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[bookmark: _Toc153987877]2.3.P	DRUG PRODUCT
[bookmark: _Toc153987878]2.3.P.1	Description and Composition of the Drug Product 
	1. What is the description of the proposed commercial drug product? What are the components and composition of the final drug product as packaged and administered on both a per unit dose and %w/w basis? What is the function(s) of each excipient?



[bookmark: _Ref305424618]Descriptive Information of the Drug Product: 
[bookmark: _Toc153988653]Table 1.	Description of the Drug Product
	Parameters
	Product Name

	
	
	

	Description
	
	

	Theoretical Weight of Filled Capsule (mg)
	
	

	Image
	
	


For comparison of RLD and Company Name’s proposed container closure system, please refer to Section 1.2.7 of Module 1.14.1.5.  All excipients used in the manufacturing of Product Name are meeting the current USP/NF standards set in the respective monographs except for Capsules shell as declared by the excipient manufacturer, it complies with 21 CFR Parts 73 to 82. Please note that there are no flavors used in the manufacturing of Product Name.
Components and Composition of the Drug Product:
[bookmark: _Toc153988654]Table 2.		Composition of Product Name

<Please add the same table mentioned in section 3.2.P.1.>
Please refer to Module 3.2.P.1 for full details on the qualitative and quantitative composition of the drug product.

Overages: There are no overages used in this drug product.
<Note: If overages are there. Then, please add same information which are mentioned in section 3.2.P.1 & 3.2.P.3.2>
	2. Does any excipient exceed the FDA inactive ingredient database (IID) limit for this route of administration calculated based on maximum daily dose? If so, please justify.



<Note: Please add description as per product specification>
<Note: Add IIG table from section 3.2.P.1>
For IIG limit of each excipient against the quantity used in the final formulation, please refer to the following table. 

[bookmark: _Toc153988655]Table 3.	Inactive Ingredients and Amount as Per IIG Limit for Product Name
	Ingredients
	Product Name- mg/capsule
	Maximum amount per MDD1 (mg/MDD)
	IID Limit2 

	
	xx mg 
	xx mg 
	
	Maximum Potency per Unit dose
	Maximum Daily Exposure (MDE)

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


[bookmark: _Ref526338705]
<Note: Information should match with section 3.2.P.1>
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	3. If applicable, what are the differences between this formulation and the listed/reference listed drug (RLD) formulation?


<Please add the brief description about the answer and provide the comparison between RLD and proposed formulation.>
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[bookmark: _Toc153987879]2.3.P.2	Pharmaceutical Development
	4. For 505b(1) applications, what is the rationale for selecting the proposed dosage form for the drug product? For 505b(2) and 505(j) applications, what are the characteristics of the listed/reference listed drug product? What is the quality target product profile (QTPP) of the finished product based on the proposed indication and patient population? How is the QTPP justified?



<Please add the brief description and information about the QTPP from PDR>
	5. What are the quality attributes of the finished product? Which quality attributes are considered critical quality attributes (CQAs)? For each CQA, what is the target and how is it justified?
6. What is the approach for meeting the CQAs related to clinical performance? If applicable, what in-vitro bio-performance evaluations (i.e., dissolution method, flux assay, etc.) were used during pharmaceutical development to ensure clinical performance?



<Please add the brief description and information about the quality attributes and CQAs from PDR>
The Critical Quality Attributes (CQAs) which may be related to clinical performance are listed below:
	Sr.
No.
	Quality attributes of the drug product
	Target
	CQA
(Yes / No)
	Justification

	1.
	Physical attributes
	
	
	

	2
	Assay
	
	
	

	3
	Identification (For polymorph)
	
	
	

	4
	Uniformity of dosage units (By content uniformity)
	
	
	

	5
	Dissolution
	
	
	

	6
	Related Substances
	
	
	

	7
	Rupture time
	
	
	

	8
	Disintegration time with disc
	
	
	

