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Drugs e Livmarli (maralixibat)
Product(s):
FDA- e Treatment of cholestatic pruritus in patients 3 months of age or older with Alagille
Approved syndrome (ALGS).

Indication(s): | ®

Treatment of cholestatic pruritus in patients 12 months of age and older with
progressive familial intrahepatic cholestasis (PFIC).
o Limitations of Use: Livmarli is not recommended in a subgroup of PFIC
type 2 patients with specific ABCB11 variants resulting in nonfunctional
or complete absence of bile salt export pump (BSEP) protein.

Background: | e

Livmarli (maralixibat) is a self-administered, oral ileal bile acid transporter (IBAT).
Alagille syndrome (ALGS) is a rare, autosomal dominant multisystem disorder
associated with disrupted Notch signaling, which leads to the abnormal
development of the intrahepatic bile ducts. The predominating liver-related
clinical features of ALGS are chronic cholestasis, jaundice, and cirrhosis with
symptoms typically developing around 3 months of life.

Progressive familial intrahepatic cholestasis (PFIC) is a disorder that causes
progressive liver disease and liver failure. In PFIC, the ability of liver cells to
secrete bhile is impaired, causing an excess of hile in liver cells and subsequently




liver disease. There are three types of PFIC: PFIC1, PFIC2, and PFIC3. Each
type has a different genetic cause, and they also cause shortages of different
proteins needed for normal liver function. PFIC causes symptoms of liver
disease, including pruritis.

Pruritus has been shown to affect 59%—88% of ALGS patients, with up to 45%
reporting severe pruritus. This unrelenting itching is associated with additional
symptoms, such as skin damage, sleep problems, mood disturbances, and
reduced health-related quality of life. One-third of parents recognized itching as
the characteristic of ALGS that affected their children most.

The pathophysiology of pruritus in patients with ALGS is not completely known,
but it has been hypothesized to be caused by the accumulation of toxic bile
acids. The benefit observed with Livmarli may be due to the reversible inhibition
of the IBAT, which decreases the reabsorption of bile acids from the terminal
ileum. All patients in the clinical trial for Livmarli had elevated levels of serum bile
acids.

All patients in the clinical trial for Livmarli had JAGGED1 mutation. A small
percentage (approximately 2%) of patients with ALGS have a mutation of the
NOTCH2 gene.

ICD-10 Code Information:

o ICD-10: K76.8 “Other specified diseases of the liver” may apply to
primary familial intrahepatic cholestasis (PFIC); however, the prescriber
must specify the diagnosis.

Initial authorization duration is to assess efficacy and safety. Liver tests including
alanine transaminase (ALT), aspartate transaminase (AST), total and direct
bilirubin should be monitored at baseline and during treatment for the
development of liver-related adverse events.

Prescribing Considerations:

o Livmarli is available as an oral solution in 2 strengths: 9.5 mg/mL and 19
mg/mL, as well as oral tablets in 10 mg, 15 mg, 20 mg, and 30 mg
strengths. Livmarli 9.5 mg/mL is for the treatment of ALGS. Livmarli 19
mg/mL is for the treatment of PFIC. The 2 strengths should not be
substituted one for another when treating PFIC patients. Livmarli tablets
can be used for treatment of both ALGS and PFIC in patients weighing
25 kg and above who can swallow tablets.

o Livmarli for ALGS should be dosed starting at 190 mcg/kg orally once
daily for one week and increased to 380 mcg/kg once daily as tolerated.
The maximum recommended dose is 3 mL (28.5 mg) per day for the oral
solution and 30 mg per day for the tablets.

o Livmarli for PFIC should be dosed starting at 285 mcg/kg orally once and
should be increased to 570 mcg/kg twice daily as tolerated. The
maximum recommended daily dose is 38 mg (2 mL) for the oral solution
and 40 mg per day for the tablets.

o Livmarli oral solution contains propylene glycol. Patients less than 5
years of age are at highest risk for propylene glycol toxicity, and a safe
level for propylene glycol exposure with repeated administration has not
been established for pediatric patients less than 5 years of age. Monitor
patients for signs of propylene glycol toxicity. Discontinue if toxicity is
suspected.

o Do not use Livmarli oral solution 100 days after first opening the bottle.

o Livmarli has warnings and/or precautions for liver test abnormalities,
gastrointestinal adverse reactions, and fat-soluble deficiency.

o Livmarli should be prescribed by a hepatologist or prescriber specialized
in treating ALGS.

