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2.3
INTRODUCTION TO QUALITY OVERALL SUMMARY
The Quality Overall Summary for Sterility Assurance was prepared in one comprehensive document, and is contained in this section. Company Name prepared the Sterility Assurance Quality Overall Summary for Aseptic processing which has been adopted from the available guidance: Aseptically Processed Products: Quality Overall Summary Outline.
The product that is the subject of this ANDA, Product Name (Pre-assigned ANDA #XXXXX) uses API Name as Active Pharmaceutical Ingredient (API), manufactured by API Manufacturing site.
	Non-proprietary Name of Drug Product
	Product Name

	Non-proprietary Name of Drug Substance
	

	DMF (TYPE II) Number and Holder
	DMF # XXXXX
DMF Holder: XXXXX

	Applicant Name

(ANDA Applicant)
	Company Name 
Company Address

	Manufacturing, Packaging &

Testing Facility
	Company Name

Company Address

	Dosage Form
	

	Strength(s)
	

	Route of Administration
	

	Proposed Indication
	

	Maximum Daily Dose
	Maximum Daily Dose (MDD) of API: 

Maximum Daily Dose (MDD) of Drug Product: 
For details, refer to Module 1.14.1.3 Company Name Package insert.


2.3.S
DRUG SUBSTANCE
	1. Is the drug substance sterile? If so, what is the design space for the manufacture of the sterile drug substance and have all of the relevant processes been validated?


API Name is not a sterile drug substance.
2.3.P
DRUG PRODUCT

2.3.P.1
Description and Composition of the Drug Product 

	DESCRIPTION OF DRUG PRODUCT 


	2. What is the final dosage form and route of administration?


	Name of Drug Product
	Product Name

	Strength(s)
	

	Dosage Form
	

	Route of Administration
	

	Description of Finished product
	


	DRUG PRODUCT COMPOSITION


	3. What is the composition of all drug product configurations?


Table 1.
Composition of Product Name
	Ingredients
	Product Name
	Component Function

	
	Qty. / mL
	Qty. / Unit
	Qty. in % w/v
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	


<Note: Please note that this composition table should be same as mentioned in section 3.2.P.1>
	DESCRIPTION OF CONTAINER/CLOSURE SYSTEM


	4. What is/are the primary container/closure system(s) for all drug product configurations? 


Table 2.
Description of Container/Closure System

	Packaging Configuration
	Type of Materials
	Description

	Primary Packaging Material
	Glass Vial
	

	
	Rubber Stopper
	

	Secondary Packaging Materials
	Seal
	


For more details on Container/Closure System, Please refer to Module 3.2.P.7.
<Please note that this table should match with section 32p1 & 32p7>
2.3.P.2
Pharmaceutical Development

2.3.P.2.5
Microbiological Attributes
	CONTAINER/CLOSURE AND PACKAGE INTEGRITY


	5. How was the container/closure system for the drug product validated to function as a barrier to microbial ingress?


Container Closure Integrity testing is performed to ensure container closure system defined for the product Product name is validated to provide a sterile barrier to product and product safety is maintained throughout shelf life. Container closure system used in exhibit batch is same as proposed for commercial batch manufacturing.
For procedure of Container Closure Integrity test, refer Module 3.2.P.5.2 i.e. 32p52-method and for validation of Container Closure Integrity test, refer Module 3.2.P.5.3 i.e., 32p53-validation-ccit-method.
Table 3.
Acceptance Criteria and observation: Dye Ingress-ANDA Exhibit Batches of Product name 
	Sample ID
	Acceptance criteria
	Observation

	
	
	Batch#
	Batch#
	Batch#

	Test
	
	
	
	

	
	
	
	
	

	Positive control
	
	
	
	

	Negative control
	
	
	
	


Conclusion

Container closure integrity test by dye ingress test shows satisfactory results and complies with acceptance criteria. It is concluded that the proposed container closure system and sealing parameter derived after validation are suitable to ensure sterile barrier for the product Product name. Hence the proposed container closure system of the drug product stands validated to function as a barrier against microbial ingress.