	9
	Loss on drying of capsules shell (% w/w)
	
	
	

	10
	Water content of fill material (by KF)
	
	
	

	11
	Residual solvent (By GC)
	
	
	

	12
	Microbial enumeration test and tests for specified microorganisms
	
	
	



* Formulation and process variables are unlikely to impact CQA. Therefore, the CQA need not be investigated and discussed in detail in Pharmaceutical Development Report in Module 3.2.P.2. However, the CQA remains a target element of the QTPP and is ensured through the product and process design and the control strategy.
[bookmark: _Toc153987880]2.3.P.2.1 Component of Drug Product
[bookmark: _Toc153987881]2.3.P.2.1.1 Drug Substance
	7. What are the physical, chemical, biological and, if applicable, mechanical properties of the drug substance including physical description, pKa, chirality, polymorphism, aqueous solubility (as a function of pH), hygroscopicity, melting point(s), and partition coefficient and, when available, BCS classification?



<Note: Please add the information about the drug substance from PDR>
	8. What is the drug substance specification used to accept the incoming drug substance batches and how is it justified? For each test in the specification, provide a summary of the analytical procedure(s) and, if applicable, a summary of validation or verification report(s).



For Drug Substance, API Name, please refer to answer of Question 16 under section 2.3.S.4.1 and for justification of specification, please refer to answer of Question 16 under section 2.3.S.4.5 of QOS for drug substance.
For summary of analytical procedure(s) and its validation/verification report(s), please refer to answer of Question 17 of section 2.3.S.4.2 of QOS for drug substance.





[bookmark: _Toc153987882]2.3.P.2.1.2. Excipients
	9. What evidence supports excipient-drug substance compatibility and if applicable, excipient-excipient compatibility?



<Please add the information about the excipient drug substance compatibility from PDR>


	10. What is the rationale for the excipient selections?



<Please add the information about the excipient selection studies from PDR>


[bookmark: _Toc153987883]2.3.P.2.2 Drug Product
	11. What aspects of the formulation were identified as potentially high risk to the drug product performance?



<Please add the initial risk assessment, justification of risk assessment and updated risk assessment information from the PDR with brief description>

	12. What formulation development studies were conducted? What attributes of the drug substance, excipients and in-process materials were identified as critical and how do they impact the drug product CQAs?


· [bookmark: _Hlk153984857]Formulation Development Studies: For detailed information about the formulation development studies, please refer to Section 2 of Module 3.2.P.2.  <Update section number as per product specific PDR. (If applicable)
· The following information provides the summary of the investigation of the drug substance, the selection of excipients and their grades that aid in achieving the desired quality of the finished drug product, followed by summary of description of the formulation development studies.

<Please add the information about risk assessment of API, Excipients, and formulation optimization studies>



	13. How does the proposed commercial formulation differ from the formulations used during bioequivalence and/or clinical studies? What is the rationale for the formulation change? What biopharmaceutics evaluations (comparative dissolution, bioequivalence studies, biowaivers, etc.) support the formulation changes and link the development formulations to the proposed commercial formulation?


The proposed commercial formulation for each strength does not differ from the formulation used during bioequivalence and/or clinical studies. 
The proposed commercial batch size of Product Name is same as that for the ANDA batches. The proposed commercial manufacturing procedure for the Product Name divided into the following steps: weighing, preparation of active suspension, encapsulation, and cooling. 
Three ANDA batches were manufactured for each strength according to FDA’s guidelines, with same batch size. For batch formula of ANDA batches and proposed commercial batch for Product Name, please refer table below.
[bookmark: _Ref476744633]<Please add the qualitative and quantitative formulation of proposed formulation and commercial batch>
[bookmark: _Ref472326480]
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[bookmark: _Toc153987884]2.3.P.2.3 Manufacturing Process Development
	14. What is the rationale for selecting this manufacturing process for the drug product?



