
fraxi.org



Frontiers in Pediatrics May 27, 2020 FXPAC







Homage to Prof. Alessandra 
Murgia







Fragile X Syndrome (FXS) 
Guideline Development 

Overview

Kirsten Johnson, Fragile X International
Fragile X International Workshop, Padua 20.06.2025



Stage 1 Stage 2 Stage 3 Stage 4

Preparation Research Writing Implementation
Prioritisation

Stakeholder Engagement

Select Topic

External Consultation on 
topic

Forming Guideline 
Development Group (GDG)

Determining Scope 

Development of PICO 
Questions

Draft Systematic Review 
Protocol

Search, screening and 
selection relevant papers

Data extract for systematic 
review (GRADE)

And/Or

Summarising key evidence 
using GRADE 

Consensus building 
(DELPHI)

Evidence to decision

Formulate Recommendations

Writing Guideline

Peer review

Finalize Guideline

Publication in scientific 
journal

Production of the guideline

Communications plan 

Develop lay-persons version 

Launch event 

Dissemination with the 
patient community

Stages of the Guideline 
Development Process



Core Writing Group (x12 Leads, 9 MSs)
The CWG, a subset of the GDG, serves as its operational 

arm, engaging with the GDG for input on guideline scope, 

research, and drafting recommendations. The CWG will 

consist of 8–12 experts from 4–5 countries to form the 

CWG.

Guideline Development Group (x35, 12 MSs)
GDG is a multidisciplinary group responsible for 

reviewing, updating, and publishing FXS guidelines; 

advising on scope; evaluating evidence using GRADE; 

achieving consensus through evidence-based methods; 

reviewing lay information and engaging stakeholders.

Lived Experience Advisory Group
The LEAG will advise on guideline scope, target 

population, and key questions. The group will assess 

evidence, review recommendations, and gather 

community input to ensure patient perspectives inform 

the guideline development.

Governance Structure



Core Writing Group
Lead Speciality Institution Country

Bram DIERCKX Child and Adolescent 
Psychiatrist

Erasmus Medical Centre The Netherlands

Elisa DI GIORGIO Neuropsychologist University of Padua Italy

David GODLER Geneticist University of Melbourne Australia

Frank KOOY Medical Geneticist University of Antwerp Belgium

Kirsten JOHNSON (co-chair) Expert by Lived Experience Fragile X International UK

Caterina PRIOR Neurodevelopmental 
Paediatrician

Northern Maternal & Child Centre, Local 
Health Unit of Santo António

Portugal

Ana ROCHE Paediatric Neurologist University Hospital Vall d'Hebron Spain

Bitten 
SCHOENEWOLF-GREULICH

Clinical Geneticist Rigshospitalet Denmark

Gaia SCERIF Psychologist University of Oxford UK

Zimi SAWACHA Movement Specialist & 
Occupational Therapy

University of Padova Italy

Andrew STANFIELD (chair) Consultant Psychiatrist University of Edinburgh Patrick Wild 
Centre

UK

Matt BOLZ-JOHNSON Project Manager Fragile X International Germany



Stage 1: Preparation 
(Completed)
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Preparation Tasks: Patient Involvement:

• Select topics for the guideline e.g. 
priority-setting survey

• Select Chair & Core Writing Group
• Determine the guideline scope and 

clinical questions incl. PICO questions 
(Population, Intervention, Comparison & 
Outcomes)

• Selection of members and set up the 
Guideline Development Group (GDG)

• Engagement with external stakeholders 
on the scope

• Patient/representatives as core members  
in the Core writing Group and in the 
Guideline Development Group (1-2 
patients/representatives)

• Set up a Lived Experience Advisory Group 
to get wider patient perspectives (8-10 
patients/representatives)

• Patients should advise on the guideline 
scope: and suggest aspects important to 
them e.g.: PICO questions

• Rate the importance of outcomes from 
patient perspective

• The GDG Chair is responsible to support effective patients and carers involvement
• Project Manager set out at beginning where patients will be involved, with timelines
• Patients involved should receive information, support and training on the guideline development process 

and methodology.



Stage 2: Research (Q2 2025)
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Selection & Screening: 
• All GDG members review titles, abstracts and 

full text articles.

• Identify important publications for inclusion 
in systematic review

• Initial screening completed by technical team.

• Final screening to be conducted by all GDG 
members against inclusion and exclusion 
criteria. Any doubts on include to be discussed 
by the GDG.

Appraisal & synthesis of evidence:
• Identify gaps in evidence and gather 

unpublished non-experimental data 
(expert-based evidence) 

• Identify indirect evidence for consideration.

• Identify the evidence underlying their opinions 
and judge it’s quality 

• Discuss and grade evidence for risk of bias, 
inconsistency, indirectness, imprecision and 
publication bias (using GRADE)

Guideline Scope (PICO)

Formulate a clear, 
well-designed research 
question

Writing a systematic review 
protocol 

Can consider other ways to get patient perspective:

• Review of patient experiences via published qualitative literature. e.g.: focus group, interviews about 
experience of diagnosis. This can give insight and suggest areas of good practice.

