** *** * =
el Sale’®

¥ & EURORDIS

Informed consent: challenges in
complex and novel trials,
information of trial subjects

ACT EU Annual Meeting
29 October 2025

Session 4




The cmRCT study design is a type of pragmatic trial. It is also known as a ‘trial within cohort’ study design
(TwiCs).

Figure. Cohort multiple randomised controlled trial

Random selection of the COhOI’t m u Iti ple

eligible patients offered

trial (cmRCT)

Control arm followed up
using routinely collected
data

Cluster cnRCTs are a variation on this design using groups (clusters) of patients rather than individuals
randomised to different treatments (similar to cluster RCTs). For example, a cluster might be within a GP
practice, hospital or community. This ¢an increase the speed of recruitment to the trial and help reduce costs

because interventions are administered in fewer places.

i e i randomised controlled

(Clinical Trials Transformative Initiative)
IMI GetReal http://www.imi-getreal.eu https://www.ctti-clinicaltrials.org/projects/registry-trials

Credits: Peter Mol, kick-off meeting, More-Europa Project
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0% EURORDIS Treatment strategy trials, Pragmatic trials,
Nz TwiCs. Is consent always needed? for all?

Pragmatic

) 350, SOC-1 Patients would receive SOC-1 or
. SOC-2 anyway
comparison of

2 SOC Instead of flipping a coin yourself,

treatments treatment assigned by a random
! 350, 50C-2 process. Consent, or no consent?
(authorised)

350 randomly selected to receive

Cohort of patients intervention, asked to consent

Information only provided after
randomisation to those in the
intervention group only

Zelen method

350 controls, no intervention, no
consent

Large cohort of patients 350 randomly selected to receive Trial within Cohort
Information about (and consent for) intervention, asked to re-consent
future RCTs (i.e. the possibility of

being randomised to a therapeutic | 350 con rols, no intervention, they

V4 V4 . .

with broad consent
at entry, for all
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Ethical aspects

e |s 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

Those unselected for the intervention: not
actually allocated to ‘treatment as usual’

After all Public debate

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?

e Wellcome Trust / Uni.
Sheffield 2016

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

e 20 studies reviewed and
commented

e For ACT EU MSP AG?

Francois Houyez | Treatment & Access @EURORDIS 4
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Control arm / pIacebo hardly J Sh.ort-life expectancy: eg AZT.triaIs for HIV/AID.S, ALS trials
.. e Prior knowledge on product (immune therapy in oncology, CART-T cells...).
acce pta ble by Pa rtici Pa nts TwiCs or SAT with external controls?

e Eg resistant depression: participants in control arm don’t experience the

Psychedelic products psychedelic effect. High risk of dropping out
* EMA workshop report here

Emergency medicine

e Where consent is not possible
research

And many others

Francois Houyez | Treatment & Access @EURORDIS 5
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e Platform trial, smarter trials
\'(E!!Eﬁy\sﬂmé Amyotrophic Lateral Sclerosis (ALS)

dazucorilant * Risk to be randomised to
control arm: 25%. Even
more resentful
demoralisation for those
assigned to control arm?
AMX0035 * Cannot be easily b!inded: 3
placebo needed in each
arm, or each product exact

Control: riluzole same presentation

Francois Houyez | Treatment & Access @EURORDIS 6
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R&D

RCT platform trial
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Platform trials / Multi-factorial trial
design: other questions

}

URORDIS

ARE DISEASES EUROPE

i

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?

Francois Houyez | Treatment & Access @EURORDIS 7
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O ek ALS: smarter trial, smarter
® °
\Egﬁgﬁﬁ!ﬁ compassionate use??

* For patients not included in CTs

dazucorilant
s Utreloxastat

dazucorilant

utreloxastat
. R&D

AMXO0035

o0

compassionate use

Control: riluzole

(©
o
e
&
S
O
(€
)
RS
Q.
|_
O
oc



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

};%EURURDIS E-consent / e-assent: Informing, and
X obtaining consent
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» Discussions focused mostly on
» The official electronic signature versus a simpler signature
 The need to confirm with a clinical investigator

» E-consent: for investigators « E-consent / e-assent
; " ®) . . . .
to gain tlme. | . At site visit with
* Repeating the same thing to 25 investigator: can focus on

potential participants = 25 x 20

minutes or more (500 min) aspects important to the

, potential participant
* Or to improve the process,

and the quality of the
consent? videos, animated
graphs...

