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INSTRUCTIONS FOR USE

The following Coverage Policy applies to health benefit plans administered by Cigna Companies. Certain Cigna Companies and/or lines of
business only provide utilization review services to clients and do not make coverage determinations. References to standard benefit plan
language and coverage determinations do not apply to those clients. Coverage Policies are intended to provide guidance in interpreting
certain standard benefit plans administered by Cigna Companies. Please note, the terms of a customer’s particular benefit plan document
[Group Service Agreement, Evidence of Coverage, Certificate of Coverage, Summary Plan Description (SPD) or similar plan document] may
differ significantly from the standard benefit plans upon which these Coverage Policies are based. For example, a customer’s benefit plan
document may contain a specific exclusion related to a topic addressed in a Coverage Policy. In the event of a conflict, a customer’s benefit
plan document always supersedes the information in the Coverage Policies. In the absence of a controlling federal or state coverage
mandate, benefits are ultimately determined by the terms of the applicable benefit plan document. Coverage determinations in each specific
instance require consideration of 1) the terms of the applicable benefit plan document in effect on the date of service; 2) any applicable
laws/regulations; 3) any relevant collateral source materials including Coverage Policies and; 4) the specific facts of the particular

situation. Coverage Policies relate exclusively to the administration of health benefit plans. Coverage Policies are not recommendations for
treatment and should never be used as treatment guidelines. In certain markets, delegated vendor guidelines may be used to support
medical necessity and other coverage determinations.

National Formulary Medical Necessit

Drugs Affected
e Austedo® (deutetrabenazine tablets)

¢ Ingrezza® (valbenazine capsules)
e Xenazine® (tetrabenazine tablets — generic)

This Drug Quantity Management program has been developed to promote dose consolidation, prevent
stockpiling and waste, and address the potential order entry error of the vesicular monoamine transporter type 2
inhibitors. If the Drug Quantity Management rule is not met for the requested medication at the point of service,
coverage will be determined by the Criteria below. All approvals are provided for 1 year in duration, unless
otherwise noted below.

Page 1 of 4
Cigna National Formulary Coverage Policy: DQM Per Rx Vesicular Monoamine Transporter Type 2 (VMAT2) Inhibitors



Drug Quantity Limits

Product Strength and Form Retail Home Delivery
Maximum Quantity Maximum
per Rx Quantity per Rx
Austedo® 6 mg tablets 60 tablets 180 tablets
(deutetrabenazine tablets)’ 9 mg tablets 120 tablets 360 tablets
12 mg tablets 120 tablets 360 tablets
Ingrezza® 40 mg capsules 30 capsules 90 capsules
(valbenazine capsules)* 60 mg capsules 30 capsules 90 capsules
80 capsules 30 capsules 90 capsules
Initiation Blister Pack (7 x 40 mg 28 capsules 28 capsules
capsules + 21 x 80 mg capsules)
Xenazine® 12.5 mg tablets 120 tablets 360 tablets
(tetrabenazine tablets, 25 mg tablets 60 tablets 180 tablets
generic)f

" This is a quantity sufficient for a 30-day supply at the recommended dosing; ¥ This quantity will supply enough medication for
a 30-day supply for the 40 mg, 60 mg or 80 mg capsules. For the titration pack, it will supply a quantity sufficient to initiate
therapy according to the recommended titration schedule for 28 days; T This is a quantity sufficient to supply enough medication
for a 30-day supply for daily doses of < 50 mg. Exceptions are made for individuals receiving doses between > 50 mg and <
100 mg.

Criteria
Cigna covers quantities as medically necessary when the following criteria are met:

Austedo
No overrides recommended.

Tetrabenzine (Xenazine, generic) 12.5 mq tablets

1. Ifthe individual is an extensive or intermediate metabolizer of cytochrome P450 (CYP)2D6 AND needs a
dose greater than 50 mg/day, approve the quantity requested not to exceed 240 tablets per dispensing at
retail and not to exceed 720 tablets per dispensing at home delivery.

Tetrabenzine (Xenazine, generic) 25 mq tablets

1. If the individual is an extensive or intermediate metabolizer of cytochrome P450 (CYP)2D6 AND needs a
dose greater than 50 mg/day, approve the quantity requested not to exceed 120 tablets per dispensing at
retail and not to exceed 360 tablets per dispensing at home delivery.

Ingrezza 40 mg capsules
1. If the individual is initiating therapy and is increasing the daily dose from 40 mg to 80 mg daily. Approve a
one-time override for the requested quantity not to exceed 60 capsules at retail and home delivery.

Ingrezza 60 mg, 80 mg capsules
No overrides recommended.