	PRESERVATIVE EFFECTIVENESS 


	6. If the drug product (whether preserved or inherently antimicrobial) is intended for multi-dose administration, how was the antimicrobial effectiveness demonstrated for the drug product?


Please add the information as per the product-specific requirements.
Write description of  development of antimicrobial effectiveness study batches & results and also add the results of all 3 ANDA batches results.
As the above results are satisfactorily meeting the acceptance criteria as per USP <51> for bacterial, yeast and molds it can be concluded that the test is valid and therefore concentration of Excipient name used as an antimicrobial preservative in Drug Product Name complies the preservative efficacy test. Please refer Section 2.5.2 Preservative Efficacy Study under the Module 3.2.P.2 for development batches and Module 3.2.P.8.3 Preservative Efficacy Study Report for Exhibit batches. 

	RECONSTITUTION, DILUTION AND STORAGE (PACKAGE INSERT AND PRODUCT LABELING)


	7. Is the drug product packaged as single-use/dose, multi-dose, and/or pharmacy bulk?


Please add information as per product specific 

	8. What are the labeling instructions for reconstitution and further product dilution with regard to diluents used and storage conditions? 


Please add information as per product specific 

	9. If the drug product is reconstituted (or further diluted) and stored prior to administration, what studies were conducted to demonstrate that the drug product does not support microbial growth over the storage periods/conditions described in labeling?


Please add information about dilition study/ admixture study as per product specific.

	10. If the drug product is a pharmacy bulk product, what are the labeling instructions for product entry and dispensing?


Not Applicable. Please include if applicable
	11. If the drug product is a pharmacy bulk package and the labeling indicates that the drug product may be dispensed over a time period greater than four hours after initial closure entry, what studies were conducted to support the extended dispensing period?


Not Applicable. Please include if applicable
2.3.P.3
Manufacture

2.3.P.3.1
Manufacturers  
	12. Where is the drug product manufactured and where will finished product release and stability testing be performed?


Product Name will be manufactured at (Company Name), place. The finished product release and stability testing is also performed at Company Name and Company Name.

	Manufacturing, Packaging, Labelling, Release and Stability testing Site: 

	Comapany Name
Addresss

FEI # XXXXXXXXXX;
DUNS # XXXXXXXXX


Please refer Module 3.2.P.3.1 for details about Manufacturer of Drug Product.
2.3.P.3.3
Description of the Manufacturing Process and Process Controls 
	MANUFACTURING PROCESS


	13. How will the drug product manufacturing process be designed for commercial production?


The manufacturing process used for commercial production is same as the exhibit batch manufacturing. A detailed summary of the drug product manufacturing is provided in Module 3.2.P.3.3.
ASEPTIC FILL MANUFACTURING PROCESS

	BUILDING AND FACILITIES


	14. Where is the drug product manufactured within the proposed facility and specifically where does aseptic processing occur?

15. 


The drug product will be manufactured on the Vial filling line located on the XXX Floor of Parenteral facility – X of Company Name. The details regarding Area, Room No. and Classification for major manufacturing operations are tabulated below: 

Table 4.
Manufacturing Location

	Sr. No.
	Operation
	Area
	Room No.
	Classification

	1
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	2
	
	
	
	

	
	
	
	
	

	3
	
	
	
	

	4
	
	
	
	


<Please note that this information should match with section 3.2.P.3.3.>
	16. How are the areas specifically used for the manufacture of the drug product designed so as to reduce the risk of product contamination?


Add Fadcility details, layouts and HVAC system information from the section 3.2.P.3.3.
	17. What major equipment will be used for commercial production of the drug product and where is the equipment located?


