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Background
First identified in 2004 as a distinct clinical monogenic disorder, CDKL5 (cyclin-
dependent kinase-like 5) Deficiency Disorder (CDD) is a rare, pediatric,
neurodevelopmental disorder caused by X-linked mutations in the CDKL5 gene
and a deficiency of functional CDKL5 protein. Recent preclinical experiments
using enzyme replacement or gene therapies have shown promising results
and could be the future of drug development in CDD. A pre-competitive
collaboration has been created aiming at harmonizing the clinical endpoint
selection for potential efficacy trials in CDD.

Objectives
To design robust efficacy trials in CDD, we are conducting a global, longitudinal
observational, non-drug study, in patients with CDD: the CANDID study
(ClinicalTrials.gov identifier: NCT05373719).

The aim of this study is to identify the best motor, cognitive and behavioral
outcome measures in assessing their suitability. Here, we present baseline
data from the enrolled participants.

Conclusions
 CANDID study fully recruited and now collecting 3 years of prospective data.
 We identified the most suitable clinical sites for future clinical trials in CDD patients.
 90% of our participants are below 18, and baseline characteristics are consistent with

previous publications.
 Baseline data from the CANDID study demonstrated the feasibility and suitability of the

Vineland 3 interview form, or the Bayley 4 for the assessment of adaptive function and
neurodevelopment in future clinical trials with CDD patients. The GMFM revealed some
operational and scoring weaknesses as a potential CDD endpoint.

Disclosure: CANDID pre-competitive consortium, co-funded by Amicus, Biogen, Elaaj Bio, Marinus, PTC, UCB, Ultragenyx.
OPEN to new members

Methods
 This study is a multi-centre (22), multi-country (USA, Canada, France, Spain,

Italy, Germany, UAE), longitudinal study.

 Study population:
• 100 individuals, diagnosis of CDD with pathogenic or likely

pathogenic CDKL5 variants.
• Of both genders, from birth to 55 years.

 Assessment:

Study Design
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 Only 3 domains «at floor» (Written/Domestic/Community).

 Improvement of scores over age, especially for the motor function.

Demographics

Seizures

Co-occurring Conditions

* Includes clonic bilateral, tonic bilateral, generalized tonic-clonic

 8% are male participants; the oldest patient is 28y; the
median first seizure onset is 1.5 months, and the mean
number of AED was 2.1 at enrollment.

 6 participants were seizure free for several years. The
most frequent seizures were infantile spasms before the
age of 3 (42%) and motor seizures in other age groups.
83% had more than 16 seizures per 28 days.

 No relevant differences in the total score between the different age groups (51-64%)
suggesting a similar impact on global quality of life across the age groups. The lowest scores
were recorded for the “independence” domain.

Type Frequency 
(%)

CNS
Muscle tone abnormality
Coordination disturbances/dyskinesia
Speech abnormalities

40
16
10

Gastro-
intestinal 
disorders

Atonic and hypomotility
Gastrointestinal signs and symptoms
Nausea and vomiting

61
15
5

Psychiatrics
Sleep disorder
Stereotypies
Pervasive developmental disorder

42
21
7

CNS, gastrointestinal and psychiatric
disorders were the top 3 most frequently
high-level impairments recorded.

 Aside seizures and intellectual
disability which are core symptoms of the
disease, muscle tone abnormalities,
Atonic / hypomotility and sleep disorders
were the most frequently reported.
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