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The voice for the CDKL5 community in the UK

CDKL5 UK is a charity run by parents caring for a child with a rare genetic
condition called CDKL5. We fully understand the challenges faced and
recognise that it can feel isolating looking after a child with a disability, but you
are not alone.

At CDKL5 UK our aim is to provide support for families and carers, by sharing
information about the condition, organising family days, empowering the
community to get involved in important research, and supporting participation
in the latest clinical trials.

Our aim

There have been many breakthroughs in our understanding of the condition
but there is still much more we need to know. It’s our aim to raise money to
support the global research effort.

We also want to educate the public and professional communities about
CDKL5 and be the voice for our children. We want to challenge assumptions
about people with disabilities and help our children and young adults fulfil
their potential.

Useful Links Contacts
www.sibs.org.uk Carol-Anne Partridge (CDKL5 UK Chair):
www.cdkl5registry.org carolanne@cdkl5uk.org

www.louloufoundation.org

Emma Claydon (CDKL5 Research and Care
Social Media Coordinator):

emma.claydon@uhbw.nhs.uk

www.curecdkl5.org.uk
@CDKL5UK
@CDKL5UK
@CDKL5UK
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Key Words in this Guide

o Adaptive Designs: A modern type of clinical trial structure that allows
researchers to make planned changes to the trial (like adjusting the dose or
the number of participants) based on data gathered during the trial, rather
than waiting until the very end.

e Baseline: The starting point. Doctors measure the patient's current
condition (seizure frequency, development, etc.) before any treatment is
given. Future results are compared against this baseline to see if the
treatment worked.

e Cerebral Spinal Fluid (CSF): The clear fluid that surrounds and cushions the
brain and spinal cord. It allows substances to circulate throughout the
central nervous system.

e Clinical Trial: A carefully controlled research study involving human
volunteers to test if a new treatment is safe and effective.

 Developmental Assessments: Standardized tests (often involving play or
tasks) used to measure a child's motor skills, communication, and cognitive
abilities to see if the treatment is helping them gain new skills.

» EEG (Electroencephalogram): A test that detects electrical activity in the
brain using small discs (electrodes) attached to the scalp. It is crucial for
measuring seizure activity and brain patterns.

« EMA (European Medicines Agency): The regulatory authority that reviews
and approves medicines for the European Union.

e Experimental Treatment: A medicine or therapy that is currently being
tested. It has not yet been approved by regulatory authorities for general
public use and is only available through clinical trials.

e FDA (Food and Drug Administration): The regulatory authority that reviews
and approves medicines for the United States.

e Gene Therapy: A medical approach that treats disease at its root cause. In
this context, it usually involves delivering a functional (healthy) copy of the
gene into the patient's cells to replace or supplement the faulty one.

e General Anaesthesia: A state of controlled unconsciousness using
medication. This ensures the patient is asleep, does not feel pain, and
remains still during procedures like the intrathecal injection or MRI scans.

e Genetic and Medical Screening: The first step of a trial. Doctors run DNA
tests to confirm the specific type of change in the gene and perform health
checks to ensure the patient meets the strict criteria to join the study
safely.

A Guide to Gene Therapy for CCKL5 P3



Key Words in this Guide

 Immune Response: The body's natural defence system reacting to
something "foreign." In gene therapy, the body might attack the viral vector,
thinking it is a germ.

e Immunosuppressant Medicines: Drugs given to dampen or "quiet" the
immune system. These are often used in gene therapy trials to stop the
body from fighting the viral vector, allowing the therapy to do its work
safely.

e Infusion: The slow, controlled delivery of fluid or medicine into the body
(usually via a vein or, in this case, potentially intrathecally) over a specific
period of time, rather than a single quick injection.

e Intrathecal: A route of administration where medicine is injected directly
into the fluid-filled space around the spinal cord (into the CSF). This is used
to bypass the "blood-brain barrier" and get medicine directly to the brain
cells.

« MHRA (Medicines and Healthcare products Regulatory Agency): The
regulatory authority that reviews and approves medicines for the United
Kingdom.

 MRI (Magnetic Resonance Imaging): A scan that uses strong magnets and
radio waves to create detailed images of the brain. It helps doctors look for
structural changes or safety issues.

e Neurosurgical: Relating to surgery on the nervous system (brain and spinal
cord). Some gene delivery methods require a minor neurosurgical
procedure to access the CSF.

e Pathogenic CDKL5 Variant: A specific mutation or "spelling mistake" in the
CDKLS5 gene that causes disease. "Pathogenic" simply means disease-
causing.