• Where no qualitative literature exists, conduct additional research e.g.: multi-lingual survey or consult the 
Lived Experience Advisory Group about specific aspects.



Enhanced GRADE Approach
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Clinical ExpertisePublished Literature

Enhanced GRADE Approach
• Evaluation of evidence for rare disease guidelines requires an ‘enhanced’ 

GRADE approach with DELPHI
• Literature review and consensus building approach.

Systematic Review using GRADE
• Clinical practice guidelines are based on a systematic 

review of the evidence.
• The level of evidence needs to be stated and graded 

using GRADE.

Consensus Building using DELPHI
• Clinical consensus statements are developed where 

evidence is limited or lacking to reflect opinions 
drafted by experts

• Draw on the wealth of clinical experience to improve 
quality of care



Consensus Building (Q3 2025)
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• GDG draft recommendations after the literature review and 
grading phase. 

• Recommendations with low quality evidence or conflicting 
evidence are selected to proceed in the Delphi procedure. 

Step 1: Build Recommendations 

• virtual consensus meeting to discuss the results of 
the survey and address any significant variations. 

• Possible re-voting is necessary in areas where no 
consensus was obtained after two rounds. 

Step 3: Consensus Meeting 

• Draft final recommendations

Step 4: Recommendations 

• First round of an online survey: 4-point 
scale to agree/disagree.

• Second round includes the overall rating 
of each statement as well as the 

participants own rating.
• Third round (when needed).

Step 2: Consensus Exercise 

1

2 3

4

• Participate in formal consensus-building procedures 
where there are gaps in evidence.

• Consensus Panel (at least 10-30 participants) must 
be multidisciplinary incl. care professionals, 

healthcare managers & patients/carers.

Preparation

• Patients involved can identify experts 

to be included in the Delphi process.

• Patients should be included in the 

Consensus Panel



Stage 3: Writing (Q4 2025)
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External Review & Publication
Recommended that at least 2-6 reviewers (of which one at least should be patients and carers) 
are engaged in the process.

Patients should be included as co-authors or noted in the acknowledgements.

Evidence to Decision
E2D Meeting make judgements for each outcome for which there is a desirable effect, taking 
into account the value that patients place on each outcome.

Consider to what extent are patients willing to accept the possibility of adverse effects against 
a favourable clinical outcomes.

Develop Recommendations
Professional members write the guideline.

Patients can add valuable insight into how the recommendations can work in practice, which is 
essential here to make sure final guidelines are useful in the real world.

Identify Gaps
Evidence gaps often in areas patients consider important e.g.: pain and discomfort.

These areas often have no research evidence from the main lit review – so patient perspectives 
are vital. 

• Secure a small budget to support the patient representatives in the LEAG 
to develop a plain language summary.

• Start drafting a plain language summary in parallel to writing the clinical 
guideline.



Progress Update

FXS Guideline(s)



Fragile X Syndrome (FXS): Guideline Scope

Management, care and 
support in adults with FXS 
#3

Addresses lifelong care needs and quality of life:

• Ongoing developmental, physical, and mental 
health monitoring

• Behaviour and sleep management

• Promoting independence, healthy lifestyle, 
and relationships

• Support for families and coordinated adult 
services

Management, care and 
support in children and 
adolescents with FXS #2
Focuses on developmental support across key 
domains:

• Communication, cognition, motor, and sensory 
skills

• Physical and mental health conditions

• Behavioural and sleep challenges

• Educational placement and lifestyle needs

• Family support and integrated care coordination

Screening & Diagnosis #1

Covers when and how to screen or test for Fragile X 
Syndrome (FXS), including:

• Routine, reproductive, and newborn screening

• Diagnostic criteria by age and sex

• Genetic testing methods (e.g., repeat length, 
methylation)

• Communicating diagnoses and providing support

• Cascade testing and family planning guidance



FXS Screening & Diagnosis Scope 
#1

SCREENING
Is routine screening of the general population recommended for 
FXS?

INDICATIONS FOR DIAGNOSTIC TESTING
What clinical features (red flag symptoms) should prompt a 
diagnostic test for FXS? 

When should prenatal testing for FXS be offered and using what 
methods? 

How should cascade testing be conducted following a diagnosis of 
FXS in a family member?

When should an older diagnostic test be updated; what are the 
clinical situations or other factors that would justify this?   

TESTING METHODS

What approaches should be taken when testing for FXS?

What approaches should be taken when testing someone for a 
premutation? 

Should X-inactivation be considered when testing females for fragile 
X or the premutation?

DIAGNOSTIC PROCESS

What support is required when FXS is suspected?

How best do we deliver the diagnosis of FXS to individuals and 
families? 

What are the pathways to support, assessment and treatment which 
need to be in place in the early post-diagnostic period?

