
technology leads to greater complexity

and that not all patients want a fully virtual
experience. He spoke at SCOPE’s Clinical
Leadership Summit.
To determine the needs and desires of
patients and others involved in its trials, the
company held a Partner Value Summit to
bring all perspectives into the mix from the
beginning, he said.
“Given the many moving parts in this
decentralized trial ecosystem, the solution
seemed simple to me: we need to bring
everyone together, hear all the voices so we
can co-create as a partnership,” he said. “It
was important to take all the interests into
consideration from the very beginning.”
For example, 11 different vendors participated and shared their experiences across
see Patient Perspective on page 4
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period. While the review divisions usually
provide some type of acknowledgment
that a study protocol has been received
by FDA, there may not always be a letter
to that effect. The IND process is a default
system — no word from FDA means the
sponsor can proceed with the trial. Having
said that, there is one exception: for studies
conducted under 21 CFR 50.24 (exception
from informed consent for emergency
research), the sponsor must wait for written
acknowledgment from FDA before initiating
the study. See 21 CFR 312. 20(c).
Also, if you are asking whether IRB approval of the protocol is necessary prior to
submission of the IND, the answer is that
IRB approval is needed before the study is
see Ask the Experts on page 6
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Ask the Experts: FDA IND and nonIND
Acceptance
he FDA’s Office of Good Clinical Practice responds to inquiries on a variety
of trial-related subjects, providing
answers on the agency’s official regulations
as well as best practices. The following is a
selection of questions and answers excerpted from the CenterWatch publication, GCP
Questions, FDA Answers.
Question: Our sponsor has submitted an
investigational new drug (IND) application
to the FDA but has not received a response.
What trial activities can our site conduct
while we’re waiting?
Answer: If an IND is in effect, the sponsor
can proceed with new protocols immediately after submitting them to FDA. It’s only
the initial IND that requires the 30-day wait.
Nothing can be done during the 30-day wait

Drug & Device Pipeline News…7
Twenty-three drugs and devices have
entered a new trial phase this week.
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Oncology Research Has Shifted
Toward New Endpoints, but
Further Analysis is Needed
Cancer trials have seen an evolution to
more quickly deliver oncology therapies
to patients, with researchers adopting the
use of new endpoints in their trials, but
further assessments of these endpoints are
warranted due to conflicting opinions that
persist among healthcare payers.
A number of oncology endpoints
have been used traditionally for regulatory approval, including overall survival,
progression-free survival and objective
response rate, as well as one-year survival,
five-year survival, complete response rate
and duration of response. Those endpoints
are well established with healthcare payers,
who view them with confidence in making coverage decisions, according to a new
IQVIA report.
But scientific progress has been made in
recent years with the delivery of novel cancer drugs that have been able to reduce the
size of tumors and delay their growth. That
progress is linked to an increased use of surrogate endpoints to support traditional and
accelerated oncology approvals alongside
overall response rate/duration of response
measurements. Regulators, too, have grown
to accept the use of evolving endpoints
and granted approvals based on them, with
the FDA granting 194 unique cancer drug
approvals for 132 drugs based on surrogate
endpoints between 1992 and 2019, according to the new report.
The push to use surrogate endpoints,
and their widespread adoption, has been
fueled mainly by the large sample size and
potential years of long-term follow-up
necessitated by endpoints that measure
survival. Additionally, survival can be potentially confounded or diminished by effective
therapies taken post-progression, IQVIA said.
But for healthcare payers, questions
remain about drugs approved by the FDA
and other regulators based on those endCopyright © 2021 by WCG CenterWatch

