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Trials@Home project

The aim

Provide recommendations on Decentralised Clinical Trials (DCT) approaches in Europe

The consortium
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What are Decentralised Clinical Trial (DCT) approaches?

“operational model in which trial
activities are designed to take
place at or in the vicinity of the

participant's home”

“rather than at a traditional
clinical site”

“This approach may make use of
technologies and other

O 0 o
mm % innovative operational
\/ approaches to facilitate data

collection”

Santa-Ana-Tellez et al. Decentralised, patient-centric, site-less,
virtual, and digital clinical trials? From confusion to consensus.
https://doi.org/10.1016/j.drudis.2023.103520

Not a methodology
Can be fully decentralised or hybrid

Can be steered towards pragmatic or
towards explanatory methodology

Better recruitment and retention?
Lower participant and site burden?
Lower costs?

RWE opportunities:
=  More representative study
population?
=  Lessinterference with routine
clinical practice?
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https://doi.org/10.1016/j.drudis.2023.103520

Recommendations on decentralised elements in CTs

From European Medicines Regulatory Network, Published Dec 14, 2022 on Eudralex Vol. 10

DCT Recommendation paper National provisions overview

Member state specific provisions, where national
legislation does not currently allow for alignment

Direction of EMRN harmonisation

Introduction, scope, general considerations
Clinical trial oversight: roles & responsibilities
Informed consent process

Delivery of medicinal products & administration
at home

Trial related procedures at home

Data collection and management incl. defining
& handling source data

Trial monitoring

RECOMMENDATION PAPER ON DECENTRALISED ELEMENTS IN CLINICAL TRIALS: Published Dec 14th 2022 on Eudralex Vol. 10
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https://health.ec.europa.eu/document/download/2ccc46bf-2739-4b9a-ab6b-6f425db78c61_en?filename=mp_decentralised-elements_clinical-trials_rec_en.pdf

Stakeholder views & preferences

. Focus groups ECs/NCAs
Interviews regulators

Social value & scientific validity

IDENTIFIED THEMES Favourable B/R ratio & respect for
Justification of decentralized Sponsor and investigator e Participant interests SUbJeCtS
elements responsibilitlies

Engagement

Informed consent

efede QHLE

Safety Investigator
monitoring oversight management

Fair subject selection

Van Rijssel et al. Drug Discov Today 2022.

o Data quality e Fitiie diiections I nterV| eWS HTA doi: 10.1016/j.drudis.2022.07.011

[ Generalizability () BigData Key findings
. Parﬁcipantpveferem:e. Variability

[ Datacompleteness (] Validation Opportunities Challenges

Gaining experience and driving mutual learning

‘ Data collection reflective of the ‘ Impact of data collection in a

de Jong et al. Clin Pharma Therapeutics 2022. real-world setting less controlled setting

doi: 10.1002/cpt.2628
Reduced recall bias and ‘ Change of behavior when
Hawthorne effect outcome data is observable
R Limited knowledge of DCTs
. Increased generalizability '
among HTA assessors

de Jong et al. Value in Health 2024.
doi: 10.1016/j.jval.2023.11.006
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Do people prefer to participate in a clinical trial from home or not?

Patient preference study

Step 1: focus groups to identify Focus group findings: drivers for participation '?""’:Ei#E
drivers; Kopanz et al. CTS 2024 https://doi.org/10.1111/cts.70070 E" Y J

Step 2: Discrete Choice
Experiment (DCE) to quantify
preferences

A=4)

s |
="

Location Time investment Contact with HCP Digital technologies

Characteristics:
 People with DM2

* DE, AT, NL

Status:

* Focus groups finalised

*  DCE recruitment finished ~800
participants, analysis ongoing

8 |

Data collection Perceived risk Motivation

The research leading to these results has received support from the EU/EFPIA Innovative Medicines Initiative [2] Joint Undertaking (H2020-JTI-IMI2) Trials@Home grant n° 831458. 7


https://doi.org/10.1111/cts.70070

DCE Interim Results NL

* N=276

¢ 39% female

* Median age 66 yrs
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Relative attribute importance

Preference Weight

Trial site (30 min. travel) {ref)
Trial site (90 min. travel)

Attributes

*Significance atp <0.01

Home: home visit (no travel)
Home: video contact (no travel)
Home: messages (no travel)

Trial site and home (30 min. travel)

Contact with the study team

g

Trial site and hame (90 min. travel)

digital
plogies



Current landscape & DCT elements

»  Limited full DCTs have been conducted in Europe

DCT approaches are a continuum

» DCT elements are being used in clinical trials

( )

Decentralised conduct
100 -

N
ui
]

Outreach

Pre-screening

Pre-screening medical record
Screening

Consenting

Participant training

IMP supply

IMP adherence monitoring
Asynchronous communication
Clinical trial monitoring

Staff training
A B CDEFGHII J KL Data collection

- 4

Rogers et al. BrJ Clin Pharmacol 2022. doi: 10.1111/bcp.15205 de Jong et al. BMJ Open 2022. doi: 10.1136/bmjopen-2022-063236
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@ RADIAL PROOF-OF-CONCEPT STUDY

Aim: Approved proof-of-  Low intervention Population familiar

To assess the concept study phase IV trial with insulin use
scientific and

operational quality
of a fully

decentralised and
hybrid trial
approach
compared to a
conventional trial
approach

Methodological Compound®
objective: KPIs used within
as main market
outcomes authorization
Flels]

Explore potential benefits: participant retention, recruitment, diversity, cost,
Site & patient satisfaction

TRIALS B i efpia Evaluate acceptability: safety oversight, data quality & treatment adherence
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Set-up of RADIAL proof-of-concept study

