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By James Miessler

Industry is approaching a watershed mo-
ment, with sponsors and CROs planning 
for the first time to conduct more hybrid 

trials than traditional site-based trials, a 
trend that is expected to play out across all 
trial phases and therapeutic areas. 

In the space of 12 months, a survey 
showed that clinical trial executives planning 
to conduct hybrid trials rose to 77 percent, up 
from 59 percent the prior year. Less than half 
of those surveyed (40 percent) said they had 
fully virtual trials on the horizon, up from the 
26 percent in 2020, according to the survey, 
which was conducted by Science 37.

Decentralized trial (DCT) activity is set 
to increase strongly across phase 2, phase 
3 and postmarketing surveillance trials. 

More than two-thirds of respondents said 
they expected to run phase 2 (69 percent) 
and phase 3 (68 percent) trials with DCT 
elements in the new year, a substantial 
increase from the 2020 survey responses of 
50 percent and 46 percent, respectively.

The number of phase 1 trials using DCT 
elements, however, is expected to remain 
at the current level of about 37 percent. 
Phase 4 trials will see a modest increase in 
decentralization, up to 38 percent from the 
previous year’s 25 percent.

Remote approaches to trials are antici-
pated to increase across all therapeutic areas 
as well, with oncology, rare diseases, central 
nervous system and immunology trials 
receiving the biggest bump. Nearly half (46 

Hybrid Trials May Overtake Traditional 
Studies in 2022, New Data Show

By James Miessler and Suz Redfearn

I f Robert Califf’s nomination to helm 
the FDA a second time succeeds in 
Congress, he is likely to push for clinical 

research reforms, with a focus on diversity, 
the increased use of real-world evidence 
(RWE) and addressing the rising costs and 
complexity of trials.

His confirmation this time around is by no 
means a sure thing; three Democrat lawmak-
ers in the evenly divided Senate have come 
out in opposition to his nomination, criticiz-
ing Califf for his ties to the pharma industry as 
they did during his first confirmation hearing. 
Because Sens. Richard Blumenthal (D-
Conn.), Joe Manchin (D-W.V.) and Ed Markey 
(D-Mass.) will likely vote against him, he will 
need Republican support to be confirmed.

Manchin, for instance, said that Califf’s 
“significant ties to the pharmaceutical indus-
try take us backward, not forward,” and cited 
the nation’s ongoing opioid epidemic as a 
reason to nominate a commissioner who is 
less connected to big pharma. 

Sen. Maggie Hassan (D-N.H.) appears on 
the fence about the nomination. She has 
also expressed concern about the FDA’s prior 
approval and labeling decisions on opioids 
and stated she would look deeply into Cal-
iff’s record to determine how she will vote.

The confirmation hearing isn’t expected to 
happen until at least mid-December, meaning 
a full floor vote isn’t likely to take place until 
2022. Until then, Janet Woodcock is expected 
to remain in her role as acting commissioner.

What a Califf-Led FDA May Look Like the 
Second Time Around
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Industry Briefs  

Emmes, MedGenome Partner 
on Genomics-Focused Rare 
Disease Research

Emmes and MedGenome have an-
nounced a strategic partnership aimed at 
accelerating the delivery of breakthrough 
rare disease treatments through the use of 
genomics data.

Emmes and MedGenome will work 
together to compile epidemiologic, 
phenotypic and genomic patient data 
into customized disease registries that can 
be used by sponsors to improve designs, 
ramp up patient recruitment and deliver 
standardized control arms for rare disease 
clinical trials.

MedGenome is the leading genetic test-
ing laboratory in India and South Asia, said 
Vedam Ramprasad, CEO of MedGenome, 
who noted that the South Asia region has 
the highest numbers of rare and inherited 
disease patients in the world.

Emmes has made moves this year to 
expand its rare disease capabilities, launch-
ing a new rare disease center in November 
and buying up the UK-based Orphan Reach, 
a CRO specializing in rare disease research, 
back in May.

The pair intend to focus on hemophilia, 
Duchenne muscular dystrophy and muscu-
lar atrophies and retinitis pigmentosa.

FDA Offers Advice on Using 
Real-World Evidence from 
Registries

Sponsors that plan to use registry data 
or create a registry to support a clinical trial 
should be prepared to consult with the FDA 
on their plan’s effectiveness.