<Please add the rationale for the selecting manufacturing process from the PDR>
Please refer to Module 3.2.P.3.3 Section 1.2 for a schematic diagram of the manufacturing process of Product Name.  

	15. What is the potential risk of each process step to impact the drug product CQAs and how is the risk level justified?



<Note: Please add the initial risk assessment, justification and updated risk assessment for manufacturing steps> 
	16. For each of the potentially high risk manufacturing unit operation:
a) What input material attributes and process parameters were selected for study and what are the justifications for the selection? 
b) What process development studies were conducted? Provide a summary table listing batch size, process parameter ranges, equipment type and estimated use of capacity. 
c) What process parameters and material attributes were identified as critical and how do they impact the drug product CQAs?  
d) How were the process parameters adjusted across lab, pilot/registration and commercial scale? What are the justifications for any changes?



<Note: Please add the information from the manufacturing development studies and brief information from the PDR>

	17. If applicable, what online/at line/in line monitoring technologies are proposed for routine commercial production that allows for real-time process monitoring and control? Provide a summary of how each technology was developed.


This section is not applicable as no additional online/at line/in line monitoring technologies are proposed for routine commercial production Product Name.

[bookmark: _Toc153987885]2.3.P.2.4 Container Closure System
	18. What specific container closure system attributes are necessary to ensure drug product integrity and performance through the intended shelf life? If applicable, what are the differences in the container closure system(s) between this product and the RLD?



<Note: Please add the information about this section from the PDR>




	19. How was the container closure system(s), including bulk containers, qualified for suitability (protection, compatibility, safety and performance)?



<Note: Please add the information about the Container Closure System compatibility from the PDR>

[bookmark: _Toc153987886]2.3.P.2.5 Microbiological Attributes
	20. When applicable, what microbiological attributes were evaluated on the finished product?



<Note: Please add the information about the microbiological attributes from the PDR>
[bookmark: _Toc153987887]2.3.P.2.6 Compatibility
	21. If applicable, what supportive data demonstrates the compatibility of the drug product with the means of administration (e.g., additives and/or diluents, other co-administered drugs, dosing device)?


This section is not applicable because the drug product is a solid oral dosage form and there are no reconstitution diluents.
<Note: If injectable product then please add the diluent study or reconstitution study details> 


[bookmark: ISISiteFooterStd]Confidential	Page 88 of 178
[bookmark: _Toc153987888]2.3.P.3 Manufacture
	22. Who manufactures the drug product? List each participant and facility involved in drug product manufacturing/testing activities and clearly state their function. List the date of the last FDA inspection of each facility involved and the result of the inspection. Has the manufacturer addressed all concerns raised at the FDA inspection?



The following cGMP facilities were used during manufacturing, packaging and testing of the ANDA batches for Product Name and are proposed for post-approval commercial activities.

<Note: Please add the tables from the section 3.2.P.3.1>
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	23. What is the commercial batch formula and how does it differ from the registration batch formula? Provide justifications for any differences?



Our proposed commercial batch formula and manufacturing procedures reflect the same formulation and method of manufacture that was used to produce the registration batches for Product Name. 
The manufacturing process involves steps of dosage form to yield finished product. 
Please see the Module 3.2.P.3.2 and Section 1.2 of Module 3.2.P.3.3 <Update section number as per product specific PDR. (If applicable)> for a quick comparison of the registration (ANDA) and Proposed Commercial batch operations and sizes. Please refer to Answer of Question 13 for Comparison between the registration and commercial batch formula.


	24. What is the flow diagram of the manufacturing process that shows all incoming materials, processing steps/unit operations, and in-process controls?


[bookmark: _Ref364247649]Transfer active suspension holding tank and label in-process stage as “FINAL ACTIVE SUSPENSION”.
Perform mixing and deaeration before dispensing the active suspension, if the active suspension is held for more than 12 hours.


