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Neurology - Qalsody

e Qalsody™ (tofersen intrathecal injection - Biogen)

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. Each coverage request
should be reviewed on its own merits. Medical directors are expected to exercise clinical judgment
where appropriate and have discretion in making individual coverage determinations. Where
coverage for care or services does not depend on specific circumstances, reimbursement will only
be provided if a requested service(s) is submitted in accordance with the relevant criteria outlined
in the applicable Coverage Policy, including covered diagnosis and/or procedure code(s).
Reimbursement is not allowed for services when billed for conditions or diagnoses that are not
covered under this Coverage Policy (see "Coding Information” below). When billing, providers
must use the most appropriate codes as of the effective date of the submission. Claims submitted
for services that are not accompanied by covered code(s) under the applicable Coverage Policy
will be denied as not covered. 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.

OVERVIEW
Qalsody, an antisense oligonucleotide, is indicated for the treatment of amyotrophic lateral
sclerosis (ALS) in adults who have a mutation in the superoxide dismutase 1 (SOD1) gene.!

This indication is approved under accelerated approval based on reduction in plasma
neurofilament light chain observed in patients treated with Qalsody. Continued approval for this
indication may be contingent upon verification of clinical benefit in confirmatory trial(s).
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Clinical Efficacy

Clinical efficacy of Qalsody was evaluated in the Phase III, randomized (2:1), placebo-controlled
VALOR study (n = 108) and open-label extension (OLE) [n = 95].%3 Patients were adults with
weakness attributable to ALS and a confirmed SOD1 pathogenic variant.? Enrollees were
subdivided into “faster-progression” and “slower-progression” subgroups based on predefined
criteria; this delineation was intended to enrich the evaluable population for clinical endpoints over
the 6-month trial period. Clinical endpoints were not formally tested in the slower-progressing
subgroup. Although statistical significance was not reached for clinical endpoints in the VALOR
study, change in plasma neurofilament light chain (NfL) at Week 28 was also assessed in the total
population (faster- and slower-progressing subgroups) as a secondary endpoint; there was a 55%
reduction from baseline in NfL with Qalsody-treated patients vs. a 12% increase with placebo-
treated patients.!? Of note, similar findings were observed among the faster-progression and
slower-progression subgroups.

After completion of VALOR, 95 patients continued into the VALOR OLE.?3 Week 52 data were
published along with the primary VALOR analysis (January 2022 data cutoff)?; final data were
later published (August 2024 data cutoff) after all patients had the opportunity for a Week 192
post-VALOR visit.3 Treatment effects were analyzed according to “early start” (received Qalsody
during randomized phase) vs. “delayed start” (received placebo during randomized phase)
cohorts.?3 Both the early-start and delayed-start Qalsody groups experienced substantial decline
in plasma NfL levels; maximum reduction was observed by approximately 16 weeks and sustained
over time (Week 148: 67% vs. 64% reductions for early- and delayed-start Qalsody,
respectively). Favorable trends in clinical endpoints were also observed for early- vs. delayed-
start Qalsody recipients; however, the OLE was not designed to evaluate statistical significance of
these endpoints.

Neurofilament Light Chain (NfL)

NfL is an intermediate filament uniquely expressed in neurons.* When axons are injured or
degenerating, NfL leaks into the interstitial fluid before passing into the cerebrospinal fluid and
blood where levels can be quantified.> Several nonrandomized studies have demonstrated that
NfL levels correlate with disease severity, disease progression rate, and survival.>!3 These studies
have confirmed that NfL levels are positively correlated with disease progression and higher NfL
levels indicate a shorter survival period. Higher levels of NfL are associated with greater and
faster decline on ALS Functional Rating Scale - Revised (ALSFRS-R) score over time.® Higher
levels are also associated with higher risk of unfavorable clinical outcomes, such as death,
tracheostomy, and/or permanent ventilation.®

Guidelines

The European Academy of Neurology, in collaboration with European Reference Network for
Neuromuscular Diseases (2024), recommends Qalsody as first-line treatment in patients with
progressive ALS caused by pathogenic variants in SOD1.'* This treatment should be discussed
with patients as it may be associated with serious adverse events. In patients with slow
progression, it is important to discuss the balance of potential benefits and harms. Qalsody is not
addressed in earlier guidelines (e.g., those from the American Academy of Neurology).!>16

Coverage Polic

Policy Statement

Prior Authorization is required for benefit coverage of Qalsody. Approval is recommended for those
who meet the Criteria and Dosing for the listed indication(s). Extended approvals are allowed if
the patient continues to meet the Criteria and Dosing. Requests for doses outside of the
established dosing documented in this policy will be considered on a case-by-case basis by a
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clinician (i.e., Medical Director or Pharmacist). All approvals are provided for the duration noted
below. In cases where the approval is authorized in months, 1 month is equal to 30 days. Because
of the specialized skills required for evaluation and diagnosis of patients treated with Qalsody as
well as the monitoring required for adverse events and long-term efficacy, approval requires
Qalsody to be prescribed by or in consultation with a physician who specializes in the condition
being treated.