To whom, when and how should psycho-social support and genetic 
counselling be provided, and what information should be provided 



#1 FXS Guideline Update

Guideline Scope PICO Questions Systematic Review Protocol



Guideline Development Timeline



Fragile X International
 Global Federated Registry 

+
 FraXI Registry



OVERVIEW

Decentra Health Inc

• Headquarters - New Jersey, USA
⚬ Offices - Toronto, UK, North Carolina 

• Private Company

DECENTRA HEALTH

Our Mission
• Unlock the collective power of patient data to drive 

groundbreaking research and accelerate the 
development & delivery of life-saving treatments.

Our Vision
• Create a privacy-preserving, collaborative infrastructure 

that connects patient data globally to unleash AI-driven  
research and moves science forward.

Our Solution
• Powered by our breakthrough technology (The DEM), our 

Decentralized AI platform connects & analyzes patient 
data globally with complete privacy and control. 

Our Executive Team

Dustin O’Dell
Co-founder, CEO

• Experian Data Services, BD & Strategy

• 6th employee, BD Lead AdTheorent (IPO, Acquired)

• Co-founder Barometric (Acquired)

• Co-founder, SymetrML

Chris Hendriksz MD
Co-founder, Chief 
Medical Officer

• Professor, Human Metabolomics, North-West 
University, Pediatrics Pretoria University,  South 
Africa

• Global Clinical Dev Lead, Nestle Health Science 
(Rare Disease & Innovative Pharmaceuticals)

• Inovled In over 20+ drug approvals whilst running 
rare disease centres in NHS UK

• Chief Community Impact Officer A Rare Cause

Eric Faulkner
Co-founder, Chief 
Scientific Officer

• Global VP Novartis GTx (RWE lead for Zolgensma)

• VP, PPD (Value, Access & RWE)

• Practice Lead, IQVIA

• Involved In over 50+ drug approvals



Decentra 
Connect

OUR FEDERATED AI PLATFORM

Data Collaboration & AI, 
Without Data Movement

• Connects registry data globally - without moving the data

• Standardizes data for greater Interoperability 

⚬ common ontologies - SNOMED CT, LOINC, UMLS, etc.

• Offers real-time, privacy-preserving AI/ML analysis. 

• Delivers on-demand, patient insights & RWE. 

• Secure and compliant - HIPAA & GDPR (3rd party audited)

• Lightweight, scalable software—integrates seamlessly with 

existing IT systems. 

• Compatible with all major cloud providers - Google, 

Amazon, Microsoft & Oracle. 



Our Breakthrough Technology - The Data Elements Matrix (DEM)

The Decentra Health team Invented a proprietary 
data mining process that converts patient data to a 
new privacy-preserving format - The DEM. 

ORIGINAL DATA FILE PROPRIETARY PROCESS DATA ELEMENTS MATRIX

DEM is GDPR & HIPAA Compliant - Third party audited. 

Avoids need to redo GDPR/HIPAA process for each study, as DEM Is 

compliant and therefore all output Is compliant by nature. 

• The DEM is a true/full representation of your data

• Novel, built-in privacy preservation & anonymization 

 

• Secure, global data connectivity & sharing

• Powerful AI/ML-driven analysis

• Auditable and traceable 

⚬ All sharing & analysis is tracked & logged. 

Unique Capabilities of The DEM



Registry C

How Our Federated System Works

Registry A

Registry B

Install simple Decentra 
plugin at your local registry

Step 1

Harmonize data 
across all registries

Step 2
Our Decentra plugin automatically converts 

data to DEM format and connects DEMs 
across partner registries 

Step 3

Step 4

Conduct analysis on 
combined DEMs

Connect registries globally without moving or exposing patient data. 

Data DEM

DEMData

Data DEM

Customized Analytics Dashboards

• Patient insights 
• Real-World Evidence
• Predictive Models



 Registry
Decentra Health Is building a registry for FraXl 
that will be hosted In Belgium. 

• Flexible, Condition-Specific Design: 
Customizable modules support clinician 
input, PROs, and direct patient data 
capture.

• Real-Time Insights & Reporting: 
Interactive dashboards provide instant 
access to trends, outcomes, and study 
metrics.

• Secure & Compliant Infrastructure: Built 
with privacy at the core—HIPAA/GDPR 
compliant, with granular access and 
consent controls.

*Example Visuals



Fragile X Global Federated Registry Platform
Unlock collaborative research and move science forward.



PROJECT TIMELINE

Preparation Phase
Summer 2025

Preparation Phase

• Introduce plan to stakeholders

• FraXl setting up governance committee 
for oversight

• Education about technology & process

Building Phase
Autumn/Winter 2025

Launch
January 2026

July        August       September October        November       
December

January     February    Marcy

Building Phase

• Building infrastructure for 
federated registry

• Agreeing data points for FX registry

• Agreeing initial registries to join the 
fedrated system

• Testing & Initial pilots

Launch

• Launch FX federated registry 
platform



Thank You
Scan for Decentra Health’s full slide deck. 

Contact:
 Kirsten Johnson

kjohnson@fraxi.org
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International
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