points. IQVIA found that while the use of
surrogate endpoints is ramping up in both
the U.S. and EU for oncology therapies,
their suboptimal predictive value of overall
survival has given way to skepticism
among payers in some countries.
Janssen’s Erleada (apalutamide), for
example, was approved based on surrogate endpoints, but evaluations showed
a limited amount of payer acceptance of
those surrogate endpoints as appropriate measurements of mortality. Similarly,
regulators also accepted the evaluation of disease control rate, an evolving
endpoint, for AstraZeneca’s Tagrisso
(osimertinib), but neither Germany’s G-BA
nor France’s HAS cited the endpoint in
their decision rationales, as AZ’s Tagrisso
trial used overall survival and objective
response rate for its primary endpoints,
the company found.
And the UK’s National Institute for Health
and Care Excellence (NICE) has made clear
that it wants to see evidence supporting surrogate-to-final endpoint outcome
relationships as well as details on how those
relationships are quantified for use in modeling. Because of this wariness that persists,
emerging endpoints should be persistently
evaluated, IQVIA said.
In addition to continuous monitoring,
IQVIA recommended that real-world evidence be used to “bridge the gap” between
the evidentiary requirements of regulators,
payers and prescribers and “better translate
regulatory approval into reimbursement and
patient access.”
To help with payer skepticism, IQVIA
suggests the use of managed entry agreements (or innovative contracts) geared
toward managing potential healthcare
coverage with additional data, including
real-world evidence, when concerns exist
about the availability of long-term data at
product launch.
According to IQVIA, surrogate endpoints
have the most viability in situations where

robust validation studies are reasonably
likely to predict clinical benefit. These
studies are limited to the specific tumor
type, setting (adjuvant/metastatic), line of
therapy, agent types (cytotoxic vs. targeted
therapies) and specific surrogate-outcome
pairings. As time goes on, the acceptance
of surrogate endpoints in future market
approvals will hinge significantly on their
proper application and rationales for use,
the company said.
Read the full report here: https://bit.ly/3A
YTVus.

Most COVID Trials Ignore
Gender Despite Differences in
Disease Impact
Most COVID-19 trials fail to take gender
into account in their design and data analysis despite the virus’s different effect on men
and women, a new study reports.
The majority of the 4,420 trials studied
(66.7 percent) made no mention of gender
in the information they submitted to
ClinicalTrials.gov, and only 5.4 percent of
the trials planned to have gender-matched
or representative subgroups and samples,
according to the analysis published this
month in Nature Communications. In addition, the researchers found that 21 percent
of trials only took gender into account
when choosing trial participants and only
4 percent planned to use gender as a variable in their analyses.
The team of Danish and Dutch researchers representing Aarhus University, the
University of Bielefeld, the University of
Copenhagen and Radboud University
Medical Center theorized that the intense
time pressures the pandemic posed on trials
could have been initially to blame for the
low numbers of gender considerations in
research. But as the pandemic played out
and more was learned about the disease’s
differing effects on men and women, the
focus hardly shifted.
continues on next page
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Stressing the importance of accounting
for gender in clinical trials, the researchers
called the consideration of the differences
“an essential step toward more personalized healthcare” and warned that failure to
do so may lead to unforeseen, serious side
effects later.
Read the full study here: https://go.nature.
com/36DJUVB.

WCG Acquires Top Medical
Imaging Provider Intrinsic
Imaging
In a move to help clients ensure the
quality and validity of their clinical trial
results, WCG has purchased Intrinsic Imaging, a global provider of medical imaging
core lab services.
The company is a seasoned, ISO-certified
provider of full-service medical imaging,
with more than a decade of experience

supporting drug, device and AI clinical trials
and a team that features more than 500
board-certified, fellowship-trained physicians and key opinion leaders. The Intrinsic
team covers all therapeutic areas, including
but not limited to AI software, cardiology,
central nervous system, gastroenterology,
interventional medical devices, musculoskeletal, oncology and ophthalmology.
Intrinsic has been certified by the British
Standards Institute and is also the only
organization in the world to hold five ISO
certifications specifically for conducting
imaging core lab services for clinical trials.
“The growing need to visually demonstrate safety and efficacy to regulators, patients, providers, payers and other research
stakeholders is driving the increasingly
critical role medical imaging is playing in
clinical trials,” said Donald Deieso, executive
chairman and CEO of WCG.

