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Drugs e Hetlioz (tasimelteon)

Product(s): e Hetlioz LQ (tasimelteon)

FDA- Hetlioz Capsules

Approved e Treatment of Non-24-Hour Sleep-Wake Disorder (Non-24) in adults

Indication(s): | ® Treatment of nighttime sleep disturbances in Smith-Magenis Syndrome (SMS) in
patients 16 years of age and older

Hetlioz LQ Oral Suspension
e Treatment of nighttime sleep disturbances in SMS in pediatric patients 3 years to
15 years of age

Background: | ¢ Hetlioz is a melatonin agonist acting at the MT1 and MTz receptors. The precise
mechanism in which it exerts its effect is unknown. The MT1 and MTzreceptors
are believed to be involved in the promotion of sleep and the maintenance of the
normal circadian rhythm (shift between day and night).

e Non-24 is a disorder that affects the normal 24-hour synchronization of circadian
rhythms. In mammals, circadian rhythms are generated by the suprachiasmatic
nuclei (SCN) in the hypothalamus with the day-night cycle as the primary
environmental time cue that synchronizes the circadian system to the 24-hour
day. People with Non-24 have circadian rhythms that are not synchronized with
the 24-hour day-night cycle. In totally blind patients, this occurs because of a
failure of light to reach the SCN.

e Generic Hetlioz capsules are only indicated for the treatment of Non-24 in adults.

e All patients in the Hetlioz Non-24 clinical trials were totally blind.

e The 2015 Clinical Practice Guideline for the Treatment of Intrinsic Circadian
Rhythm Sleep-Wake Disorders: Advanced Sleep-Wake Phase Disorder
(ASWPD), Delayed Sleep-Wake Phase Disorder, Non-24-Hour Sleep-Wake
Rhythm Disorder (N24SWD), and Irregular Sleep-Wake Rhythm Disorder
(ISWRD) Update for 2025 suggests that clinicians use strategically timed
melatonin for the treatment on non-24 hour sleep wake disorder in blind adults.




e SMSis arare, genetic, neurodevelopmental disorder characterized by cognitive
impairment of variable severity, behavioral abnormalities, and sleep disturbance.
Most patients with SMS have a deletion of genetic material in each cell from a
specific region of chromosome 17. The sleep disturbance that occurs in affected
individuals is a chronic life-long problem. These sleep abnormalities are
associated with an inverted circadian rhythm of melatonin. In individuals with an
inverted circadian rhythm, the rising and falling of melatonin levels is reversed
(daytime highs).

e The diagnosis of SMS is confirmed when deletion 17p11.2 (cytogenetic analysis
or microarray) or RAI1 gene mutation is identified.

e AnICD-10 code of Q93.88 (other microdeletions) may apply to SMS, however
the prescriber must confirm the patient has SMS.

e Hetlioz capsules and Hetlioz LQ oral suspension are not substitutable.

e Prescribing considerations:

o Avoid use with strong CYP1A2 inhibitors (e.g. fluvoxamine) and strong
CYP3A4 inducers (e.g. rifampin).

o Hetlioz can impair the performance of activities requiring complete mental
alertness, patients should limit their activity to prepare for going to bed after
taking Hetlioz.

Approval Criteria

I. Initial Authorization

A. Hetlioz Capsules
1. Non-24-Hour Sleep-Wake Disorder (Non-24)
When a benefit, coverage of Hetlioz capsules (tasimelteon) may be approved when all of the
following criteria are met (a. through f.):
a. The member is 18 years of age or older.
b. The member has a diagnosis of Non-24 Hour Sleep-Wake Disorder (ICD-10: G47.24).
c. The member meets all of the following diagnostic criteria for Non-24 Hour Sleep-Wake

Disorder (i. through iv.):

i. A history of insomnia, excessive daytime sleepiness, or both alternating with
asymptomatic episodes.

ii. Symptoms persisting for at least 3 months.

iii. Daily sleep logs of at least 14 days that demonstrate a sleep/wake pattern that delays
each day.

iv. The sleep disturbance is not better explained by another current sleep disorder,
medical or neurological disorder, mental disorder, medication use, or substance
abuse disorder.

d. The member is totally blind and has no light perception.

e. The member has experienced therapeutic failure, contraindication or intolerance to
melatonin.

f. If the request is for brand Hetlioz, the member has experienced therapeutic failure or
intolerance to generic tasimelteon.

