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KCNQ2-related epilepsy is a common
neonatal-onset epilepsy syndrome

KCNQ2-related epilepsy was described
in 1998 and is not a new disorder.

Caused by variants in the KCNQ2 gene,
encoding a neuronal potassium channel
subunit.

Occurs with an estimated incidence of 1
in 17,000 live births.

One of the most common genetic
epilepsy syndromes in childhood,
among the top 3 genetic diagnosis in
epilepsy, and the most frequent cause of
seizures of genetic origin presenting
within the first month of life.
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A unique and clearly defined disorder

- KCNQ2-related epilepsy has a distinctive pathophysiology that
manifest in a characteristic clinical course:

« Early-onset epilepsy (most frequent cause in the first month of life)
« Variable degrees of initial drug-refractoriness that later diminishes

* Moderate to profound developmental delay that persist even when
seizure freedom is achieved

 EEG abnormalities, which progress from a burst suppression pattern to
multifocal epileptiform activity and to slow EEG background

* Presents with a range of severities. Recognized by ILAE as a
severe KCNQ2 developmental and epileptic encephalopathy
(KCNQ2-DEE) and self-limited (familial) neonatal epilepsy (SeLNE)
(Zuberi et al., 2022).

| This profile differentiates it from other infantile-onset epilepsies |
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Separate medical entity and diagnosis

KCNQ2-related epilepsy is regarded as a separate medical entity and
diagnosis by clinicians, the patient community and drug development
purposes:

Although missing an ICD-10-CM code, it is included in several medical
classifications such as the NIH Genetic and Rare Diseases Information Center
(GARD 13060) and European Orphanet classification for rare disease
nomenclature (ORPHA:439218).

The ILAE recently recognized KCNQ2-related epilepsy as part of the classification
and definition of epilepsy syndromes with onset in neonates and infants.

FDA has granted Orphan Drug Designation, Fast-Track Designation and Rare
Pediatric Disease Designation to two different treatments in development for
KCNQ2-related epilepsy.

FDA has authorized a pivotal clinical trial (NCT04639310, ongoing) that will lead
to a potential marketing authorization indicated for patients with KCNQ2-related

epilepsy.

Having an ICD-10-CM code will facilitate patient access to these
treatments after eventual approval
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Unique medical needs

Patients with KCNQ2-related epilepsy have unique medical needs
that differ dramatically from other epilepsy syndromes and
therefore not captured by current epilepsy (G40) codes:

Relative unresponsiveness to the first line medications most often used
in other forms of neonatal-onset epilepsy (phenobarbital, benzodiazepines,
levetiracetam).

Partial favorable response to epilepsy drugs acting on sodium channels,
which are otherwise little-used in the Neonatal Intensive Care Unit,
and are contraindicated for other epilepsies like Dravet syndrome.

Unique evolution of epilepsy in this disorder, characterized by very
early-onset followed by seizure remission with persistent developmental
impairments, unlike most infantile-onset epilepsies.

Unlike other epilepsy syndromes, patients with KCNQ2-related epilepsy
also require multidisciplinary management of their developmental and
communication comorbidities that is uniquely tailored to the disorder.



Why an ICD-10-CM code is needed now

* Currently impossible to use ICD-10-CM codes to specify the patient’s actual
diagnosis (KCNQ2-related epilepsy) and the relevant gene (KCNQ2), which
makes tracking difficult.

» Having a unique code will enhance adoption of recommended treatments.

» Current need to use multiple and varying codes for associated conditions leads
to inconsistent tracking across visits, and having a unique code will enhance
tracking for clinical care and research studies.

« Importantly, with an ongoing Phase 3 clinical trial indicated for patients with
KCNQ2-related epilepsy, approving a specific ICD-10-CM code now is critical
for patient access to potential near-future treatments.

Having a unique ICD-10-CM code will directly help KCNQ2-related epilepsy
patients, enabling easier access to various services and treatments
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