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NDA Executive Summary 
 

1. Application/Product Information  

NDA Number 219122 

Applicant Name Azurity Pharmaceuticals 

Drug Product Name BRYNOVIN (sitagliptin) oral solution, 25 mg/mL 

Dosage Form  Solution 

Proposed Strength(s)  25 mg /mL  

NDA Classification  Type 5 – New Formulation or New Manufacturer 

Route of Administration  Oral 

Maximum Daily Dose 100 mg 

Rx/OTC Dispensed  Rx 

Proposed Indication 
To improve glycemic control in adults with 

type 2 diabetes mellitus.  

Drug Product Description 
Clear, colorless, to nearly colorless aqueous solution 
filled in a 125 mL Type glass with CR closure. 

Co-packaged product 
information 

NA 

Device information Not applicable 

Storage Temperature/ 
Conditions 

Store at 2°C to 8°C in the original container 

Review Team 

Discipline Primary Secondary 

Drug Substance Daniel Jansen Zhengfu Wang 

Drug Product/ 
Labeling 

Dan Berger Muthukumar 
Ramaswamy 

Manufacturing 
Naresh 
Pavurala 

Erin Kim 

Biopharmaceutics NA NA 
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Microbiology Xia Xu 
Nandini 
Bhattacharya 

Other (specify) - - 

RBPM Oluwafunmike (Funke) Ajomale 

ATL Muthukumar Ramaswamy 

Consults  

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

a. Expiration Dating: 12 months from the date of manufacture, when stored 
at 2°C to 8°C in the original container. 

 
b. Additional Comments for Action - none 

 
4. Basis for Recommendation:  
 

a. Summary of Rationale for Recommendation: 

The Office of Pharmaceutical Quality Review team has assessed the 
Chemistry, Manufacturing, and Controls (CMC) information and 
determined that the new drug application (NDA) meet all applicable 
standards to support the approval of the drug product. As such, OPQ 
recommends approval of this NDA from a quality perspective. 
 
The proposed product sitagliptin oral solution, 25 mg/mL is a clear, 
colorless to nearly colorless aqueous solution filled in a 125 mL amber 
glass bottle. The recommended storage condition for the drug product is 
2°C to 8°C. The drug product is intended for administration using an oral 
dosing syringe.   
 
NDA 219122 was originally submitted January 4, 2024. The OPQ did not 
recommend the approval of this application due to potential official action 
indicated alert (pOAI) for the drug substance manufacturing facility 

 The compliance status of all 
the other manufacturing facilities associated with this application was 
acceptable. There were no deficiencies related to drug substance, drug 
product, manufacturing process, labeling, and microbiology sections of 
this application during first cycle review. A shelf-life of 12 months from the 
date of manufacture, was granted for the drug product, when stored at 2°C 
to 8°C in the original container. The proposed in-use period of 90 days for 
storage at 5°C, after first opening is acceptable. For additional details, 
refer to OPQ’s Integrated Quality Assessment for NDA 219122 dated 
October 19, 2024, and September 25, 2024, in DARRTS.  
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Recommendation by Subdiscipline: 

   Drug Substance      - Adequate 
   Drug Product  - Adequate 
   Quality Labeling  - Adequate 
   Manufacturing  - Adequate 
   Biopharmaceutics - N/A 
   Microbiology  - 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: 

 
 Additional Lifecycle Comments:   

None 
 
 
 
Muthukumar Ramaswamy 12-19-2024 
 
Application Technical Lead Name and Date: 
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NDA Executive Summary 
 

1. Application/Product Information  

NDA Number 219122 

Applicant Name Azurity Pharmaceuticals 

Drug Product Name BRYNOVIN (sitagliptin) oral solution, 25 mg/mL 

Dosage Form  Solution 

Proposed Strength(s)  25 mg /mL  

NDA Classification  Type 5 – New Formulation or New Manufacturer 

Route of Administration  Oral 

Maximum Daily Dose 100 mg 

Rx/OTC Dispensed  Rx 

Proposed Indication 
To improve glycemic control in adults with 

type 2 diabetes mellitus.  

Drug Product Description 
Clear, colorless, to nearly colorless aqueous solution 
filled in a 125 mL Type glass with CR closure. 

Co-packaged product 
information 

NA 

Device information Not applicable 

Storage Temperature/ 
Conditions 

Store at 2°C to 8°C in the original container 

Review Team 

Discipline Primary Secondary 

Drug Substance Daniel Jansen Zhengfu Wang 

Drug Product/ 
Labeling 

Dan Berger Muthukumar 
Ramaswamy 

Manufacturing 
Naresh 
Pavurala 

Erin Kim 

Biopharmaceutics NA NA 
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2. Final Overall Recommendation  - Complete Response 
 

Deficiencies:  
 
Following a CGMP inspection of listed 
in this application, FDA conveyed deficiencies to the representative of the facility. 
Satisfactory responses from the facility are needed before this application can be 
approved. 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. 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 inspections will be 
needed prior to an approval of the application.  
 
