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EXECUTIVE SUMMARY 

 
 

I. RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY 

This addendum to the OPQ integrated review dated July 17, 2021 (Review #1) 
conveys the OPQ recommendation that the Agency APPROVE NDA 214869, 
DHIVY (carbidopa and levodopa) tablets.  The current recommendation supersedes 
the previous OPQ recommendation that the Agency issue a complete response for 
the application.  NDA 214869, as amended, provides adequate assurance the 
product will be suitable for use in the intended patient population. 

II. SUMMARY OF QUALITY ASSESSMENTS  
 

Background 

In this 505(b)(2) NDA, the applicant seeks approval of an immediate release 
carbidopa and levodopa tablet in a single strength, 25 mg/100 mg.  The only 
difference between the proposed product and the corresponding strength of the 
listed drug, Sinemet® tablets is the presence of three score lines that allow for dose 
adjustment in 6.25 mg/25 mg increments.  The first OPQ Integrated Review1 for the 
NDA recommended that a Complete Response Letter issue as the applicant had not 
fully responded to information requests (IRs) conveyed in the April 26, 2021 IR letter.  
Outstanding deficiencies were related to the drug product, manufacturing and 
biopharmaceutics.  The deficiencies and their resolution are summarized below. 

Drug Product: Adequate 

The Applicant did not submit supplemental method validation data to support 
changes to the dissolution method, or photostability data in time for evaluation under 
Review #1.  The information received in the July 30, 2021, amendment is adequate 
to support product quality. 

Per Review #1, the proposed shelf-life of 24 months when stored at 20°C to 25°C 
(68°F to 77° F) [USP controlled room temperature], is justified.  This should be 
communicated in the final action letter.  

Manufacturing: Adequate 

Based on the physical, chemical, and microbial testing results submitted on July 30, 
2021 and August 12, 2021, the bulk hold times for drug product  and 
finished bulk product are acceptable. 

                                            
1 https://darrts.fda.gov/darrts/ViewDocument?documentId=090140af80602b6a&showAsPdf=true  
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Q3D2 to support the omission of test for elemental impurities. With respect to the 
dissolution test, the Biopharmaceutics reviewer has asked the applicant to change 
the dissolution medium volume from  mL to 500 mL.3  Submission of supporting 
documentation and data, including supplemental validation data for the HPLC 
method to be used in the revised dissolution testing are still pending. These data are 
not expected to be submitted until 7/30/2021.  

The applicant provided up to 12 months of long-term and up to 6 months of 
accelerated stability data for the three primary stability batches. No trending was 
noted for both the whole and split tablets at both the storage conditions.  The 
proposed shelf-life of 24 months, when stored at 20°C to 25°C (68°F to 77° F) [USP 
controlled room temperature], is supported by the data.  However due to the 
unaddressed deficiencies, a shelf-life will not be granted at this time. 

Labeling:   Adequate 

There are no outstanding labeling deficiencies. 

Manufacturing:  Inadequate 

Carbidopa and levodopa 25 mg/100 mg tablets are manufactured using  
 

.  CQAs for the tablets include 
identity, assay, BU, uniformity of dosage units, degradation products, dissolution, 
and appearance.  

The proposed commercial batch size for carbidopa and levodopa tablets 
25 mg/100 mg is same as that of the registration batch size, i.e.  tablets.  
The equipment to be used for commercial batches has the same design and 
operating principles as the equipment used for the registration batches and there are 
no differences between the manufacturing processes clinical and commercial 
batches.  In process controls and acceptance criteria are either maintained the same 
as that of registration batches or tightened for better control.  

The applicant has addressed most of the process deficiencies identified during the 
review; however, data from hold time studies have not been submitted and are not 
expected until 7/30/2021. 

All sites proposed for manufacture and testing Levodopa USP, Carbidopa USP and 
DHIVY (carbidopa and levodopa tablets) are currently acceptable.  Facility status 
should be verified prior to final action on the NDA.  

                                            
2  Elemental Impurities in Drug Products Guidance for Industry 
3  Biopharmaceutics review by Kamrun Nahar, 7/6/2021 
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We request that you generate full dissolution profile data of the pivotal clinical 
and primary registration batches (n=12) using 500 mL dissolution volumes and 
implement 500 mL instead for batch release and stability testing. 

6. Provide information/data to demonstrate the conformity of drug release from the 
split tablets (i.e., for all the segments) in 500 mL dissolution volume to the 
proposed dissolution acceptance criterion set based on whole tablets.   

In addition to the deficiencies listed above, provide supplemental validation data for 
the HPLC method to be used in the revised dissolution test. 

Microbiology Deficiencies  

N/A 

Other Deficiencies (Specify discipline, such as Environmental) 

N/A 
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1.2.3 Section 11 (DESCRIPTION) 
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3.2  Carton Labeling 

n/a 
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