Before launching a new study using 
registry data, sponsors should meet with the 
agency on five points: 

	} Whether the registry can deliver data 
on the trial’s target population;

	} Which data elements would come 
from the registry, as opposed to other 
data sources;

	} The plan for linking the registry to 
another data system, if appropriate;

	} Planned methods for validating out-
comes based on registry data; and

	} Planned methods for validating the 
diagnosis of the disease being studied.

Comments on the draft guidance are due 
by Feb. 28.

Read the guidance at https://bit.ly/3Es3m6X.

FDA Sheds Light on 
International GCP Inspection 
Collaborations

The FDA is putting new emphasis on its 
collaboration with multiple international 
regulators to bolster oversight of GCP and 
data integrity in clinical trials.

As part of this increased emphasis, 
the agency launched a new webpage 
last week with updates on the Center for 
Drug Evaluation and Research (CDER)’s 
work with the European Medicines 
Agency (EMA), the UK’s Medicines and 
Healthcare products Regulatory Agency 
(MHRA), Health Canada and Japan’s 
Pharmaceuticals and Medical Devices 
Agency (PMDA) to conduct joint inspec-
tions and share lessons learned with 
stakeholders.

Specifically, the page includes a sec-
tion on CDER’s international GCP joint 
workshops and a link to receive updates 
on newly announced conferences, as well 
as a section on publications, articles and 
reports and information the agency shares 
with its regulatory partners.

Access the page here: https://bit.ly/3xQ 
Ncl8.

The space between data  privacy and 
research  transparency is a minefield

Data Privacy and  
Research Transparency 
Balancing Opposing Priorities 

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

Data Privacy and Research Transparency: Balancing  
Opposing Priorities provides  information on what you  must 
do to comply with  trial registries’ sharing  requirements 
while  protecting subject privacy.
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Califf previously took the reins at the FDA 
in the final year of the Obama administra-
tion and had no difficulty getting through 
the Senate at that time, being confirmed 
89-4 and serving from February 2016 to 
January 2017. 

Said Mark McClellan, who served as 
commissioner of the FDA from 2002 to 2004, 
“He has the unique feature of having been 
there and done that before, which gives him 
some very valuable experience around what 
leading FDA is like, but also some insights on 
the issues that were important when he was 
there before.” 

McClellan, now a director of health 
policy at Duke University, added that Califf’s 
tenure at the FDA took place near the end of 
Obama’s administration, so it was a “tough 
time to launch major new initiatives.” Now 
could be the time for him to dig in deeply on 
areas that had been a priority for him, like 
bringing more efficiency to clinical trials and 
increasing diversity in research. 

Others in the industry say Califf has the 
ability to be transformative at the FDA as the 
agency and industry emerge from two years 
of unprecedented innovation forced on 
them by the COVID-19 epidemic. 

“This is a moment in time that we’ll 
never have again — to examine the past 
two years and make fundamental change 
from what we’ve learned,” said Sans 
Thakur, chief growth officer at clinical trials 
software platform company Medable and 
former life sciences lead at Accenture. 
Thakur said she believes Califf will look to 
harness and expand the unprecedented 
drug and vaccine acceleration that took 
place during the pandemic.

During his time at the FDA, Califf rec-
ognized the massive potential of RWE and 
he may again push the agency to evolve 
its use even further should he return to 
the FDA, though his immediate charge 
would surely be addressing the ongoing 
COVID-19 pandemic and fallout from the 
Aduhelm decision.

Since his tenure, the FDA has actively 
issued guidance on RWE. It released final 
guidance on using RWE to support regula-
tory decisions for medical devices in August 
2017, final guidance on the use of electronic 
health records (EHR) in clinical trials in July 
2018 and draft guidance on providing 
information on the use of RWE in regulatory 
submissions in May 2019.

Most recently, the agency released 
lengthy draft guidance for sponsors and re-
searchers thinking of using EHRs or medical 
claims data in drug and biologic clinical trials 
(CenterWatch Weekly, Oct. 4).

During his time in the driver’s seat, 
Califf was vocal about the prospects of 
wearable devices and EHRs in clinical re-
search. While Califf was commissioner, the 
agency worked on regulatory approaches 
to manage the complexity of multistream 
data coming from devices and apps that 
measure heart rate/rhythm, blood pres-
sure, physical activity and the preferences/
social activities of patients. It’s clear that 
Califf believed at the time that the agency 
needed to keep stride with advancing 
technology that can further revolution-
ize the way multiple streams of data are 
utilized in approving medical products 
and informing practice; that position is not 
likely to have changed much, if at all.