As the applicant, we do not expect a response to this facility-related deficiency 
when responding to any other deficiencies cited in this or other information 
request or discipline review letters. Instead, please work with the facility, as 
applicable, in resolving the related deficiencies. 
 

 
4. Basis for Recommendation:  
 

a. Summary of Rationale for Recommendation: 

The Office of Pharmaceutical Quality Review team has assessed the 
Chemistry, Manufacturing, and Controls (CMC) information and 
determined that the new drug application (NDA) does not meet all 
applicable standards to support the approval of the drug product. As such, 
OPQ does not recommend approval of this NDA from a quality 
perspective. 
 
The proposed product sitagliptin oral solution, 25 mg/mL is a clear, 
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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  - Inadequate 
   Biopharmaceutics - N/A 
   Microbiology  - 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: 

 
 Additional Lifecycle Comments:   

None 
 
 
 
Muthukumar Ramaswamy 10-09-2024 
 
Application Technical Lead Name and Date: 
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NDA Executive Summary 
 

1. Application/Product Information  

NDA Number 219122 

Applicant Name Azurity Pharmaceuticals 

Drug Product Name BRYNOVIN (sitagliptin) oral solution, 25 mg/mL 

Dosage Form  Solution 

Proposed Strength(s)  25 mg /mL  

NDA Classification  Type 5 – New Formulation or New Manufacturer 

Route of Administration  Oral 

Maximum Daily Dose 100 mg 

Rx/OTC Dispensed  Rx 

Proposed Indication 
To improve glycemic control in adults with 

type 2 diabetes mellitus.  

Drug Product Description 
Clear, colorless, to nearly colorless aqueous solution 
filled in a 125 mL Type glass with CR closure. 

Co-packaged product 
information 

NA 

Device information Not applicable 

Storage Temperature/ 
Conditions 

Store at 2°C to 8°C in the original container 

Review Team 

Discipline Primary Secondary 

Drug Substance Daniel Jansen Zhengfu Wang 

Drug Product/ 
Labeling 

Dan Berger Muthukumar 
Ramaswamy 

Manufacturing 
Naresh 
Pavurala 

Erin Kim 

Biopharmaceutics NA NA 
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The proposed product sitagliptin oral solution, 25 mg/mL is a clear, 
colorless to nearly colorless aqueous solution filled in a 125 mL amber 
glass bottle. The recommended storage condition for the drug product is 
2°C to 8°C. The drug product is intended for administration using an oral 
dosing syringe.   
 
Except for impurity control in the drug product, there are no 
deficiencies related to drug substance, drug product, manufacturing 
process, facility, labeling, and microbiology sections of this application. All 
facilities associated with this NDA are adequate. For additional details, 
refer to CMC reviews for drug substance, drug product, microbiology, 
labeling, process, and facilities in Panorama under NDA 219122.   

 
The drug product review team does not recommend the approval of the 
application due to deficiencies related  to control of the nitrosamine 
impurity, in the drug product below ppm. Based on available 
manufacturing control information, the applicant has proposed to control 
the levels in drug substance at NMT ppm and in the drug 
product at NMT ppm during release and at NMT ppm during shelf-
life.  
 
The applicant’s proposed shelf-life limit of ppm for does not meet 
the established lifetime daily acceptable intake level of ng/day, when 
dosed at a maximum daily dose of 100 mg/day.  

 
Available stability data from commercial manufacturing facility does not 
support that the batches would meet the limit of ppm after 6 
months of storage at 2°C to 8°C. Late in the review cycle, the applicant 
proposed additional manufacturing controls 

 but did not 
provide any release and stability data for drug product from commercial 
scale batches to support that these batches would meet ppm limit 
during shelf-life. At this time, manufacturing control information provided in 
the NDA for the control of in the drug product is inadequate. 
Therefore, the OPQ review team does not recommend approval of this 
NDA from a quality perspective.  
 

 
b. Is the overall recommendation in agreement with the individual 
discipline recommendations?    Yes 

 
Recommendation by Subdiscipline: 

   Drug Substance      - Adequate 
   Drug Product  - Inadequate 
   Quality Labeling  - Adequate 
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   Manufacturing  - Adequate 
   Biopharmaceutics - N/A 
   Microbiology  - 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: 

 
 Additional Lifecycle Comments:   

None 
 
 
 
Muthukumar Ramaswamy 09-25-2024 
 
Application Technical Lead Name and Date: 
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