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Decentralized Clinical Trial

A clinical trial where some or
all of the trial-related activities
occur at locations other than
traditional clinical trial sites.
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Food and Drug Administration (FDA)




Current State: All activities are centered around the hospital
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integrity and that regulatory \
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of significant new adverse

events and drug risks.

Hospital and investigator
Trial visits occur at the hospital where
procedures are completed per the
protocol by HCPs and/or site staff. The
Investigator is responsible for ensuring
that trial activities are conducted in
accordance with the protocol,
protecting patient rights, safety and
welfare and obtaining informed consent. S .
Participant experience

Navigates multiple waiting, procedure and exam rooms,
practitioners and administrations and often endures lengthy
waits between steps.
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Participant access
Must adhere to the, often rigous (maybe onerous), requirements of

the protocol to remain enrolled in the trial, which can require regular Exam room
travel back and forth to the hospital.
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Future State: All activities are centered around the patient

Participant Participant At home
Hospitals and Pls access experience HGCPs complete trial related
Investigators continue their More patients access Patients are able to activities within the patients
current responsibilities and and participate in trials, integrate trial activities home.
oversee larger numbers of including diverse and into their daily lives
remote patients whose difficult to recruit with minimal disruption
trial activities occur in populations, that are and reduced burden.
the community, at home conducted (fully or
and virtually. partially) in more

convenient locations

| 4 » that reduce time and AN
y

travel commitments. R

Virtual Community / local health clinic
Patients and/or their caregivers complete HCPs complete trial activities in retail health
trial activities without an HCP physically clinics, community practices, outpatient
present, independently or with an facilities, etc. that are located proximate to

HCP / site staff via telemedicine. patients homes and work. Image credit: PwC




Trials May Be Fully or Partially Decentralized

Clinical-trial designs

Fully decentralized « » Hybrid < » Fully centralized
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All trial Less Comp|ex trial proce- Less complex trial Complex trial procedures All trial
procedures are  dures that don't require procedures that require (eg, complex screening procedures are
conducted in-person visits (eg, vital in-person visits (eg, protocols, cell therapy, conducted at a
virtually, signs, electrocardio- injections) are conduct- magnetic resonance research site
enabled by grams) are conducted via  €d via mobile clinicians imaging) are conducted (eg, academic
digital technol- telehealthcare, remote or alternative sites (eg, via research sites (eg, medical center)
ogies and data collection, or mobile clinics, retail academic medical cen-
supply delivery direct-to-patient supply sites) ters) or local hospitals
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A Menu of Decentralization Options

Recruitment Hospital-based recruitment Targeted digital recruitment

Enrollment In-person consent eConsent and multifactor identity verification

Product Distribution /  Medication dispensed and reconciled ¢ Medications shipped directly to patient

Intervention Delivery by study staff at in-person * Psychological, cognitive, and other
appointments interventions delivered virtually

Safety Assessment Hospital-based assessments * Monitoring at local outpatient facilities,

labs, and imaging centers;
* Digital platforms for adverse event self-
reporting

Outcomes Assessment * In-person COA assessments Electronic PROs via web/mobile app

* Paper PROs and diaries * Remote monitoring via wearables and
connected health devices




A Brief History of Decentralized Trials

* When did the first decentralized trial conducted under an IND in the
United States start?

Pfizer Conducts First “Virtual” Clinical Trial Allowing

Patients to Participate Regardless Of Geography
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Research on Electronic Monitoring of Overactive Bladder
Treatment Experience (REMOTE) trial

* Phase 4 RCT of tolterodine ER vs. placebo for treatment of overactive
bladder symptoms in women aged > 21 years

Participant:
¢ Web-based recruitment
¢ Web-based multi-media informed consent process
* Web-based screening

Technology:
* Mobile communication device-based efficacy assessments (eg, e-diary)
¢ Interactive remote data capture via secure participant portal
¢ Real-time data access for site, monitors, and auditors

Investigator site:

¢ Coordinating function for virtual assessments: participant does not
attend investigator site

e Study drug delivery to participants by overnight courier
Study physician/call center available 24/7 by e-mail and phone
¢ Real-time processing of safety data

¢ Individual study data to each participant
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Orri et al. (2014). Contemporary Clinical Trials, 38(2), 190-197.
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REMOTE trial terminated early due to lack of recruitment

M. Orri et al. / Contemporary Clinical Trials 38 (2014) 190-197

20,901 Viewed study introduction web page

% 17,950 Viewed study introduction online video
=
T 13,373 Viewed account registration page
- 7,230 Completed account registration page
24.7"/0"“*":-\,\,} . 5,157 Reconfirmed e-mail address
""\‘1. -
29.5% of 5,157‘3 : 1,519 Eligible on incontinence and demographics
\
14.9% | o 770 Verified identity
2
| =
| w:
8.8%% = - 456 Viewed, passed, and signed informed consent
| 8:
4.6% 237 Eligible on medical history, investigator countersigned
2.3% | : 119 Eligible on lab tests and physical exam, if required
RANDOMIZED 0.3% - 18 Eligible and randomized after completing two 3-day bladder e-diaries during placebo run-in




Where Have Decentralized Trials Gone Since 20117

e 250 studies in 2012 to an estimated 1,425 studies in 20221

Trials utilising virtual/ 1400

decentralized components are
projected to rise 28% from 2021 1,200

1,011 1,000

/ 500 *Majority of components
673
600 are technology based
400
207 200
95% confidence interval
2010 2012 2014 2016 2018 2020 2022

Interventional drug trials worldwide which mentioned
decentralized/virtual components in clinical registry protocols

1GlobalData’s Clinical Trial Database




Have Decentralized Trials Been Successful?

