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Disclaimer

The views expressed in this presentation are the personal views of the
author and may not be understood or quoted as being made on behalf of,
or reflecting the position of, the EMA and its committees and working
parties with which the author is affiliated. The Union is not liable for any
use that may be made with the information contained therein.

Reproduction is permitted provided the source is acknowledged.

My financial disclosure statement is in the public domain.
Nothing relevant to the current presentation
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SPIRIT = Standard Protocol Items: Recommendations for
Interventional Trials

Purpose: Ensure that planned clinical trials are scientifically robust, ethical,
and fully transparent.

*Prevents bias at the design stage Forces upfront declaration of objectives,
outcomes, randomization, blinding, and analysis plans.

*Enables reproducibility Provides enough methodological detail for others to
replicate or audit the trial.

*Supports ethical review & regulatory assessment Clear intervention
description, safety monitoring, and feasibility evaluation.

*Reduces selective reporting Locks in outcomes and analyses before the trial
begins.

*Improves trial credibility Funders, regulators, and ethics committees rely on
SPIRIT to judge scientific merit.
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CONSORT = Consolidated Standards of Reporting Trials

Purpose: Ensure that completed trials are reported transparently,
completely, and in a way that allows critical appraisal.

*Prevents biased or incomplete reporting Requires disclosure of deviations,
attrition, harms, and all prespecified outcomes.

*Enables interpretation and comparison Standardized structure (flow
diagram, baseline table, effect estimates, precision).

*Supports systematic reviews & meta-analyses Clear reporting of methods
and results reduces heterogeneity and misclassification.

*Strengthens clinical decision-making Transparent reporting prevents
misleading conclusions that could harm patients.

*Improves accountability Journals and regulators use CONSORT to ensure
trials meet scientific standards.
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Reporting standards for child health research were few and poorly
implemented
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“There is a
guantitative and
qualitative paucity
of well-developed
reporting standards
for child health

research.”

Li Q, et al.
J Clin Epidemiol. 2023



Why SPIRIT-C adds value

Child-specific ethical safeguards Clear justification of risk—
benefit in minors; explicit assent/consent pathways;
age-appropriate burden minimization.

Developmental considerations Requires detailing how growth,
maturation, and developmental pharmacology influence
dosing, endpoints, and monitoring.

Pediatric feasibility & acceptability Mandates upfront planning
for school schedules, caregiver involvement, hospitalizations,
and long-term follow-up logistics.

Enhanced safety planning More granular adverse event
monitoring, including developmental toxicities, neurocognitive
outcomes, and growth trajectories.

Appropriate endpoint selection Forces justification of
surrogate endpoints, composite outcomes, and functional
measures relevant to children.

Equity & vulnerability safeguards Addresses inclusion of
rare-disease populations, small-N cohorts, and children with
limited decision autonomy.
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Why CONSORT-C adds value

Transparent reporting of age-stratified outcomes Requires
disaggregation by age, developmental stage, weight bands, and
pubertal status — critical for ATMPs.

Detailed harms reporting for children Mandates explicit
reporting of growth effects, neurodevelopmental outcomes,
school functioning, caregiver burden, and long-term sequelae.
Clear description of pediatric recruitment & retention
Addresses challenges such as parental consent, assent
withdrawal, and attrition due to burden or disease progression.
Intervention fidelity in pediatric settings Requires reporting of
adherence, caregiver-administered components, and
modifications needed for younger participants.
Contextualization of results for clinical practice Encourages
reporting on feasibility in real-world pediatric care pathways,
including multidisciplinary support.

Improved interpretability for regulators & HTA bodies Provides
structured information needed for pediatric benefit—risk
assessment, extrapolation, and modelling.
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Weighted insight

SPIRIT-C reduces protocol ambiguity in pediatric ATMP trials, where
small sample sizes, long-term risks, and developmental variability make
generic SPIRIT insufficient.

Weighted insight

CONSORT-C prevents misinterpretation of pediatric trial results by
forcing disclosure of developmental, safety, and feasibility factors that
generic CONSORT does not capture.
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The Lancet Group
212,751 followers
2w - ®

“A new era for child and adolescent health research”

Uncertainty remains in the evidence base for child and adolescent health. Trial quality is
inconsistent, numbers lag behind adults, and young people’s needs are often
inadequately considered.