» Viral Vector: A microscopic delivery truck. Scientists take a virus (often an
AAV), remove its own viral genes so it cannot make you sick, and use it to
transport the healthy gene into the brain cells.

» Vital Signs: Key measurements of essential body functions, including body
temperature, pulse rate, breathing rate, and blood pressure.
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A Gene Therapy Guide for CDKL5

This guide provides an overview of what a CDKL5 gene therapy clinical trial might involve,
along with key considerations for parents and a checklist of questions to ask the research
team. It is written in plain language to support family discussions and informed decision-

making.

What a CDKL5 Gene Therapy Trial Might Involve

Screening and Eligibility

Families are invited for genetic and medical screening to confirm a pathogenic
CDKL5 variant and assess overall health. This usually involves blood and urine
tests, scans (MRI), EEGs, and developmental assessments. Some trials may only
accept children within a specific age or seizure range, or exclude those who
have had other investigational treatments.

Baseline (Pre-treatment) Period

Before treatment, families often complete seizure diaries and developmental

or quality-of-life questionnaires for several weeks or months. This establishes

the child’s 'baseline’ so that any change afterwards can be understood clearly.

Pre-treatment Medications and Preparation

Because the immune system can react to the viral vector, children are often
given immunosuppressant medicines (such as steroids) before and after the
infusion. These medicines help prevent the body from attacking the therapy
and reduce inflammation. While receiving them, the child’s immune system is
temporarily weakened, which means there can be an increased risk of infection.
For this reason, hospital stays are typically required, sometimes starting
several days before the procedure. During this period, hospitals can use
infection-control protocols and safeguards, such as isolation rooms, filtered air
systems, limited visitors, and strict hygiene measures, to keep the child safe.
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The Gene Therapy Procedure

The AAV-CDKLS5 vector is then delivered in a single dose — most commonly into
the cerebrospinal fluid (intrathecal) or directly into a brain region under general
anaesthesia. The procedure takes place in a specialist hospital with
neurosurgical and intensive-care support available.
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In-hospital Monitoring

After administration, the child remains under close medical supervision. Doctors
monitor vital signs, organ function, and immune response through regular blood

tests and imaging. Additional doses of steroids or other medicines may be given

to maintain immune protection and manage inflammation.

Follow-up Phase

Children continue to be followed up for years, sometimes 5 to 15, through a mix
of hospital visits and local assessments. These include physical exams,
developmental testing, EEGs, blood tests, and long-term safety checks.
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Understanding Clinical Trial Phases

Clinical trials are carried out in phases to make sure a treatment is safe,
effective, and monitored properly. For rare genetic conditions like CDKL5,
early trials often combine Phase 1 and Phase 2 into a single 'Phase 1/2' study.
This allows researchers to gather both safety and early efficacy data while
minimising the number of children exposed to experimental treatment.

A Phase 1/2 clinical trial is usually the first time a new treatment is tested in
people. The main goal is to make sure it is safe and to start seeing whether it
might help. Because gene therapy can have long-lasting effects, researchers
move carefully — testing small numbers of children at a time.

e Phase 1 looks at safety — what dose is safe, how the body reacts, and any
side effects.

e Phase 2 begins to look at how well it works, such as fewer seizures or
improved alertness.

Combining them means scientists can study both in one structured trial,
saving time while keeping participants safe.

Why Combine Phases 1 and 2

In rare conditions, the number of eligible patients is small. Running separate
large trials would take too long and expose too few children to each phase. A
combined design allows the study to move from dose-finding (Phase 1) to
testing early signs of benefit (Phase 2) within the same framework. Regulators
such as the MHRA, EMA, and FDA support these adaptive designs when strict
safety monitoring is in place.
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Key Considerations for Parents
When deciding whether to enrol, parents should weigh potential benefits
against the known and unknown risks, including:

e The need for immunosuppressant therapy and the associated infection-
control precautions.

e Possible side effects such as liver inflammation or immune reactions.

e The hospital commitment, travel, and disruption to routines.

e Theirreversible nature of gene therapy once delivered.

e The long-term follow-up and data-sharing obligations.

Questions to Ask the Trial Team

v What is the main goal of this trial (safety, dosing, or early signs of benefit)?
 How was the dose chosen for this age or weight?

v What delivery route will be used and why?

v What are the inclusion and exclusion criteria?