Francois Houyez | Treatment & Access @EURORDIS 9
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Both participant and
investigator sign same
document: solemn
character, as research in
human. Spirit of the
Helsinki declaration
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Is e-consent simply an
administrative task?

“If you have a question, ask S e Inclusion visit
Conventi.  the trial team at any time” Trivialisation of Inclusion confirmed
I’r,n HOmE HESEiL " onsent signed Consent is a legal
It’s 22:00 g What if D
| can’t save my e-consent, .  ——— person has L4 St St
can’t leave my computer on At home a question? 3 therfafore IESE b(_a
. . : , -1on Vvisit obtained. Where is
Allremo all night and continue next e-information on Outstanding the spirit of
/ questions Helsinki?

day ' followed by e-
| don’t have the Only you sign. Not ant \
investigator’s email adc TV e e No tlrr(;e — eion iit
or Instagram Sometimes o e- save o takes time

No phone number ,
copy sent to you : anyway. Can't
: | Outstandin
A mix ~wedicine = we take a few

- 5 consultation and e- questions . .
How helpful is that? il : minutes to sign
Consent signed
the consent?

Spirit of

Frangoi: Helsinki & Access @EURORDIS
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1. Trial team invites 25 potential
participants in a meeting

2. Investigator explains the trial (30 min.)

As experienced back in 3. Participants ask questions (60 min.)
1983

. . 4. New-comers benefit from the
Before first national

legislation on clinical trials experience of other patients, and can
Such collective approaches discuss with each other
were banned, to “protect . .

P 5. Total time = 90 minutes

us” (medical secrecy)
6. Time saved = 410 minutes

7. And participants are better informed

Francois Houyez | Treatment & Access @EURORDIS 11
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Poor differentiation between selection procedures,
mandatory trial procedures and future research

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

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

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

Francois Houyez | Treatment & Access @EURORDIS 12
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*'?E'unnnms Al agents can help! Chatbots, natural

RARE DISEASES EUROPE Ia ng u age etc. Resea rCh pro posa Is

Trial result lay summaries

* Atemplate, an army of writers for lay Complex trials
summary results. They decide which * How to explain the trial design? How
information is important to you? clear is the information?
* Oran Al agent specifically trained, able
to detail aspects that are important to
you?

Consent withdrawal:
treatment or trial?
 The importance of

Bayesian approaches securing data
already collected,

and to make all
necessary efforts to
continue collecting
e Chatbot can help navigate the _ . data, without
database, compare my health medical Consent and information putting pressure on
records with inclusion/exclusion « An Al agent to explain the protocol trial participant
criteria « An Al agent to obtain consent s Orextractaataitiom
. .. EHR and inform the

* Better performance than a clinician? :

o . trial own system?
* Not limited to 20 minutes

* Randomised or single arm trial Can adapt to different health literacy levels
with external controls? See

workshop 3 November
.

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

Clinical Trial Register / Trial map

Trial design
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Your follow-up

Recruitment & Retention - useful
initiatives

Why must SILCAAT last
several years!

The alm of SILCAAT is to determine if IL-2

ides a

long-term benefit for people infected by HIV. This is why

your participation Is needed for this length of time.

you emered the SLEAAT mial, [wiruses other than HIY. baceria. fangl eoc ).

wour doctor informed poedhat paur They gy tharekers pley their part in
participation wad plinsed to stior i ofgenizing pour immune defenses o fght
minimum of foer years This &, in el the thets perra,
Hevu raguines i you erersd SILCAAT [Hezwwisver i Crucial quesTion Femsing e be
ey Fownan it il wil only be arawemrnct are the COH hemphooyies prody-
compiete when all parScipants hive af ket bied diaring IL-2 thirsgy el Beneboil 1ot
oot i ol lelisw-up
sz the dagram), s Sarol e ral
of you whe St meruded E
wil b irwvoived for wp oo *
1 yimrs This ray isem i Frdd pabiend cormiad i |
[y - i
peinceriliag b
oo shat stuchen cfard Lo Pt comanin | l
HIW reanmest are B4 ot Iesic .
wrgaly shorisr
Ty oty At e u...:-,::“*-:h"*m
Wt che, is SILCAAT so
Tengtin? partent! Many specilss bebeve they are,on
o bana of aaibitde informosan B