Documentation: Documentation is required where noted in the criteria as [documentation
required]. Documentation may include, but is not limited to, chart notes, laboratory tests, claims
records, and/or other information. In subsequent coverage reviews for a patient who has
previously met the documentation requirements and related criteria in the Neurology - Qalsody
policy through the Coverage Review Department, and who is requesting reauthorization, the
criteria utilized do NOT require resubmission of documentation for reauthorization. All
documentation must include patient-specific identifying information.

Qalsody is considered medically necessary when the following criteria are met:
FDA-Approved Indication

1. Amyotrophic Lateral Sclerosis (ALS). Approve for 6 months if the patient meets ONE of the
following (A or B):
A) Initial Therapy. Approve if the patient meets ALL of the following (i, ii, iii, iv, and v):
i. Patientis = 18 years of age; AND
ii. Patient has a confirmed SOD1 pathogenic variant [documentation required]; AND
iili. Patient has weakness attributable to ALS; AND
iv. According to the prescriber, the patient has adequate respiratory function and does not
require invasive ventilation; AND
v. The medication is prescribed by or in consultation with a neurologist, a neuromuscular
disease specialist, or a physician specializing in the treatment of ALS; OR
B) Patient is Currently Receiving Qalsody. Approve if the patient meets ALL of the following (i,
ii, iii, and iv):
i. Patient has a confirmed SOD1 pathogenic variant; AND
ii. According to the prescriber, the patient continues to derive benefit from therapy; AND
ifi. Patient does not require invasive ventilation; AND
iv. The medication is prescribed by or in consultation with a neurologist, a neuromuscular
disease specialist, or a physician specializing in the treatment of ALS.

Dosing. Approve the following dosing regimens (A and B):

A) 100 mg (15 mL) administered intrathecally not more frequently than once every 14 days
for 3 doses; AND

B) 100 mg (15 mL) administered intrathecally not more frequently than once every 28 days.

Conditions Not Covered

Qalsody for any other use is considered not medically necessary. Criteria will be
updated as new published data are available.

Coding Information

Note: 1) This list of codes may not be all-inclusive.
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2) Deleted codes and codes which are not effective at the time the service is rendered may
not be eligible for reimbursement.

Considered Medically Necessary when criteria in the applicable policy statements listed
above are met:

HCPCS Description
Codes
J1304 Injection, tofersen, 1 mg
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Revision Details

Summary of Changes Review Date Effective Date

Updated Policy Name from “Tofersen” to 8/29/2024 10/15/2024
“Neurology - Qalsody.”

Amyotrophic Lateral Sclerosis (ALS) - Patient
is Currently Receiving Qalsody.

Updated the criteria “Individual continues to
benefit from therapy” to more specifically say
“According to the prescriber, the patient continues
to benefit from therapy.” Updated duration of
therapy from 12 months to 6 months

Added documentation requirements as noted in the 3/6/2025 5/1/2025
medical necessity criteria.

No criteria changes 7/2/2025 9/1/2025
Removed “except for the criterion requiring 4/30/2026 6/15/2026

documentation of response or benefit to Qalsody
therapy” from Documentation Statement

Amyotrophic Lateral Sclerosis (ALS):

Added “Patient has a confirmed SOD1 pathogenic
variant [documentation required]”

Updated from “Patient has weakness associated
with ALS"” to “Patient has weakness attributable to
ALS”

Added “According to the prescriber, the patient has
adequate respiratory function and does not require
invasive ventilation”

Removed "Patient has one of the following
pathogenic or likely pathogenic variants of the
superoxide dismutase 1 (SOD1) gene
[documentation required]: p.Ala5Val,
p.Ala5Thr, p.Leu39Val, p.Gly42Ser, p.His44Arg,
p.Leu85Val, p.Gly94Ala, p.Leul07Val, and
p.Val149Gly”

Removed "Patient has a baseline Amyotrophic
Lateral Sclerosis Functional Rating Scale — Revised
(ALSFRS-R) slope decline = 0.2 per month
[documentation required]”

Removed "Patient has a SOD1 genetic variant
which is not listed here [documentation
required]: p.Ala5Vval, p.Ala5Thr, p.Leu39Val,
p.Gly42Ser, p.His44Arg, p.Leu85Val, p.Gly94Ala,
p.Leul07Val, and p.Val149Gly”

Removed "Patient has a baseline ALSFRS-R slope
decline > 0.9 per month [documentation
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required] Note: ALSFRS-R slope decline is
calculated as ([48 minus baseline ALSFRS-R total
score]/time since symptom onset)”

Removed "Patient has elevated plasma (serum)
neurofilament light chain levels at baseline”
Removed "Patient has a slow vital capacity (SVC)
of 2 65% of predicted value for sex, age, and
height (from the sitting position)”

Removed "Patient has received or is currently
receiving riluzole tablets, Tiglutik (riluzole oral
suspension), or Exservan (riluzole oral film)”

Patient is Currently Receiving Qalsody:
Removed "Patient is = 18 years of age”
Removed "Patient has weakness associated with
ALS”

Updated from "Patient has a superoxide
dismutase 1 (SOD1) genetic variant” to “Patient
has a confirmed SOD1 pathogenic variant”

Dosing: Removed initial loading dose and
maintenance dose qualifiers.

The policy effective date is in force until updated or retired.

“Cigna Companies” refers to operating subsidiaries of The Cigna Group. 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 The Cigna Group. © 2026 The Cigna Group.
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