As recently as March, Califf also signaled 
his interest in master protocols, noting that 
while there aren’t many under way in the 

current landscape, they can help to sig-
nificantly accelerate clinical research when 
the many sites involved operate efficiently 
(CenterWatch Weekly, March 22). An FDA led 
by Califf could aim to determine better ways 
to get master protocols and other complex 
trial designs quickly off the ground and help 
optimize sites that take them on so that their 
speed benefits can be realized.

McClellan said he anticipates Califf 
promoting more platform trials like the 
RECOVERY trial at the University of Oxford 
that quickly enrolled thousands of par-
ticipants to test multiple treatments for 
COVID-19 on an accelerated timeline. “Rob 
would like to bring more of that evidence 
capacity here, generating more evidence 
faster,” McClellan said. 

Right now, Califf, in addition to advising 
Verily, is a senior adviser for Google Health. 
He is also an adjunct professor of medicine 
at Duke University and a member of the 
Duke Clinical Research Institute. If his nomi-
nation succeeds, he will have to step down 
from those positions in addition to divesting 
stock holdings in the industry.

Steven Grossman, executive director 
of the Alliance for a Stronger FDA, said, 
“If confirmed, I would expect Dr. Califf to 
examine the agency more broadly and 
address priority needs more resolutely than 
in his prior stint. The current situation is very 
different from being commissioner in the 
seventh and eighth year, when the White 
House is less interested and the time frame 
for changes is quite limited.”

He added, “I believe Dr. Califf’s priorities 
will have a common theme: FDA modern-
ization. To achieve the greatest benefit 
for the American people, FDA needs the 
resources and tools to address acceleration 
of medical progress and the potential for 
a dramatically safer food supply. He will, I 
predict, advocate for data and technology 
modernization, improved means of recruit-
ing and retaining FDA employees, facilities 
upgrades and the means to make the 
agency’s processes more efficient, accurate 
and responsive.”

Califf-Led FDA
(continued from page 1)

“This is a moment in time that 
we’ll never have again — to 

examine the past two years and 
make fundamental change from 

what we’ve learned.”

—Sans Thakur, chief growth officer at 
Medable

https://www.centerwatch.com/articles/25800-fda-goes-in-depth-on-using-ehr-and-claims-data-in-drug-and-biologic-trials
https://www.centerwatch.com/articles/25472-covid-19-highlighted-master-protocol-benefits-but-challenges-remain
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percent) of the survey respondents expect 
to conduct oncology trials with DCT compo-
nents this coming year, an 11 percentage-
point increase from the prior 12 months. 
The same increase was seen for rare disease 
trials, with 37 percent of respondents 
expecting to run trials with DCT approaches 
in 2022. For central nervous system trials, 35 
percent of those surveyed plan to do trials 
with decentralized elements compared to 
only 26 percent the year before. 

Smaller increases are expected in car-
diovascular, dermatology and pulmonary/
respiratory trials. Decentralized cardiovascular 
trials are expected to increase four percentage 
points, to 28 percent from 24 percent. Survey 
respondents reported only a one percentage-
point increase in dermatology (up to 20 
percent from 19 percent) and pulmonary/re-
spiratory (up to 19 percent from 18 percent).

The survey inquired about the specific 
DCT approaches sponsors and CROs plan 
to utilize in their future trials, and all of the 
components asked about unsurprisingly saw 
large increases, with eConsent, telemedi-
cine/mobile nursing and remote sites seeing 
the greatest traction.

Two-thirds of respondents expect to 
bring eConsent into their trials in the next 
year; less than half (44 percent) said they had 
used this approach in the year prior. Similarly, 
telemedicine went from 41 percent to 61 per-
cent, home/mobile nurses increased from 35 
percent to 54 percent and remote sites hiked 
up to 54 percent, more than doubling the 
previous 25 percent of respondents who said 
they used it in the prior 12 months. Other 
components, including remote patient moni-
toring, electric patient-reported outcomes 
(ePRO), wearables and local clinics also saw 
increased interest from research executives.

Although it’s clear industry is very inter-
ested in further onboarding DCT solutions in 
2022, the survey revealed a host of challenges 
sponsors and CROs perceive in bringing them 
into their trial designs, chiefly regulatory 
concerns, site integration, a lack of in-house 

capabilities and data security. Lesser concerns 
included sourcing vendors, a lack of training, 
data harmonization, internal buy-in and the 
costs involved in implementing DCT elements.

