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Introduction

Gene therapy is a type of medical treatment that involves adding, removing, or changing a
person’s genetic material. Some gene therapies are already available for, and many gene
therapies are being studied for individuals with serious or life-threatening rare diseases because
they focus on correcting the root cause of the disease. This policy describes when gene
therapies may be considered medically necessary for individuals with certain rare diseases.

Note: The Introduction section is for your general knowledge and is not to be taken as policy coverage criteria. The
rest of the policy uses specific words and concepts familiar to medical professionals. It is intended for
providers. A provider can be a person, such as a doctor, nurse, psychologist, or dentist. A provider also can
be a place where medical care is given, like a hospital, clinic, or lab. This policy informs them about when a

service may be covered.

Policy Coverage Criteria

Drug Medical Necessity

Lenmeldy (atidarsagene Lenmeldy (atidarsagene autotemcel) may be considered
autotemcel) medically necessary when all the following criteria are met:
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Drug Medical Necessity

e The individual has been diagnosed with metachromatic
leukodystrophy (MLD) confirmed by ALL the following:
o Arylsulfatase-A (ARSA) gene activity below the normal
range in peripheral blood mononuclear cells or fibroblasts
AND
o lIdentification of two known or novel disease-causing ARSA

alleles
AND
o 24-hour urine collection shows elevated sulfatide levels

AND

e The individual was diagnosed with MLD when they were 6 years
of age or younger
AND

e The individual currently has no clinical signs or symptoms
related to their MLD diagnosis including but not limited to the
following:
o Delay in expected achievement of independent standing or

independent walking
o Documented normal neurological evaluation within the last
6 months

OR

e The individual has been diagnosed with MLD between 30
months and 6 years of age
AND

e The individual currently has a Gross Motor Function
Classification (GMFC-MLD) level of 0 with ataxia or 1
AND

e The individual currently has an intelligence quotient (IQ) of 85
or greater on age-appropriate neurodevelopmental testing

AND

e Lenmeldy (atidarsagene autotemcel) is being prescribed by or
in consultation with a neurologist or a prescriber who
specializes in MLD

AND

e The individual has not previously received treatment with a
gene therapy

AND
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Drug ‘ Medical Necessity

e The individual has not previously received treatment with a
hematopoietic stem cell transplant

AND

e Lenmeldy (atidarsagene autotemcel) will be administered as a
one-time infusion

Drug ‘ Investigational
Lenmeldy (atidarsagene All other uses of Lenmeldy (atidarsagene autotemcel) for
autotemcel) conditions not outlined in this policy are considered

investigational.

Repeat treatment of Lenmeldy (atidarsagene autotemcel) is

considered investigational.

Length of Approval
Approval | Criteria

Initial authorization Lenmeldy (atidarsagene autotemcel) may be approved as a
one-time infusion.

Re-authorization criteria Repeat treatment of Lenmeldy (atidarsagene autotemcel) is
considered investigational.

Documentation Requirements

The individual’s medical records submitted for review for all conditions should document

that medical necessity criteria are met. The record should include the following:

e Office visit notes that contain the diagnosis, relevant history, genetic testing, physical
evaluation, and medication history

| Description
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J3590

Description

Unclassified biologics (use to report Lenmeldy)

Note:

CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). HCPCS
codes, descriptions and materials are copyrighted by Centers for Medicare Services (CMS).

Gross Motor Function Classification in Metachromatic Leukodystrophy
(GMFC-MLD)'

Level O
Level 1
Level 2

Level 3

Level 4

Level 5

Level 6

Walking without support with quality of performance normal for age
Walking without support but with reduced quality of performance, i.e. instability when standing or walking
Walking with support. Walking without support not possible (fewer than five steps)

Sitting without support and locomotion such as crawling or rolling. Walking with or without support not
possible

Sitting without support but no locomotion OR sitting without support not possible, but locomotion such as
crawling or rolling

No locomotion nor sitting without support, but head control is possible

Loss of any locomotion as well as loss of any head and trunk control

Consideration of Age

The ages stated in this policy for which Lenmeldy (atidarsagene autotemcel) is considered

medically necessary,y is based on the FDA labeling for this drug.

