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Registries will increasingly be used for
(May 2023)

Cohort multiple 
randomised controlled 
trial (cmRCT)

IMI GetReal http://www.imi-getreal.eu 

Credits: Peter Mol,  kick-off meeting, More-Europa Project

(Clinical Trials Transformative Initiative)
https://www.ctti-clinicaltrials.org/projects/registry-trials 
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Treatment strategy trials, Pragmatic trials, 
TwiCs. Is consent always needed? for all?

3

350, SOC-1

700

350, SOC-2

Pragmatic 
trial, 

comparison of 
2 SOC 

treatments 
(authorised)

Patients would receive SOC-1 or 
SOC-2 anyway

Instead of flipping a coin yourself, 
treatment assigned by a random 
process. Consent, or no consent?

Cohort of patients
Information only provided after 
randomisation to those in the 
intervention group only

350 randomly selected to receive 
intervention, asked to consent

350 controls, no intervention, no 
consent

Zelen method

Large cohort of patients
Information about (and consent for) 
future RCTs (i.e. the possibility of 
being randomised to a therapeutic 
intervention) at cohort enrolment

350 randomly selected to receive 
intervention, asked to re-consent

350 controls, no intervention, they 
consented at entry

Trial within Cohort 
with broad consent 

at entry, for all

http://www.nealanalytics.com/templates/
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Those unselected for the intervention: not 
actually allocated to ‘treatment as usual’

Ethical aspects

• Is it ethical not to inform 
potential trial subjects 
about interventions that 
they are not then 
subsequently offered if 
they are in the control 
group (treatment as 
usual)?

• Young-Afat et al. Oncology 
patients were found to 
understand and accept the Trials 
within Cohorts design. J Clin 
Epidemiol. 2021 Feb

After all

• Analogy with lottery winners 
who are ‘selected’, where 
there is no sense in which 
ticket holders who don’t win 
are ‘allocated’ to a losers’ 
group

• Single-arm trial and external 
controls (from the placebo 
arm of a previous trial, or 
from  patient registry): are 
controls informed? Asked to 
consent for secondary use?

Public debate

• Wellcome Trust / Uni. 
Sheffield 2016

• Relton, C., Burbach, M., Collett, 
C. et al. The ethics of ‘Trials 
within Cohorts’ (TwiCs): 2nd 
international symposium. Trials 
18 (Sup 2) (2017)

• 20 studies reviewed and 
commented

• For ACT EU MSP AG?
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http://www.nealanalytics.com/templates/
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In which situations? Context of use
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•Short-life expectancy: eg AZT trials for HIV/AIDS, ALS trials
•Prior knowledge on product (immune therapy in oncology, CART-T cells…). 

TwiCs or SAT with external controls?

Control arm / placebo hardly 
acceptable by participants

•Eg resistant depression: participants in control arm don’t experience the 
psychedelic effect. High risk of dropping out

•EMA workshop report here
Psychedelic products

•Where consent is not possible
Emergency medicine 

research

•…And many others

http://www.nealanalytics.com/templates/
https://www.ema.europa.eu/en/events/ema-multi-stakeholder-workshop-psychedelics-towards-eu-regulatory-framework
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• R&D

Platform trial, smarter trials
Amyotrophic Lateral Sclerosis (ALS)
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Control: riluzole

• Risk to be randomised to 
control arm: 25%. Even 

more resentful 
demoralisation for those 
assigned to control arm?

• Cannot be easily blinded: 3 
placebo needed in each 

arm, or each product exact 
same presentation
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Platform trials / Multi-factorial trial 
design: other questions

1. When an arm becomes futile, can patients be randomised to other 
arms?
1. Ethical not to re-randomise them to other arms, as trial continues?
2. Internal validity if participants switch from one arm to another one? 
3. A wash-out period needed? How long?

2. Switch-over based on interim results? 
1. If one arm has positive results?
2. Should all other arms be continued? What if loosing a chance? Re-consenting? 

3. If one of the trial products is authorised, to stop or to adapt? 

4. Patients not in trial: possibilities for a platform compassionate use?

7

http://www.nealanalytics.com/templates/


François Houÿez  | Treatment & Access @EURORDIs

• For patients not included in CTs
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• R&D

ALS: smarter trial, smarter 
compassionate use?
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E-consent / e-assent: Informing, and 
obtaining consent

• E-consent: for investigators 
to gain time?

