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FDA — Scott Gotlieb Speech January 28, 2019

....Pragmatic and hybrid clinical trials, including decentralized trials that are conducted at
the point of care — and that incorporate real world evidence (RWE) - can help clinical trials
become more agile and efficient by reducing administrative burdens on sponsors and those
conducting trials, and can allow patients to receive treatments from community providers without
compromising the quality of the trial or the integrity of the data that’s being collected.

RWE also has the potential to make America’s health care system more competitive and efficient
as validated outcomes measures based on real world data are incorporated into value-based
payment contracts. .....
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Why Clinical Trials Need Change

* /0% of patients live more than 2 hours away from a study site
e <500 of eligible patients participate in clinical research
* 4990 of participants drop out before study completion

* 48% of trial sites miss enrollment targets
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Recruitment is Problem #1
N\

@ of trials do not reach recruitment goals
\

of sites do not recruit any patients
/

of all delays are caused by slow recruitment

/

Each day a drug is delayed to market, sponsors can lose UP to 8 MS
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Decentralized Clinical Trials is Promising

« Use new recruitment methods
+ Social media
» Advocacy groups
* Genetic profile companies and biobanks
* Physicians networks

 Bring the trial to participant
* Not tied to geographic areas or study sites
* May involve local health care professionals

« Make optimal use of technology
* Video conferencing for recruitment and study visits
» Tablets and smarthones for data collection and subject management, BYOD as option
» Direct data capture technology
» Patient reported data
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What are Decentralized Clinical Tria

Avoca Quality Consortium (AQC)
definition Patient-centric focus

» DCT deploy a wide range of digital technologies to
collect safety and efficacy data from study
participants, normally from the comfort of the
patients’ own home. The specific digital Reduce site visits
technologies used for data collection vary by study
but can include telemedicine, wearable/sensor
devices, eConsent, electronic clinical outcome
assessments (eCOA), and electronic health Leverage new technology &
(eHealth) records. Innovation
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Decentralized Trials are also known as:

RWE

21century
trials
Modern

trials
Hybrid Site-less Digital
trials trials Virtual trials
trials
Flexible Remote
trials trials

Mobile
trials
At-home
trials

Local HCPs Technology
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Evolution of Hybrid Trials

At-home clinical

: : Remote visits Hybrid Trials
trial services

No technology involved Application of Technology *Local Health Care providers
*Selected study visits performed by *Some examination procedures done *Wide range of Standard of Care
trained nurses remotely services from

*blood draws *Mobile apps

*IP Administration * At-home data collection *Application of Technology
*Training support *Wearable technology *E-Consent
*Seldomly incorporated in study *Telemedicine video chat *Mobile Apps

protocol *Telemedicine

*Optional for sites
*In CEE countries rarely used
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Virtual Trails Limitations

e Less than 1% studies can be
designed as 100% virtual

Relevance

Patient « Technology burden on Patients
Satisfaction  No direct contact with study Teams

* Fast enrollment

Retention « Poor retention
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WSCRS

Society for Clinical Research Sites

Where and how are the data capture
A

“Fully Virtual” doesn't make
sense for all research. Some
studies might need an
intermediary for a blood draw

Remaote /
Direct-to-Patient

Where are the data
captured?

=
E or CT scan.
T
Virtual is often best for Phase
Tr:::_lit_lor:al IV / observational, but there's
@ Inica | an opportunity to go earlier. /
g Research S 4
m T e
E \\V
-
Data entered via an Mostly virtual w/ some Fully virtual
intermediary (e.g a human intervention (e.g., all patient-generated
member of study team) {e.g., mobile phlebotomist) collected via app/device)

How are the data captured?

elektralabs As presented by Ray Dorsey, November 28, 2018; Coravos, 2018. Published on

https://blog.andreacoravos.com/decentralized-clinical-trials-e9dbde90ea95
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WSCRS

