Wellmark.

DRUG POLICY

Voyxact® (sibeprenlimab-szsi)

BENEFIT APPLICATION

Benefit determinations are based on the applicable contract language in effect at the time the
services were rendered. Exclusions, limitations or exceptions may apply. Benefits may vary based
on contract, and individual member benefits must be verified. Wellmark determines medical
necessity only if the benefit exists and no contract exclusions are applicable. This medical policy
may not apply to FEP. Benefits are determined by the Federal Employee Program.

DESCRIPTION

The intent of the policy is to provide coverage consistent with product labeling, FDA guidance, standards
of medical practice, evidence-based drug information, and/or published guidelines. The indications below
including FDA-approved indications and compendial uses are considered covered benefits provided that
all the approval criteria are met and the member has no exclusions to the prescribed therapy.

FDA-Approved Indications
Voyxact is indicated to reduce proteinuria in adults with primary immunoglobin A nephropathy (IgAN) at risk
for disease progression.

This indication is approved under accelerated approval based on reduction of proteinuria. It has not been
established whether Voyxact slows kidney function decline over the long-term in patients with IgAN.
Continued approval for this indication may be contingent upon verification and description of clinical benefit
in a confirmatory clinical trial.

POLICY

Required Documentation
Submission of the following information is necessary to initiate the prior authorization review:
1. For initial requests:
a. Kidney biopsy confirming a diagnosis of primary immunoglobulin A nephropathy (IgAN)
b. Chart notes, medical records or laboratory values indicating that the member is at risk for
disease progression defined by proteinuria greater than or equal to 0.5 g/day
2. For continuation requests:
a. Chart notes, medical records or laboratory values supporting positive clinical response
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Prescriber Specialties
The requested medication must be prescribed by or in consultation with one of the following:
1. Nephrologist

Criteria for Initial Approval
Primary Immunoglobulin A Nephropathy (IgAN)
Voyxact (sibeprenlimab-szsi) may be considered medically necessary for the treatment of IgAN when all
of the following criteria are met:
1. Member has a diagnosis of primary immunoglobulin A nephropathy (IgAN) confirmed by kidney
biopsy
2. Member is 18 years of age or older
3. Member is at risk of rapid disease progression defined by proteinuria greater than or equal to 0.5
g/day
4. Member has an eGFR = 30 mL/min per 1.73 m?
5. Member has received a stable dose of maximally tolerated renin-angiotensin system (RAS) inhibitor
therapy (e.g., angiotensin converting enzyme inhibitor [ACEI] or angiotensin Il receptor blocker
[ARB]) for at least 3 months prior to initiation of therapy, or member has an intolerance or
contraindication to RAS inhibitors
6. Member has tried and failed Filspari (sparsentan) unless member has an intolerance or
contraindication
7. The requested medication will not be used in combination with Tarpeyo (budesonide delayed
release), Fabhalta (iptacopan), Filspari (sparsentan), or Vanrafia (atrasentan)

Approval will be for 9 months

Continuation of Therapy
Primary Immunoglobulin A Nephropathy (IgAN)
Voyxact (sibeprenlimab-szsi) may be considered medically necessary for the treatment of IgAN when all
of the following criteria are met:
1. There is no evidence of unacceptable toxicity or disease progression while on the current regimen
2. The member is experiencing benefit from therapy as evidenced by either of the following:
i. Decreased levels of proteinuria from baseline
i. Decrease in UPCR from baseline

Approval will be for 12 months

Other
Voyxact (sibeprenlimab-szsi) is considered not medically necessary for members who do not meet the
criteria set forth above.

Members currently receiving the requested medication as samples or via the manufacturer’s patient
assistance program will be required to meet the criteria for initial approval. This ensures that members are
treated equally regardless of their provider’s ability to access medication samples.

Non-Formulary Exception Criteria

Non-Formulary Exception criteria applies to formularies which do not include the requested product(s) on
the formulary drug list. Meeting the criteria above may satisfy some, or all, portions of the Non-Formulary
Exception Criteria. A medication that is non-formulary may be covered when the Criteria for Approval AND
the following criteria are met:
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1. The requested drug must be used for an FDA-approved indication, or an indication supported in
the compendia of current literature (examples: AHFS, Micromedex, current accepted guidelines).
Diagnostic testing/lab results required when applicable.

