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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 Terminal sterilization which has been adopted from the available guidance: Question-based Review for Sterility Assurance of Terminally Sterilized Products: Quality Overall Summary Outline.
The product that is the subject of this ANDA, Product Name (Pre-assigned ANDA # XXXXXX) 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
	API name; 

DMF # XXXXXX
DMF Holder: 

	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.P
DRUG PRODUCT

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

	DESCRIPTION OF DRUG PRODUCT


	1. What is the final dosage form and route(s) of administration?


	Name of Drug Product
	Product Name

	Strength(s)
	

	Dosage Form
	

	Route of Administration
	

	Description of Finished product
	


	DRUG PRODUCT COMPOSITION


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


Table 1.
Unit Composition of Product Name
	Ingredients
	Qty. /mL
	Qty. /Unit
	Qty. in

%w/v
	Component Function

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	TOTAL
	
	
	-
	-

	
	

	
	


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


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


Table 2.
Container closure system

	Packaging Configuration
	Component 
	Fill Volume
	Description

	Primary Packaging Material
	Vial
	
	

	
	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 be matched with section 32p1 & 32p7>
2.3.P.2
Pharmaceutical Development

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


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


Container Closure Integrity test (Leak test) is performed to ensure container closure system, defined for the Drug Product, is suitable to provide sterile barrier to product and product safety is maintained throughout shelf life
· 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 to Module 3.2.P.5.3 i.e., 32p53-validation-ccit-method.
Table 3.
Acceptance Criteria and Observations: Dye Ingress-ANDA Exhibit Batches of Product Name)
	Sample Detail
	Acceptance criteria
	Observation

	
	
	Strength 

	
	
	Batch#
	Batch#
	Batch#

	Positive Control
	
	

	
	
	
	
	

	Negative control
	
	
	
	

	Test Sample
	
	
	
	


Conclusion

Container closure integrity test by dye ingress test shows satisfactory results and inline 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.

	5. What is the container/closure design space and change control program in terms of validation?


Not Applicable
	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 information as per product specific 
	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 and give reference of the respective section of labeling.
	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 as per product specific and give reference of the respective section of dilution study /admixture study.
	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?


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.
Table 4.
Drug Product Manufacturing and Testing Sites
	Company Name/Address
	DUNS/FEI#
	Detailed Responsibilities

(For ANDA Exhibit and Commercial Batches)

	(Company Name)
Company address 
	FEI #

XXXXXXXX
DUNS # 
XXXXXXXX
	

	
	
	

	
	
	

	(Company Name)
Company address
	FEI # 
XXXXXXXX
DUNS # 
XXXXXXXX
	

	(Company Name)
Company address 
	FEI #
XXXXXXXX
DUNS #

XXXXXXXX
	


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 proposed commercial manufacturing procedures reflect the same formulation and method of manufacturer used to produce the ANDA exhibit batches. Please refer Figure 1 for a summary flow chart of the manufacturing process. A detailed summary of the drug product manufacturing process is provided in Module 3.2.P.3.3.
For details regarding the proposed validated hold time specification please refer the answer to Question#33.
Figure 1
Manufacturing Process Flow Chart 

Please add flow chart..
	14. Is parametric release in lieu of sterility testing being requested for release of the finished drug product?


Not Applicable. Please include if applicable
	TERMINAL MOIST HEAT STERILIZATION


	Steam Sterilizer Process and Performance Specifications


	15. What is the design space of the terminal sterilization process for commercial production and what are the critical parameters of the production terminal sterilization cycle?


· The drug product filled vials are sterilized using moist heat sterilization process in an Steam Sterilizer.
· The Steam Sterilizer make and model details are tabulated below.
Table 5.
Steam Sterilizer 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 Steam Sterilizer for each of the equipment is provided in below table.
<Note: Please include the data & information from the section 3.2.P.3.3 which should be same as mentioned in the same section template>
<Here as example sample table is provided. However, it would be differ based on company specific’s equipment qualification protocol and report.> 
Table 6.
Steam Sterilizer Parameters
	Parameters
	Set Value

	
	Strength 1

	Pre Heat Temperature (°C)
	

	Pre Heat Time (Sec)
	

	Sterilize Temperature (°C)
	

	Sterilize Time (Sec)
	

	F0 Value (min)
	

	Slow Cool Temperature (°C)
	

	Fast Cool Temperature (°C)
	

	Heat Pressure Coef
	

	Ster Pressure Coef
	

	Cool Pressure Coef
	

	High Temp Alarm SV (°C)
	

	Low Temp Alarm SV (°C)
	

	Steam Large Close Temp (°C)
	


	Steam Sterilizer Loading Patterns


	16. What loading patterns are included in the sterilization process design space for the commercial terminal sterilization of the finished drug product?