Just published in The Lancet Child & Adolescent Health, the CONSORT-C and SPIRIT-
C guideline extensions mark a new era for the field. Implemented widely, these
guidelines "will have a profound impact on child and adolescent health and equity”, say
editors.

Adopt CONSORT-C and SPIRIT-C in your work and read the accompanying Editorial L4
CONSQORT-C statement: http://spkl.iof6040AvfHGE

SPIRIT-C statement; http://spkl.io/6041AviIHB

Editorial: http://spkl.io/6042AvfH8
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Stage 1: Stage 3: Stage 5:
Item generation Consensus Meeting Pilot testing

Stage 0: Stage 2: Stage 4: Stage 6:
Planning Delphi Study E&E writing Finalization
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JAKA PETHATIRES PATEENT PAGE

What Young People and Parents Need to Know

When Reading Clinical Trial Reports

Well-reported clinical trials are essential to patients’ evidence-informed health care decisions.

It raceny yaars. there have bean more afforts to improva The com-
mivmication of dinica trial results back to partiopants and their fami-
lizs, While there are many ways 10 communicate trial resufts, one
of the most comman ways trial teams share their findings with the
world is through 2 chnical tikal report. These are often pulstished in
potirnials e LALIA Paalairics. Clinical trial raports ara important be-
causa they dascribe what was done, what was found, and what tha
resuts mean

A2 young persen ar parent, dingcal trial reparts may help you
ke heafthcare decisions. Maybe you have resd a report for adin:
eal trial Mat yiou e your child participated in, o you Want e laam
more sbout health conditions or available treatments. While read-
i youmay find ielifficult bo find answes to the quesstions you have,
This happens a lot, a8 clinical trisl reports often miss or leave out key
dhetails from the trial, often to save space. AL times, there may not
b encugh information aon irial intensentions and outcomsas mea-
sured in children of different ages.

To help with this, mew guid@nce 10 mprove regoeting in child
health and pediaire: cinical Trial reports i now aeilsble. These ane
wiriting tools that help awthors clearhy report key trial detalsin pro-
Donds and trial reports. They are caliad Standand Profoos tems.:
Recommandations for mtervantiongl Tnals-Chidren ond Aooles-
cents (SPIRIT-C) and Consolidated Shamdangs of Reparting Trims-
vy ol Adalesrents ([CONSORT-C),

importanthy, SFRIT-C and CONSORT-Cwere developed with the
help of yourg people and parents who have some espenience with
child health trials.

SPIRIT-C and CONSORT-C include topics that young peopls and
parants thirk shauld be repartad in a s protood] and repart, For
example, young people often want to know if the trial intersen-
tions meed a support person's help, They alse want o know how
confidantiality &= respectad in the trial. Other key datails might in-
clude why the trial needs to be done with children and Fowy poten-
il harms wers redicad, Young people aluowant details o whather
or how participants vwill be recognized fior theair timse and efforts.

Clinical trial reports wmea cnmeus
e Tesparrhers bo cominunicars Clinics il

results and findings back bo participamis
el thesdr familiey.

5 -
h Nra geidance for the authers of clinical frisl repnrts 5 now Avallshin
to improve 1he repocting in chitd hesith and pediatric clinical trials,

Ihiz g dnlises recammand smhiars inceds 3 ddiienal

dietiils swoh as

« f irval infervestone need o suppert penon®s help

& Hor comdigeabainy i respected in atoial

&« ‘Why the trial naexis bo be done in children

= [Hurw petenlisl S sl o ear, pain, or deslres
e red peed

= it anc haw trial partopans wil b
FeCigribed Tor thiir Gme and et

T

Bepoirilig guidilines sie iiteful fo hath
thorse writing roports and the readars

of the reports,
Forvora g s sefarmadion fo ;| arel o Be ontoatly con

LA Fapiely oo ek e reoder 0o redlte Ui dlglsd heddsh cird del i
For the e vy and e familiey

ars know what infarmation 1o espect. Readers can hen eritcally
consider the information amd how it was reported. They can also
better judge whether the trial residts are relevant to them, K-
Ing this will eripower chiidren, young people, and thedr famidlies (o
ke the right health care decisions for therm

FOR MORE INFORMAT ION

Erthanceng the Cuaity and Transparency of Health Reseacch
(EQUATOR] Netweark
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4+ Follow
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* This JAMA Pediatrics Patlent Page describes how new guldance aiming to
improve reporting of clinical trials may help young people and parents find
information to make the right health care decisions for them.

