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CemamTATION EOCCO POLICY

U eocco amikacin liposomal (Arikayce)  (\PDP

Policy Type: PA/SP Pharmacy Coverage Policy: EOCCO005

Description
Amikacin liposomal (Arikayce) is an aminoglycoside antibiotic administered via nebulizer with the
Lamira™ Nebulizer System

Length of Authorization
e |nitial: Six months
e Renewal: Twelve months

Quantity limits

amikacin liposomal (Arikayce) Indication Quantity Limit DDID
590 mg/8.4 mL suspension Mycobacterium avium complex | 252 mL/30 day 204273

Initial Evaluation

l. Amikacin liposomal (Arikayce) may be considered medically necessary when the following criteria
are met:
A. Prescribed by an infectious disease specialist; AND
B. Patientis > 18 years of age; AND
C. Adiagnosis of refractory Mycobacterium avium complex (MAC) lung disease as confirmed
by a MAC-positive sputum culture when the following are met:

1. Positive sputum culture obtained after at least six months of compliant use of a
multi-drug regimen for MAC lung disease such as clarithromycin (or
azithromycin), rifampin, and ethambutol within the past 12 months; AND

2. Will be used as part of a multi-drug regimen; AND

3. HIV negative

II.  Amikacin liposomal (Arikayce) is considered investigational when used for all other conditions,
including but not limited to:
A. Cystic fibrosis patients with Pseudomonas aeruginosa
B. Non-refractory MAC lung disease
C. Use of amikacin liposomal (Arikayce) alone

Renewal Evaluation

l. Received therapy with amikacin liposomal (Arikayce) as part of a multi-drug regimen; AND
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1. Has not received or will not receive 18 months or more of therapy with amikacin liposomal
(Arikayce); AND

Il. Negative sputum culture obtained within the last 30 days; AND

V. Absence of unacceptable toxicity from the medication

Supporting Evidence

l. Amikacin liposomal (Arikayce)is FDA-approved as part of a combination regimen for the
treatment of treatment of MAC lung disease in adults who do not achieve negative sputum
cultures after 6 months of a multidrug background regimen therapy.

1. As per the package insert: Continued approval for this indication may be contingent upon
verification and description of clinical benefit in confirmatory trials. Clinical benefit has not yet
been established due to uncertainties with sputum culture conversion predicting clinical benefit
in this patient population. As only limited clinical safety and effectiveness data for Arikayce is
currently available, use should be reserved to adults who have limited or no alternative
treatment options.

Il In the pivotal trial leading to approval, patients with a diagnosis of cystic fibrosis or HIV were
excluded. The study met the primary efficacy outcome of culture conversion (three consecutive
monthly negative sputum cultures) by month six.

V. Per ATS/ISDA guidelines, the goals of therapy include symptomatic, radiographic, and
microbiologic improvement. The primary microbiologic goal of therapy is 12 months of negative
sputum cultures while on therapy; therefore, sputum must be collected from patients
throughout treatment. Patients should show clinical improvement within 3 to 6 months and
should convert their sputum to negative within 12 months on macrolide-containing regimens.
Failure to respond in these time periods should prompt investigation for possible
noncompliance (perhaps due to drug intolerance) or macrolide resistance or the presence of
anatomic limitations to successful therapy (e.g., focal cystic or cavitary disease).

V. Recent genotyping studies support 12 months of culture-negative sputum as a reasonable
treatment endpoint because new positive sputum cultures for MAC after initial sputum
conversion and culture negativity for 10 to 12 months are usually due to reinfection (new MAC
genotype) rather than disease relapse.

VI.  The ATS/IDSA guidelines state that patients should continue to be treated until they have
negative cultures for one year. Patients that have had negative cultures for 1 year will not be
approved for continued treatment.

VIl.  Treatment beyond the first renewal approval (after 18 months) will not be approved as amikacin
liposomal (Arikayce) has not been studied beyond 18 moths nor in the reinfection or disease
relapse setting.