Comparative details regarding the make, model and location within facility for the major equipment between the exhibit and proposed commercial batches is tabulated below.
Table 5.
Equipment Location
	Sr. No.
	Equipment name
	Equipment details
	Location (Room No./area)

	
	
	Executed
	Commercial
	

	1
	
	
	
	

	2
	
	
	
	

	3
	
	
	
	

	4
	
	
	
	

	5
	
	
	
	

	6
	
	
	
	

	7
	
	
	
	

	8
	
	
	
	


The compliance certificates (SS 316L/ polymeric compliance certificates) of all the manufacturing (equipment, Filter, Silicon tubes, Y connectors, etc.) used in exhibit batches and proposed for commercial, that directly come in contact with drug product are provided in Module 3.2.P.3.3 i.e. 32p33-compliance-certificates.
	Overall manufacturing operation


	18. What is the scientific justification for selecting aseptic processing for this drug product?


Product name is sensitive to heat. This is supported by autoclave sterilization suitability study data (refer Section 2.2.1.10 of Module 3.2.P.2) which shows that terminal sterilizatrion is not suitable for Product name. Hence, the adopted process for manufacture is aseptic processing.
	19. What is the overall design for the manufacturing process for the drug product? What are the critical operations during which the sterile bulk drug solution or equipment contact surfaces are exposed to the manufacturing environment?


Please refer Module 3.2.P.2 Drug Product Development report for detailed assessment of the manufacturing process development and unit process risk assessment. For detailed manufacturing process flow diagram of Product name, please refer Figure 1.
Please refer to Module 3.2.P.3.3 summary of manufacturing process, in-process controls from end of compounding to Aseptic Filling and Sealing. 
Hold time specifications and hold time conditions are described in the Module 3.2.P.3.3 and Module 3.2.P.3.5.
Figure 1.
Manufacturing Process Flow Chart
Please add Flow chart for manufactruong process 

The critical operations during which sterile bulk drug solution or equipment contact surfaces are exposed to the manufacturing environment are as follows: 

	Unit Operation
	Critical/
Non-Critical
	Reason

	Dispensing 
	
	

	Mixing
	
	

	Filtration
	
	

	Filling and Stoppering
	
	

	Sealing
	
	

	Visual Inspection 
	
	

	Packaging
	
	


Sterilization/Depyrogenation of containers, closures, equipment and components
	COMPONENT DEPYROGENATION


	20. What is the design space of the container/closure depyrogenation processes for commercial production and what are the critical parameters for each container/closure depyrogenation process?


The glass vials are depyrogenated using the depyrogenation Tunnel.
· The drug product container i.e. add description are depyrogenated using dry heat in a depyrogenation tunnel.
· The depyrogenation tunnel make, model and manufacturer details are tabulated below:
Table 6.
Depyrogenation Tunnel Details

	Equipment Name
	Equipment Id #
	Model No.
	Manufacturer
	Principle
	Used For

	
	
	
	
	
	


· The critical control parameters for the depyrogenation of each of the drug product containers are provided in below table.
Table 7.
Depyrogenation Parameters

	Depyrogenation Parameters
	Glass Vials

	
	Set Values

	Control Temperature
	

	Conveycr ON Temperature
	

	Conveycr OF Temperature
	

	Conveyor Speed
	

	Differential Pressure
	Drying Zone
	

	
	Hot Zone
	

	
	Cooling Zone
	


Depyrogenation Load Pattern

The add pack description will be depyrogenated by continuous operation through the depyrogenation tunnel during commercial production.

<Please note that information should be match with section 32p33>
	21. How will the critical parameters of each depyrogenation process be monitored and controlled during commercial production?


Depyrogenation Tunnel - Methods and Controls to Monitor Production Cycles 

<Note: Please add the information from 32p33>
	22. What is the requalification/revalidation program for each container/closure component depyrogenation process?


Depyrogenation Tunnel: Requalification or revalidation
<Please add the requalification inforamation from section 32p33>
	COMPONENT STERILIZATION


	23. What is the design space of container/closure sterilisation processes for commercial production and what are the critical parameters for each container/closure sterilisation process?


· The drug product rubber stoppers and aluminium seals are sterilized using moist heat in an autoclave.

