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PHARMACY POLICY STATEMENT

HAP CareSource™ Marketplace

DRUG NAME Lyfgenia (lovotibeglogene autotemcel)
BENEFIT TYPE Medical
STATUS Prior Authorization Required

Lyfgenia, initially approved by the FDA in 2023, is an autologous hematopoietic stem cell-based gene therapy
indicated for the treatment of patients 12 years of age or older with sickle cell disease and a history of vaso-
occlusive crises (VOCs). After Lyfgenia infusion, the transduced CD34+ hematopoietic stem cells (HSCs)
engraft in the bone marrow and differentiate to produce red blood cells containing biologically active BA-T87Q-
globin that will combine with a-globin to produce functional Hb containing BA-T87Q-globin (HbAT87Q).
HbAT87Q has similar oxygen-binding affinity and oxygen hemoglobin dissociation curve to wild type HbA,
reduces intracellular and total hemoglobin S (HbS) levels, and is designed to sterically inhibit polymerization
of HbS thereby limiting the sickling of red blood cells.

SCD is caused by an inherited mutation in the beta globin gene, resulting in abnormal hemoglobin called
sickle hemoglobin (HbS). Red blood cells become rigid, undergo premature hemolysis leading to anemia, and
become unable to transport oxygen to critical organs. Patients experience severe pain from vaso-occlusive
crises. First line therapy for sickle cell disease is hydroxyurea.

Lyfgenia (lovotibeglogene autotemcel) will be considered for coverage when the
following criteria are met:

Sickle Cell Disease (SCD)

For initial authorization:

1. Member is at least 12 years of age; AND

2. Medication must be prescribed by or in consultation with a hematologist; AND

3. Member has a diagnosis of severe sickle cell disease with genotype 8S/B+, 8S/BS or 8S/G0; AND

4. Member has had at least FOUR severe VOCs within the past two years (ex. 24-hour hospital stay or
emergency department (ED) visit, at least two visits to a hospital or ED over a 72-hour period, with
both visits requiring intravenous treatment, VOCs of priapism requiring any level of medical
treatment); AND

5. Member has screening completed or scheduled for HIV-1, HIV-2, hepatitis B and hepatitis C; AND

6. Member has had a 6-month trial of hydroxyurea without relief from VOCs unless ONE of the following

is met:
a) Hydroxyurea is contraindicated, not tolerated or member is experiencing severe VOC symptoms;
b) If claim data is unavailable, prescriber attests that member has had previous history and failure
(i.e., ineffectiveness, intolerability) of hydroxyurea use;
¢) Member is currently on chronic transfusion therapy without hydroxyurea for primary or secondary
stroke prevention; AND
7. Therapy with disease modifying therapies for sickle cell disease (hydroxyurea, crizanlizumab,
voxelotor, etc) will be discontinued prior to Lyfgenia infusion; AND
8. Member does NOT have any of the following:
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a) If member is under 18 years of age, a known and suitable 10/10 human leukocyte antigen
matched related donor willing to participate in an allogeneic hematopoietic stem cell transplant
(HSCT);

b) Prior HSCT;

c) Advanced liver disease;

d) Prior use of gene therapy.

9. Dosage allowed/Quantity limit: the minimum recommended dose is 3 x 10° CD34" cells/kg as a
single infusion.

If all the above requirements are met, the medication will be approved for 12 months.

For reauthorization:
1. Lyfgenia is a one-time infusion and will not be reauthorized.

HAP CareSource considers Lyfgenia (lovotibeglogene autotemcel) not
medically necessary for the treatment of conditions that are not listed in this
document. For any other indication, please refer to the Off-Label policy.

New policy for Lyfgenia created.

Added BS/B+ genotype; added exclusion of hydroxyurea trial for contraindication,
intolerance or severe VOC symptoms, if claim data is not available provider attests to
trial or member is on chronic transfusion therapy for stroke prevention; specified that a
willing matched donor for a HSCT only applies if member is under 18 and specified
language; expanded authorization length from 3 months to 12 months.
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