Ingrezza Initiation Pack (7 x 40 mg — 7 capsules, 21 x 80 mg — 21 capsules)
No overrides recommended.

Conditions Not Covered

Any other exception is considered not medically necessary.
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Background

Austedo, Ingrezza, and tetrabenazine tablets are vesicular monoamine transporter type 2 inhibitors.-3

Austedo is indicated in adults with:!
e Chorea associated with Huntington’s disease.
o Tardive dyskinesia.

Ingrezza is indicated for the treatment of tardive dyskinesia in adults.?
Tetrabenazine, is indicated for the treatment of chorea associated with Huntington’s disease in adults.3

Dosing

Austedo

The recommended starting dose of Austedo is 12 mg/day (6 mg twice daily [BID])." The dose may be increased
at weekly intervals in increments of 6 mg/day, based on reduction of chorea or tardive dyskinesia and tolerability,
up to a maximum 48 mg/day. Total daily dosages of = 12 mg should be administered in two divided doses. In
patients switching from tetrabenazine to Austedo, the starting dose is based on the patient’s prior tetrabenazine
dose ranging from 6 mg once daily (QD) to 24 mg BID. Doses are adjusted on a weekly basis."

In patients who are poor cytochrome P450 (CYP)2D6 metabolizers or receiving strong CYP2D6 inhibitors (e.g.,
paroxetine, fluoxetine), the total daily dosage of Austedo should not exceed 36 mg (maximum 18 mg BID)."

Ingrezza
The recommended starting dose of Ingrezza is 40 mg QD and may be increased to 80 mg/day after 1 week.? A

dose of 40 mg or 60 mg QD may be considered depending on response and tolerability. The recommended
dose for patients with moderate or severe hepatic impairment (Child-Pugh score 7 to 15) is 40 mg QD. The dose
of Ingrezza should be reduced to 40 mg QD in the following patient populations: CYP2D6 poor metabolizers,
patients receiving CYP3A4 inhibitors, or patients receiving strong CYP2D6 inhibitors.

Tetrabenazine tablets (Xenazine, generic)

The starting dose is 12.5 mg QD in the morning.2 After 1 week, the dose can be increased to 25 mg/day (given
as 12.5 mg BID) and up-titrated at weekly intervals by 12.5 mg daily, to allow the identification of a tolerated
dose that reduces chorea. If a dose of 37.5 mg/day to 50 mg/day is needed, it should be given in a three times a
day (TID) regimen. The maximum recommended single dose is 25 mg.

Patients who require a dose > 50 mg/day should first be tested and genotyped to determine if they are poor
metabolizers or extensive metabolizers by their ability to express the drug metabolizing enzyme, CYP2D6.2
Patients who are identified as extensive or intermediate metabolizers of CYP2D6, who need doses > 50 mg/day,
should be up-titrated at weekly intervals by 12.5 mg/day, to allow the identification of a tolerated dose that
reduces chorea. Doses > 50 mg/day should be given in a TID regimen. The maximum recommended daily dose
is 100 mg and the maximum recommended single dose is 37.5 mg. In poor metabolizers, the initial dose and
titration is similar to extensive metabolizers except that the recommended maximum single dose is 25 mg, and
the recommended daily dose should not exceed a maximum of 50 mg/day. The total dose of tetrabenazine
should not exceed 50 mg/day (and single dose should not exceed 25 mg) when used with strong CYP2D6
inhibitors such as quinidine or antidepressants (e.g., fluoxetine, paroxetine).

Availability
Austedo is available as 6 mg, 9 mg, and 12 mg tablets in bottles containing 60 tablets.! Tablets should not be
chewed, crushed or split.

Ingrezza is available as 40 mg, 60 mg and 80 mg capsules in bottles containing 30 capsules.? Ingrezza is also
available as a an initiation blister pack containing 28 capsules (7 x 40 mg capsules and 21 x 80 mg capsules).

Tetrabenazine is available as 12.5 mg and 25 mg tablets in bottles containing 112 tablets.3
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Type of Summary of Changes Approval Date
Revision
Annual Policy was updated to include the existing quantity limits when the product is 10/12/2022
Revision obtained via home delivery.

Ingrezza Initiation Package: Quantity limit for home delivery was changed to 28
capsules, previously 84 capsules.

“Cigna Companies” refers to operating subsidiaries of Cigna Corporation. All products and services are provided exclusively by or through
such operating subsidiaries, including Cigna Health and Life Insurance Company, Connecticut General Life Insurance Company, Evernorth
Behavioral Health, Inc., Cigna Health Management, Inc. and HMO or service company subsidiaries of Cigna Health Corporation. The Cigna
name, logo, and other Cigna marks are owned by Cigna Intellectual Property, Inc. © 2023 Cigna.
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