· The autoclave make, model and manufacturer details are tabulated below:
Table 8.
Autoclave Details
	Equipment Name
	Equipment Id #
	Model No.
	Manufact-Urer
	Principle/Used For
	Loads Type
	Cycle Type

	
	
	
	
	
	
	


· The critical control parameters for the moist heat sterilization cycle in Autoclave for each of the drug product rubber stoppers and aluminum seals are provided in below table.
Table 9.
Autoclave Cycle Parameters

	Autoclave Cycle Parameters
	Set Values

	Final Preheating Temperature (°C)
	

	Preheating Time (minute)
	

	Pressure (bar)
	

	Stabilization Time (minute)
	

	Steam Pulses Repet.
	

	Upper Steam Pulse Pressure (bar)
	

	Lower Steam Pulse Pressure (bar)
	

	Sterilization set temperature  (°C)
	

	Sterilization Duration (minute)
	

	Final Vacuum Pressure (bar)
	

	Final Vacuum Pressure Duration (minutes)
	


Autoclave Load Patterns:

· The rubber stopper and aluminum seal autoclave loading patterns summary for commercial production are provided in below table. The arrangement of the components within the loads has been detailed under Module 32p35-process-valid-n-evaluation.
Table 10.
Autoclave Load Details

	Sr. No.
	Component
	Load#
	Load Type
	Load Description

	1
	
	
	
	Stoppers:

Seals:

	
	
	
	
	Stoppers:

Seals:


<Please note that information should be match with section 3.2.P.3.5>
	24. How will the critical parameters of each container/closure sterilisation process be monitored and controlled during commercial production?


Autoclave: Methods and Controls to Monitor Production Cycles

<Please add the information from section 3.2.P.3.3>
	25. What is the requalification/revalidation program for each container/closure component sterilization process?


Autoclave: Requalification or revalidation
<Please add the information from section 3.2.P.3.3>
	EQUIPMENT STERILIZATION


	26. What is the design space of each relevant bulk drug or product contact equipment sterilization process for commercial production and what are the critical parameters for these processes? 


Equipment Sterilization: Autoclave

Sterilization Process and Critical Parameters:

· The drug product contact equipment i.e. Vial filling and Filtration load is sterilized using moist heat in an autoclave.

· The autoclave make, model and manufacturer details are tabulated below:

Table 11.
Autoclave Details

	Equipment Name
	Equipment Id #
	Model No.
	Manufacturer
	Principle/
Used For
	Loads Type
	Cycle Type

	
	
	
	
	
	
	


The critical control parameters for the moist heat sterilization cycle in Autoclave for each of the equipment is tabulated below:

Table 12.
Autoclave Details

	Autoclave Cycle Parameters
	Set Values

	
	Vial Filling And Filtration Load  (Program # XX)

	Final Preheating Temperature (°C)
	

	Preheating Time (minute)
	

	Pressure (bar)
	

	Stabilization Time (minute)
	

	Steam Pulses Repet.
	

	Upper Steam Pulse Pressure (bar)
	

	Lower Steam Pulse Pressure (bar)
	

	Sterilization set temperature  (°C)
	

	Sterilization Duration (minute)
	

	Final Vacuum Pressure (bar)
	

	Final Vacuum Pressure Duration (minutes)
	


<Please add the information from the section 3.2.P.3.3>
Autoclave Load Patterns:

The equipment autoclave loading patterns summary for commercial production are tabulated below. The arrangement of the components within the loads has been detailed under Module 32p35-process-valid-n-evaluation.
Table 13. Autoclave Load Details

	Sr. No.
	Component
	Load#
	Load Type
	Load Description

	
	
	
	
	Please refer Table 21

	
	
	
	
	Please refer Table 22


<Please add the load description table from the section 3.2.P.3.3>
Table 14.
Vial Filling and Filtration load Maximum Load

	Load Details
	No. of Items

	
	


Table 15.
Vial Filling and Filtration load Minimum Load

	Load Details
	No. of Items

	
	


Equipment Sterilization : Sterilization in Place

Sterilization Process and Critical Parameters:
· The drug product contact equipment i.e. filtration vessel are sterilized in place using moist heat.
· The filtration vessel make, model and manufacturer details are provided in below table.
Table 16.
Equipment Details
	Equipment Name
	Principle
	Equipment Id #
	Model No.
	Manufacturer

	
	
	
	