Benefit Application

Lenmeldy (atidarsagene autotemcel) is managed through the medical benefit.
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Evidence Review

Lenmeldy (atidarsagene autotemcel)

Metachromatic leukodystrophy (MLD) is a genetic condition that affects approximately 2500
individuals in the US and is caused by the accumulation of sulfatides, leading to myelin sheath
destruction in the nerves of the central and peripheral nervous systems. Symptoms vary but
include difficulty speaking, seizures, trouble walking, and behavioral and personality changes.
Prior to the approval of Lenmeldy, the only treatment options for MLD were supportive care and
stem cell transplant for pre-symptomatic or minimally symptomatic children. Lenmeldy is an ex
vivo autologous hematopoietic stem cell gene therapy that uses a lentiviral vector (LVV)
encoding the ARSA gene. The stem cells are collected from the individual, modified by adding a
functional copy of the ARSA gene, and then transplanted back into the individual, where they
engraft within the bone marrow. Lenmeldy is intended to be a one-time treatment, administered
following conditioning with busulfan. The approval of Lenmeldy was supported by safety and
efficacy data from a total of 39 children with PSLI, PSEJ, and ESEJ MLD who received the drug in
two single-arm, open-label clinical trials and in an expanded access program (EAP). Data from
children who received Lenmeldy were compared with data from 49 untreated natural history
controls. For PSLI MLD, 14 treated children and 24 natural history children had sufficient follow-
up to determine survival at 6 years from birth. At this time point, all individuals treated with
Lenmeldy were alive, and 10 natural history children had died (42%). In addition, children with
PSEJ MLD who received Lenmeldy showed slowing of motor and cognitive disease, and children
with ESEJ MLD who received Lenmeldy showed slowing of cognitive disease. The most common
side effects of Lenmeldy include fever and low white blood cell count, mouth sores, respiratory
infections, rash, medical line infections, viral infections, fever, gastrointestinal infections, and
enlarged liver. Treatment with Lenmeldy may be associated with the formation of blood clots or
encephalitis. There is a potential risk of blood cancer associated with this treatment; however, no
cases have been observed in individuals treated with Lenmeldy.
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08/01/24 New policy, approved July 9, 2024. Added coverage criteria for Lenmeldy (atidarsagene
autotemcel). Added drug name Lenmeldy to unlisted HCPCS code J3590.

Disclaimer: This medical policy is a guide in evaluating the medical necessity of a particular service or treatment. The
Company adopts policies after careful review of published peer-reviewed scientific literature, national guidelines and
local standards of practice. Since medical technology is constantly changing, the Company reserves the right to review
and update policies as appropriate. Member contracts differ in their benefits. Always consult the member benefit
booklet or contact a member service representative to determine coverage for a specific medical service or supply.

00
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CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). ©2024 Premera
All Rights Reserved.

Scope: Medical policies are systematically developed guidelines that serve as a resource for Company staff when
determining coverage for specific medical procedures, drugs or devices. Coverage for medical services is subject to
the limits and conditions of the member benefit plan. Members and their providers should consult the member
benefit booklet or contact a customer service representative to determine whether there are any benefit limitations
applicable to this service or supply. This medical policy does not apply to Medicare Advantage.
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Discrimination is Against the Law
Premera Blue Cross HMO (Premera HMO) complies with applicable Federal and Washington state civil rights laws and does not
discriminate on the basis of race, color, national origin, age, disability, sex, gender identity, or sexual orientation. Premera HMO does not
exclude people or treat them differently because of race, color, national origin, age, disability, sex, gender identity, or sexual orientation.
Premera HMO provides free aids and services to people with disabilities to communicate effectively with us, such as qualified sign
language interpreters and written information in other formats (large print, audio, accessible electronic formats, other formats). Premera HMO
provides free language services to people whose primary language is not English, such as qualified interpreters and information written in
other languages. If you need these services, contact the Civil Rights Coordinator. If you believe that Premera HMO has failed to provide
these services or discriminated in another way on the basis of race, color, national origin, age, disability, sex, gender identity, or sexual
orientation, you can file a grievance with: Civil Rights Coordinator — Complaints and Appeals, PO Box 91102, Seattle, WA 98111,
Toll free: 855-332-4535, Fax: 425-918-5592, TTY: 711, Email AppealsDepartmentinquiries@Premera.com. You can file a grievance in
person or by mail, fax, or email. If you need help filing a grievance, the Civil Rights Coordinator is available to help you. You can also file a
civil rights complaint with the U.S. Department of Health and Human Services, Office for Civil Rights, electronically through the Office for
Civil Rights Complaint Portal, available at https://ocrportal.hhs.gov/ocr/portal/lobby.jsf, or by mail or phone at: U.S. Department of Health and
Human Services, 200 Independence Ave SW, Room 509F, HHH Building, Washington, D.C. 20201, 1-800-368-1019, 800-537-7697 (TDD).
Complaint forms are available at http://www.hhs.gov/ocr/officeffile/index.html. You can also file a civil rights complaint with the Washington
State Office of the Insurance Commissioner, electronically through the Office of the Insurance Commissioner Complaint Portal available at
https://www.insurance.wa.gov/file-complaint-or-check-your-complaint-status, or by phone at 800-562-6900, 360-586-0241 (TDD).
Complaint forms are available at https:/fortress.wa.gov/oic/onlineservices/cc/pub/complaintinformation.aspx.