Wihat i Known and noTERwN  gieing bs o encughowe need prool Some
Th answer oo this quesson bes in our mighvt shink thar curment ang-HIY tnasment
curment irewledgs on imerisuiin 10L-1), — rrutidngs antineresinal tirpy (HAART)
the prodect bisg wsed B SLCAMT S in - e adequace. ttis undentibie that tey in-
way HIV infection svolves, ormsa tha (DM lrenphocyts count in s lrge
Sawiral Ui hivw besen 2aedhodtid on sroparmion of Hivdinkermsd indwiduah feven
1L+ b e s, Chwerail, thay showesd ¥ it vmerrs the comblration with -7 kads b

thirt IL-1 can stimutese the production of
T hymphescytes = the main HiY mrgec
el When o person takes -1 in addigos 1
IV drog (antretrnined dnggl there &
penerally a signiicant rise in the nember of
M hphascyirm Mormeros thi s in e
4 ool cosn from aremovinl drugs
ecmizingd with IL-] i penerally hrger this
whar oibined with tirerodin Srogs alone.
Sew page 4 of thix wpse of Lahon for S
Pl o pwe FRCETT L chinl SETIORLTTIGE
s dearke
Furthirmors, itudies hivs therwn Bl
e rerve C0e4 ymphiocyes obained with
IL-1 v Fally Functicral, mesning Hhat Sy
mny pilay their roke oo ehair full cpadicy
againgt microhas that you may encoemsr

a higheer and more rapid inorase than on
HAART onfyl/sVe need to demonssrane and
prevvs # L1 prondched. a8 aaned binefe

This b the Faoss ol the SILCRAT wial :
comparing the long-rm oucome of HiY
Infection in b o of ecpoaitvm
penpe, cne russng indrerednl drug
abone and one necehving art necovnl Srugs

] with -1 Thid cormpirtesn wil
alowy a5 00 9w whether the infction
prograxis i rpadis or o the ame rate,
wehien & porson ks 12 F therae of
progrestion iy sower in peopls pking IL-2. T
el i thi IL-2 b bl W v P oof
progresson s eqeivalenc, k wil mean dhai:
-7 ki i et bafafil

progreliion ovar tme

Tha ooky way oo compare the
pragrisiae of HIY ibestion i Swo Ui
treatmeent groaps ko arahyse and compare
the frequancy of HV-asiocibed halth
probleme. sech as PCP and tosoplasmcsts in
mach group The socurrence of one of e
heaith protbers is 3 3ign tar HIV infection b
progrereng ¥ ohey are e frequen e

Ereusp recakving S addiional IL-1 than is
the group recetving andremoviral drugs
ador, i will e that -2 ol & car
bensic

Forturaiely, HIY infection doss not
prregris vary rigidiy Th beerigge istervl
berwees tha inital infiscion and the momant:
whish i firit dymipiond Seoue i Bheat
0 pears. This meeare thar SILCAAT
partcipanis will hive bobe monioned o
sviral pears 1o densc any diference in e
rate of progreision betesen the tea
AT .

The first priority: treating you effectively

Perwups SLCAAT in o oty vl yors muy be bempted, socnar o it 1

rquit. Becyuss you may Snd cre day ¢

that yau have “had snough”, o

partops you wll hear shout the sl of very sHectve new drsge, TF cosms pou am fes
o decide o withcrew your particpaton 5t any Bma, But balore doing s, #e mon
mpriant questtion vou whould ssk voursel s o | mally resd to change =y esimen "
E ta trearimerrt you aoe balong n SLCART b efective, and i pou tolaats & well, whey
changs? Even [ mopor progress has been made in the wertment of B sfsction in moent
pears, thers s not reafly that many opbiors. it mey tharefore be besi 0 eep e other

druigs for whan freey am truly necessay.

H the et ment w0 are receing | nQLEMT-smlcravvm-nﬂem! poax docior, wib
¥ agresmant, a0 decde o change it ai any e, whather you are baking astraioairal
drugs dlone o in combination with IL-2. Whatever tha case, rest seuned: your good

haakh ks poi dooor's maln precccupation.