	


· The critical control parameters for the filtration vessel sterilization in place by moist heat are tabulated below. 
Table 17.
Sterilization in Place Parameters
	Sterilization In Place Cycle Parameters
	Set Values

	
	Filtration Vessel

	
	XX L

	Sterilization time (minutes)
	

	Sterilization temperature ((C)
	

	Stop time temperature ((C)
	

	Reset time temperature ((C)
	

	Temperature Hysteresis ((C)
	

	Air purging Time (seconds)
	

	Print Interval Time (seconds)
	


<Please add the information from the section 3.2.P.3.3>
	27. How will the critical parameters of each sterilization process for all relevant product contact equipment be monitored and controlled for commercial production? 


Autoclave - Methods and Controls to Monitor Production Cycles:
<Please add the information about the above topic from section 3.2.P.3.3>
Sterilization in Place - Methods and Controls to Monitor Production Cycles:

<Please add the information about the above topic from section 3.2.P.3.3>
	28. What is the requalification/ revalidation program for the sterile bulk drug or product contact equipment sterilization process(es)?


Autoclave: Requalification or revalidation

<Please add the information about the requalification or revalidation from section 3.2.P.3.3>
Sterilization in Place - Requalification or Revalidation:
<Please add the information about the requalification or revalidation from section 3.2.P.3.3>
	29. How is the environmental monitoring program designed to detect microbiological quality of critical manufacturing areas, processes, equipment, components, raw materials, bulk drug, and personnel?


Please add the environmental monitoring information from the section 3.2.P.3.3.
	30. What is the action plan implemented in the event that any alert and/or action level is exceeded?


<Please add the investigation flow chart from section 3.2.P.3.3>
2.3.P.3.5
Process validation and/or Evaluation

ASEPTIC FILL MANUFACTURING PROCESS

	DRUG PRODUCT SOLUTION FILTRATION


	31. What is the design space of how each drug product solution/fluid stream is subjected to sterilizing filtration during commercial production to ensure the removal of microorganisms without adversely affecting product quality?


Add the filler validation from section 3.2.P.3.5.
	32. How was the design space for each sterilizing-grade filter and associated drug product solution/fluid stream validated to demonstrate bacterial retention under simulated process conditions?


· Performance of Sterilizing grade filter has been demonstrated to be acceptable, as the membrane retained the B. diminuta challenge concentration of 1X107 cfu per cm2 of effective filtration area.
· The integrity (bubble point test), compatibility, viability and bacterial retention validation studies <Add stype of study> with the drug product were performed at site name wherefilter validation study done. The validation studies have been summarized in 
Table 35.
Table 18.
Summary of filter validation studies
	Sr. No.
	Type of Study
	Protocol No.
	Report No.

	1
	Bubble point study
	
	

	2
	Compatibility study
	
	

	3
	Viability and 

Filter Flush study 
	
	

	4
	Viability &
Bacterial Retention study
	
	


<Please add the same table from section 3.2.P.3.5>
	HOLDING PERIODS


	33. What holding periods and conditions are included in the design space of the manufacturing process during commercial production which are intended to minimize the risk of microbial contamination?


· Based on the data generated as tabulated below during hold time studies of the exhibit batch the following stage wise hold time have been proposed during commercial production. 

Table 19.
Stage wise holding time
	Stage
	Proposed Hold Time

	
	

	
	


<Please note that Table shouldbe match with section 3.2.P.3.4>
	34. What studies were performed to demonstrate that extended holding periods of the bulk drug solution, either after compounding and before filtration or after filtration and before aseptic filling, do not promote microbial growth?


· Stage wise hold time studies have been performed to establish the maximum allowable hold times for the unfiltered bulk and filtered bulk. Details on the hold time study stages, testing interval and tests performed along with results have been tabulated below.
<Please add the results tables of holdtime form the section 3.2.P.3.5> 
Sterilization/Depyrogenation of containers, closures, equipment and components

	COMPONENT DEPYROGENATION


	35. How was the design space of each component depyrogenation process validated to demonstrate thermal reproducibility, uniformity and endotoxins removal and how does it support the conditions proposed for commercial production?


