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NDA Executive Summary  

1. Application/Product Information  

NDA Number. 215887 

Applicant Name Biogen Inc. 

Drug Product Name QALSODY (tofersen) 

Dosage Form. Injection 

Proposed Strength(s)  (6.7 mg/mL) 

Route of 
Administration 

Intrathecal 

Maximum Daily Dose  mg 

Rx/OTC Dispensed Rx 

Proposed Indication 
Treatment of adults with amyotrophic lateral sclerosis (ALS) 
associated with a mutation in the superoxide dismutase 1 
(SOD1) gene 

Drug Product 
Description 

Clear and colorless to slightly yellow solution  
 

Co-packaged product 
information 

N/A 

Device information: N/A 

Storage Temperature/ 
Conditions 

2°C to 8°C (36°F to 46°F) in the original carton to protect from 
light.  Do not freeze. 

Review Team 

Discipline Primary Secondary 

Drug Substance Katharine Duncan  Gaetan Ladouceur 

Drug Product/ 
Labeling 

Mariappan Chelliah Martha Heimann 

Manufacturing Suzanne Hudak Lane Christensen 

Biopharmaceutics N/A N/A 
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2. Final Overall Recommendation  - Approval with QPA(s) 

3. Action Letter Information 

a. Expiration Dating: 

18 months when stored at 2°C – 8°C. 

b. Additional Comments for Action Letter 

The post-marketing commitment (PMC) below should be included in the action 
letter of the NDA is approved. 

 Conduct an extractable study for the rubber stopper. The aqueous 
extractions should use pH adjusted waters that bracket the pH of tofersen 
drug product as extracting solvents. The extraction should be conducted 
by heating at reflux conditions to ensure they represent worst-case 
scenarios for extractable impurities.  

 Conduct a leachable study using at least three batches of tofersen drug 
product. The leachables should be tested at multiple time points on 
stability storage - from release through the proposed shelf-life.  

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

During the review of the NDA, the Office of Pharmaceutical Quality (OPQ) 
review team identified several deficiencies that were adequately addressed 
by the Applicant.  One minor issue remains outstanding.  In the NDA, the 
Applicant provided results from an extractable study performed by the stopper 
manufacturer.  However, this study was not adequately conducted as the 
aqueous extracts were not analyzed for organic extractables.  Additionally, 
the Applicant only conducted a simulated leachable study using a single 

Microbiology Jianli Xue 
Nandini 
Bhattacharya 

Other (specify): N/A N/A 

RBPM Erica Keafer 

ATL Martha Heimann 

Consults N/A 
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batch of aCSF and did not conduct a leachable study using the drug product.  
While the extractable and leachable studies are not considered adequate, the 
currently available data are acceptable on an interim basis given the unmet 
medical need.  The applicant agreed to conduct new extractable and 
leachable studies post-approval. 

OPQ recommends APPROVAL with QPAs of NDA 215887 for QALSODY 
(tofersen) injection  (6.7 mg/mL) with the PMC discussed 
above.  The applicant has provided adequate information on the proposed 
drug product to ensure the identity, strength, purity, and strength of the 
proposed drug product.  The overall manufacturing inspection 
recommendation is approval for all facilities associated with this application.  
The proposed labeling and labels have 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 with QPAs 

   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: 

 Additional Lifecycle Comments:  No 
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section of the PI (e.g., 
Section 11). 

For radioactive products, 
include radiation dosimetry 
for the patient and 
healthcare practitioner(s) 
who administer the drug 

N/A  

For hazardous products, 
include the statement 
“DRUG X is a hazardous 
drug. Follow applicable 
special handling and 
disposal procedures.x” with 
x numerical citation to 
“OSHA Hazardous Drugs”. 

N/A  
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Primary Labeling Assessor: Mariappan V Chelliah 

Secondary Assessor: Julia Pinto 

Reference ID: 5110399
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