* Trials with decentralized elements have led to FDA approval (e.g. daily
e-Diaries)
e BNT162b2 COVID-19 vaccine (Polack et al. 2020)

e Ztalmy (ganaxolone) to treat seizures associated with cyclin-dependent
kinase-like 5 deficiency disorder (knight et al. 2022)

e But this is difficult to track

* No routine tracking of DCT modifications during COVID-19 pandemic within
registrational trials

* No standard DCT reporting requirements for publications
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Decentralized Trials and Research Alliance DTRA
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Trials@Home: An Innovative Medicines Initiative project

Partner Assembly

Beneficiaries, EFPIA partners

e e 1. Define best practices

iy‘:@ f Plus an equivalent number of representatives of fo r DCTS
SAB & IEEP sanori

UMC Utrecht beneficiaries and EFPIA partners . .
Scientific Advisory Coordinator Project Leader 2 . | d enti fy a p p ro p riate

Board & Independent
External Expert
Panel

Executive Board teCh nOIOgy
(Project Leader, Coordinator and Work Package Leaders) .
3. Run pilot DCT

Work Package Leaders
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Project
Management
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4. Map ethical, legal,
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6. Project management
€40 million over 5 years




Trials@Home Pan-EU Proof of Concept Trial

The RADIAL Trial * First remote patient enrolled on Nov. 3, 2023

For people living with type 2 diabetes +
taking long-acting basal insulin whose blood
glucose management is not currently
optimal.

GROUPS

All participants will be switched from their current D
long-acting basal insulin to once-daily Toujeo® (insulin : ‘ :
Decentralised
(home-based)

g

glargine 300 u/ml) and will carefully monitor their
blood glucose throughout the 6-month trial.

All other medications and medical care will remain

unchanged. -
Hybrid

Data quality/completeness, trial completion rate and

satisfaction of enrolled participants and trial results

will be assessed to judge whether the decentralised ,';l

(home-based) approach is truly a reliable and Traditional

dependable way to conduct trials.




Changing Landscape for Decentralized Trials

Prior Barriers to DCTs Current Facilitators of DCTs

* Requirement to receive * COVID-19
investigational products from
trial sites (e.g., 21 CFR 312.61)

* Requirement to document all
subinvestigators + ensure their
training (e.g., Form 1572)

* Increasing comfort with digital
health technology

* Growing focus on patient-
centered trials to achieve
recruitment, retention, and

* Technology limitations diversity goals

* Shifting regulatory environment




New Regulatory Guidance on Decentralized Trials

* Decentralized Clinical Trials for Drugs,
=\ U S. FOOD & DRUG Biological Products, and Devices (May 2023)

ADMINISTRATION

* Digital Health Technologies for Remote Data
Acquisition in Clinical Investigations (Dec 2021)

O * Recommendation paper on decentralized
EUROPEAN MEDICINES AGENCY elements in clinical trials (Dec 2022)

* Guidance on the implementation of
S CEMIDDELSTYRELSEN dece_ntcrahzed elements in clinical trial with
DANISH MEDICINES AGENCY med|c|na| products (Sept 2021)

Svan
o —
> o,
o 5
z /]
% ]
£\ §
N il
N\ 2
“ouin 8 ST




Potential Benefits and Challenges of Decentralized Trials

_ Potential Benefits Potential Challenges

Patient Access to More equitable geographic and Excluding non-tech-savvy; people without
Trials economic access smartphones/high speed internet
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_ Potential Benefits Potential Challenges

Patient Access to More equitable geographic and Excluding non-tech-savvy; people without
Trials economic access smartphones/high speed internet

Patient Convenience Fewer and/or shorter in-person visits  Increased responsibility for self-assessments

Patient Accrual & Improved access = faster accrual Ensuring patient engagement in a virtual world

Retention Decreased burden = better retention

Data Collection More frequent data collection possible Risk of poor-quality data

Endpoint Selection = New endpoints with more real-world Need to validate new endpoints; uncertain
relevance regulatory status

Costs Reduced costs for site Increased costs for digital health technology

activation/monitoring




Imagining the Future
for NF/SWN
Decentralized Trials

“The question is no longer whether we can
conduct aspects of cancer trials in a
decentralized fashion, but how we can best
prioritize the most useful DCT methods
moving forward, and prospectively design
DCT studies in oncology that maintain
patient safety and data integrity.”

(Rivera et al, 2022)




