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NDA Executive Summary  
 

1. Application/Product Information  

NDA Number. 214759 

Applicant Name Medac Gesellschaft für klinische Spezialpräparate mbH 

Drug Product 
Name GRAFAPEX (treosulfan) for injection 

Dosage Form.   Powder for reconstitution 

Proposed 
Strength(s) 1 g/vial and 5 g/vial 

Route of 
Administration   Intravenous 

Maximum Daily 
Dose 10 g/m2  

Rx/OTC Dispensed   Rx 

Proposed 
Indication 

GRAFAPEX is an alkylating drug indicated for use in 
combination with fludarabine as a preparative regimen 
for allogeneic hematopoietic stem cell transplantation 
(alloHSCT) in adult and pediatric patients >1 year old 
with acute myeloid leukemia (AML) and myelodysplastic 
syndrome (MDS). 

Drug Product 
Description 

The drug product,  (treosulfan) lyophilized 
powder for injection, is presented as a , white, 
sterile, lyophilized powder for injection in single use glass 
vials containing 1000 mg or 5000 mg treosulfan. The 
drug product is intended to be reconstituted prior to 
administration in 0.45% or 0.9% NaCl, USP, 5% glucose, 
or sterile water for Injection, USP to a concentration of 50 
mg/mL. 

Co-packaged 
product 
information 

N/A 

 Device 
information: N/A 
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Storage 
Temperature/ 
Conditions 

Store at 20°C to 25°C (68°F to 77°F); excursions 
permitted to 15°C to 30°C (59°F to 86°F), USP controlled 
room temprature conditions.  

Review Team 

Discipline  Primary  Secondary 

Drug Substance Kabir Shahjahan Haripada Sarker 

Drug Product/ 
Labeling Olen Stephens Shalini Anand 

Manufacturing Jin Lee James Norman 

Biopharmaceutics N/A N/A 

Quality 
Microbiology 
 
 

Julie Nemecek Bryan Riley 

RBPM Dahlia Walters 

ATL Shalini Anand 

Consults N/A 

 

2. Final Overall Recommendation  - Approval 

3. Action Letter Information 

a. Expiration Dating: An expiration dating period of 24 months is granted for 
the drug product when stored at USP controlled room temprature storage 
conditions i.e., 20°C to 25°C (68°F to 77°F), excursions permitted to 15°C to 
30°C (59°F to 86°F). 

b. Additional Comments for Action: n/a 
. 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 
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OPQ recommends APPROVAL of NDA 214759 for the commercialization of 
GRAFAPEX (treosulfan) for injection.  Based on our evaluation of the available 
information, the Applicant provided sufficient information to support an approval 
recommendation from the drug product quality perspective.  The Applicant 
provided adequate information on the proposed drug product to ensure the identity, 
strength, purity, and quality of the proposed drug product. The overall 
manufacturing inspection recommendation is approval for all the facilities 
associated with this application. The proposed labeling and labels include 
adequate information to meet the regulatory requirements. 

 
b. Is the overall recommendation in agreement with the individual 
discipline recommendations?    Yes 

 
Recommendation by Subdiscipline: 
   Drug Substance      - Adequate 
   Drug Product  - Adequate 
   Quality Labeling*      -         Adequate   
   Manufacturing  - Adequate 
   Biopharmaceutics - N/A 
   Microbiology            -          Adequate 

 
 Environmental Assessment:    Categorical Exclusion - Adequate 
 QPA for EA(s):     No 

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: 

 

Comparability Protocols (PACMP):  No 
 
Comments:  N/A 

 
 Additional Lifecycle Comments: N/A 
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1.2.3 Section 11 (DESCRIPTION) 
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3.0    CARTON AND CONTAINER LABELING 
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