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Addendum to OPQ Review (dated March 19, 2024, in DARRTS)   

NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 216483 

Applicant Name Utility Therapeutics Ltd 

Drug Product Name PIVYA (pivmecillinam) tablets 

Dosage Form.   Tablet 

Proposed Strength(s)   185 mg  

Route of 
Administration 

  Oral 

Maximum Daily Dose 555 mg pivmecillinam (one tablet three times daily) 

Rx/OTC Dispensed   Rx 

Proposed Indication 

Treatment of female patients 18 years of age and older 
with uncomplicated urinary tract infections (uUTI) caused 
by susceptible E.coli, Proteus mirabilis and 
Staphylococcus saprophyticus. 

Drug Product 
Description 

The proposed drug product is an immediate release film 
coated tablet for oral administration. The proposed tablet 
is a white, circular-shaped, film-coated tablet with a letter 
“P”  on one side and blank on the other, which 
contains mostly standard compendial excipients in 
addition to 200 mg of pivmecillinam hydrochloride (200 
mg pivmecillinam hydrochloride corresponds to 185 mg 
pivmecillinam). The proposed commercial container 
closure system is a single-dose  
aluminum/ aluminum blister. 

Co-packaged product 
information 

N/A 

 Device information: N/A 

Storage Temperature/ 
Conditions 

              20 oC -25 oC  
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Review Team 

Discipline  Primary  Secondary 

Drug Substance 
Raymond 
Frankewich 

Katherine Windsor 

Drug Product/ 
Labeling 

Jessica 
Zarenkiewicz 

Dorota Matecka 

Manufacturing Jiao Yang Nathan Davis 

Biopharmaceutics Jing Li Elsbeth Chikhale 

Microbiology N/A N/A 

Other (specify): 
 
 

N/A N/A 

RBPM Anh-Thy Ly 

ATL Dorota Matecka 

 

2. Final Overall Recommendation  Approval with QPAs  

3. Action Letter Information 

a. Expiration Dating:  

36 months when stored at 20oC to 25oC (68oF to 77oF); excursions permitted 
between 15°C to 30°C (59°F to 86°F) [See USP Controlled Room Temperature].  

b. Additional Comments for Action 
 
The following Post-Marketing Commitment (PMC) should be included in the 
action letter: 
 
PMC 4603-6  
 
Conduct studies and generate data to finalize the regulatory dissolution 
specification (method and acceptance criterion) for the drug product 
(pivmecillinam tablets, 185 mg) to be used at batch release and for stability 
studies.  
 
The timetable you submitted on March 22, 2024, states that you will conduct this 
study according to the following schedule: 
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Interim Report: 10/2024 
Final Report: 05/2025 
 
The final report should be submitted to your NDA as a prior approval supplement. 
The final report submission should be identified as “Final Report Submission for 
PMC 4603-6” in addition to being identified as a “Prior Approval Supplement”. 

 
4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 
The NDA has provided sufficient CMC information to assure the identity, 
strength, purity, and quality of the proposed drug substance (pivmecillinam 
hydrochloride) and the drug product (pivmecillinam tablets). The majority of 
the CMC information and data for pivmecillinam hydrochloride drug substance 
were provided via a reference to a Type II DMF ; the overall drug 
substance information submitted in the DMF, and the NDA was found 
adequate (refer to the Drug Substance Review included in the OPQ Review 
dated March 19, 2024). In response to the FDA question regarding the USAN 
status of the pivmecillinam hydrochloride name, the Applicant has provided a 
confirmation that both names, pivmecillinam and pivmecillinam hydrochloride, 
have been adopted by the USAN Council (refer to the amendments dated 
February 28 and March 5, 2024). In addition, all comments and requests for 
additional information, identified during the NDA review by the Drug Product 
and Manufacturing reviewers have been adequately addressed and resolved 
(for details refer to the Drug Product and Manufacturing Reviews included in 
the OPQ Review dated March 19, 2024). The currently proposed commercial 
blister card is not perforated; therefore, DMEPA has recommended adding a 
grid line to the blister sheet label to aid cutting while dispensing the correct 
number of tablets.  

. From the Biopharmaceutics perspective, 
limited information was provided regarding the dissolution method 
development for the proposed commercial drug product. Therefore, the 
proposed dissolution method and acceptance criteria have been found 
acceptable on an interim basis with additional dissolution studies to be 
performed via a PMC study (as indicated above). The manufacturing and 
testing facilities have been found acceptable and an overall “Approve” 
recommendation for this NDA was entered in Panorama by the Office of 
Pharmaceutical Manufacturing Assessment on February 6, 2024. Several 
labeling revisions have been recommended in the Product Quality related 
sections of the Prescribing information (PI) as well as in the container label 
and carton labeling (e.g., properly displaying the drug product name and 
strength along with the salt equivalency statement; refer to the Labeling 
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Review included in the OPQ review dated March 19, 2024). These comments 
have been conveyed to and accepted by the Applicant. In addition, a 9-count 
blister was added as another packaging configuration (with no changes to the 
blister materials or manufacturing process; refer to the updated Labeling 
Review, below). Therefore, the overall approvability recommendation for this 
NDA by the Office of Pharmaceutical Quality (OPQ) is Approval with QPAs.  
 