‘ JAMA Pediatrics

https://ja.ma/472KHyS

Clinical trial reports are a common way
for researchers to communicate clinical trial
results and findings back to participants

and their familles.

New guidance for the authors of clinical trial reports is now available
to improve the reporting in child health and pediatric clinical trials.

The guidelines recommend authors include additional
details such as

» If trial interventions need a support person’s help

» How confidentiality is respected in a trial

» Why the trial needs to be done in children

» How potential harms such as fear, pain, or distress
were reduced

» If and how trial participants will be
recognized for their time and effort

\

Reporting guidelines are useful to both
those writing reports and the readers
of the reports.

Knowing what information to expect and how to critically consider clinical

trial reports empowers the reader to make the right health care decisions
for themselves and their families



Reporting of paediatric randomised controlled trials aimed at improving
health outcomes in children and adolescents aged 0-19 years

- SPIRIT-Children and Adolescents (SPIRIT-C) 2026
- 17 new reporting items for paediatric trial protocols (4 youth generated
items and 6 youth endorsed items)

-  CONSORT-Children and Adolescents (CONSORT-C) 2026
- 13 new reporting items for paediatric trial reports (1 youth generated

item and 6 youth endorsed items)
SPIRIT | CONSORT
(\/{ CHILDREN &
ADOLESCENTS

Reporting Guidelines for Child Health Trials
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Explanation of the validity, reliability, feasibility, and responsivenass of
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SPIRIT 2025

#9a: Scientific
background and

rationale, including

summary of relevant
studies (published and
unpublished) examining
benefits and harms for

each intervention

CRPTIRI__

SPIRIT-C 2026 extension:

9a.1*t Describe the
prevalence/incidence of the disease
or condition in children/adolescents

9a.21 Describe the potential for
extrapolation from other paediatric
populations or adult data, or why
extrapolation is not considered
appropriate

9a.3* Include a description of the
research question or aim with a
justification for undertaking the trial
in children/adolescents

EPTRI Scientific Meeting | 28-29 July 2026 | Warsaw, Poland

SPIRIT-C
#9a.1-2-3

Background
and rationale



SPIRIT 2025

#15a Intervention and

comparator with sufficient
details to allow replication
including how, when, and

by whom they will be

administered. If relevant,
where additional materials

describing the
intervention and
comparator (e.g.,

intervention manual) can

be accessed

CRPTIRI__

&

SPIRIT-C 2026 extension:

15a.1*t Describe whether there is an
intervention dose and/or formulation
appropriate for the trial population, and
if there are any adjustments made based
on age, weight, or body surface area

15a.2t Give rationale for adapting
interventions used in other paediatric
populations or adults for the present trial

15a.3*t Describe whether the trial
interventions will be delivered with help
from a support person

EPTRI Scientific Meeting | 28-29 July 2026 | Warsaw, Poland

SPIRIT-C
15a.1-2-3:
Intervention

and
comparator



SPIRIT 2025

#17 How harms
are defined and
will be assessed

(e.g.,

systematically,

non-

systematically)

CPIRI__

c.

SPIRIT-C 2026 extension:

17.1*T Describe whether
trial interventions and/or
procedures will induce fear,
pain, distress, or are
invasive, and what
measures are taken to
mitigate this

17.2 Describe all efforts to
reduce the
child/adolescent’s risk
associated with trial
participation

EPTRI Scientific Meeting | 28-29 July 2026 | Warsaw, Poland

SPIRIT-C
#17.1-2:

Harms



CONSORT-C 12a.1: Methods — Eligibility criteria

CONSORT 2025: CONSORT-C 2026 extension:
#12a: Eligibility criteria for #12a.1: Provide a justification for
participants including multiple age groups of

children/adolescents at different
developmental stages, and address
potential age or development-
related differences in treatment
effects