Thermo Fisher, UC Davis
Partner to Scale Up Clinical
Research in Metabolomics
Thermo Fisher Scientific and the University of California, Davis have formed a
collaboration to help clinical trial investigators conduct research in metabolomics,
a growing field focused on the study of
metabolites’ roles in the human body.
Their initiative, the Center of Excellence in Clinical Metabolomics, is designed to help produce new technologies
and reproducible analytical techniques
that support rapid development of costeffective precision medicine trials using
metabolomics.
UC Davis will also offer advance training courses for metabolomics staff, scientists and core lab managers. The training
will be backed by technology provided by
Thermo Fisher.

The CRC Trainer
An Interactive Companion to
The CRC’s Guide to Coordinating
Clinical Research
The CRC Trainer is an interactive
course built to support learners in a
self-paced journey through the complex
material of the guide. It covers all essential
aspects of the coordinator role and focuses
on the most important material in the guide.

Learn more at www.centerwatch.com/crctrainer
Copyright © 2021 by WCG CenterWatch
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the decentralized trial ecosystem, including
suppliers of eConsent, telehealth, home
healthcare, direct-to-patient medicine shipments and other services. In addition, seven
different Takeda departments were present
to include perspectives on clinical operations, regulatory issues, IT considerations
and other topics.
Patient advisors — former trial participants or caregivers to former participants
— were also in attendance and provided a
huge addition to the discussion, Tierney said.
One key thing learned was that some
participants still want the option of site
visits instead of going fully remote. Keeping that option available to patients is
important for the human connection, Tierney said, noting the deep bond that forms
between rare disease and cancer patients
and their physicians.
“Those individuals in particular,” he
noted, “said ‘Please don’t get rid of site visits,
I would love to have some virtual so I don’t
have to travel every time for a simple blood
draw. I can do a telehealth visit if I have a
concern or a question, but I still want that
human connection.’ That was very compelling to me,” Tierney said. “More is not necessarily better in this space.”
Digital therapeutics have seen a marked
rise in interest among companies that is projected to only increase in the coming years,
but their clinical trials often require different
approaches compared to traditional trials.
Melinda Decker, chief commercial officer
of Mymee, a digital health startup focused
on autoimmune diseases, elaborated on that
topic. One big difference, she noted, is that
many digital therapeutics begin as overthe-counter products, such as blood sugar
monitors, meaning that often they aren’t
evaluated in randomized controlled trials
(RCTs). Instead, real-world evidence may be
generated to prove efficacy, said Decker, a 20year veteran of pharma industry clinical trials.
Copyright © 2021 by WCG CenterWatch

Digital therapeutics may still go through
RCTs to distinguish themselves from products that didn’t, she noted, clarifying that
there are still many benefits to doing RCTs
for such products.
Digital therapeutic trials can also be
tailored to the individual, whereas traditional trials administer the exact same pill
at a given time in a treatment regimen, she
said. In the case of Decker’s company, its
trials look at participants’ behaviors, diet and
other environmental factors that are impacting patients’ disease symptoms.
“Fundamental to digital health companies is that we can actually personalize this
for each individual, so you’re trying to find
the right triggers,” she said. A clinical trial of
a digital therapeutic product is intentionally varied and personalized, setting it apart
from the design of most RCTs.
Placebo use in digital therapeutic
trials often takes a different approach
as well. Neuroscience products, such as
those for ADHD or depression, often use
a videogame-like component that has an
underlying mechanism of action. This raises
challenges in designing the placebo, which
would come in the form of a similar videogame that does not include the mechanism
of action but seems like it does to keep the
study blinded.
In addition, while traditional drug trials
often measure the participants’ adherence
to the investigational product, that isn’t the
case with digital therapeutic trials, she said.
“Behavior change is a lot of what digital
solutions are also looking at … and so our
goal isn’t for you to use the app every day
for the rest of your life,” said Decker. “Your
hope is that, over time, in the clinical trial,
they use [the product] less but they’ve
changed their behavior.”
Decker predicted that, as the promising digital therapeutics field grows, the
data needed for such products will be a
combination of RCT-generated and realworld evidence.