Countries

Screening period Conventional arm Treatment period 24 weeks FU
© @ o @ L—b

¢

Poland

PART A I Germany

-I-:: m O ® @ Q k‘l% UK
& HQ TS

Remote arm == Denmark
PART B R @ l 'l

s

O

E] o

&R
= [£] o
s ) @
E] o
s [E] ©

& Spain
Week -6to -3 3to0

Fal\y —
2% 24 I Ilta|y
|

End of study
treatment
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Eligibility Start of study
check treatment

‘ Planned contact Reporting timepoint Telehealth contact @ Phone call lﬁl Visit a site % Home nurse visit
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Decentralised elements in RADIAL

PART B

PART B PART B

T A (.
-

eConsenting and

. Telemedicine Online recruitment Home nurse
eSignature and pre-screening visits
(;%;' H B s
Remote monitoring Study app for Direct to patient At home sample
IMP adherence reporting (S)AEs and shipment of IMP collection

ePROs

- ~ f *
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RADIAL part B consent - Participant Experience

Clinpal eConsent solution with Qualified Electronic Signature

Informing Signature
(watch, read, quiz, check (opt-ins, identity,
willingness to proceed) signing, download)

o e o] (e o o
Y2 il 56 €9
Tasks and Messages CO n S u Itati O n X
; ; ; The next steps include:
(video call with site) “
3
A Contact Study Coordinator Alex Bloom R Scan your ID
'f{'fé document in a well lit
“AIT place
o Fora transcript of the video, click here. 0 fo) {f\gﬁ) ik "
- = id i
IR ake a video selfie
This form will give you more information O

about participating in the RADIAL study. The
form will help you decide whether or not you
would like to take part in the study. In this
form you will learn:

/:,éh E/] Electronically sign
v /= @“) N using SMS
(» L @) i

B

==(@) = (E)=
‘ ’ e

O
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:

Add - Report Medical Event

< C

0))
(]

-

eDiary - Medical Event #3

AD#

o

Please add any medical events (diagnosis if
possible), reactions, symptoms, or injuries on
this form. If you have multiple medical issues,
please use separate forms for each medical
event.

Medical event

When did the medical event start?

Is the medical event still occurring or has

[ SRR (S | . |

TRIALS
@HOME

B i efpia

Reporting of Medical events by Participant

- Based on ‘The Yellow card’ application to report side effects - IMI WEB-RADR

The research leading to these results has received support from the EU/EFPIA Innovative Medicines Initiative [2] Joint Undertaking (H2020-JTI-IMI2) Trials@Home grant n° 831458.



How to maintain oversight when participants are remote?

* In decentralised/hybrid arm, the investigator has access to tools to maintain oversight —

even though the participant does not physically visit the site.
&

£ L

Remote .
Continuous REMOIC (Ad hoc)
Data collection reporting monitoring Telemedicine
or phone call
r — G
.I;\RI:(A)I;'SE] “ lm!’ Efpla The research leading to these results has received support from the EU/EFPIA Innovative Medicines Initiative [2] Joint Undertaking (H2020-JTI-IMI2) Trials@Home grant n° 831458. 15



A remote site, a 24/7 clinical trial site?

« We cannot expect real-time review and follow-up on collected data and reports

* Risk-based approach

« Expectation management (for both site and participant)

P

Weekly ‘digests’
of dosing data

P-— *
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Automated
alerts for
possible SAEs

The research leading to these results has received support from the EU/EFPIA Innovative Med
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Reporting
timepoints
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Investigator oversight in a DCT (RADIAL)

* In a conventional trial, the 7 Conventional
I Remote

participant is most of the time

‘remote’ (not at the clinical

trial site).

 Using (novel) technology the

Engagement

remote participant can be
brought ‘closer’ to the

Investigator Study timeline
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DtP IMP delivery in RADIAL

> Br J Clin Pharmacol. 2023 Dec;89(12):3512-3522. doi: 10.1111/bcp.15850. Epub 2023 Jul 29.

Direct-to-participant investigational medicinal
product supply in clinical trials in Europe: Exploring
the experiences of sponsors, site staff and couriers

Amos J de Jong 1, Yared Santa-Ana-Tellez 1, Mira G P Zuidgeest 2, Renske J Grupstra !,
Fatemeh Jami 2, Anthonius de Boer ! 4, Helga Gardarsdottir ' ® ©: Trials@Home Consortium T~

Affiliations + expand
PMID: 37438875 DOI: 10.1111/bcp.15850

N ] Be clear on what you're talking about = 4 models with difference
Hybrid

poybrid in acceptance in different countries:
(V6 visit) 1. Site (pharmacy) — courier — participant
Central pharmacy — courier — participant

2.
3. Sponsor — courier — participant = not in RADIAL
4. Local pharmacy — courier — participant = not in RADIAL

&
= Direct-to-Patient shipment
% of IMP (DtP)

Part B
site

o)
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Linking DCT approaches to other innovations

Rea.I World Real World Data Novel cl!nlcal
Evidence endpoints

Technological

Wearables Data science

innovation

Decentralisation
of care

AT f 3
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Should we
move trial
activities to
participants
homes?

A *k
TRIALS B i efpia
@HOME

Determine
value

Participant
preferences

Decentralise

trial activity
or not?

Pl & team
capacity

The research leading to these results has received support from the EU/EFPIA Innovative Medicines Initiative [2] Joint Undertaking (H2020-JTI-IMI2) Trials@Home grant n° 831458.

Operationalise
for local
context

Normalise DCT
approaches

Share
learnings
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Thank you!

Further information on T@H and RADIAL:

Project website www.trialsathome.com
Contact us at trialsathome@umcutrecht.nl
Mira Zuidgeest m.g.p.zuidgeest@umcutrecht.nl
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