· The drug product container i.e., XXR (XX mL) Add glass vial description are depyrogenated using dry heat in a depyrogenation tunnel.
· Please refer answer to Question # 19, 20, 21 for details regarding the design space of the component depyrogenation process i.e. depyrogenation tunnel details, depyrogenation parameters, methods and controls to monitor production cycle, load pattern and requalification or revalidation.
Depyrogenation Validation Study Summary

· A summary of the studies performed to validate the component depyrogenation process are tabulated below.

<Please provide the information about the below mentioned topic from section 3.2.P.3.5 for Depyrogenation Validation>
Summary: Depyrogenation Process Validation Studies

Validation and Production Depyrogenation Parameters
Initial Qualification 

Load Pattern, Probes and Endotoxin Location Details

Validation Study Data

Microbiological Efficacy by Endotoxin Study Data

Requalification

Load Pattern, Probes and Endotoxin Location Details

Validation Study Data

Microbiological Efficacy by Endotoxin Study Data

Acceptance Criteria

Heat Distribution 

Heat Distribution/Heat Penetration

Conclusion
	36. What is the container/closure component depyrogenation change control program in terms of validation and design space?


Not Applicable
	37. What is the requalification program for each container/closure component depyrogenation process?


Please refer answer to Question # 21
	COMPONENT STERILIZATION


	38. How was the design space of each component sterilization process validated to demonstrate reproducibility, uniformity and microbiological efficacy and how does it support the conditions proposed for commercial production?


· The drug product rubber stoppers and aluminium seals are sterilized using moist heat in an autoclave.
· Please refer answer to Question # 22, 23, 24 for details regarding the design space of the component sterilization process i.e. autoclave details, autoclave parameters, methods and controls to monitor production cycle, load pattern and requalification or revalidation.

Component Sterilization Validation Study Summary

· A summary of the studies performed to validate the component sterilization process are provided on following page.
<Please provide the information about the below mentioned topic from section 3.2.P.3.5 for Component Sterilization>
Summary: Component Sterilization Validation Studies

Validation and Production Component Sterilization Parameters

Initial Qualification 
Load Pattern, Probes and Biological Indicator Location Details

Validation Study Data

Microbiological Efficacy by Biological Indicator Study Data
Requalification

Load Pattern, Probes and Biological Indicator Location Details 

Validation Study Data

Microbiological Efficacy by Biological Indicator Study Data 

Acceptance Criteria

Heat Distribution 

Heat Distribution/Heat Penetration

Conclusion
	39. What is the component sterilization change control program in terms of validation and design space?


Not Applicable
	40. What is the requalification program for each component sterilization process?


Please refer answer to Question # 24
	EQUIPMENT STERILIZATION


	41. How was the design space of each sterile bulk drug or product contact equipment sterilization process validated to demonstrate thermal reproducibility, uniformity and microbiological efficacy and how does it support the conditions proposed for commercial production?


Equipment Sterilization - Autoclave
· The drug product contact equipment i.e. Vial filling and Filtration load is sterilized using moist heat in an autoclave.

· Please refer Question # 25, 26, 27 for details regarding the design space of the equipment sterilization process i.e. autoclave details, autoclave parameters, methods and controls to monitor production cycle, load pattern and requalification or revalidation.

Equipment Sterilization Validation Study Summary

· A summary of the studies performed to validate the equipment sterilization process is provided on following page.
<Please provide the information about the below mentioned topic from section 32p35 for Equipment Sterilization>
Summary: Equipment Sterilization Validation Studies

Validation and Production Equipment Sterilization Parameters

Initial Qualification 

Load Pattern, Probes and Biological Indicator Location Details

Validation Study Data

Microbiological Efficacy by Biological Indicator Study Data

Requalification

Load Pattern, Probes and Biological Indicator Location Details 

Validation Study Data

Microbiological Efficacy by Biological Indicator Study Data

Acceptance Criteria

Conclusion
Equipment Sterilization (Sterilization in Place)
· The drug product contact equipment i.e. filtration vessel are sterilized in place using moist heat. 
· Please refer Question # 25, 26, 27 for details regarding the design space of the equipment sterilization in place process i.e. filtration vessel details, sterilization in place parameters, methods and controls to monitor production cycle and requalification or revalidation.
A summary of the studies performed to validate the equipment sterilization in place process are tabulated below.
<Please provide the information about the below mentioned topic from section 32p35 for Equipment Sterilization in Palce>