Digital biomarkers hold the potential to
enable continuous data accrual and patient
monitoring in drug development, but a
number of obstacles remain in convincing
industry to scale up their use in clinical trials.
Though digital biomarkers are investments that can take multiple years to
develop and validate just like traditional
biomarkers, they can serve as alternative,
more objective assessments compared
to patient-reported outcomes and other
measurement methods relied on today,
according to Brian Winger, senior advisor of
digital health at Eli Lilly.
“The people we tend to work with within
our organizations immediately want the
digital biomarker to be validated before
they’ll ever use it,” he said. “What they fail
to recognize is that we’re doing an experiment while we’re also doing the medicinal
experiment, so it’s really challenging to get
people to recognize that what we want to
do is continuously and passively collect data
that will provide an objective assessment of
this physiological condition.”
Pharmaceutical companies, typically,
have not created their own measurements,
added Joseph Kim, senior advisor of clinical
operations and digital registry at Lilly, who
said industry has relied on the medical
community and academics to come up
with them instead. One barrier to scaling up
research and use of digital biomarkers is the
widespread acceptance of legacy biomarkers
already in place in many therapeutic areas
and an established reliance on how those
measurements have been developed, he
said. But that barrier can also serve as a motivator to look at alternative measurements.
Atopic dermatitis, for example, has a
legacy endpoint that scores how much a
patient has scratched themselves in the past
24 hours or week, said Michelle Crouthamel,
director of digital health and innovation at
AbbVie. That sort of measurement works
well in the adult population but not so much
see Patient Perspective on page 5
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in patients two or three years old whose parents are sleeping in another room, she said.
“This kind of creates an opportunity
for additional measures if you can identify
a sensor that can actually [be worn by
children,]” she said, noting that while
children cannot wear Apple Watches, for
example, a sensor device worn on the
hand could be effective.
Another obstacle is the sheer scope of
data that’s generated from capturing data
outside of the clinic, whether that’s continuously or frequently, said Jen Goldsack,
executive director of the Digital Medicine
Society. That enormous amount of data necessitates focus when it comes to researching digital biomarkers.
“It’s important for us to be intentional
here because that offers enormous ben-

Guide to Informed
Consent Compliance

efit for much greater and more holistic
insights into a patient’s experience,” she
said. “If we go out and start collecting
crap, all we’re doing is adding enormous
amounts of noise to an already really
overcrowded, very noisy space. We’re
creating inefficiencies.”
For example, some measures probably
don’t need to be recreated, she said, such
as cardiac hospitalization in heart failure.
In Winger’s opinion, conducting digital
biomarker research at scale will require
a number of critical capabilities, most of
which industry doesn’t yet possess. For
one, industry needs a good way to select
devices based on the sensors they use
as well as a good approach for interpreting massive amounts of data “on a scale
that we’ve never really ingested before
in traditional drug research.” In addition,
industry needs to be able to engineer data,

something drug developers don’t currently
do, he said.
“Ultimately, we need advanced analytics
that create algorithms from that raw data.
These are things that pharma companies
typically haven’t done before. We’ve sort of
learned the hard way, first and foremost,
if you’re not going to be able to ingest the
data in its raw form, you’re really going to be
left with not much,” he said.
Crouthamel added that the pharma
industry also faces a skill gap, with companies typically not having the kind of data
scientists necessary for digital biomarker
development.
There has been increased activity in
digital endpoint development, however, in
at least one area, according to Crouthamel,
who said more and more cases of digital
endpoint development have been seen in
the rare disease sector.

Human subject protection is the
top priority in clinical research,
and the FDA and OHRP have
many rules to follow.

