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Narcolepsy, a chronic neurological disorder, presents a significant challenge for patients due to its hallmark 

symptoms of excessive daytime sleepiness (EDS) and cataplexy. These episodes, often triggered by stress, sleep 

disturbances, pregnancy, or trauma, severely impact quality of life.1,2,3 While existing treatments like modafinil 

offer some relief for EDS, their long-term safety and efficacy data remain limited.1,2 The development of 

Orzeyful, an orexin receptor 2 agonist, represents a targeted approach to this condition, aiming to address the 

underlying pathophysiology of narcolepsy type 1.3

K E Y  TA K E AWAY S

º The Pivot: Orzeyful, an orexin receptor 2 agonist, directly targets the hypocretin system, offering a 

pathophysiologic approach to narcolepsy type 1, unlike traditional stimulants.

º The Data: Orzeyful significantly improved wakefulness and reduced cataplexy, addressing both primary 

symptoms of narcolepsy.

º The Action: Clinicians should consider orexin receptor 2 agonists as a potential new class of therapy for 

narcolepsy, particularly for patients with type 1 who have hypocretin deficiency.

Narcolepsy type 1 is characterized by a loss of orexin (hypocretin) neurons in the hypothalamus, leading to the 

dysregulation of sleep-wake cycles. This deficiency manifests as debilitating excessive daytime sleepiness and sudden, 

transient episodes of muscle weakness known as cataplexy. Current treatments often focus on symptom management, 

with agents like modafinil being a preferred choice for EDS.1,3 But modafinil, while effective for wakefulness, does not 

directly address the orexin deficiency or consistently mitigate cataplexy.1

Orzeyful, as an orexin receptor 2 agonist, directly engages the very system implicated in narcolepsy type 1. This 

mechanism of action aims to restore the signaling pathways that regulate wakefulness and inhibit REM sleep phenomena, 

which are thought to contribute to cataplexy.3 The DUET study, though primarily focused on low-sodium oxybate 

in idiopathic hypersomnia, provides a comparative context for understanding the broader market of sleep disorder 

treatments, highlighting the need for targeted therapies in narcolepsy.2

Targeting the Orexin System
The development of orexin receptor 2 agonists like Orzeyful stems from a deeper understanding of narcolepsy's 

pathophysiology. Orexin neurons play a critical role in maintaining wakefulness and suppressing REM sleep. In 

narcolepsy type 1, the destruction of these neurons leads to a profound deficiency in orexin signaling.3 By selectively 

activating orexin receptor 2, Orzeyful aims to mimic the natural function of orexin, thereby stabilizing wakefulness and 

reducing the intrusion of REM sleep components into wakefulness, which is a key driver of cataplexy. This targeted 

approach represents a significant departure from older, less specific stimulants.3
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Modafinil, for example, primarily acts as a wake-promoting agent, but its exact mechanism is not fully understood. It 

is believed to increase dopamine levels in the brain, but it does not directly interact with the orexin system.1 While 

modafinil improves quality of life for many patients with EDS, its long-term safety and efficacy data remain limited, 

prompting the search for more specific and durable treatments.1 The focus on orexin receptor 2 agonists offers a more 

precise intervention for the core deficit in narcolepsy type 1.3

Clinical Efficacy and Safety Profile
Orzeyful demonstrated significant improvements in both wakefulness and the reduction of cataplexy. Patients receiving 

Orzeyful reported a marked decrease in the frequency of cataplectic attacks and an increase in objective measures of 

wakefulness. This dual benefit is particularly important, as many existing therapies address only one of these primary 

symptoms. The ability to manage both EDS and cataplexy with a single agent could simplify treatment regimens and 

improve patient adherence.3

The safety profile of Orzeyful appears favorable, with common adverse events being generally mild to moderate. These 

included headache, nausea, and insomnia, which are often manageable with dose adjustments or supportive care. No 

unexpected serious adverse events emerged during the trials. This safety profile is important for a chronic condition 

like narcolepsy, where patients require long-term treatment. The tolerability of a new agent is a key factor in its clinical 

utility, especially when considering the potential for polypharmacy in this patient population.3

Comparing Orzeyful to existing treatments, low-sodium oxybate has shown effectiveness in reducing both EDS and 

cataplexy, as seen in studies like DUET for idiopathic hypersomnia.2 But oxybate requires careful titration and has a 

unique dosing schedule, often requiring two nightly doses. Modafinil, while effective for EDS, does not reliably reduce 

cataplexy.1 Orzeyful's direct targeting of the orexin system offers a distinct advantage, particularly for patients with 

narcolepsy type 1, who have a clear pathophysiological deficit in this pathway. For clinicians seeking to understand the 

broader neurological guidelines, our coverage on dopamine agonists in Parkinson's highlights how targeted mechanisms 

are evolving across neurological disorders.

The Unmet Need in Narcolepsy Management
Despite available treatments, a significant unmet need persists in narcolepsy management. Many patients continue to 

experience residual symptoms, and the long-term impact of current therapies on disease progression or overall quality 

of life is not fully understood. The chronic nature of narcolepsy necessitates treatments that are not only effective but 

also sustainable and well-tolerated over many years.1,2 The development of Orzeyful addresses this gap by offering a 

therapy that targets the root cause of narcolepsy type 1, potentially providing more comprehensive and lasting relief.3

The open-label design of some early studies is an obvious caveat, as it can introduce bias. Future trials will need 

to confirm these findings in larger, placebo-controlled, double-blind settings to solidify the evidence base. Still, the 

mechanistic rationale for Orzeyful is strong, given the established role of orexin deficiency in narcolepsy type 1. The 

clinical improvements observed in wakefulness and cataplexy are directly aligned with the expected effects of restoring 

orexin signaling. For a quick reference on neurological conditions, the Oxford Handbook of Neurology can be a valuable 

resource for busy practitioners.

The trial was not powered to detect differences in specific genetic subgroups, and that gap matters for understanding 

personalized treatment approaches. Narcolepsy is a heterogeneous disorder, and while orexin deficiency is central to 
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type 1, other factors may contribute to symptom severity or treatment response. Future research should explore how 

genetic variations or other biomarkers might predict response to orexin receptor agonists. This will help refine patient 

selection and optimize treatment outcomes, moving towards a more precision medicine approach in narcolepsy.

CLINICAL IMPLICATIONS

The introduction of Orzeyful, an orexin receptor 2 agonist, marks a significant shift in how we approach 

narcolepsy type 1. For too long, treatment has relied on symptomatic relief, often with agents that carry 

their own set of long-term concerns. Targeting the fundamental orexin deficiency offers a more rational and 

potentially more effective strategy.

Clinicians managing patients with narcolepsy type 1 now have a therapy that directly addresses both excessive 

daytime sleepiness and cataplexy through a pathophysiological mechanism. This could reduce the need for 

multiple medications, simplifying complex regimens and potentially improving adherence. It is a welcome 

addition to a therapeutic landscape that has seen incremental rather than foundational progress.

The industry will undoubtedly focus on the long-term safety and comparative effectiveness against established 

treatments like low-sodium oxybate. But the promise of a targeted therapy for a chronic, debilitating condition 

is clear. Patients, particularly those who have struggled with suboptimal control on existing agents, may find 

substantial relief with this new class of drug.

The next step involves understanding its precise role in the treatment algorithm, especially for patients with 

narcolepsy type 2 or those with idiopathic hypersomnia where orexin deficiency is not the primary driver. The 

field needs more data on long-term outcomes and comparative trials to fully delineate its place in practice.
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