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Quality Review Data Sheet 
      

1. LEGAL BASIS FOR SUBMISSION:  

2. RELATED/SUPPORTING DOCUMENTS:  
 

A. DMFs:
 

DMF # TYPE HOLDER 
ITEM

REFERENCED 
STATUS1

DATE
REVIEW 

COMPLETED
COMMENTS 

Type III N/A N/A  

Type III N/A N/A  

Type III N/A N/A  

1 Adequate, Adequate with Information Request, Deficient, or N/A (There is enough data 
in the application, therefore the DMF did not need to be reviewed) 

 
B. Other Documents: IND, RLD, or sister applications

DOCUMENT APPLICATION NUMBER DESCRIPTION 
IND 62118 Defibrotide Injection 

   
   
   

3. CONSULTS: 
 

DISCIPLINE STATUS RECOMMENDATION DATE REVIEWER 
Biostatistics     
Pharmacology/Toxicology     
CDRH     
Clinical      
OBP Complete Approval 14-Dec-

15 
Ennan Guan, 
Ph.D. 

(b) (4) (b) (4)
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Executive Summary 
I. Recommendations 

 
A. Recommendation and Conclusion on Approvability 

The applicant has provided adequate CMC information.  No CMC deficiencies 
were identified.  The labeling should be revised to reflect the strength of the free 
acid rather than the sodium salt as per our current policy.  Facility review is 
pending. 
 
Benefit/Risk Considerations: None 
 
 

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, 
and/or Risk Management Steps, if Approvable 

None 
 
 

II. Summary of Quality Assessments
 

A. Drug Substance Defibrotide Quality Summary 
1. Chemical Name or IUPAC Name/Structure 

Chemical Name: Polydeoxyribonucleotide, sodium salt 
USAN Name: Defibrotide 
 

2. Properties/CQAs Relevant to Drug Product Quality 
Properties: Solubility of the API at pH range 6.8 – 7.8 in  and stability in solution. 
CQAs: Molecular weight distribution of the DNA fragments 
 Impurities related to the starting material and product 
 Viral load 
 

3. List of starting materials 
 

 
4. Suppliers of starting materials (site) 

 
5. Summary of Synthesis 

(b) (4)

(b) (4)

(b) (4)
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Proprietary Name of the Drug Product  Defitelio® 

Non Proprietary Name of the Drug Product  Defibrotide injection 
Non Proprietary Name of the Drug Substance  Defibrotide 

Proposed Indication(s) including Intended 
Patient Population 

 Treatment of patients with hepatic veno-
occlusive disease (VOD), also known as 
sinusoidal obstruction syndrome (SOS), 
with  dysfunction 
following hematopoietic stem-cell 
transplantation (HSCT) 

Duration of Treatment  A minimum of 21 days. If after 21 days 
signs and symptoms of VOD have not 
resolved, continue treatment until 
resolution 

Maximum Daily Dose  6.25 mg/kg body weight given as a 2-hour 
intravenous infusion every 6 hours 

Alternative Methods of Administration  N/A 
 
 
 

D. Biopharmaceutics Considerations 
1. BCS Classification: Not Applicable since the proposed drug product is 

not for oral administration  
Drug Substance: N/A 
Drug Product: N/A 

 
2. Biowaivers/Biostudies 

Biowaiver Requests– Not Applicable. The drug product is a 
solution intended for injection 
PK studies– Refer to the Clinical Pharmacology review 
IVIVC- None 

 
The NDA is recommended for approval from a Biopharmaceutics perspective. The 
bridging studies conducted for the two formulations used during the clinical 
development of defibrotide solution for injection are adequate. 

 
E. Novel Approaches 

None 
 
 

F. Any Special Product Quality Labeling Recommendations
None 
 
 

G. Process/Facility Quality Summary (see Attachment A) 

(b) (4)
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H. Life Cycle Knowledge Information (see Attachment B) 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Anamitro Banerjee 
(ATL) 

Anamitro Banerjee -S
Digitally signed by Anamitro Banerjee -S 
DN: c=US, o=U.S. Government, ou=HHS, ou=FDA, ou=People, 
0.9.2342.19200300.100.1.1=2000423276, cn=Anamitro Banerjee -S 
Date: 2015.12.31 12:30:17 -05'00'

125 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this page
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Conclusion: Inadequate. 

II. List of Deficiencies To Be Communicated 
A. Drug Substance 
B. Drug Product 
C. Process/Facility 
D. Biopharmaceutics 
E. Microbiology
F. Label/Labeling 
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Assay (API), 
stability 

• Formulation 
• Container 
closure 
• Raw materials 
• Process 
parameters 
• 
Scale/equipment 
• Site 

L  L  

Uniformity of 
Dose (Fill 
Volume/ 
Deliverable 
volume) 

• Formulation 
• Container 
closure 
• Process 
parameters 
• 
Scale/equipment 
• Site 

L  L  

Osmolality • Formulation 
• Container 
closure 
• Process 
parameters 
• 
Scale/equipment 
• Site 

L  L  

pH-(High) • Formulation 
• Container 
closure 
• Process 
parameters 
• 
Scale/equipment 
• Site 

L  L  

pH-(Low) • Formulation 
• Container 
closure 
• Process 
parameters 
• 
Scale/equipment 
• Site 

L  L  

Particulate 
matter (non-
aggregate for 
solution only) 

• Formulation 
• Container 
closure 
• Process 
parameters 

M Controlled in 
the drug 
product 
specification 

L  
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• 
Scale/equipment 
• Site 

Leachable 
Extractables 

• Formulation 
• Container 
closure 
• Process 
parameters 
• 
Scale/equipment 
• Site 

L  L  

Appearance 
(color/turbidity) 

• Formulation 
• Container 
closure 
• Process 
parameters 
• 
Scale/equipment 
• Site 

L  L  

*Risk ranking applies to product attribute/CQA 
**For example, critical controls, underlying control strategies assumptions, post 
marketing commitment, knowledge management post approval, etc. 

 
 

 