Guide to Informed Consent Compliance contains more than 30 FDA and OHRP documents that
explain in detail what the agencies expect, including guidance on:
n

n

n
n

Data retention when subjects withdraw from
FDA-regulated clinical trials
Emergency use of an investigational drug or
biologic

n
n

www.centerwatch.com

n

FDA inspections of clinical investigators
IRB continuing review after clinical investigation
approval

n

IRB waiver or alteration of informed consent
The use of clinical holds following clinical
investigator misconduct
Use of investigational products when subjects
enter a second institution
Informed consent exceptions for emergency
research

LEARN MORE: www.centerwatch.com/bgicc sales@centerwatch.com 617.948.5100
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initiated. If there are changes or amendments to the protocol as a result of IRB
review, these need to be submitted to the
IND as amendments.
FDA’s interpretation is that recruitment,
obtaining informed consent and screening
subjects for a specific study that is subject
to an IND is considered the beginning of the
clinical investigation and such activities cannot be performed until an IND is in effect (30
days after FDA receives the IND, or earlier if
the sponsor is so notified by FDA). Recruiting
subjects, obtaining informed consent and
screening subjects for a specific IND study
prior to the IND being in effect is not in
compliance with the FDA regulations.
NonIND Sponsor-Investigator Study
Guidance
Question: We conduct numerous
investigator-initiated nonIND studies at our
site. Are there any guidances on nonIND studies? Should the local site keep the same type
of lab documentation we keep for IND studies,
such as copies of the medical director’s CV and
documentation of the lab sample collection?
Answer: Please see the guidance on
studies not conducted under an IND. It talks
about foreign studies, although the information in the document might apply to you

(see the FDA’s guidance on acceptance of
foreign clinical studies not conducted under
an IND). Please also see FDA regulations at
CFR 312.120.
There is no FDA requirement that study
sites outside of the U.S. operate under a U.S.
IND. FDA regulations (21 CFR Parts 312.120
and 314.106) provide criteria for acceptance
of nonU.S., nonIND studies/data for purposes of FDA review in support of applications. The decision to operate under an IND
at nonU.S. sites is therefore discretionary on
the part of the study sponsor.
However, should a sponsor make the
decision that nonU.S. studies/sites are
operating under a U.S. IND, then all FDA IND
regulatory requirements must be met. This
includes the submission of the Form 1572 –
Statement of Investigator with its investigator certification that U.S. IND requirements
are understood and will be met.
On the other hand, a sponsor may
decide and indicate that a study’s nonU.S.
sites are not operating under a U.S. IND.
In this case, elements of IND regulations
(beyond provisions for FDA’s acceptance
of nonU.S., nonIND studies/data under
312.120/314.106) are not FDA-enforceable
requirements per se. That is, there is no
FDA regulatory requirement for completion of a 1572 when a sponsor has desig-

nated the nonU.S. study or sites as nonIND
(although a sponsor may still request
completion of the 1572 as part of an internal scope of practice (SOP). FDA expects
SOPs to be followed.
The distinction then is whether the sponsor has chosen/committed to operate its
nonU.S. sites under U.S. IND regulations (in
which case, the 1572 and all IND requirements must be met at nonU.S. sites) or as
nonIND (in which case the FDA regulatory
requirement for a 1572 does not apply).
Additionally, ordinarily when an investigator initiates his or her own trial, FDA considers them to be a “sponsor-investigator.”
This term is defined in the regulations at 21
CFR 312.3 (b) as follows:
“Sponsor-Investigator means an individual
who both initiates and conducts an investigation, and under whose immediate direction
the investigational drug is administered or
dispensed. The term does not include any
person other than an individual. The requirements applicable to a sponsor-investigator
under this part include both those applicable
to an investigator and a sponsor.”
As you can see from the above definition,
the sponsor-investigator is not exempt from
any of the requirements of the regulations
governing either sponsors or investigators if
the study is conducted under an IND.

Generate Leads While Building
Credibility and Trust
Opportunities exist across multiple content
platforms, which enable access to more than
200,000 clinical trial executives.