2. Nighttime Sleep Disturbances in SMS

When a benefit, coverage of Hetlioz capsules may be approved when all of the following

criteria are met (a., b., and c.):

a. The member is 16 years of age and older.

b. The member has a diagnosis of Smith-Magenis Syndrome (no ICD-10 code) confirmed
by one (1) of the following (i. or ii.):
i. deletion of chromosome 17p11.2
ii. variantin the RAI1 gene



Cc. The member is experiencing nighttime sleep disturbances which includes difficulty falling
asleep, shortened sleep cycles, inability to enter REM sleep, or frequent awaking during
the night and early in the morning.

B. Hetlioz LQ Oral Suspension
1. Nighttime Sleep Disturbances in SMS

When a benefit, coverage of Hetlioz LQ Oral Suspension may be approved when all of the

following criteria are met (a., b., and c.):

a. The member is 3 to 15 years of age.

b. The member has a diagnosis of Smith-Magenis Syndrome (no ICD-10 code) confirmed
by one (1) of the following (i. or ii.):
i. deletion of chromosome 17p11.2
ii. variantin the RAI1 gene

c. The member is experiencing nighttime sleep disturbances which includes difficulty falling
asleep, shortened sleep cycles, inability to enter REM sleep, or frequent awaking during
the night and early in the morning.

Il. Reauthorization

A. Hetlioz Capsules
1. Non-24 Hour Sleep-Wake Disorder (Non-24)
When a benefit, reauthorization of Hetlioz capsules (tasimelteon) may be approved when all
of the following criteria are met (a. and b.):
a. One (1) of the following criteria is met (i. or ii.):
i. The prescriber attests that the member has experienced an increase in total
nighttime sleep time.
ii. The prescriber attests that the member has experienced a decrease in daytime nap
duration.
b. If the request is for brand Hetlioz, the member has experienced therapeutic failure or
intolerance to generic tasimelteon.

2. Nighttime Sleep Disturbances in SMS
When a benefit, reauthorization of Hetlioz capsules may be approved when the following
criterion is met (a.):
a. One (1) of the following criteria is met (i. or ii.):
i. The prescriber attests that the member has experienced an increase in total
nighttime sleep time.
ii. The prescriber attests that the member has experienced an increase in sleep quality.

B. Hetlioz LQ Oral Suspension
1. Nighttime Sleep Disturbances in SMS
When a benefit, reauthorization of Hetlioz LQ oral suspension may be approved when all of
the following criteria are met (a. and b.):
a. The member is between 3 and 15 years of age.
b. The member meets one (1) of the following criteria (i. or ii.):
i. The prescriber attests that the member has experienced an increase in total
nighttime sleep time.
ii. The prescriber attests that the member has experienced an increase in sleep quality.

lll. An exception to some or all of the criteria above may be granted for select members and/or
circumstances based on state and/or federal regulations.

Limitations of Coverage




I. Hetlioz should not be used for sighted individuals with Non-24 as they may be treated with timed light
therapy.

II. Hetlioz should not be initiated in blind individuals without Non-24.

lll. Coverage of drug(s) addressed in this policy for disease states outside of the FDA-approved
indications should be denied based on the lack of clinical data to support effectiveness and safety in
other conditions unless otherwise noted in the approval criteria.

IV. For Commercial or HCR members with a closed formulary, a non-formulary product will only be
approved if the member meets the criteria for a formulary exception in addition to the criteria
outlined within this policy.

| Authorization Duration

e Commercial and HCR Plans: If approved, up to a 12 month authorization may be granted.

| Automatic Approval Criteria

None
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Pharmacy policies do not constitute medical advice, nor are they intended to govern physicians' prescribing or the practice of medicine. They
are intended to reflect the plan's coverage and reimbursement guidelines. Coverage may vary for individual members, based on the terms of
the benefit contract.

The plan retains the right to review and update its pharmacy policy at its sole discretion. These guidelines are the proprietary information of
the plan. Any sale, copying or dissemination of the pharmacy policies is prohibited; however, limited copying of pharmacy policies is
permitted for individual use.