Society for Clinical Research Sites

Decentralized Clinical Trials —what i1s n

Principal eSubstantial role
investigator and eQualified by experience and training
sub- eRequires knowledge of study to perform his function

investigators

eExperience and training to perform clinical function
*May not require knowledge of study
ephlebotomist, radiologist, pathologist, endoscopist

Local
Provider

Electronic
platform

Local provider

eCommunication: phone, videoconference, chat
eData capture: biosensors, ePRO tools, diaries
eSecurity and data integrity

Electronic
platform

eInformed consent
Patient Patient eUsable technology, tech support
eAdequate communications

Decentralized Trials: Policy Considerations; FDA, November 2018
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Current

Recruitment

Pre-Screening

o Site o Site

Future

Recruitment

Pre-Screening

e Centrally and e Centrally and
remotely remotely
o Virtual o Virtual
e Local HCP e Local HCP
elocal Lab

Enroliment

o Site

Enrollment

oSite

Current and Future Models for Clinica

Interim
Assessments

o Site

Interim
Assessments

*Remotely

e At home
eLocal HCP

e Local hospital

Final
Assessments

o Site

Final
Assessments

oSite

WSCRS

y for Clinical Research Sites

Longitudinal
Follow-Up

o Site

Longitudinal
Follow-Up

e Centrally and
remotely
*At home
eLocal HCP
elocal Lab
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Need to bring primary care to clinical rese

Nurse GP _ . ,
: Investigator Investigative Site
local HCP Primary care
Patient-centric Clinical Trials Patient Identification Centers Satellite Investigative Site Practice-based Research
At-home clinical trials Database search Decentralized Clinical Trials Network
Decentralized Clinical Trials GP checks Sub-Investigator Conduct of clinical trials
Remote visits Opportunistic participant Co-Investigator Study facilities
Telemedicine identification Study Team

Co-Investigator
Sub-Investigator

Study Nurses

Clinical Trials Coordinators
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Technologies Used in DCT

Connected devices, wearables
and sensors for patients in the
,real world”
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Technologies Used in DCT

Configurable platform applications connect all patient and site data

. | eRecruitment
eScreening
.2 e o ] eConsent s e
e » - - v e "ee o
. Telemedicine T O o’ y
®e ‘ \ g *ed % ® ..
e+ :. |  Remote Patient s '.'.: %t
Monitoring | o %2 s
e g T ’ ePRO & diaries R's ;
o Patient App (Y s o .. EDC Sites
eCOA [s°5ge®

~ r Wearables &
Devices
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Will Patients Use the Technology?

A
‘ Worldwide more people use a cellphone than a toothbrush
)

‘ The average person spends five hours a day on their smartphone
|

. More than 50% of people use smartphone immediately after waking up
[

‘ 85% check their smarthone while speaking with other people

/
. The average person checks their phone every 10 minutes
V4
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Will local HCPs Use the Technology?

Growth in EHR adoption
Percentage of office-based physicians with electronic health record systems

80.0%

56.7%

24.9%

10.5%

2005 2010 2015 2020P
Source: Pew Research, 2016
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WSCR

Society for Clinical Research Sites

What Is telemedicine

Live videoconfe rencing «Live, interactive consultation between primary care and specialist professional
(synchronous)

*May involve primary care professional providing a consultation with a patient or
specialist assisting the primary care physician in diagnosis

Store and forward - Transmission of diagnostic images, vital signs, video clips for later review
(asynChronOUS) *Enables primary care physician providing a consultation

*Uses devices to remotely collect and send data to healthcare provider or to remote
testing facility
*Continuous monitoring of vital signs, ECG, blood glucose etc.