Learn more at www.centerwatch.com/advertise
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Drug & Device Pipeline News
Company

Drug/Device

Medical Condition

Status

Sponsor Contact

Artax Biopharma

AX-158

T-cell-mediated diseases

phase 1 trial authorized
by the UK’s Medicines
and Healthcare Products
Regulatory Agency

artaxbiopharma.com

iSTAR Medical

MINIject

primary open-angle glaucoma Investigational Device
Exemption (IDE) granted by
the FDA

istarmed.com

Advaxis

ADXS-504

early prostate cancer

phase 1 trial initiated

advaxis.com

ENA Respiratory

INNA-051 nasal spray

activation of innate immunity
to virus entering through the
nose

phase 1 trial initiated

enarespiratory.com

Synlogic
Therapeutics

SYNB-1934

phenylketonuria

phase 1 trial initiated

synlogictx.com

Ryvu Therapeutics RVU120

acute myeloid leukemia and
myelodysplastic syndrome

partial clinical hold on phase
1/b trial removed by the FDA

ryvu.com

Akeso Biopharma

AK117 in combination
with azacitidine

acute myeloid leukemia

phase 1b/2 trial authorized
by the National Medical
Products Administration of
China

akesobio.com

Enveric
Biosciences

EV101

recurrent or progressive
glioblastoma

phase 1/2 trial authorized by
the Israeli Ministry of Health

enveric.com

Micron Biomedical microneedle-based
measles and rubella
measles-rubella vaccine

phase 1/2 trial initiated
in children and adults in
Gambia

micronbiomedical.com

Sigilon

SIG-001

phase 1/2 trial placed on
clinical hold by the FDA

sigilon.com

ImmunityBio

T-Cell COVID-19 vaccine boost vaccine in people
already vaccinated with a
spike-only antibody-based
vaccine

phase 1/2/3 trial authorized
by the South Africa Health
Products Regulatory
Authority

immunitybio.com

BriaCell
Therapeutics

BRIA-IMT in
combination with
Incyte’s retifanlimab
and epacadostat

advanced breast cancer

phase 1/2a trial initiated

briacell.com

CytoDyn

leronlimab

metastatic triple-negative
breast cancer

advanced from phase 1b to
phase 2 trial

cytodyn.com

severe or moderately severe
hemophilia A

continues on next page
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(continued from page 7)

Company

Drug/Device

Medical Condition

Status

Sponsor Contact

Kintor
Pharmaceutical

pyrilutamide

androgenetic alopecia

phase 2 trial authorized by
the FDA

en.kintor.com.cn

Vir Biotechnology

VIR-2218 with VIR-3434 chronic hepatitis B virus

phase 2 trial initiated

vir.bio

Oryzon

vafidemstat

schizophrenia

phase 2b trial authorized by
the Spanish Drug Agency

oryzon.com

AiCuris

pritelivir

acyclovir-resistant
mucocutaneous herpes
simplex virus (HSV) infection

phase 3 trial initiated

aicuris.com

Ortho Clinical
Diagnostics

VITROS anti-SARSCoV-2 IgG quantitative
test

COVID-19 diagnosis

Emergency Use Authorization orthoclinicaldiagnostics.com
granted by the FDA

Astellas

Padcev (enfortumab
vedotin-ejfv)

locally advanced or metastatic
urothelial cancer

approved by the FDA for
expanded indication

astellas.com

Bayer

Kerendia (finerenone)

patients with chronic kidney
disease associated with type 2
diabetes

approved by the FDA

bayer.com

Janssen Biotech

Darzalex Faspro
(daratumumab and
hyaluronidase-fihj)
in combination with
pomalidomide and
dexamethasone

previously treated multiple
myeloma

approved by the FDA for
expanded indication

janssen.com

Stryker

InSpace balloon
implant

arthroscopic treatment of
massive irreparable rotator
cuff tears

approved by the FDA

stryker.com

Cue Health

Cue COVID-19 test

COVID-19 diagnosis

approved by the Central
Drugs Standard Control
Organization of India

cuehealth.com
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