Approval Criteria




Initial Authorization

When a benefit, coverage of Livmarli may be approved when all of the following criteria are met (A.
through D.):

A. The member meets one (1) of the following criteria (1. or 2.):

1. The member has a diagnosis of Alagille syndrome (ICD-10: Q44.71) confirmed by genetic
testing demonstrating a JAGGED1 or NOTCH2 deletion or mutation and meets the following
criterion (a. and b.):

a. The member is 3 months of age or older.
b. The member meets one (1) of the following criteria (i. or ii.):
i. The member is using Livmarli oral solution 9.5 mg/mL
ii. Ifthe request is for Livmarli oral tablets, the member weighs = 25 kg.
2. B) The member has a diagnosis of progressive familial intrahepatic cholestasis (PFIC) (no
ICD-10 code) confirmed by genetic testing and meets all of the following criteria (a., b., and
c.):
a. The member is 12 months of age or older.
b. The member does not have PFIC type 2 with an ABCB11 variant resulting in
nonfunctional or absent bile salt export pump (BSEP) protein.
c. The member meets one (1) of the following criteria (i. or ii.):
i. The member is using Livmarli oral solution 19 mg/mL
ii. If the request is for Livmarli oral tablets, the member weighs = 25 kg
B. The member has elevated serum bile acid levels above the laboratory reference range.
C. The provider attests that the member experiences cholestatic pruritus explained only by liver
disease.
D. The member does not have any of the following diagnoses (1., 2., and 3.):

1. Decompensated cirrhosis

2. History of hepatic decompensation event

3. Portal hypertension

Reauthorization
When a benefit, reauthorization of Livmarli may be approved when all of the following criteria are
met (A., B., and C):
A. The prescriber attests that the member has experienced positive clinical response to therapy as
evidenced by both of the following (1. and 2.):
1. Decrease in total serum bile acid levels from baseline
2. Improvement in pruritus
B. The prescriber attests that the member has not progressed to any of the following (1., 2., or 3.):
1. Cirrhosis
2. Experienced a hepatic decompensation event
3. Portal hypertension
C. The member meets one (1) of the following criteria (1. or 2.):
1. The member is using Livmarli 9.5 mg/mL or oral tablets for the diagnosis of Alagille
Syndrome.
2. The member is using Livmarli 19 mg/mL or oral tablets for the diagnosis of PFIC.

Quantity Limits

When a benefit, additional quantities of Livmarli oral solution may be approved if the member meets
all of the following criteria (A. and B.):

A. The member’s weight is documented.

B. For quantities more than 1 bottle per month, Livmarli may be authorized in quantities as follows:

Alagille Syndrome Progressive Familial Intrahepatic Cholestasis
9.5 mg/mL Solution (for ALGS) 19 mg/mL Solution (for PFIC)

Patient Weight

Maintenance Dosing
(380 mcg/kg daily)

Maintenance Dosing

AT (570 mcg/kg twice daily)




5 kg — 29 kg 1 bottle (30 mL) per month* 5 kg —19 kg 1 bottle (30 mL) per month*

30 kg — 49 kg 2 bottles (60 mL) per month 20 kg — =60 kg 2 bottles (60 mL) per month

=50 kg 3 bottles (90 mL) per month

*The quantity limit of Livmarli is coded at 1 bottle (30 mL) per 25 days.

When a benefit, additional quantities of Livmarli oral tablets may be approved if the member meets
all of the following criteria (A. and B.):

A. The member’s weight is documented.

B. The member has a diagnosis of PFIC which requires twice daily dosing.

Progressive Familial Intrahepatic Cholestasis
(PFIC)
10 mg, 15 mg, 20 mg, and 30 mg tablets

Alagille Syndrome (ALGS)
10 mg, 15 mg, 20 mg, and 30 mg tablets

pationt woight | VanienanieBOSO | paien weignt | antenance Dosing
25 kg — 32 kg 10 mg*once daily 25 kg — 32 kg 12 :g I\;ngtltgtg)aily — (2 of the
33 kg — 43 kg 15 mg*once daily 33 kg — 43 kg 38 :g I\;ngtltgtg)aily — (2 of the
44 kg — 65 kg 20 mg*once daily 44 kg or higher 38 mg :\;Vti)?eetg)a”y — (2 of the
66 kg or higher 30 mg*once daily

*The quantity limit of Livmarli tablets is coded at 1 tablet per day.

IV. 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. 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.

II. 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

Initial Authorization
e Commercial and HCR Plans: If approved, up to a 6 month authorization may be granted.
Reauthorization

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.