Your treatment

g

foer a year of SLCAAT parucpaton,
you sondd have completed six IL-2
pertods. I everyshing has
gone a3 planned, your S04 lrmshocrte
count bt incrasded. The goil is now to
malnmin this for as long possible.
Depending on how your CDd
Iymiphacyle Count Enhis, your dooor
tan offer you cne of ten opticrs;

count |5 only moderate, it @
possible 1o continue Injecting
IL-1 with the same fregeency ar
inieially, & S-day injection period eight
veehs brrer, for | addidonal cpole Afer
the ¥ cycle, the injections wil be
:.Flmumnu?wmmuﬂﬂrh

| Il the rise in your CD4

= €

— =

IL-2"a la

carte”

If you have been participating in SILCAAT for

maore than a year and are amo

those taking

IL-2, your injection schedule will now have been
tailored to your personal needs.

new frequency wil be maingained uridl
tha rise i this CO4 call eourm & judges

sausfacmory.

If the rise in your S04 ooll
coumt is sufficlent, reguiar L-
1 injection piriot are R
longer necessary. Your docoor
will contnue to mosibar you, by
eomulmtion evary 4 months, and vl
only suggert 2 rew series of L2
njections whin necisery.
i your C04 cell count remains smble
areer the olowing montha o par, yeu
will ne lenger need o have L2
injectione. W, on the other kasd, your
eount §ErE o decling, you will be
oflered a mew IL-1 creatment period. or

%\ Don't forget
—~| the DAILY NOTEBOOK /T
o= | H"E

whatever your treatment is!

At mach plareed vat in the
SLCAAT study yonr doctar wil
e wou 3 dady nobebook
This natwbock s very

isnporant, bath for you and your docter sed wHE.

o thee stk H ofl owvs you to node, on a dely bases,
erryshing pertsnisg 1o your Sestmest an yoor bealth, §
you Gre taking IL-2, you should also note esch time of

injection,
Prasarya your health

This may seem tresome, but this notabook halps your
docior give you e best paible treatment. For sxample, f
you davalop sry pain, 3 skin rash, or disrrhes, note it in the
diarg, wen if 7 seems et tmporany, Your doctor will kg
track of your fevlied B #ach vish, and wil be sivls ba 1ake ary
u-"illlﬁ rnu:une: o pressree your heslth,

o weas wndd your haslth, Alea, By
lanieg U 80 dats with your

moinbook. you will be sure not 52
farget anything during yor sl

The othar drogs sl
1 i ki impertan 1o witi doen
i yoor diary any other dregs anddor ¥

& weriet of testment pericdi. Bt the
deciion m do 5o will be mhen by your
docior on the bash of wery ipecifc
criteria, This & beciuse e CD4
lymphooe count cam Auctuase
comideralbly from ofl month o the
mnet, wtheiot 2 comesponding change in
baakth. & head cold. 3 period of wreas, &
g in dier, and even intense physical
activicy «an make cthe cell couns
Sustuatn,indapiediny ol HIV irk
Thiss, only a large, persieene decine will
be considered signiicant. A almple
reduction from 500 e 450 or 400
CO4mm" from one month to the mes
b nthing ta werry ot — i decrexs
of wt hease 25% b regquired no warmant a
new IL-1 treatmant paccd,

hechal trerspry you taks — an harshin as by iy
Siirm = b i far s mild whection (s cold or soee thoat] or

aryrthing To help pou

gy Il wyprmp

a problam smulnnln-u Thae Faester it is traated, iy bafler

an inchcabe that

sinep, for scample

This is important, because some tresimenss cam interact
with smch athar il thay s Taken srousd thi same T, and
can than bead to certab side efects. |t is mmportant for your
ot 1 ko prscinely what crugs yeu hive takes in
addition b3 pous B-HY INEIMEN. Daok again, s wil
enable him or her to make sry recessary seps,

Mlseren JIL‘.h-:I.lilr reabook i thane B balp yous I

Your treatment

&

Interesting results

SILCAAT is not the only trial currently evaluating
interleukin-2. During the scientific conference on
retroviruses in Chicago last February, several important
results were presented.

hese results were obiained through

medical research, meaning that they

have to be interpreced carefully
(several studies yielding similar
conclusions must be done before
something can be accepted as scientific
fact).