<Please add the flow diagram from section 3.2.P.3.3>


[bookmark: _Ref364247657]
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	25. What is the detailed process description including process parameters, material attributes of raw materials and intermediates, equipment type, batch size, in-process controls including acceptance criteria and any proposed reprocessing?


[bookmark: _Hlk137139248]Detailed process description including process parameters, material attributes of raw materials and intermediates, equipment type, batch size, in-process controls including acceptance criteria for proposed commercial batches Product Name is provided in response to Question # 24.
For comparison between ANDA batches and proposed commercial batches of Product Name, please refer to below rationale schematic diagrams.
We do not propose any reprocessing step in ANDA batch as well as in proposed commercial batch. Please refer to Section 1.8 of Module 3.2.P.3.3 for reprocessing statement. <Update section number as per product specific PDR. (If applicable)>
The following process map describes the detailed process description including process parameters, material attributes of raw materials and intermediates and output quality attributes as well as finished product quality attributes.
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	26. What in-process sampling strategies and methods are used to monitor in-process material attributes that have a potential to affect quality?


Please refer to below table for the in-process sampling strategies and methods used to monitor in-process material attributes that have a potential to affect quality.
[bookmark: _Toc153988656]Table 4.	In-Process Sampling Strategies & Methods Used
	Manufacturing Stage
	Sample size and / or quantity
	Sampling frequency
	Sampling location

	
	
	
	

	
	
	
	


For complete details, please refer to Module 3.2.P.3.4.
<Note: This information should be match with section 3.2.P.3.4.>
	27. What are the in-process test results for each process step of the registration batch(es)? What are the differences, if any, in the in-process controls for the registration batch(es) and the intended commercial batches? What are the justifications for these differences?


Acceptance Criteria, Test Results for ANDA Batches and Comparison of Controls between ANDA and Commercial Batch of Product Name is provided in below tables.

<Note: Please add the in-process summary results from the section 3.2.P.3.4 and information should be match with the section.>
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[bookmark: _Toc153987889]2.3.P.4		Control of Excipients
	28. What are the excipient specifications and how are they justified? How do the proposed acceptance criteria for the material attributes of the excipients ensure the quality of the final drug product?



Compendial Excipients: 
Company Name’s specifications meet, at a minimum, the requirements identified in the current USP/NF monograph, as applicable. All specifications will be revised in accordance with any compendial updates and submitted to the application accordingly. 
In addition, please note that Company Name has established a Vendor Qualification Program, whereby vendors’ result may be accepted in lieu of full testing by Company Name. This program consists of fully testing three (3) lots of material and comparing the results with the results on the respective vendor Certificate of Analysis (CoA). Once a satisfactory comparison has been established, subsequent lots of the qualified material are tested for fundamental attributes only. These are annotated on the excipient specification sheet. The results on the Vendor’s CoA for the remaining tests are used for material release. In accordance with our vendor qualification program, complete testing is performed and evaluated on an annual basis (Annual Check Lot).
Controls on excipients will be based upon specifications defined by the USP/NF 
(where applicable). In the development studies, excipient characterization beyond the supplier’s grade was not found to be critical to product performance.
<Note: Please add the tables from the section 3.2.P.4.4>
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[bookmark: _Toc153987890]2.3.P.5		Control of Drug Product
29. What is the drug product specification, what is the justification, and how is it linked to the product performance and patient safety? Does the specification include all the CQAs for the drug product?
Company Name has designed the specification of Product Name in compliance with the current USP monograph of this drug product, ICH Q6A and Q3B (R2) guidelines, Q3C (R8), Q3D (R2) guidance and USP General Chapter <2> Oral Drug Products – Product Quality Tests. Please refer to Module 3.2.P.5.1 for specification of Product Name. The same specifications are proposed for the commercial batches.
<Note: If injectable product then, add “General Chapter <1> Injections and Implanted Drug Products (Parenterals) - Product Quality Tests”>
The acceptance criteria are justified based on the USP monograph, stability data of the exhibit batches and ICH guidelines. Please refer to Module 3.2.P.5.6 for detailed drug product justification of specification. Please note that the finished product specifications include all the CQAs.
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Product Specifications with Justification of Specification 
	[bookmark: _Toc153988657]Table 5. Drug Product Specifications Linked to Product Performance (Efficacy) and Patient Safety