• Repeating the same thing to 25 
potential participants = 25 x 20 
minutes or more (500 min)

• Or to improve the process, 
and the quality of the 
consent? videos, animated 
graphs…
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• E-consent / e-assent
• At site visit with 

investigator: can focus on 
aspects important to the 
potential participant 

• Discussions focused mostly on 
• The official electronic signature versus a simpler signature
• The need to confirm with a clinical investigator

http://www.nealanalytics.com/templates/
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But which scenario?

Visit
Information on trial

At home
Read information 

again

Inclusion visit
Inclusion confirmed

Consent signed
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Visit or telemedicine
Proposal to join a trial

At home
e-information on 

trial followed by e-
consent

Inclusion visit
Outstanding 

questions

Visit or telemedicine
Proposal to join a trial

At home
Telemedicine 

consultation and e-
information

Inclusion visit
 Outstanding 

questions
Consent signed

What if 
person has 
a question?

No time 
saved

Is e-consent simply an 
administrative task? 

Or value in itself? 
Trivialisation of 

consent?

Both participant and 
investigator sign same 

document: solemn 
character, as research in 

human. Spirit of the 
Helsinki declaration

Consent is a legal 
obligation and 

therefore must be 
obtained. Where is 

the spirit of 
Helsinki?

Inclusion visit 
takes time 

anyway. Can’t 
we take a few 

minutes to sign 
the consent? 

Conventional

All remotely

A mix

Spirit of 
Helsinki

“If you have a question, ask 
the trial team at any time” 

I‘m home
It’s 22:00

I can’t save my e-consent, 
can’t  leave my computer on 
all night and continue next 

day
I don’t have the 

investigator’s email address 
or Instagram

No phone number

How helpful is that?

Only you sign. Not 
the investigator. 
Sometimes no e-
copy sent to you

http://www.nealanalytics.com/templates/
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Maybe a better practice is

1. Trial team invites 25 potential 
participants in a meeting

2. Investigator explains the trial (30 min.)

3. Participants ask questions (60 min.)

4. New-comers benefit from the 
experience of other patients, and can 
discuss with each other

5. Total time = 90 minutes

6. Time saved = 410 minutes

7. And participants are better informed

As experienced back in 
1983

Before first national 
legislation on clinical trials

Such collective approaches 
were banned, to “protect 
us” (medical secrecy)
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Genetic information in clinical trials
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Repo4EU project on drug 
repurposing

Annual Conference 24-26 
September 2025

Analysis of CTIS using Large 
Language Model: high prevalence 

of trials with Whole-Genome 
Sequencing

Poor differentiation between selection procedures, 
mandatory trial procedures and future research

Inconsistent policies on managing and disclosing incidental 
findings

Insufficient information to ensure participant understanding

Country-specific differences in the structure and detail of 
consent forms

Ana Sofia Carvalho, School of Medicine and Biomedical Sciences, Uni. Porto

http://www.nealanalytics.com/templates/
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AI agents can help! Chatbots, natural 
language etc. Research proposals
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Trial result lay summaries
• A template, an army of writers for lay 

summary results. They decide which 
information is important to you?

• Or an AI agent specifically trained, able 
to detail aspects that are important to 

you?

Complex trials
• How to explain the trial design? How 

clear is the information?
Bayesian approaches

• Complex for clinicians and regulators, 
how to explain them to patients?

Clinical Trial Register / Trial map
• Chatbot can help navigate the 

database, compare my health medical 
records with inclusion/exclusion 

criteria 

Consent and information
• An AI agent to explain the protocol 

• An AI agent to obtain consent
• Better performance than a clinician? 

• Not limited to 20 minutes
• Can adapt to different health literacy levels

Consent withdrawal: 
treatment or trial? 
• The importance of 

securing data 
already collected, 

and to make all 
necessary efforts to 
continue collecting 

data, without 
putting pressure on 

trial participant
• Or extract data from 

EHR and inform the 
trial own system?Trial design

• Randomised or single arm trial 
with external controls? See 

workshop 3 November

http://www.nealanalytics.com/templates/
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Recruitment & Retention - useful 
initiatives
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Content 
(38 pages)

Understanding clinical trials

Participating in a trial

Consent

When a trial ends

Other ways to access a new medicine

Which questions should I ask?

Glossary

Naive
Pre-treated
Viral load
CD4 T cells
Opportunistic 
diseases
Direct benefit

http://www.nealanalytics.com/templates/


Thank you!
François Houÿez, Director of Treatment Information 
and Access, EURORDIS

francois.houyez@eurordis.org
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