2. The prescribed dose/quantity must fall within the FDA-approved labeling or dosing guidelines found
in the compendia of current literature.

3. All covered formulary alternative drugs on any tier will be ineffective, have been ineffective, would
not be as effective as the non-formulary drug, or would have adverse effects. Documentation is
required and must include chart note(s) or other documentation indicating prior treatment failure,
severity of the adverse event (if any), and dosage and duration of the prior treatment, or
contraindication to formulary alternatives.

Dosing and Administration
Approvals may be subject to dosing limits in accordance with FDA-approved labeling, accepted compendia,
and/or evidence-based practice guidelines.

Quantity Limits Apply

Medication Standard Limit FDA Recommended Dosing
Voyxact 1 prefilled syringe per 28 | 400 mg subcutaneously once every 4 weeks
(sibeprenlimab-szsi) days
400 mg/2 mL prefilled
syringe

CLINICAL RATIONALE

Voyxact (sibeprenlimab-szsi) is an APRIL (a proliferation-inducing ligand) blocking humanized monoclonal
antibody which was granted FDA accelerated approval in November 2025 to reduce proteinuria in adults
with primary IgA nephropathy (IgAN) at risk for disease progression. The approval is based on proteinuria
reduction as a surrogate endpoint; however, continued approval is contingent on verification of long-term
benefit in an ongoing confirmatory study. The recommended dose is 400 mg subcutaneously once every 4
weeks. Voyxact (sibeprenlimab-szsi) is supplied as a single-dose prefilled syringe suitable for
self-administration. Common adverse reactions (210% and occurring more frequently than placebo) include
upper respiratory tract infection and injection-site erythema. Additionally, live vaccines are not
recommended within 30 days prior to initiation or during treatment due to immunosuppressive effects.

APRIL (a proliferation-inducing ligand) is a key upstream regulator of B-cell survival and IgA class switching;
its inhibition reduces levels of galactose-deficient IgA1 (Gd-IgA1) implicated in IgAN pathogenesis and
immune-complex formation. Voyxact (sibeprenlimab-szsi) aligns with recent Kidney Disease Improving
Global Outcomes guidelines which encourage early, mechanism-directed interventions to prevent or reduce
IgA-containing immune complex formation while simultaneously managing nephron-loss pathways (e.g.,
RAS blockade, SGLT2 inhibitors, endothelin receptor antagonism). The 2025 Clinical Practice Guideline for
the Management of Immunoglobulin A Nephropathy (IgAN) and Immunoglobulin A Vasculitis (IgAV) also
lowered treatment targets to proteinuria <0.5 g/day (ideally <0.3 g/day) and eGFR decline <1 mL/min/1.73
m?/year.

Efficacy for Voyxact (sibeprenlimab-szsi) was demonstrated in the Phase 3 VISIONARY ftrial of adults with
biopsyconfirmed IgAN on maximally tolerated ACEI/ARB + SGLT2i. At 9 months, Voyxact (sibeprenlimab-
szsi) produced a ~50% reduction in proteinuria vs. 2% with placebo (estimated placeboadjusted treatment
difference ~51%, P<0.0001), with consistent effects across prespecified subgroups (age, sex, race,
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baseline eGFR/proteinuria, SGLT2i use). Interim analyses also report a ~54% placeboadjusted reduction
at 12 months. Safety signals to date reflect immunosuppression and infection risk; upper respiratory tract
infection and injectionsite erythema were the most frequent events. Voyxact (sibeprenlimab-szsi)
represents a novel mechanism to achieve deeper proteinuria reductions in alignment with current treatment
goals.-confirmed -adjusted treatment difference -adjusted reduction -site erythema were the most frequent
events

PROCEDURES AND BILLING CODES

To report provider services, use appropriate CPT* codes, Alpha Numeric (HCPCS level 2) codes,
Revenue codes, and/or ICD diagnostic codes.
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