The first. trial was done in France by
the National AIDS Research Agency
(AMRS), The chief Investgator was
Professor Yves Lévy, who is also the
chief investigator for the SILCAAT
study. It compared antiretroviral drug
therapy alone with antiretroviral drug
therapy combined with IL-2.This trial
(AMRS 079) differs from SILCAAT in
that, at enrollment, participants had
between 200 and 550 CD4
lymphocytes/mm’ wherexs SILCAAT
participants have less than 350/mm’ at
enroliment.

Furthermore, ANRS 079 only
imvolved | |8 participants — far fewer

THE EDITORIAL BOARD
Linisen i prodeced by ACK Communicstion.
with the wpport of Chiron bormries KCP
Cammunicrtion b designed m hely amurs thar
jardcpants i dhenpeutkc ohb feel Rl
pArmers In the resmrch o whkh ey are
‘conmributing, o ther thelr comemiiment & the
medT betelical potsbis for both sheistes
and e cemwnity.

For the SLCANT tris, the Liison sdesrisl
beard s compoted of the Bolowiny parnons
Pr Tees Liw jmal priscisal investigmer)
D Anne-Mars Dibige (Chiron Laboratmeiesh.
Or Marghin Kwaldahten [Chime b and:
Franck Fontmay. Frangols Houpes and Al
“aimp-Aene (ACF Communication].

Far further infsrmasion: RCP Communicisen
lla recherche itk prtes, La Bam Fortaia,
41190 Sarmaregy Frames,

Phomes 132 54462027, Fuc 13754 861806
Femet Framck bt e e st xien fr.

than SILCAAT. In contrast, the dose of
IL-2 was very similar to that used In
SILCAAT (5 million units twice a day for
five days, compared with 4.5 million
units twice a day for 5 days in
SILCAAT).

A rise in the CD4 cell
<obing’

Drara on the 80 participants with
T4 weeks of follow-up in this trial were
anatyzed, Nearty % out of every
10 participants (8%%) who received
IL-2 had an BO% rise in their CD4
hymphocyte count (for example, an
increase from 337 to 60&/mm'),
compared to nearly one in two (44%)
of the participants who received
antiretroviral drugs alone (a three-drug
regimen combining Zerit®,Videx® and
Crixivan®). Furthermore, the
functionnality of the CD4 improves
better in the group who received IL-2.

The proportion of patients with
undetectable viral load was similar In
both groups. Thus, the rise in the CD4
lymphocyte count was higher when
antirecroviral drugs were combined
with IL-2 than when they were taken
alone, atthough thare was no significant
advantage in terms of viral load after
74 weeks of weatment This is why the
SILCAAT trial is so important.YYith its
larger number of participants and a
longer fellow-up period. SILCAMAT may
detect what ANRS 079 could not :a
possible action of IL-2 on viral load
and/or opportunistic conditions.

If you are participating in SILCAAT
and are not receiving IL-2, these results
also have Important implicadons for
you. Treatment with antiretroviral drugs
alone (without IL-2) also led w2 large
rise in the CD4 lymphocyte count, from

an average of 337 to 577 imm’, |.&.a
substantial benefit of +240 lympho-
cytesimm’. Some participants had an
even larger increase (up o

+588 CO4/mim'), and the minimum was
+237 CD4/mm". Even if this was less
than with IL-2, the rise in CD4
lymphocyte counts observed with
antiretroviral drugs alone is significantc.
This means that you are not penalized
by participating in SILCAAT, even i you
are not wking IL-1.

‘Comparable results

The results of another interesting
erial (ACTG 328) were also reported
at the Chicago conference. This one was
conducted in the United States.
ACTG 328 involved 204 previously
untreated participants with CD4 cell
counts between 50 and 350 at trial
entry — characteristics very similar to
those of SILCAAT participants.

After twiehee weeks of treatment
with a three-drug regimen, participants
with a viral load below 5000 copies/mi
were divided into three groups: the first
continued to take the same three-drug
regimen; the second also started to
injact IL-2 subcutaneously (as in
SILCAAT); and the third started to
inject IL-2 intravenausky.

The results are in line with those of
previous studies: after 84 weeks of
follow-up, the CD4 lymphocyte count
increased by at least 50% in 41% of the
participants taking antiretroviral drigs
alone, and by respectively 77% and 86%
in the two groups also receiving IL-2.
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Thank you!

Francois Houyez, Director of Treatment Information
and Access, EURORDIS

francois.houyez@eurordis.org
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