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The COVID-19 pandemic has not only raised challenges and barriers to the effective diagnosis and
management of epilepsy, but also highlighted the need for appropriate support for people with epilepsy
and their caregivers. Here we discuss the key unmet medical needs that still exist for people with severe
epilepsy, how recent clinical trial findings and therapeutic developments help to address these unmet
needs, and the impact of the COVID-19 pandemic on diagnostic, therapeutic and coping strategies.

Key unmet medical needs for people with epilepsy

‘One of the most important factors for a good prognosis in epilepsy is an early diagnosis and
appropriate treatment’. - Patricia Smeyers

In epilepsy, particularly in childhood-onset epilepsies, early diagnosis, treatment and monitoring are
essential as delays can result in poorer seizure outcomes. An accurate determination of epilepsy type

is also critical for prognostication and treatment selection.? Diagnosis can sometimes be challenging as
there is considerable overlap between different seizure types: many focal seizures may lack lateralising
features; more than half of people with what look to be generalised epilepsy can have a focal syndrome;
three-quarters of people with focal epilepsy are amnestic for some seizures; and over half of people with
epilepsy do not have an aura preceding their seizures.? In recognition of this, the International League
Against Epilepsy revised its definitions of epilepsy in 2014 to encourage prompt diagnosis and treatment,?
and further expanded the classification of seizure and epilepsy types in 2017 to include aetiologies, which
may aid treatment selection (Figure 1).4* Despite this improved diagnostic framework and the availability
of a wide variety of anti-seizure medications, it is estimated that 30—-40% of all people with epilepsy still
fail to respond to treatment.® Certain paediatric conditions are particularly refractory to anti-seizure
medications, including epileptic encephalopathies such as West's syndrome, Dravet's syndrome,

fouch
NEUROLOGY®

1 TOUCH MEDICAL MEDIA



Insight

gtouch

Figure 1: ILAE frameworks for the classification of epilepsies and seizures*®
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Lennox—Gastaut's syndrome, Ohtahara syndrome and early myoclonic encephalopathy.’” This highlights the
clear unmet medical need that still exists for some people with epilepsy.

Recently, new treatments have been developed that may address these unmet medical needs:
cannabidiol and fenfluramine. Cannabidiol belongs to a novel class of epilepsy therapies, the
cannabinoids, which can reduce neuronal hyper-excitability by modulating intracellular calcium and
adenosine-mediated signalling.® In four randomised, double-blind, placebo-controlled clinical trials,
cannabidiol (20 mg/kg/day) plus clobazam was shown to reduce seizures by 31-43% versus placebo in
people with Dravet's syndrome, and 46—-54% versus placebo in people with Lennox—Gastaut's syndrome.®
As a result, cannabidiol is currently indicated as adjunctive therapy (with clobazam in the European Union)
for seizures associated with Lennox—Gastaut's syndrome or Dravet's syndrome in people 2 years of age
or over.® Fenfluramine is a serotonin agonist indicated to treat seizures in people with Dravet's syndrome
(as add-on therapy in the European Union).#" In two randomised, double-blind, placebo-controlled trials,
fenfluramine (0.2-0.7 mg/kg/day added to 1-4 existing anti-seizure medications) was shown to reduce
convulsive seizures by 32-70% versus placebo.”

The impact of COVID-19 on people with epilepsy
‘The first months of the [COVID-19] pandemic changed the entire healthcare world'. - Pasquale Striano

In addition to the current unmet medical needs for people with severe epilepsy, the COVID-19 pandemic
has raised new challenges and barriers to the effective diagnosis and management of the condition.
While there is no direct evidence that COVID-19 can directly trigger a seizure, it is known that infection,
fever (especially in children) and sleep deprivation can be triggers.”? Indirect factors, such as increased
stress, reduced physical activity and isolation, may also impact the health of people with epilepsy.*™
Psychological stress is a known factor that induces seizures in people with epilepsy. The COVID-19
pandemic can increase psychological stress in a variety of ways, including fear, worry, sadness and
frustration (e.g. about health, financial situations, jobs, loved ones); changes in sleeping patterns; changes
in appetite, energy, desires and interests; worsening of chronic health or mental health conditions
(depression, anxiety); or increased use of tobacco, alcohol or other substances.*®” People with epilepsy
are also known to have low levels of physical activity, which can negatively affect their physical and
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mental health.® In addition, periods of social isolation and quarantine during the COVID-19 pandemic

are likely to increase sedentary behaviours and reduce physical activity.® As such, coping strategies to
maintain psychological and physical fitness during the pandemic would seem key aspects of epilepsy
management. They could consist of light, regular, home-based physical exercise guided by health experts;
meditative techniques; emotional support and counselling; a healthy, well-balanced nutritious diet; regular
sleep; and spiritual/religious pursuits dependent on the preference of the individual.#”

The pandemic has also raised barriers against the effective diagnosis and management of epilepsy, with
social distancing and self-isolation measures introducing several limitations. Some of these, highlighted

by experts, include fewer physical examinations and face-to-face appointments, a reduction in the level

of direct support for people with epilepsy (potentially increasing the risk of seizures), and fear and anxiety
towards travel, making people reluctant to attend necessary hospital or physician appointments or even
to collect prescriptions for anti-seizure medications (personal communication; Pasquale Striano). To
overcome these barriers, service users and physicians have had to adapt their practices, such as utilising
telemedicine to conduct remote appointments or assessments;® providing increased education on the
signs and symptoms of an individual's condition to promote self-monitoring; and online services for advice

and prescription deliveries.”?

Ssummary

‘This [treating epilepsy] is a dynamic process, and we should never give up’. — Josemir W Sander

Overall, while unmet needs and challenges in diagnosing and treating severe epilepsies still exist, especially
during the COVID-19 pandemic, promising new treatment options and new methods of diagnosis and
disease monitoring provide us with strategies for meeting these needs and improving the lives of people

with severe epilepsy.
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