/ How long will my child need to stay in hospital, and are travel and
accommodation covered?

v What infection-control procedures and immunosuppressant plans are in
place?

v What is the emergency plan if serious side effects occur?

v/ Who will be our main point of contact between visits?

v/ What long-term follow-up is required and how often?

v Will we receive updates or access to our child’s data or results?

V' If the therapy works, will other families be able to access it outside the trial?

We appreciate that a life-changing decision such as this can be incredibly hard
to make and weighing up the risk factors can seem totally overwhelming. We,
together with the CDKL5 Centre of Excellence, are here to help you. We also
recommend the Rareminds counselling service where you will find a receptive
ear to hear and talk through your concerns. Please see the details below.
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CDKLS5 Deficiency Disorder Centre of Excellence

The CDKL5 Centre of Excellence is located at the Bristol Royal Hospital for
Children and led by Associate Professor Dr Sam Amin, Paediatric Neurologist
and Clinical Lead in CDKL5.

There is a constant number of new referrals for both children and adults to the
Centre of Excellence from the ever-increasing CDKL5 Community, which also
works closely with the charity; CDKL5 UK.

The Centre continues to expand their support network for patients, their
families and carers by offering information on the latest research, advocacy,
and clinical support.

Patients are offered a clinical review with the CDKL5 Clinical Lead followed by
annual telephone appointments to discuss ongoing treatment plans. In
addition, the Centre of Excellence now manages a secure clinical video service
via vCreate for the paediatric neurology department, enabling families to share
photos and videos with their assigned clinician. This has greatly improved
diagnostic management and enhanced care for many of the families.

The CDKL5 Centre of Excellence works closely with healthcare teams from
centres across the UK to discuss complex cases and decide the best treatment
plan for patients, their families and carers.

The Centre holds a CDKL5 patient database for those families who wish to be
part of this, enabling families to be kept up to date on the latest clinical trials
and treatment options.

NHS NHS

CDKLS O B”STG‘ HD}Jal HﬂSDlTal UﬁiVETSit}f HnsPitals
Rare Disease - :
Collaborative Network 1"-45 For Chl|dl’Eﬁ i

MNHS Foundation Trust
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Referral Information

Electronic Referrals

Emma Claydon (CDKL5 Research and
Care Coordinator)

Bristol Royal Hospital for Children

emma.claydon8@nhs.net OR
emma.claydon@uhbw.nhs.uk

Useful Links

In Writing

Dr Sam Amin (Clinical Lead)

CDKL5 Centre of Excellence
Department of Paediatric Neurology
Bristol Royal Hospital for Children
Level 6

Education and Research Centre
Upper Maudlin Street

Bristol

BS2 8AE

Carol-Anne Partridge (Chairperson of CDKL5 UK, CDKL5 Community Advisor)

carol-anne.partridge@uhbw.nhs.uk

carolanne@cdkl5uk.org
07572 986039

www.curecdkl5.org
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The CDKL5 UK Counselling Service

Working in partnership with

rareménds

Mental Health for the Rare Disease Community

CDKL5 UK is pleased to be working in partnership with Rareminds to offer a
new free Confidential Counselling Service for individuals and family members
aged 18+ impacted by CDKLS5.

6 - 12 sessions can be provided either via video call, or by telephone. Both
evening and daytime appointments are available (weekdays only).

As living with CDKL5 happens within the context of your everyday life, it’s
inevitable that the ‘ups and downs’ of both impact on each other. You can talk
to our counsellors about anything that you are struggling with in living

with the emotional impact of CDKL5. This might include:

e impact on your family, social or work relationships

e anxiety or low mood

e identity (including feeling different, lonely or isolated)

o dealing with difficult, unpredictable or increasing symptoms
e the psychological burden of being the ‘CDKL5 expert’

e coping with unpleasant tests or treatment

e making difficult choices

e worries about the future

The CDKL5 UK Counselling Team are David Phipps (Lead Counsellor) and Anna
Smith. Both are trained and experienced therapists who have undertaken
additional training with Rareminds on Counselling for Rare Diseases.

It’s not always easy to access counselling. The CDKL5 UK Counsellors provide a
safe, confidential relationship to work through difficult thoughts or feelings, and
explore new ways of approaching your difficulties. If think you will benefit from
the CDKL5 UK Counselling Service, please email raremindsCDKL5@uhbw.nhs.uk
who can provide you with the relevant information to access the service.
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CDKL5 UK IS A REGISTERED CHARITY IN ENGLAND AND WALES : 1207922

Disclaimer: We have made every effort to ensure that information in this publication is correct at the time
of going to print. We do not accept liability for any errors or omissions, and policy and practice may change.



