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The treatment landscape for Idiopathic

Hypersomnia is shifting fast, with Xywav

leading the charge and novel therapies

redefining wakefulness in clinical care.

AUSTIN, TX, UNITED STATES, June 23,

2025 /EINPresswire.com/ -- Rethinking

Wakefulness: The Evolving Therapeutic

Landscape of Idiopathic Hypersomnia

(IH)

Idiopathic Hypersomnia (IH), a chronic

and rare neurological disorder, is

increasingly gaining recognition in the

pharmaceutical industry. Characterized by persistent and unexplained excessive daytime

sleepiness (EDS), sleep inertia, and unrefreshing long naps, IH profoundly affects quality of life.

Its onset often occurs in adolescence or early adulthood, and patients frequently face years of

misdiagnosis or inadequate treatment.

Idiopathic Hypersomnia isn't

just about fatigue—it's

about reclaiming

functionality. The evolving

pipeline reflects a renewed

commitment to waking lives

trapped in excessive sleep.”

DataM Intelligence

Unmasking IH: More Than Just Tiredness

Despite patients sleeping extended hours, they wake

feeling disoriented, foggy, and unable to function. This

condition is often mistaken for narcolepsy or psychiatric

fatigue syndromes. With an estimated prevalence of just 1

to 2 per 10,000 individuals, IH remains underdiagnosed.

However, this is beginning to change, thanks to focused

research, patient advocacy, and evolving clinical

strategies.

Download PFD Sample Report: https://www.datamintelligence.com/strategic-

insights/ci/idiopathic-hypersomnia-ih

Xywav®: The First and Only FDA-Approved Drug for IH
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The major breakthrough came in August 2021, when Jazz Pharmaceuticals secured FDA approval

for Xywav®, making it the first disease-specific therapy for adults with IH. Xywav is a central

nervous system depressant formulated with calcium, magnesium, potassium, and sodium

oxybates, designed to reduce sodium exposure and improve safety over previous oxybate-based

treatments.

Its mechanism—modulation of GABA-B and GHB receptors—helps restore natural sleep cycles,

alleviate sleep inertia, and improve daytime alertness. Administered as an oral solution once or

twice per night, Xywav has become the cornerstone of IH management.

However, the need for patients to wake up during the night to take a second dose highlights the

need for more convenient and innovative solutions.

Emerging Pipeline Therapies: Innovation on the Horizon

Following Xywav’s success, the pipeline for IH therapies has expanded significantly. Several

companies are exploring next-generation treatments, each aiming to overcome Xywav’s

limitations and address remaining unmet needs:

-  Harmony Biosciences: Pitolisant, a histamine H3 receptor inverse agonist, though rejected by

the FDA in February 2025, is still used off-label in IH due to its wake-promoting properties. The

company may reattempt regulatory submission with updated data.

-  Avadel Pharmaceuticals: LUMRYZ, a once-nightly extended-release sodium oxybate in Phase III

trials, seeks to improve compliance by eliminating the need for middle-of-the-night redosing.

-  Alkermes (ALKS 2680) and Takeda (TAK-360): Both are advancing Orexin-2 receptor agonists

through late-stage clinical trials. These drugs represent a non-GABAergic class that could offer a

mechanistically distinct way to restore wakefulness, potentially with fewer side effects.

-  Zevra Therapeutics: Their candidate, Serdexmethylphenidate (KP1077), a prodrug of d-

methylphenidate, has shown promise in reducing EDS and cognitive impairment in Phase II

trials. It offers a stimulant-based, oral alternative with potentially lower abuse liability.

-  Centessa Pharmaceuticals: Their orexin agonist, ORX750, remains in early clinical development

but has shown promising results for restoring alertness through direct stimulation of the orexin

system.

Competitive Positioning: What Emerging Therapies Must Deliver

To challenge Xywav’s market leadership, pipeline drugs must go beyond efficacy and

safety—they need to align with real-world patient needs. The Target Opportunity Profile (TOP) for

future IH therapies includes several key benchmarks:

-  Efficacy: Candidates must at least match Xywav in improving excessive daytime sleepiness,

reducing sleep inertia, and enhancing functional outcomes. Rapid onset of effect and sustained

wakefulness throughout the day will be crucial.

-  Safety and Tolerability: While Xywav has improved the safety profile over high-sodium

predecessors, new therapies must aim to minimize CNS side effects, reduce potential for abuse,

and improve gastrointestinal or neuropsychiatric tolerability.

-  Mechanism of Action (MoA): Non-GABAergic approaches (e.g., orexin receptor agonists or



histamine antagonists) offer a unique differentiation. These novel MoAs could potentially reduce

sedation-related effects while providing targeted stimulation.

-  Route of Administration and Convenience: Oral, once-daily dosing or extended-release formats

are strongly preferred. Therapies that eliminate the need for waking during the night—unlike

Xywav’s split dosing—will offer a substantial patient convenience advantage.

-  Abuse Potential: Xywav is a Schedule III controlled substance. Compounds that carry lower

abuse risk (Schedule IV or unscheduled) will likely be favored by regulators, physicians, and

patients alike.

-  Onset and Duration of Action: Drugs with faster onset and longer duration without rebound

hypersomnia can improve daily performance and may reduce the need for polypharmacy.

-  Innovation Value: Beyond symptom control, emerging drugs that incorporate biomarker-based

personalization, long-term disease modification, or enhanced quality-of-life outcomes will set

new standards in IH management.

Outlook: A Wake-Up Call for Innovation

Jazz Pharmaceuticals has carved a path forward with Xywav, but the competitive environment is

accelerating. As companies race to innovate beyond current standards, they’re not just

developing drugs—they’re offering patients hope for reclaiming energy, clarity, and

productivity.

The next wave of IH therapies has the potential to deliver life-changing benefits. Whether it’s

once-daily oral options, safer stimulant alternatives, or orexin-based biological restoration, the

market is awakening to a new era of possibilities.
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