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Policy               
Blue Cross and Blue Shield of Kansas City (Blue KC) will provide coverage for Rydapt (midostaurin) 
when it is determined to be medically necessary because the following criteria have been met.  
 
When Policy Topic is covered           
Rydapt may be considered medically necessary in patients 18 years or older with newly diagnosed 
acute myeloid leukemia (AML), aggressive systemic mastocytosis (ASM), systemic mastocytosis with 
associated hematological neoplasm (SM-AHN), or mast cell leukemia (MCL) and if the conditions 
indicated below are met. 
 
The patient must have ONE of the following:  

1. Newly diagnosed acute myeloid leukemia (AML)  
a. FLT3 mutation-positive AML detected by FDA-approved test  
b. Concurrent standard induction therapy with cytarabine and daunorubicin and   
cytarabine consolidation  

2. Aggressive systemic mastocytosis (ASM)  
3. Systemic mastocytosis with associated hematological neoplasm (SM-AHN)  
4. Mast cell leukemia (MCL) 

 
When Policy Topic is not covered          
Rydapt is considered investigational in patients below 18 years of age and for all other indications. 
 
Limitations of Use: (1) 
 
1. Rydapt is not indicated as a single-agent induction therapy for the treatment of patients with AML. 
 
Considerations             
Rydapt requires prior authorization through the Clinical Pharmacy Department. 
 
This Blue Cross and Blue Shield of Kansas City policy Statement was developed using available 
resources such as, but not limited to: Food and Drug Administration (FDA) approvals, Facts and 
Comparisons, National specialty guidelines, Local medical policies of other health plans, Medicare 
(CMS), Local providers. 
 
Description of Procedure or Service          
Background  
Rydapt is an oral cancer agent that inhibits multiple receptor tyrosine kinases. Rydapt is indicated for 
the treatment of acute myeloid leukemia (AML), an aggressive cancer of the blood and bone, and 
advanced systemic mastocytosis. Some patients with AML have a gene mutation in the FLT3 cell-
surface receptor which can result in faster disease progression, higher relapse rate, and lower survival 
rates than other forms of AML. Rydapt works by blocking the FLT3 receptor signaling and cell 
proliferation and inducing apoptosis of certain leukemic cells (1).  



 
Regulatory Status  
FDA-approved indication: Rydapt is a kinase inhibitor indicated for the treatment of adult patients with:  
 
1. Newly diagnosed acute myeloid leukemia (AML) that is FLT3 mutation-positive as detected by an 
FDA-approved test, in combination with standard cytarabine and daunorubicin induction and cytarabine 
consolidation (1).  

 
2. Aggressive systemic mastocytosis (ASM), systemic mastocytosis with associated hematological 
neoplasm (SM-AHN), or mast cell leukemia (MCL) (1).  
 
3. Treatment of adult patients with mast cell leukemia (MCL). 
 
Rydapt may cause fetal harm when administered to a pregnant women. Verify the pregnancy status of 
females of reproductive potential within 7 days prior to initiating therapy. Advise females and males with 
female partners to use effective contraception during treatment with Rydapt and for 4 months after the 
last dose (1).  
 
Cases of interstitial lung disease and pneumonitis, some fatal, have occurred in patients taking Rydapt. 
Discontinue in patients with signs or symptoms of pulmonary toxicity (1).  
 
Safety and efficacy in pediatric patients below the age of 18 have not been established (1). 
 
Rationale              
Rydapt, a multikinase inhibitor, is indicated for the treatment of FLT3 mutation-positive acute myeloid 
leukemia and advanced systemic mastocytosis. Patients with FLT3 mutation-positive AML often have 
worse outcomes compared to patients with other types of AML. Rydapt works by blocking FLT3 
receptor signaling and cell proliferation to slow the progression of disease (1). Prior authorization is 
required to ensure the safe, clinically appropriate and cost effective use of Rydapt while maintaining 
optimal therapeutic outcomes. 
 
Warnings and Precautions            

• Bone marrow suppression: Lymphopenia, leukopenia, neutropenia, thrombocytopenia and 
anemia have been commonly observed in patients with systemic mastocytosis. Although the 
incidence of hematologic toxicity in acute myeloid leukemia (AML) may be confounded by 
concomitant chemotherapy, febrile neutropenia was reported at a slightly higher incidence in 
patients with AML receiving chemotherapy plus midostaurin (compared to chemotherapy plus 
placebo). Monitor blood counts. 

• Hypersensitivity: Hypersensitivity reactions, including anaphylactic shock, angioedema, 
dyspnea, chest pain and flushing have been observed. 

• QT prolongation: QT prolongation has been observed; consider ECG for QT interval 
assessment in patients on concurrent medications that may prolong the QT interval. 

• Pulmonary toxicity: Interstitial lung disease and pneumonitis have been reported with 
midostaurin (either as monotherapy or in combination with other chemotherapy), some cases 
have been fatal. Monitor for pulmonary symptoms; discontinue in patients who develop 
signs/symptoms of interstitial lung disease or pneumonitis (without an infectious etiology). 

• FLT3 mutation positivity: In the treatment of acute myeloid leukemia, midostaurin is approved 
for use only in patients who are FLT3 mutation-positive. 
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Billing Coding/Physician Documentation Information       
Rydapt is considered a pharmacy benefit, specialty 
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Policy Implementation/Update Information         
10/2017 New policy titled Rydapt (midostaurin) 
10/2018 No changes made 
10/2020 Annual review – no changes made 
10/2021 Annual review – no changes made 
10/2022 Annual review – added Warnings and Precautions  

               
 
State and Federal mandates and health plan contract language, including specific 
provisions/exclusions, take precedence over Medical Policy and must be considered first in determining 
eligibility for coverage.  The medical policies contained herein are for informational purposes.  The 
medical policies do not constitute medical advice or medical care.  Treating health care providers are 
independent contractors and are neither employees nor agents Blue KC and are solely responsible for 
diagnosis, treatment and medical advice.  No part of this publication may be reproduced, stored in a 
retrieval system or transmitted, in any form or by any means, electronic, photocopying, or otherwise, 
without permission from Blue KC. 
 