Executives had polarizing experiences in 
implementing DCT at traditional sites: nearly 
half (48.5 percent) said the task was challeng-
ing, while 48.6 percent found it was “reason-
ably successful” or “adequate.” But few had 
either truly amazing or terrible experiences: 
1.9 percent of industry executives described 
their integration as “seamless,” while just one 
percent described it as a “disaster.” These find-
ings show a need for sponsors to communi-
cate with sites as they continue to implement 
more DCT technologies, Science 37 said.

“While many of these experiences will 
have played out ‘on the fly’ during the 
pandemic, there is clearly a learning curve 
in this process, and often a cultural shift,” the 
company said. “Sites will remain a critical 
component of most agile trials, so sponsors 
should make sites a key consideration of 
DCT strategy and trial design, with special 
regard to training and other requirements.”

Despite the hurdles, trial execs clearly 
recognize the value of decentralization, 
naming improved patient experiences, 
increased patient retention and speedier 
recruitment as the top three boons, showing 
that sponsors recognize the worth of DCTs 
to patients and trial acceleration.

The FDA has big plans for encouraging 
DCT components. Among a number of 
initiatives, the agency has said it intends 
to publish a framework by the end of the 
second quarter of fiscal 2023 that will inform 
the use of data gathered by digital health 
technologies (DHTs), including the develop-
ment of methodologies to assess DHTs for 
measuring key endpoints and other mea-
sures, such as safety monitoring or baseline 
characterization, in trials. The agency is also 
intent on developing a standardized way to 
handle and analyze large datasets gathered 
by DHTs and plans to release guidance on 
the use of DHTs in both traditional and 
decentralized trials.

Access the full survey report here: https://
bit.ly/3DMnznL.

Hybrid Trials Outlook
(continued from page 1)

Type of Clinical Trial Activity, previous 12 months vs. next 12 
months

Source: Science 37
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Drug & Device Pipeline News  

Company Drug/Device Medical Condition Status
Trials Authorized
AB Science AB8939 Refractory and relapsed AML and 

refractory MDS
IND approved by the FDA

Armata Pharmaceuticals AP-SA02 Staphylococcus aureus bacteremia IND approved by the FDA

Avacta Group AVA6000 Solid tumors IND approved by the FDA

Codiak BioSciences ExoASO-STAT6 Hepatocellular carcinomas IND approved by the FDA

FAScinate Therapeutics KM-819 Parkinson’s disease IND approved by the FDA

GlaxoSmithKline

Surface Oncology

GSK4381562 (formerly SRF813) Tumors IND approved by the FDA

Harmony Biosciences Pitolisant Idiopathic hypersomnia IND approved by the FDA

InteRNA Technologies INT-1B3 Advanced solid tumors IND approved by the FDA

Moleculin Biotech WP1122 Glioblastoma multiforme IND approved by the FDA

Tonix Pharmaceuticals TNX-1900, intranasal oxytocin Migraine prevention IND approved by the FDA

Treadwell Therapeutics CFI-402257 Advanced solid tumors and breast 
cancer

IND approved by the FDA

Cybin Psilocybin COVID-related distress in front-line 
clinicians

Phase 2 trial approved by the FDA

ABM Therapeutics ABM-1310 Advanced solid tumors with BRAF 
mutation

IND approved by China’s regulatory 
authority

Antengene Selinexor NonHodgkin’s lymphoma IND approved by China’s regulatory 
authority

Kintor Pharma Pyrilutamide Male androgenetic alopecia IND approved by China’s regulatory 
authority

Sterna Biologicals SB010 Moderate-to-severe asthma Clinical trial authorization granted by 
Germany’s regulatory authority

Trials Initiated
BeiGene BGB-23339 Immune-mediated disorders Initiation of phase 1 trial

National University 
Cancer Institute, 
Singapore

MiNA Therapeutics

MTL-CEBPA in combination with 
first-line standard of care

Previously untreated, advanced 
hepatocellular carcinoma

Initiation of phase 1 trial

Seres Therapeutics SER-155 To reduce the incidence of infection, 
mortality and GvHD in adults 
undergoing hematopoietic stem cell 
transplantation 

Initiation of phase 1b trial

Notable Labs

CicloMed

Fosciclopirox Refractory acute myelogenous leukemia Initiation of phase 1b/2a trial