Remote patient monitoring

MObile health (mHealth) -gg\;}ig?er medical and health information includes the use of internet and wireless
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IQVIA Virtual Trials

% Principa At-Home Nurse and
) Investigator Phlebotomist Visits

k ™

24 128 58

atient/Pl Tele-visits Local Labs
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Local Health Care Providers
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WSCRS

Society for Clinical Research Sites

DCT — The Value Proposition

eExpanded patient reach and diversity without geographic constraints
eEnrollment through various channels (EHR, internet, social media)
ePatient convenience

eOpportunity to add research as treatment option
Qj eScientific and intellectual interest in new therapies and treatments

*New pool of naive sites and investigators

Patient
Recruitment

Time and Local HCPs

Costs Engagement eMore timely data through mHealth and wearables
eQuality data collection
*Provide sponsors with timely access to data

&

eReduced burden of site visits to patients
aomcreased collaboration and patient engagement
eHigher satisfaction of patient and site
Patient Data
Retention Integrity eFaster enrollment and increased retention lead to earlier data availability
n eReduced costs due to efficiency and predictability
eAccelerated timelines
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ADAPTABLE serves as a model of evidence gen
to answer critical, pragmatic questions quickly £ Adaptable

The Aspirin Study

Industry Average Pragmatic study on 15 000 patient

Interested
Patients

Consented

Patients

Randomized
Patients

Completed

7% Study >35%

Adopted from Virtrial Webinar
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Benefits of Decentralized Clinical

Patient Centricity:

» DCTs offer a more patient-centric approach by allowing patients to participate in clinical trials from their home.

Population Diversity:
» Access to a larger geographical footprint might result in a more diverse patient population.

Patient Recruitment:
» DCTs also require less frequent site visits, enhancing patient recruitment.

Patient Retention:

» By requiring fewer site visits, DCTs decrease the burden for both patients and caregivers, contributing to
patient retention.
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Benefits of Decentralized Clinical

Collection of Additional Data:

» DCTs can collect a greater quantity of data from patients over time than what might be collected in traditional site-
based clinical studies.

Reduction in Source Data Verification:
» DCTs deliver data from the source, thereby reducing the need for data verification.

Additional Capacity at the Site:
« DCTs can reduce the time, burden, and cost of managing patients at the investigator site and expand the number
of trials they can conduct simultaneously.
Pathway to Virtual Clinical Trials:

» Biopharmaceutical companies often have a tendency toward conservative, risk-averse behaviors. With DCTSs,
these companies can incrementally adopt digital practices, moving the industry toward the future of virtual clinical
trials.
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DCT - Challenges to Overcome
 Culture Shift

* A new way of thinking for sponsors, CROSs, sites, patients and regulators

Logistical Issues
+ Shipping of drugs, devices, biologics and samples (Amazon, Uber, local taxi services)

Self Identification/Verification
* How to avoid patient enroliment errors and fraud

Oversight

* New responsibilities for study coordinators and monitors

Regulatory Challenges
 USA- CTTI guidelines
 EU - Trials@Home: Center of Excellence — Remote Decentralised Clinical Trials
* GDPR and data security laws
» Country specific laws on telemedicine use
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CTTI Recommendations

Telemedicine, mobile, and local HCPs (e.g., family physicians, general
ractitioners) have been involved extensively in healthcare dehvery but

ave yet to be widely incorporated into the design and conduct of Clinical
trials. This is due in part to legal, regulatory, and practical considerations,

which are viewed as potential barriers.

DCTs using telemedicine and other eme_r?mg and novel information
technology (I'I_'I) services offer the potential
clinical tridls. This may provide several advantages comparedto
traditional clinical trials conducted at more centralized clinical trial sites,
including the following:

» Faster trial Partici_pan_t recruitment, which can accelerate trial participant access

to important medical interventions and reduce costs for sponsors.

* Improved trial participant retention, which may reduce missing data, shorten
clinical trial timelines, and improve data interpretability.

» Greater control, convenience, and comfort for trial participants by offering at-
home or local patient care.

* Increased diversity of the population enrolled in clinical trials.