	Test/Method No.
	Specification
	Justification of Specification 

	
	
	

	
	
	



<Note: Please include the tests, specification and justification of specification from section 3.2.P.5.6. Also include the tables of related compounds> 
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	[bookmark: _Ref324842500]30. For each test in the specification, provide a summary of the analytical procedure(s) and, if applicable, a summary of the validation or verification report(s).


: 
<Note: Please add the description and table from section 3.2.P.5.3>
<Also add the validation method parameters and method validation report summary table from validation report for each test mentioned and provided in section 3.2.P.5.3>
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	32. What are the drug product degradants? For each degradant, what is the structure, chemical name, origin, and mechanism of formation? How are the proposed limits justified and/or qualified for safety based on nonclinical studies? What is the control strategy for the potential drug product degradants?


 
[bookmark: _ITBL_TABLE_70][bookmark: _ITBL_TABLE_71][bookmark: _ITBL_TABLE_72][bookmark: _ITBL_TABLE_73]The Table 70 describes the Degradation products likely to be present in the drug product along with their IUPAC name, structure, origin and mechanism. Please refer  Table 71, Table 72 and Table 73 for Identification Threshold (IT), Qualification Threshold (QT), and Total Daily Intake (TDI) and proposed Acceptance criteria for specified and unspecified unidentified degradation products as per FDA recommendation.

	[bookmark: _Ref479089280][bookmark: _Toc153988658][bookmark: _ITBT_TABLE_70_LIST_OF_POTENTIAL_DEG]Table 6.	List of Potential Degradation Products in Drug Product

	IUPAC/Chemical Name
	Code #
	Chemical Structure
	Process/ Degradation Impurity
	Source/Mechanism

	
	
	
	
	






	[bookmark: _Ref122961416][bookmark: _Toc153988659][bookmark: _ITBT_TABLE_71_LIST_OF_SPECIFIED_IDE]Table 7.       List of Specified Identified Degradation Products (Shelf life)

	Chemical Name
	Code #
	MDD
	QT (%)
	QT (TDI)
	Regulatory QT Threshold (%)
	Proposed AC (%)
	Justification if 
proposed AC (%) > Regulatory QT Threshold (%)

	
	
	
	
	
	
	
	Proposed AC (%)
is > Regulatory QT
Threshold (%)
For detailed justification, refer Section 1.6.1 in Module 3.2.P.5.6
<please update the section once template finalized>

	MDD = Maximum Daily Dose; QT= Qualification Threshold; TDI = Total Daily Intake; AC = Acceptance Criteria; 




	[bookmark: _Ref122961422][bookmark: _Toc153988660][bookmark: _ITBT_TABLE_72_LIST_OF_SPECIFIED_UNI]Table 8. List of Specified Unidentified Degradation Products

	Relative Retention time
	Code #
	MDD
	IT (%)
	IT (TDI)
	Regulatory IT Threshold (%)
	Proposed AC (%)
	Justification if proposed
AC (%) > Regulatory IT Threshold (%)

	
	
	
	
	
	
	
	Proposed AC (%)
is > Regulatory IT
Threshold (%)
For detailed justification, refer Section 1.6.2 in Module 3.2.P.5.6
<please update the section once template finalized>

	MDD = Maximum Daily Dose; IT = Identification Threshold; TDI = Total Daily Intake; AC = Acceptance Criteria; 







	[bookmark: _Ref122961430][bookmark: _Toc153988661][bookmark: _ITBT_TABLE_73_LIST_OF_UNSPECIFIED_D]Table 9.      List of Unspecified Degradation Products 

	MDD
	IT (%)
	IT (TDI)
	Regulatory IT Threshold (%)
	Proposed AC (%)
	Not acceptable if proposed 
AC (%) > Regulatory IT Threshold (%)

	
	
	
	
	
	

	MDD = Maximum Daily Dose; IT = Identification Threshold; TDI = Total Daily Intake; AC = Acceptance Criteria;






	33.What is the proposed control strategy for the drug product manufactured at commercial scale? What are the residual risks upon implementation of the control strategy at commercial scale?