Investigational or Not Medically Necessary Uses
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I. Cystic fibrosis patients with Pseudomonas aeruginosa
A. Use in cystic fibrosis patients with Pseudomonas aeruginosa was evaluated in a phase 3
study (NCT01315678), comparing amikacin liposomal (Arikayce) to inhaled tobramycin
(Tobi). Results from the study are not yet available.

Il. Non-refractory MAC lung disease
A. Per FDA label, the use of Arikayce is not recommended for patients with non-refractory
MAC lung disease. Arikayce has only been studied in patients with refractory MAC lung
disease defined as patients who did not achieve negative sputum cultures after a
minimum of 6 consecutive months of a multidrug background regimen therapy.
lll. Use of amikacin liposomal (Arikayce) alone
A. Inthe pivotal trial leading to approval amikacin liposomal (Arikayce) was studied as part of
a multi-drug regimen for treatment of refractory MAC. Monotherapy treatment with
amikacin liposomal (Arikayce) is not supported by clinical evidence.

References

1. FDA approves a new antibacterial drug to treat a serious lung disease using a novel pathway to spur innovation
[FDA Press Release]. Available at:
https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm622048.htm.

2. Insmed Announces FDA Approval of ARIKAYCE® (amikacin liposome inhalation suspension), the First and Only
Therapy Specifically Indicated for the Treatment of Mycobacterium Avium Complex (MAC) Lung Disease in Adult
Patients with Limited or No Alternative Treatment Options [press release]. Available at:
http://investor.insmed.com/news-releases/news-release-details/insmed-announces-fda-approval-arikaycer-
amikacin-liposome.

3. Daley, DL. Mycobacterium avium Complex Disease. Microbiol Spectrum.April 2017. 5(2):TNMI7-0045-2017.

4. UpToDate, Inc. Overview of nontuberculous mycobacterial infections in HIV-negative patients. UpToDate
[database online]. Waltham, MA. Last updated Oct 08, 2017 Available at:
http://www.uptodate.com/home/index.html.

5. UpToDate, Inc. Epidemiology of nontuberculous mycobacterial infections. UpToDate [database online].
Waltham, MA. Last updated Apr 06, 2017 Available at: http://www.uptodate.com/home/index.html. Accessed

6. Griffith DE, Aksamit T, Brown-Elliot BA, et al. An official ATS/IDSA statement: diagnosis, treatment, and
prevention of nontuberculous mycobacterial diseases. Am J Respir Crit Care Med. February 2015; 175(4):367-
416.

7. Griffith DE, Eagle G, Thomson R, et al. Amikacin Liposome Inhalation Suspension for Treatment-Refractory Lung
Disease Caused by Mycobacterium avium Complex (CONVERT): A Prospective, Open-Label, Randomized Study.
Am J Respir Crit Care Med. September 2018; epub ahead of print.

8. FDA Briefing Document: Amikacin liposome inhalation suspension (ALIS) Meeting of the Antimicrobial Drugs
Advisory Committee (AMDAC). Updated August 7, 2018. Available at:
https://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/Anti-
InfectiveDrugsAdvisoryCommittee/UCM615721.pdf.

MEDECAL

B3E-THE-FB21

PHARMALY

O, BO 401384 LEA- L7485
PORTLAMD, QR 97240 EEHAVIORAL HEALTH

Wow'WL B DL COoCom BOD-£53-0040



€0cco gmikacin liposomal (Arikayce)

CODRDWATRD Cak

caaaTATION EOCCO POLICY

Policy Implementation/Update:

Date Created January 2019
Date Effective February 2019
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Action and Summary of Changes Date
MEDHCAL
B3b-FaE-FE2]
PHARMALY
P, BU, a038a 8AA-474-8557
PORTLAME: CR 97240 4 BEHAWVIORAL HEALTH

Wow'WL B DL COoCom BOD-£53-0040