Note: This Addendum (to the OPQ Review dated March 19, 2024, in 
DARRTS) contains an updated Labeling Review to indicate that all labeling 
revisions and recommendations were addressed by the Applicant. For all 
other individual discipline reviews for this NDA refer to OPQ Review dated 
March 19, 2024. Also, the number for the dissolution PMC (as it will appear in 
the NDA action letter) is now available and indicated above (the Applicant’s 
agreement to the finalized PMC description and timelines, as above, was 
provided in the March 22, 2024, amendment).  

 
 
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 with QPAs 
   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:  

Refer to the Drug Product Review (Lifecycle Management Considerations) 
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Drug Substance 
Raymond 
Frankewich 

Katherine Windsor 

Drug Product/ 
Labeling 

Jessica 
Zarenkiewicz 

Dorota Matecka 

Manufacturing Jiao Yang Nathan Davis 

Biopharmaceutics Jing Li Elsbeth Chikhale 

Microbiology N/A N/A 

Other (specify): 
 
 

N/A N/A 

RBPM Anh-Thy Ly 

ATL Dorota Matecka 

 

2. Final Overall Recommendation  Approval with QPAs (pending labeling 
revisions) 

3. Action Letter Information 

a. Expiration Dating:  

Store PIVYA tablets at 20oC to 25oC (68oF to 77oF); excursions permitted 
between 15°C to 30°C (59°F to 86°F) [See USP Controlled Room Temperature]. 
Store and dispense tablets in the unit-dose blisters. 

 

b. Additional Comments for Action 
 
The following Post-Marketing Commitment (PMC) should be included in the 
action letter: 
 
PMC XXXX-X  
 
Conduct studies and generate data to finalize the regulatory dissolution 
specification (method and acceptance criterion) for the drug product 
(pivmecillinam tablets, 185 mg) to be used at batch release and for stability 
studies.  
 
Timelines: 
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Interim Report: 10/2024 
Final Report: 05/2025 

 
4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 
The NDA has provided sufficient CMC information to assure the identity, 
strength, purity, and quality of the proposed drug substance (pivmecillinam 
hydrochloride) and the drug product (pivmecillinam tablets). The majority of 
the CMC information and data for pivmecillinam hydrochloride drug substance 
were provided via a reference to a Type II DMF ; the overall drug 
substance information submitted in the DMF, and the NDA was found 
adequate (refer to the Drug Substance review, below). In response to the 
FDA question regarding the USAN status of the pivmecillinam hydrochloride 
name, the Applicant has provided a confirmation that both names, 
pivmecillinam and pivmecillinam hydrochloride, have been adopted by the 
USAN Council (refer to the amendments dated February 28 and March 5, 
2024). In addition, all comments, and requests for additional information, 
identified during the NDA review by the Drug Product and Manufacturing 
reviewers have been adequately addressed and resolved (for details refer to 
the Drug Product, and Manufacturing reviews, below). The currently proposed 
commercial blister card is not perforated; therefore, DMEPA has 
recommended adding a grid line to the blister sheet label to aid cutting while 
dispensing the correct number of tablets.  

 From the 
Biopharmaceutics perspective, limited information was provided regarding the 
dissolution method development for the proposed commercial drug product. 
Therefore, the proposed dissolution method and acceptance criteria have 
been found acceptable on an interim basis with additional dissolution studies 
to be performed via a PMC study (as indicated above). The manufacturing 
and testing facilities have been found acceptable and an overall “Approve” 
recommendation for this NDA was entered in Panorama by the Office of 
Pharmaceutical Manufacturing Assessment on February 6, 2024. Several 
labeling revisions have been recommended in the Product Quality related 
sections of the Prescribing information (PI) as well as in the container label 
and carton labeling (e.g., properly displaying the drug product name and 
strength along with the salt equivalency statement). These comments have 
been conveyed to the NDA review team but have not been conveyed to or 
addressed by the Applicant. Therefore, the overall approvability 
recommendation for this NDA by the Office of Pharmaceutical Quality (OPQ) 
is Approval with QPAs (pending labeling revisions). An Addendum to this 
review will capture the final revisions to the various parts of labeling.  
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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  - Pending 
   Manufacturing  - Adequate 
   Biopharmaceutics - Adequate with QPAs 
   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:  

Refer to the Drug Product review (Lifecycle Management Considerations) 
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