0
U
A

@
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CONSORT-C 13.1:
Methods - Intervention and comparator

CONSORT 2025: CONSORT-C 2026 extension:

#13: Intervention and #13.1: Describe whether there is
comparator with sufficient an intervention dose and/or
details to allow replication. If formulation appropriate for the
relevant, where additional trial population, and if there were
materials describing the any adjustments made based on
intervention and comparator age, weight, or body surface area
(eg, intervention manual) can be

accessed

EPTRI
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Table 2 | Implementable actions of key user groups, and resulting benefits from use of SPIRIT-C (SPIRIT-Children and Adolescents) 2026

Key groups
Trial protocol authors

Implementable actions

* Adhere to the SPIRIT-C 2026 checklist and refer

to the corresponding explanation and elaboration
paper when writing trial protocols

= Cross use with other existing SPIRIT extensions,

depending on condition, design, intervention, and
outcomes

Potential benefits

* Improved reporting of standardised minimum set of key elements, resulting in
comprehensive, transparent, and useful trial protocols: improved appraisal, better
implementation, and fewer amendments

= |nclusion of details that were identified as important by young people and family
caregivers

» Better understanding of the minimum set of reporting items that needs to be
included in trial protocols involving children and adolescents

» Downstream effects on trial conduct, analysis and reporting

* Improved detection of selective (trial outcome) reporting

« |Impraved ability to synthesise results to generate recommendations for clinical
guidelines

Trial/research staff

= Lse SPIRIT-C 2026 as a training tool to increase
awareness of and understanding of conduct,
analysis, and reporting of paediatric trials

» |mproved understanding of trial concepts
» Reduce risk of bias that may result from trial conduct
» Improved adherence to the trial protocol and better implementation of the trial

Trainees (eg, graduate and
medical students, residents,
research fellows, clinical fellows)

= LIse SPIRIT-C 2026 as a training tool to increase
awareness of and understanding of design,
planning, and reporting of paediatric trials

» Increased familiarity with the minimum set of reporting items to be reported in
paediatric trial protocols

= Improved understanding and awareness by future generations in responsible
research practice including the use of research reporting guidelines, fostering
comprehensive and useful study protocols

Patients, public, trial participants

= Familiarise self with SPIRIT-C 2026 to know what
information to expect when reading a trial protocol
or participating in a paediatric trial

= Empower family caregivers to fully understand
what the trial entails and support their child

» Advocate for the use of reporting puidelines, such
as SPIRIT-C 2026, by authors, journals, funders, and
institutions

« |mproved understanding of content that should be reported in trial protocols that
facilitate the generation of high guality knowledge that helps inform healthcare
decision making

= Increased awareness and empowerment of the general public in holding
investigators and the research enterprise accountable for proper research conduct,
reporting, and appropriate spending of funding

» Increased trust and accountability in research




EPTRI Webinar Series

CONSORT- and SPIRIT-Children: Reflections on Emerging
Guidelines for Paediatric clinical Trials
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Eptri’s contribution

Key advantages from a methodological point of view:
1.Improved transparency
e accelerating translation of effective interventions into clinical
practice
2. Improved reproducibility
* better study replication
3.Improved usability
* facilitates applicability of trial results for decision-making and

pediatric policy

EPTRI ©
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awareness on the guidelines

I regularly use it (n=11)

=
Yo
w

0

(0]
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@) Iam aware of it but rarely use it (n=16)
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> | have heard about it but never used it (n=12)
[ V-

(@)

o
>

This is my first exposure (n=18) 31.6
0.0 5.0 10.0 15.0 20.0 25.0 30.0 35.0
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barriers, shortages, training needs, improvements (SPIRIT)

% of valid

% of valid

ePTRI

Lopimas Penniw by s S s muinerm

Lack of funder or ethics committee h

requirements (n=2)

Additional workload / design
complexity (n=13)

Lack of training on guidance use
(n=15)

responses

Lack of awareness (n=18)

% of valid

w
ey
w

4.2

27.1

375

0.0 5.0 10.015.020.025.030.035.040.0

Training for ethics committees (n=4)

Training for investigators (n=6)

Training for trial methodologists (n=8)

responses

.-
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burdens, training, implementation (CONSORT)
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