Language Assistance
ATENCION: si habla espafiol, tiene a su disposicion servicios gratuitos de asistencia lingiistica. Llame al 844-722-4661 (TTY: 711).
AR R EERER T S DIR & EGRE SRR - SEECE 844-722-4661 (TTY 1 711) -
CHU Y: Néu ban néi Tiéng Viét, ¢d cac dich vu hé tro ngdn nglk mién phi danh cho ban. Goi sb 844-722-4661 (TTY: 711).
F: et E MEotAlz B2, 20 K& MUIAE R2Z 0[80ta = USLICH 844-722-4661 (TTY: 711) BICZ Mot A L.
BHWMAHWE: Ecnim BbI roBOpUTE Ha PyCCKOM A3bIKe, TO BaM AOCTYMHbI DecnnaTHble ycnyrv nepesoga. 3soHute 844-722-4661 (tenetain: 711).
PAUNAWA: Kung nagsasalita ka ng Tagalog, maaari kang gumamit ng mga serbisyo ng tulong sa wika nang walang bayad. Tumawag sa 844-722-4661 (TTY: 711).
YBATA! fKWio B pO3MOBAISETE YKPAIHCbKOIO MOBOO, BU MOMKETE 3BEPHYTUCA 40 HE3KOLTOBHOI CYKOM MOBHOI MiATPUMKM.

TenedoHyiTe 3a Homepom 844-722-4661 (Tenetann: 711).
[utis: 1IGuSMysSunw Manisl wNESWiRsmMan WSS WL SHCGESUNUUITEMY G SIRG 844-720-4661 (TTY: 711)4
AESE : AREZHEINLGE. BHOSEEE CHAWVEGET, 844-7224661 (TTY:71) FT, BBFICTIER LS,
TNFOF; P75 £I% ATICE WPt PRCH® ACAF KCERTE (1R ALIHPT HHOEHPA: OL UNTAD- S RO 844-T22-4661 (oot AtAGF@-: T11),
XIYYEEFFANNAA: Afaan dubbattu Oroomiffa, tajaajila gargaarsa afaanii, kanfaltidhaan ala, ni argama. Bilbilaa 844-722-4661 (TTY: 711).
(T 62805 ) il &8 ) 844.722.4661 8 0 Jucall  laally Al i) 535 4 galll 5ae Lisal) et (8 Aall SN daaati i€ 1)) Al el
fimirs fe6: A 3T Uarst 98 3, 3t 37 &9 ATTfesT AT 3973 38 He3 QUBET J1 844-722-4661 (TTY: 711) '3 IS &)
ACHTUNG: Wenn Sie Deutsch sprechen, stehen Ihnen kostenlos sprachliche Hilfsdienstleistungen zur Verfiigung. Rufnummer: 844-722-4661 (TTY: 711).
WWagavL: 1759 WEdIWIZT 290, NIWHINIWFoeCTHRGIWWIZY, Loetcdyas, cunivenlivion. lns 844-722-4661 (TTY: 711),
ATANSYON: Si w pale Kreyol Ayisyen, gen sevis &d pou lang ki disponib gratis pou ou. Rele 844-722-4661 (TTY: 711).
ATTENTION : Si vous parlez frangais, des services d'aide linguistique vous sont proposés gratuitement. Appelez le 844-722-4661 (ATS : 711).
UWAGA: Jezeli mdwisz po polsku, mozesz skorzysta¢ z bezptatnej pomocy jezykowej. Zadzwon pod numer 844-722-4661 (TTY: 711).
ATENCAOQ: Se fala portugués, encontram-se disponiveis servicos linguisticos, gratis. Ligue para 844-722-4661 (TTY: 711).
ATTENZIONE: In caso la lingua parlata sia I'italiano, sono disponibili servizi di assistenza linguistica gratuiti. Chiamare il numero 844-722-4661 (TTY: 711).
A8 L 844-722-4661 (TTY: 711) L. 22L (oo ol 8 Lok (510 801 ) ) samy (5 gt € 0 KA )3 40 &) Aags
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