Summary: Equipment Sterilization in Place Validation Studies

Validation and Production Equipment Sterilization Parameters

Initial Qualification 

Probes and Biological Indicator Location Details

Validation Study Data

Biological Indicator Study Data

Requalification

Probes and Biological Indicator Location Details 

Validation Study Data

Biological Indicator Study Data

Acceptance Criteria

Conclusion
	42. What is the equipment sterilization change control program in terms of validation and design space?


Not Applicable
	43. What is the requalification program for each equipment sterilization process?


Please refer answer to Question # 27
	MEDIA FILL PROCEDURES AND SPECIFICATION


	44. How has the design space for the overall commercial aseptic manufacturing process and filling for the drug product been validated?


Please add the media fill information and all results tables mentioned in section 3.2.P.3.5 for below mentioned topics.
Media Fill Validation Study Summary 

Validation and Exhibit andc Commercial Equipment/Component Summary
Validation and Exhibit and Commercial Filling Summary
Initial Qualification
Filled Unit Reconciliation Summary:
Requalification
Filled Unit Reconciliation Summary
Acceptance Criteria

Conclusion
	ACTIONS CONCERNING PRODUCT WHEN MEDIA FILL FAILS


	45. What investigative activities and product disposition actions are taken when results from a media fill do not meet acceptance criteria that have been established?


Media Fill Failure Investigation and Corrective Action

<Please add the information of the above topic from section 3.2.P.3.5>
2.3.P.5
Control of Drug Product
2.3.P.5.1
Specifications 
	46. What are the relevant microbiological tests, test methods, and acceptance criteria necessary for release of the finished drug product, and what were the corresponding results for the exhibit batches?


Table 20.
Microbiological Tests for Product Name
	Sr. No.
	Microbiological Tests
	Test Methods
	Acceptance Criteria
	Results for Exhibit Batch 

	
	
	
	
	Batch #
	Batch #
	Batch #

	1
	Bacterial Endotoxins 
	
	
	

	2
	Sterility
	
	
	

	3
	Container closure integrity (Leak test)
	
	
	


<Please note that add the information from the FP COA>
	47. If the drug product release specification includes a test for bacterial endotoxins, how was the acceptance criterion established and calculated?


The bacterial endotoxin test limit for drug product has been established based on the calculation recommended under USP <85> general chapter. The calculation of endotoxin for Product name  is as follows:
Add Endotoxin limit calculation for Product name & refer section 3.2.P.5.6.
	EU = K/M

	K
	Threshold pyrogenic dose of endotoxin per kg of body weight
	

	M
	maximum total dose administered in single day
	

	Endotoxin Limit (EU/mg)
	

	$ The maximum recommended daily dose as per RLD PI  is 


2.3.P.5.2
Analytical Procedures 
Refer Section 2.3.P.5.1, Question 45 for analytical procedure.
2.3.P.5.3
Validation of Analytical Procedures 
	48. For each microbiological release test for the finished drug product, how was the analytical method validated?


Add the BET & Sterility method validation summry of results and conclusion 

2.3.P.7
Container Closure System  
Refer Section 2.3.P.1, Question 4 for details about container closure system.

2.3.P.8
Stability

2.3.P.8.1
Stability Summary and Conclusion

	49. What is the proposed drug product expiry?


Add information from the section 3.2.P.8.1.
2.3.P.8.2 
Post-Approval Stability Protocol and Stability Commitment
	50. What are the microbiological tests, test methods, acceptance criteria, and testing schedule in the post-approval stability protocol? What are the Post-approval commitments for the finished drug product in the stability program?