AL-S Pharma AP-101 Amyotrophic lateral sclerosis Initiation of phase 2 trial

Clover Biopharma SCB-2019 (CpG 1018/Alum) 
heterologous COVID-19 booster 
dose

COVID-19 booster vaccine Initiation of phase 2 trial

G1 Therapeutics Trilaciclib Unresectable locally advanced or 
metastatic triple-negative breast cancer

Initiation of phase 2 trial

continues on next page »
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Drug & Device Pipeline News     (continued from page 6)

Company Drug/Device Medical Condition Status
Isarna Therapeutics ISTH0036 Wet age-related macular degeneration 

and diabetic macular edema
Initiation of phase 2 trial

Talaris Therapeutics FCR001, allogeneic cell therapy Diffuse cutaneous systemic sclerosis Initiation of phase 2 trial
Cassava Sciences Simufilam Alzheimer’s disease Initiation of phase 3 trial
Daiichi Sankyo

AstraZeneca

Datopotamab deruxtecan HR-positive, HER2-negative inoperable 
or metastatic breast cancer previously 
treated with chemotherapy

Initiation of phase 3 trial

HutchMed

AstraZeneca

Orpathys (savolitinib) plus 
Tagrisso (osimertinib)

Locally advanced or metastatic 
EGFR mutation + NSCLC with MET 
amplification after disease progression 
on EGFR inhibitor therapy

Initiation of phase 3 trial

Immunic Vidofludimus calcium (IMU-838) Relapsing multiple sclerosis Initiation of phase 3 trial
InDex Pharmaceuticals Cobitolimod Moderate-to-severe left-sided ulcerative 

colitis
Initiation of phase 3 trial

Ionis Pharmaceuticals Donidalorsen (IONIS-PKK-LRx) Hereditary angioedema Initiation of phase 3 trial
Jazz Pharmaceuticals Zepzelca (lurbinectedin) in 

combination with Tecentriq 
(atezolizumab) 

First-line maintenance treatment for 
extensive-stage small-cell lung cancer

Initiation of phase 3 trial

Ocuphire Pharma Nyxol Eye Drops Reversal of pharmacologically induced 
mydriasis

Initiation of phase 3 trial

Learn more at www.centerwatch.com/cratrainer

The CRA Trainer
An Interactive Companion to 
The CRA’s Guide to Monitoring 
Clinical Research.

The CRA Trainer is an elearning 
companion to The CRA’s Guide that offers 
practical exercises, mini-quizzes and real-
world scenarios to help guide the trainee 
through the lessons presented in the book 
and apply them on their daily job.

continues on next page »
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Drug & Device Pipeline News     (continued from page 7)

JobWatch

Research Center Profiles

Company Drug/Device Medical Condition Status
Approvals
Aadi Bioscience Fyarro, sirolimus protein-

bound particles for injectable 
suspension (albumin-bound) 

Locally advanced unresectable or 
metastatic malignant perivascular 
epithelioid cell tumor in adults

Approved by the FDA

BioMarin Voxzogo (vosoritide) Achondroplasia in children age five 
years and older with open epiphyses

Approved by the FDA

Halozyme

Janssen

Amgen

Darzalex Faspro (daratumumab 
and hyaluronidase-fihj) 
in combination with 
Kyprolis (carfilzomib) and 
dexamethasone (Kd) 

Relapsed or refractory multiple 
myeloma

Approved by the FDA for additional 
indication

Pfizer

BioNTech

Moderna

COVID-19 booster Prevention of COVID-19 in adults age 18 
and older

Emergency Use Authorization 
amendments approved by the FDA

Takeda Livtencity (maribavir) Posttransplant CMV infection in patients 
under age 12 years who weigh at least 
35 kg and are resistant to several other 
antiviral drugs

Approved by the FDA

VBI Vaccines PreHevbrio vaccine Prevention of infection caused by all 
known subtypes of hepatitis B virus in 
adults

Approved by the FDA

SIGA Technologies TPOXX (tecovirimat) Smallpox Approved in Canada
HUYA Biosciences Hiyasta Relapsed or refractory peripheral T-cell 

lymphoma
Approved in Japan 

Junshi Biosciences Toripalimab in combination 
with cisplatin and gemcitabine 

Locally recurrent or metastatic 
nasopharyngeal carcinoma

Approved in China

TRACON 
Pharmaceuticals

Envafolimab MSI-H or dMMR advanced solid tumors Approved in China
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