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B. Quality Assessment Overview 

Drug Substance: Adequate First Cycle 

No new information was submitted. 

Drug Product:  Adequate 

From a drug product perspective, the information provided in the resubmission 
reflects a change in ownership of the application and information related to the 
issues in facility inspections as described in the complete response letter to the 
original submission. The resubmission of this NDA includes new letters of 
authorizations (LoAs) for the DMFs cross referenced for the container closure 
components. Additionally, the Applicant provided updated excipient specifications for 
the compendial excipients that reflects the removal of  as the contract 
testing facility. The information provided in the resubmission is acceptable. 

Overall, there is minimal concern to the additional drug product information provided 
in the resubmission. 

Labeling:   Adequate 

Minor revisions will be implemented during final labeling negotiations. 

Manufacturing:  Adequate 

The manufacturing process for zonisamide oral suspension was deemed adequate 
during the first cycle.  However, there were two outstanding facility issues that 
precluded approval of the application.  The proposed drug product manufacturing 
site, L M Manufacturing Ltd (LMML), is a new site that had no FDA inspection 
history.  LMML had been inspected by a Mutual Recognition Agreement (MRA) 
authority and two 704(a)(4) (document request review in lieu of in person inspection) 
reviews were conducted for other applications with similar dosage forms/unit 
operations.  The LMML response was not adequate from a quality perspective; 
therefore, an on-site inspection was necessary to verify that adequate mitigation 
measures have been taken.  Due to the facility location (UK) and Covid-19 travel 
restrictions it was not possible to perform a facility inspection prior to the PDUFA 
Goal Date.  If inspection of the LMML facility had been the only outstanding issue, 
action on the NDA would have been delayed until an inspection could be performed.  
In this case, however, a second facility, , which 
was proposed as a testing site, was under OAI1 status and a CR letter was issued. 

In the resubmission, the  facility was withdrawn as a testing site and the test 
methods were transferred to LMML.  A pre-approval inspection with specific 

                                            
1 OAI:  Official Action Indicated 
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coverage of the proposed drug product was conducted from 01/27/2022 – 
02/02/2022 at the LMML facility.  Based on the review of the inspection files, the 
LMML facility is considered acceptable as a drug product manufacturer.  All other 
facilities remain acceptable.  Facility status should be verified prior to final action. 

Biopharmaceutics: Adequate First Cycle 

No new information was submitted. 

Microbiology: Adequate First Cycle 

No new information was submitted. 

Environmental:  Adequate First Cycle 

No new information was submitted. 
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D. List of Deficiencies for Complete Response 

 
Not applicable. 

 
 
 
 
 
Application Technical Lead Name and Date: 

Martha R. Heimann, Ph.D. 
Senior Pharmaceutical Quality Assessor for Neurology Products 
Office of New Drug Products 
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List names of all inactive 
ingredients. Use USP/NF 
names. Avoid Brand names. 

ZONISADE is an 
aqueous white to off-
white liquid suspension. 
Each mL contains 20 mg 
of zonisamide. Inactive 
ingredients include 
carboxymethylcellulose 
sodium, citric acid 
monohydrate, 
microcrystalline 
cellulose, purified water, 
sodium benzoate, 
strawberry flavor, 
sucralose, trisodium 
citrate dihydrate, and 
xanthan gum. 

Adequate 

For parenteral injectable 
dosage forms, include the 
name and quantities of all 
inactive ingredients. For 
ingredients added to adjust 
the pH or make isotonic, 
include the name and 
statement of effect. 

NA NA 

If alcohol is present, must 
provide the amount of 
alcohol in terms of percent 
volume of absolute alcohol 

NA NA 

Statement of being sterile (if 
applicable) 

NA NA 

Pharmacological/ 
therapeutic 
class  

See above Adequate 

Chemical name, structural 
formula, molecular weight  

If radioactive, statement of 
important nuclear 
characteristics. 

NA NA 

Other important chemical or 
physical properties (such as 
pKa or pH) 

See above Adequate 

 

Section 11 (DESCRIPTION) Continued 
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SD-5, Labeling, PI draft 10/23/2020 Drug product 

SD-7, Response to IR 11/6/2020 Drug product 

SD-9, Response to IR 12/23/2020 Drug product 

SD-10, Labeling, PI draft 2/2/2021 Drug product 

SD-11, Labeling, PI draft 2/3/2021 Drug product 

SD-14, Response to IR 3/10/2021 Manufacturing 

SD-15, Response to IR 3/22/2021 Biopharmaceutics 
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B. Quality Assessment Overview 

Drug Substance:  Adequate 

Zonisamide USP is a well-characterized small molecule that is approved under NDA 
20789 and several ANDAs.  Information regarding manufacture and control of the 
bulk drug substance is incorporated by cross-reference to DMF  

).  The DMF was reviewed in support of this NDA 
and is deemed adequate to support approval.  The information submitted directly to 
the NDA includes general properties of zonisamide, manufacturing facilities, the 
manufacturer’s release specification (summary table) and certificates of analysis, 
and the drug product manufacturer’s acceptance specification, analytical procedures 
and supporting method validation/verification data.  The drug substance meets USP 
monograph requirements and the specification includes appropriate controls for 
process impurities, residual solvents and particle size. 