Proposed control strategy for the drug product manufactured at commercial scale are below along with residual risks upon implementation of control strategy at commercial scale. 

	Drug product CQA
	Incoming material
	Special environmental Controls
	Process Parameters control
	In-process controls
	Release testing
	Residual Risk or potential failure mode

	
	
	
	
	
	
	

	
	
	
	
	
	
	




<Note: Please add the product specific information in the above table >
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[bookmark: _Toc153987891]2.3.P.6 Reference Standards or Materials 
	34. How were the drug product reference standards obtained, certified and/or qualified?


[bookmark: _Ref409624790]
The information about the reference standards/materials used in the analysis of the Product Name is provided in Error! Reference source not found..

<Please provide the information and tables for the reference standards as per section 3.2.P.6>
Please refer Module 3.2.P.6 for complete characterization data and Impurity standard details.

[bookmark: _Toc153987892]2.3.P.7 Container Closure System 
	35. What container closure system(s) is proposed for commercial packaging of the drug product? What is the specification?


Please add the brief description from the section 3.2.P.7.
These same configurations are proposed for commercial use. 
Specification and test data packages for representative samples of each container closure component are provided in Module 3.2.P.7.
	36.What is the stability specification? If applicable, what is the justification for acceptance criteria that differ from the drug product release specification?



<Please list the test names of stability specification and summaries here>

Please refer to Module 3.2.P.5.1 for Finished Product/Stability specifications for Product Name Please refer to Table  for summary of stability specification for the drug product.
	[bookmark: _Ref501709020][bookmark: _Toc153988662]Table 10.	Finished Product Stability and Release Specification

	Tests
	Acceptance Criteria
(For Release)
	Acceptance Criteria
(For Stability)
	Justification for Change
	Analytical Procedure

	Product Name

	
	
	
	
	

	
	
	
	
	



Please refer to Module 3.2.P.5.1 for drug product release and stability specifications. For justification of specifications, please refer Module 3.2.P.5.6.

[bookmark: _Toc153987893]2.3.P.8 Stability 
37. What is the proposed shelf-life for the drug product? What drug product stability studies support the proposed shelf-life and storage conditions in the container closure system? How does statistical evaluation of the stability data and any observed trends support the proposed shelf-life?
Please add the information from section 3.2.P.8.1.
<Please add the storage condition same mentioned in section 3.2.P.8.1>
Please refer to Module 3.2.P.8.1 – stability summary & conclusion and Stability protocol for more details. Accelerated stability data (40°C ± 2°C/75% ± 5% RH, controlled room temperature stability data (25°C ± 2°C/60% ± 5% RH) have been provided for the drug product in the proposed pack style The stability data is summarized in the table below. For overall stability trend analysis, please refer to below tables and for more details please refer to Module 3.2.P.8.3.
<Note: Please add the stability summary for each strength and pack style>

[bookmark: _Toc153988663]Table 11.	Stability Summary of Product Name xx mg, xxxxxxxx, xxxxxxxx, xxxxxxxx (pack style)
	Tests
	Accelerated (40°C/75%RH)
0, 3 and 6 months 
 (Min. – Max.)
	Controlled Room Temperature (25°C/60%RH) 
0, 3, 6 and 9* months
(Min. – Max)
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	38. What are the post-approval stability protocol and other stability commitments for the drug product?



<Note: Please add the information from the section 3.2.P.8.2>
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