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Zynteglo is an autologous hematopoietic stem cell-based gene therapy indicated for the
treatment of adult and pediatric patients with B-thalassemia who require regular RBC
transfusions.

Beta-thalassemia (B-thalassemia), or beta-thal, is a genetic disease characterized by
anemia, a condition which results from a shortage of healthy red blood cells (RBCs).
Without sufficient healthy RBCs, cells and tissues throughout the body do not get the
oxygen they need to function. Anemia causes people to feel tired, weak or short of breath.
In the most severe form of beta-thal, also referred to as transfusion dependent thalassemia
(TDT), patients require lifelong regular red blood cell transfusions to survive. If left
untreated, the disease can damage organs and potentially lead to death.

Patients with TDT require lifelong blood transfusions, often every 2-5 weeks to suppress
their body’s production of abnormal hemoglobin. Frequent transfusions often lead to iron
overload, which is the main source of morbidity and mortality in TDT. Hematopoietic stem
cell transplantation (HSCT) is currently the only curative treatment for TDT; however, the
lack of compatible donors is a limiting factor as it is estimated that only 25% of patients
have access to a compatible related or unrelated donor. Emerging gene therapies (such as
Zynteglo) offer a potentially curative alternative.

Initial authorization requires review by the Medical Director and may be approved
when all of the following criteria is met:

1. Must be prescribed by a Hematologist; AND

2. Patient has not received Zynteglo or any other related gene therapy previously;
AND

3. Patient must be at least 4 years of age; AND

4, Patient must weigh at least 6 killograms; AND
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5. Patient must have a confirmed diagnosis of transfusion dependent beta-

thalassemia with a non-B°%/B° or B°/B° genotype confirmed via genetic testing
(genetic test results must be supplied) ; AND

6. Patient is transfusion dependent defined by the patient meeting one of the
following conditions within the previous two (2) years:

a. Havingreceived at least 100 ml/kg packed red blood cells (pRBC’s) per year;
OR
b. Havingreceived at least 8 transfusion events of pRBC’s per year; AND

7. Patient is eligible for, but has not received a prior hematopoietic stem cell
transplant (HSCT); AND

8. Females of reproductive potential must have documentation of a negative
pregnancy test prior to the start of therapy; AND

9. Patient has been screened and not tested positive for human immunodeficiency
virus (HIV), hepatitis B virus (HBV) or hepatitis C virus (HCV); AND

10. Patient must not have any prior or current malignancy or advanced liver disease
(e.g. bridging fibrosis, cirrhosis, or active hepatitis); AND

11. Patient must not have severely elevated cardiac iron (i.e. cardiac T2* less than 10
milliseconds by magnetic resonance imagining (MRI)).

All criteria requirements must be acknowledged and documented prior to approval of
Zynteglo. Supporting diagnostic documentation MUST be supplied. If any of the above
criteria are not met or not documented in the prior authorization request, coverage
will be denied.
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Please refer to the member’s contract benefits in effect at the time of service to determine
coverage or non-coverage of these services as it applies to an individual member according
to BMS coverage and policy guidelines.
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