Nat
\\"o

cigna
ghealthcare Dl‘ug Covel‘age PO"CY
Effective Date .............. 12/15/2025
Coverage Policy Number.......... IPO119
Policy Title.....cocivcrinierniniennasns Oxbryta

Sickle Cell Disease — Oxbryta

e Oxbryta® (voxelotor tablets, tablets for oral suspension - Global Blood Therapeutics)

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.
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Coverage Polic
Conditions Not Covered

Voxelotor (Oxbryta) is considered to be experimental, investigational, or unproven for sickle cell
disease due to insufficient data establishing safety, efficacy, and improved health outcomes for
any condition including the following, regardless of U.S Food and Drug Administration (FDA)
approval status. Criteria will be updated as new published data are available:

1. Sickle Cell Disease. On September 25, 2024, Pfizer announced that it is voluntarily
withdrawing all lots of Oxbryta for the treatment of sickle cell disease, in all markets where it
is approved.? Coverage of Oxbryta will not be approved.

Oxbryta, a hemoglobin S (or sickle hemoglobin) polymerization inhibitor, is indicated for the
treatment of sickle cell disease in patients > 4 years of age.!

This indication is approved under accelerated approval based on increase in hemoglobin.
Continued approval for this indication may be contingent upon verification and description of
clinical benefit in confirmatory trial(s).

Oxbryta Withdrawal

On September 25, 2024, Pfizer announced that it is voluntarily withdrawing all lots of Oxbryta for
the treatment of sickle cell disease, in all markets where it is approved.? Furthermore, all active
clinical trials and expanded access programs worldwide are also being discontinued. Pfizer’s
decision is based on totality of clinical data that shows the overall benefit of Oxbryta no longer
outweighs the risk in patients with sickle cell disease. Pfizer notes that physicians should continue
to monitor patients for adverse events after their treatment with Oxbryta is discontinued and
ensure appropriate follow-up as needed.?> Complications when treatment is interrupted abruptly
cannot be excluded and neither efficacy nor a dose for gradual discontinuation have been
established.
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1. Oxbryta™ tablets and tablets for oral suspension [prescribing information]. San Francisco, CA:
Global Blood Therapeutics; October 2022.

2. Pfizer voluntarily withdraws all lots of sickle cell disease treatment Oxbryta (voxelotor) from
worldwide markets. Released on September 25 2024. Available at:
https://www.pfizer.com/news/press-release/press-release-detail/pfizer-voluntarily-withdraws-
all-lots-sickle-cell-disease. Accessed on October 20, 2025.

3. Pfizer - Dear Healthcare Provider letter for Oxbryta. Released on September 26, 2024.
Available at:
https://www.pfizermedicalinformation.com/sites/default/files/resource/UPDATED_FINAL_DHCP
_Letter_FDA_092624.pdf. Accessed on October 20, 2025.

Revision Details

Type of Revision Summary of Changes Date
Annual Revision Sickle Cell Disease. 8/1/2024
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Added criteria for ‘patient is currently receiving
Oxbyta’

Removed 'Will not be used concurrently with

crizanlizumab (Adakveo®)’

Selected Revision Pfizer is voluntarily withdrawing Oxbryta from the 10/15/2024
market.
Coverage of Oxbryta will not be approved.

Annual Revision No criteria changes. 12/15/2025

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. © 2025 The Cigna

Group.
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