Table 21.
Microbiological Tests in Post-approval Stability Protocol

	Sr. No.
	Microbiological Tests
	Test Methods
	Acceptance Criteria
	Storage Condition
	Testing Schedule (Months)

	
	
	
	
	
	Drug Product 

	
	
	
	
	
	XXXX Orientation

	
	
	
	
	
	
	
	
	
	
	
	
	
	

	1
	Bacterial Endotoxin Test
	
	
	Accelarated (40°C ± 2°C /75% ± 5% RH), 

Intermediate (30°C ± 2°C /65% ± 5% RH), Long term

(25°C ± 2°C / 60% ± 5% RH)
	
	
	
	
	
	
	
	
	

	2
	Sterility
	
	
	
	
	
	
	
	
	
	
	
	

	3
	Container closure integrity (Leak test)
	
	
	
	
	
	
	
	
	
	
	
	


Please refer Module 3.2.P.8.2 for the Post Approval Stability Commitment from the Applicant and the Drug Product Manufacturer.


<Please add the information in above table as per product specific post approval stability protocol >
2.3.P.8.3 
Stability Data

	51. What microbiological results are available for the exhibit batch (es) placed in the current stability program?


Table 22.
Microbiological Stability Data for Exhibit Batch

	Test
	Specification
	Product name

	
	
	Initial (T0)
	3rd Month 
	6th Month 

	
	
	
	I
	U
	I
	U

	Bacterial Endotoxin Test
	
	Accelerated
	
	
	

	
	
	Intermediate 
	
	
	

	
	
	Long Term 
	
	
	

	Sterility
	
	Accelerated
	
	
	

	
	
	Intermediate 
	
	
	

	
	
	Long Term 
	
	
	

	Container closure integrity (Leak test)
	
	Accelerated
	
	
	

	
	
	Intermediate 
	
	
	

	
	
	Long Term 
	
	
	

	I: Inverted orientation, U:Upright Orientation


<Please note that add the sepcifcation and results from stability data>
2.3.A
APPENDICES

2.3.A.2
Adventitious Agents Safety Evaluation 

2.3.A.2.1
Materials of Biological Origin 
	52. Are any materials used for the manufacture of the drug substance or drug product of biological origin or derived from biological sources?


No. None of the material used for the manufacture of drug substance or drug product is of biological origin or derived from Biological sources.
	53. If the drug product contains material sourced from animals, what documentation is provided to assure a low risk of prior contamination (causative agent of TSE)?


Not applicable 
2.3.A.2.4
Viral Clearance Studies

	54. If any of the materials used for the manufacture of the drug substance or drug product are of biological origin or derived from biological sources, what drug substance/drug product processing steps assure microbiological (viral) safety of the component(s) and how are the viral inactivation/clearance capacity of these processes validated?


Not Applicable 

2.3.R
REGIONAL INFORMATION

2.3.R.1
Executed Batch Record  
	55. How does the batch size (number of units) for the executed batch (es) compare with the batch size(s) proposed for commercial production?


Table 23. Executed Vs. Proposed Commercial Batch Size Overview

	Fill Volume
	Executed Batch Size
	Proposed Commercial Batch Size
	Scaled-Up Factor

	
	
	
	

	
	
	
	


The above tabulated comparison confirms that the scale-up factor for the proposed commercial batch sizes is less than 10X with respect to the exhibit batch size.
For further details please refer the Module 3.2.P.3.3 and Module 3.2.R.1.P.1 for the intended commercial batch and exhibit batch records, respectively.
	56. For each sterilization or depyrogenation process, what cycle parameters and equipment were used for the executed batch (es)? How do these compare with those proposed for commercial production?


For each sterilization or depyrogenation process, the cycle parameters and equipment used for executed batches are same as the commercial production.

For the details of equipment as well as the cycle parameters please refer answer to Question # 19, 22 and 25.

2.3.R.2
Comparability Protocol 
	57. Is a Comparability Protocol included in the application for post approval changes that might affect sterility assurance? If so, what post-approval changes are anticipated? How will the changes be reported and how will the validation studies be designed to support these changes?


Not applicable[image: image1.png]
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