Drug Product:  Adequate 

The proposed product contains zonisamide, 20 mg/mL, in an aqueous suspension 
for oral administration.  The suspension contains compendial excipients 
(microcrystalline cellulose (MCC), carboxymethylcellulose sodium (CMCNa), 
sucralose, xanthan gum, sodium benzoate, citric acid monohydrate, and trisodium 
citrate dihydrate) that are commonly used in oral liquids and strawberry flavor.  
Zonisamide oral suspension is packaged in a 150 mL PET bottle with a child 
resistant closure that contains 150 mL of product.  The drug product specification 
includes appropriate tests and acceptance criteria for an oral suspension.  All 
noncompendial test procedures have been adequately validated and the acceptance 
criteria have been justified by the applicant.  Based on the stability data provided, 
the proposed shelf life of 24 months for product stored at 20°C - 25°C is 
granted. 

Labeling:   Adequate 

The proposed labeling for zonisamide oral suspension is acceptable from a Product 
Quality perspective.  The only deficiencies identified during the review, i.e., incorrect 
storage statements on container labels and in the package insert, were corrected in 
the 2/2/20221 (SD-10) and 2/3/20211 (SD-11) amendments, respectively. 

Manufacturing:  Inadequate 

The manufacturing process for zonisamide oral suspension involves  
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with USP <51> demonstrated that the specification limits for  are 
adequate.  Microbial assessment is performed at release and on stability.  The limits 
are consistent with USP <1111> recommendations for aqueous nonsterile drug 
products for oral use and analytical methods are adequately validated.  In-use 
stability studies support an in-use period of 30 days after opening the drug product 
bottle. 

Environmental:  Adequate  
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D. List of Deficiencies for Complete Response 

 

Product Quality 

1. During a recent inspection of the  (FEI: 
 manufacturing facility for this application, our field investigator 

conveyed deficiencies to the representative of the facility. Satisfactory resolution 
of these deficiencies is required before this application may be approved. 

2. During a review of records requested under section 704(a)(4) of the Federal 
Food, Drug, and Cosmetic Act, the FDA communicated issues with the L M 
MANUFACTURING LIMITED, FEI 3015337531 manufacturing facility named in 
your application. These issues will need to be addressed in order to for your 
application to be approved. An inspection of the L M MANUFACTURING 
LIMITED, FEI 3015337531 facility is required before the application can be 
approved. FDA must ensure that the facility is able to conduct the listed 
manufacturing operations in compliance with CGMP. FDA will continue to 
monitor the public health situation as well as travel restrictions. We are actively 
working to define an approach for scheduling outstanding inspections, once safe 
travel may resume and based on public health need and other factors.  For more 
information, please see the FDA guidances related to COVID 19. These 
guidances can be found at https://www.fda.gov/emergency-preparedness-and-
response/coronavirus-disease-2019-covid-19/covid-19-related-
guidancedocuments-industry-fda-staff-and-other-stakeholders" 

 
 
 
 
 
Application Technical Lead Name and Date: 

Martha R. Heimann, Ph.D. 
CMC Lead for Neurology Products 
Office of New Drug Products 

4/26/2021 
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Pharmacological/ 
therapeutic 
class  

Zonisamide is  
 

chemically classified as a 
sulfonamide  

 
. 

Adequate 

Chemical name, structural 
formula, molecular weight  

The active ingredient is 
Zonisamide, 1,2-
benzisoxazole-3-
methanesulfonamide. 
The empirical formula is 
C8H8N2O3S with a 
molecular weight 
of 212.23. 
Zonisamide is a white 
powder, pKa = 10.2, and 
is moderately soluble in 
water (0.80 mg/mL) and 
0.1 N HCl (0.50 mg/mL). 
The chemical structure 
is: 

 

Adequate 

If radioactive, statement of 
important nuclear 
characteristics. 

NA NA 

Other important chemical or 
physical properties (such as 
pKa or pH) 

Zonisamide is a white 
powder, pKa = 10.2, and 
is moderately soluble in 
water (0.80 mg/mL) and 
0.1 N HCl (0.50 mg/mL). 

Adequate 

 

 

 

Section 11 (DESCRIPTION) Continued 
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