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Drug/Drug Class: Gene Therapies for Sickle Cell Disease and Beta-Thalassemia PDL Edit
First Implementation Date: July 11, 2024
Revised Date: January 8, 2026
Prepared For: MO HealthNet	
Prepared By: MO HealthNet and Conduent	
Criteria Status: Revision of Existing Criteria

Executive Summary 
Purpose: 
The MO HealthNet Pharmacy Program will implement a state-specific preferred drug list.  
	
Why Issue Selected:
[bookmark: _Int_CvqlmkEa][bookmark: _Int_ne2eIw7L]Sickle cell disease (SCD) and Transfusion-Dependent Beta-Thalassemia (TDT) are severe disorders that cause congenital hemolytic anemias due to inherited pathogenic variants in the beta-globin gene. In SCD, this variant results in abnormal hemoglobin production, known as hemoglobin S (HbS). This abnormality changes the shape and properties of red blood cells and causes their well-known sickled shape. SCD acutely presents with vascular occlusion, resulting in recurrent pain episodes, severe infections as a result of splenic infarction, acute chest syndrome, pulmonary hypertension, stroke, and cumulative multiorgan damage. These episodes are categorized as vaso-occlusive crises (VOC). Recurrent VOC cause an inflammatory response in the endothelium which ultimately leads to reduced blood flow, obstruction, and pain crises. SCD affects roughly 100,000 Americans and is one of the most common inherited blood disorders.

TDT is caused by impaired beta-globin protein production. Inadequate production of beta-globin results in the inability to produce appropriate levels of normal adult hemoglobin (HbA). TDT is one of the more severe forms of thalassemia due to greatly reduced levels of HbA. Patients generally require transfusions every 2 to 5 weeks, resulting in a markedly decreased quality of life. Normal Hb concentrations are approximately 13.5 to 18 g/dL in men and 11.5 to 16 g/dL in women, in patients with TDT Hb concentrations may be as low as 3 to 4 g/dL. Approximately 1,500 patients in the United States have TDT.

Historically, the medical therapies available to treat these disease states were either noncurative disease-modifying therapies or supportive in nature. In 2022, Zynteglo® (betibeglogene autotemcel), was approved as the first cell-based gene therapy indicated for the treatment of adult and pediatric patients with TDT who require regular red blood cell (RBC) transfusions. In 2023, two more gene therapies were added to the treatment armamentarium - Lyfgenia® (lovotibeglogene autotemcel) and Casgevy® (exagamglogene autotemcel). Both therapies are approved in patients 12 years and older for the treatment of SCD and a history of recurrent VOCs. In January 2024 Casgevy was approved to also treat TDT.

[bookmark: _Int_kW9BnyMx]All three therapies require pretreatment myeloablative conditioning. All are one-time treatments consisting of an intravenous infusion containing a frozen suspension of genetically modified autologous cells, enriched for CD34+ cells.

Total program savings for the PDL classes will be regularly reviewed.

Preferred Agents:
· Casgevy®
· Lyfgenia®

Non-Preferred Agents:
· Zynteglo™

Setting & Population 
Drug class for review: Gene Therapies for Sickle Cell Disease and Beta-Thalassemia
Age range: All appropriate MO HealthNet participants

Approval Criteria
Must meet all of the following:
· Prescribed by or in consultation with a board-certified hematologist with expertise in the treated disease state;
· Prescriber attestation that participant is clinically stable and eligible to undergo hematopoietic stem cell transplantation (HSCT); AND
· Must meet one of the following:
· Claim is for a preferred agent; 
· Documented reason of medical necessity for use of a non-preferred agent; OR
· Participant is < 12 years of age and claim is for Zynteglo.
Additional approval criteria for a documented diagnosis of sickle cell disease, confirmed by genetic testing:
· Participant will be aged 12 years or older at time of administration;
· Documentation of previous therapeutic trial with hydroxyurea; AND
· Must meet one of the following:
· In the absence of current chronic transfusion therapy, documentation of an average of ≥ 2 vaso-occlusive crises per year in the past one to two years; OR
· Documentation of current chronic transfusion therapy for prevention of vaso-occlusive crises.
Additional approval criteria for a documented diagnosis of transfusion-dependent beta thalassemia, confirmed by genetic testing:
· Documentation of at least 100 mL/kg/year or 10 units/year of red blood cell transfusions in past 2 years; AND
· For participants less than 5 years of age, must weigh ≥ 6 kg.
Approval is for one infusion.

Denial Criteria
Therapy will deny with presence of one of the following:
· Any approval criteria are not met.

Billing Information
[bookmark: _Hlk188601165]MO HealthNet participates in the Centers for Medicare & Medicaid Services (CMS) Center for Medicare and Medicaid Innovation (CMMI) Cell and Gene Therapy Access Model. Under this model, treatment centers that provide gene therapies for sickle cell disease (gene therapies for beta-thalassemia are not included at this time) must be members of the CMS Designated Registry through the Center for International Blood and Marrow Transplant Research (CIBMTR). Treatment centers must be enrolled in CIBMTR before administering gene therapies for sickle cell disease to MO HealthNet participants. 

If you need assistance with enrollment in the CMS-specific study, please contact CIBMTR at CGTModel@mcw.edu. For further information, you can contact MO HealthNet at MHD.PHARMACY.CGT@dss.mo.gov or MHD.PharmacyAdmin@dss.mo.gov.

The FDA only approved gene therapies for sickle cell disease and beta-thalassemia for administration in the inpatient setting. For proper reimbursement, the following instructions must be followed.
· FFS Participants: MHD FFS completes the prior authorization of the drug and covers the cost of the drug according to the current MHD drug reimbursement in addition to the hospital inpatient bundled payment rate. Medical provider costs are billed separately to FFS.
· Pre-certification of the inpatient hospitalization is required for the drug.
· MHD FFS will reimburse the facility at the inpatient bundle rate during the participant’s inpatient hospitalization. All other expenses will be reimbursed only if performed before the participant’s inpatient stay and if they are not included in the cost of the drug. Examples of expenses expected before the inpatient hospitalization include apheresis, chemotherapy, cell engineering, leukapheresis, and preparative therapy. This list is not meant to be considered all-inclusive.
· If the patient should require subsequent hospitalization after the initial stay involving the therapy, payment will be made at the applicable inpatient bundle rate for the facility as determined by established MHD regulations.
· Inpatient MCO Participant: MHD FFS completes Prior Authorization of the drug and covers the cost of the drug according to the current MHD drug reimbursement. The MCO is responsible for the hospital stay and any medical provider costs.
· The MCO will reimburse the facility at the inpatient bundled payment rate during the participant’s inpatient hospitalization. The MCO plan is responsible for all expenses except the cost of the drug.
· If the patient should require subsequent hospitalization after the initial stay involving the therapy, payment will be made at the applicable MCO inpatient bundled rate for the facility as determined by the established MCO provider agreement.
· The following applies to all scenarios above:
· Failure to get the prior authorization for the gene therapy before administration will result in no payment for the gene therapy.
· During the prior authorization for the gene therapy, the provider must attest that the patient will receive it while inpatient.
[bookmark: _Int_Lvnn9Y8z]The gene therapy will only be paid for by MHD when the manufacturer approves the facility to administer the gene therapy and the patient is inpatient when the drug is administered.
· For instructions on how to bill a claim for a drug carved out of the inpatient bundled rate, see the MHD Pharmacy Provider Manual.

[bookmark: _Hlk34120952]Disposition of Edit
Denial: Exception Code “0160” (Preferred Drug List)
Rule Type: PDL
Default Approval Period: 1 year
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