* An opportunity for home administration or home use of the IMP, which may be

more representative of real-world administration/use post-approval.
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Decentralized Clinical Trials

for local HCPs to participate in

WSCRS

Society for Clinical Research Sites

> CLINICAL

4 TRIALS
» TRANSFORMATION
INITIATIVE

VA AV

CTTI Recommendations:
Decentralized Clinical Trials

September 2018

CTTI MISSION: To develop and drive adoption of practices that will increase the quality
and efficiency of clinical trials
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— WSCRS

EU project - Trials@Home:

Remote Clinical Trials in Europe: Trials@Home Receives
$44m for 5-Year Study Centering on Remote Trials

QOct 10, 2019 | Patient-Centric Trials, Patient-Centricity, Remote Clinical Trials | 0 comments 228 views

m m 2 people like this. Sign Up to see what your friends like.

In a 5-year, $44 million dollar major European project to bring
clinical trials to the home, the Trials@Home consortium
explore the opportunities of moving studies from the clinic to
the home in the form of Remote Decentralized Clinical Trials
(RDCTs). The goal: make it easier for participants to participate

in a clinical trial from the comfort of their home. The
University Medical Center Utrecht and Sanofi have been selected to coordinate the effort. An EU-
centric deal, little information is shared initially. Is Patient-Centricity coming to Europe?

Project information

Trials@Home

Grant agreement ID: 831458

Status
Ongoing project

Start date End date

1 September 2019 31 August 2024

Funded under:
H2020-EU.3.1.7.

Overall budget:
€38 331 269,75

EU contribution
€19 036 997,50

Coordinated by:

UNIVERSITAIR MEDISCH CENTRUM
UTRECHT

== Netherlands
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New regulations are
coming!
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DZIENNIK USTAW

RZECZYPOSPOLITEJ POLSKIEJ

WS

s

Warszawa, dnia 4 listopada 2019 r.
Poz. 2120

ROZPORZADZENIE
MINISTRA ZDROWIA"

z dnia 31 pazdziernika 2019 r.

zmieniajgce rozporzgdzenie w sprawie Swiadczen gwarantowanych z zakresu p j opieki zdr j

Na podstawie art. 31d ustawy z dnia 27 sicrpnia 2004 r. o $wiadczeniach opicki zdrowotnej finansowanych ze Srod-
kow publicznych (Dz. U. z 2019 1. poz. 1373, z péin. zm.h] zarzadza sig, co nastgpuje

§ 1. W rozporzgdzeniu Ministra Zdrowia z dnia 24 wrzesnia 2013 r. w sprawie éwiadezen gwarantowanych z zakresu
podstawowej opicki zdrowotnej (Dz. U. z 2019 1. poz. 736) wprowadza sig nast¢pujace zmiany:
1) wzatgczniku nr 1 w czgdel [ wust. | pkt 1 otrzymuje brzmienie:

1) poradg lekarska udziclang wwamnhch ambul.aburyjnych w bezpoirednim kon.talncl: ze $wiadczeniobiorcg lub
na odleglodé przy uzyciu sy b h lub sy 1

2)  wzalgczniku nr 2 w czedei I wust. 1 pkt 2 otrzymuje brzmienie:

w2) Wz)‘? i I bul ?’J"J““ wh 1 } ie ze dwiad
losc przy uzyciu sysbembw teleinformatycznych lub systemow lgcznoder;™;

lub na odleg-

3)  wzalgczniku nr 3 w czgdci I wust. 1 pkt 1 otrzymuje brzmienie:
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ciety for Clinical Research Sites




FDA - Scott Gotlieb Statement - March 14, 2019

....Unfortunately, we’ve seen a continued reluctance to adopt innovative approaches among
sponsors and clinical research organizations. In some cases, the business model adopted by the
clinical trial establishment just isn’t compatible with the kind of positive but disruptive changes that
certain innovations can enable. We appreciate that scientific and technical complexity is a real and
ongoing challenge, but industry and academia also need to invest in and leverage these approaches
and develop new incentives that reward collaboration and data sharing across the clinical research

enterprise....
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“The biggest innovations of the 21st century will
be at the intersection of biology and technology.”
Steve Jobs
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