The equipment Steam Sterilizer 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-validation.
Table 7.
Steam Sterilizer Load Details
	Sr. No.
	Component
	Load#
	Load Type
	Load Description

	1
	XX mL PP vial 

(X mL fill volume)
	XX
	Minimum 
	Please refer Table 8

	
	
	XX
	Maximum
	Please refer Table 9


<Note: Please include the data & information from the section 3.2.P.3.3 which should be same as mentioned in the same section template>

<Here as example sample table is provided. However, it would be differ based on company specific’s equipment qualification protocol and report.> 
Table 8.
Vials (Minimum Load): Terminal Sterilization Load Details

	Recipe
	Load Pattern
	No. of Trolley
	No. of Layer
	No. of PP tray/ layer
	No. of Containers/ PP Tray
	Total No. of Containers

	
	
	
	
	
	
	


Table 9.
Vials (Maximum Load): Terminal Sterilization Load Details

	Recipe
	Load Pattern
	No. of Trolley
	No. of Layer
	No. of PP tray/ layer
	Total No. of PP Trays/ Trolley
	No. of Container/ PP Tray
	No. of Container/ Layer
	Total No. of Containers/ Trolley
	Total No. of Containers

	
	
	
	
	
	
	
	
	
	


	Methods and controls to monitor production cycles


	17. How will critical parameters of the terminal sterilization cycle/process be monitored and controlled during commercial production?


· Sterilization cycle is controlled by inbuilt temperature probe located inside the chamber.

· During routine production cycles, the validation F0 value and set parameters are incorporated into the Terminal Sterilization’s operating program.

· The temperature and exposure time of the Terminal sterilizer for this product is based on F0 value.

· During routine production cycle, loaded quantity of drug product will be within validated maximum and minimum load pattern.
<Note: Please include the data & information from the section 3.2.P.3.3 which should be same as mentioned in the same section template>

<Here as example above points are provided. However, it would be differ based on company specific’s equipment qualification protocol and report.>
	Requalification of production autoclaves


	18. What is the sterilization process requalification/revalidation program?


<Note: Please include the data & information from the section 3.2.P.3.3 which should be same as mentioned in the same section template>

<Here as example above points are provided. However, it would be differ based on company specific’s equipment qualification protocol and report.>
	Reprocessing


	19. Will the drug product be re-processed or re-sterilized and how has the impact of any reprocessing/re-sterilization procedure been assessed?


No reprocessing of drug product is proposed. For reprocessing statements from drug product manufacturer and ANDA applicant, please refer to Module 3.2.P.3.3.

	ENVIRONMENTAL MONITORING INCLUDING PRODUCT BIOBURDEN


	20. What are the in-process microbiological controls in place for monitoring the manufacturing environment and product prior to sterilization?


Environmental Monitoring:

Please include the Environmental Monitoring information from section 3.2.P3.3.
Bio Burdon Monitoring Program for WFI (Water for Injection)

Please include the Environmental Monitoring information from section 3.2.P3.3.
Product Component Bioburden

Please include the Environmental Monitoring information from section 3.2.P3.3.
Investigation in case of Excursion of Limit

Please include the Environmental Monitoring information from section 3.2.P3.3.
	COMPONENT DEPYROGENATION


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


<Note: Please add the information from 3.2.P.3.3>
	22. How will the critical parameters of each depyrogenation process be monitored and controlled during commercial production?

15. 


Depyrogenation Tunnel - Methods and Controls to Monitor Production Cycles 

<Note: Please add the information from 3.2.P.3.3>
	23. What loading patterns are included in the design space for each depyrogenation process for container/closure components of the finished drug product used for commercial Production?


Depyrogenation Tunnel: Loading patterns
<Please add the information from section 3.2.P.3.3>
	24. What is the requalification/revalidation program for each container/closure component depyrogenation process?

16. 


Depyrogenation Tunnel: Requalification or revalidation

<Please add the requalification information from section 32p33>
	COMPONENT STERILIZATION


	25. If component require individual sterilization prior to assembly and terminal sterilization of the filled drug product, what is the design space of each component sterilization process for commercial production and what are the critical parameters for each component sterilization process?


Rubber Stopper:

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

· The autoclave make, model and manufacturer details are tabulated below:
Table 10.
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 rubber stoppers are tabulated below.
Table 11.
Autoclave Cycle Parameters

	Autoclave Cycle Parameter
	XX mm Rubber Stopper

	
	Set Values

	No. of pre-pulse (Nos)
	

	Pre-vacuum (bar)
	

	Pre-vacuum hold time (min.)
	

	Pre-pressure (bar)
	

	Pre-pressure Hold time (min.)
	

	Sterile hold temp. (°C)
	

	Control Band (°C)
	

	Sterile hold time (min)
	

	Sterile hold reset (°C)
	

	Sterile hold stop count (°C)
	

	Sterile temp. overshoot (°C)
	

	Jacket control temp. (°C)
	

	No. of post pulse (Nos)
	

	Drying vacuum (bar)
	

	Drying vacuum hold time (min.)
	

	Drying Pressure (bar)
	

	Drying Pressure hold time (min)
	

	Drying Jacket temp. (°C)
	

	Post Vacuum (bar)
	

	Door open temp. (°C)
	

	Print interval (Sec)
	

	Cond bypass off temp. (°C)
	


Company Name has performed sterilization-in place for the mixing vessel, filtration vessel, and vial filing machine. Hence, no component has been separately sterilized during the manufacturing/ sterilization process. The drug product sterility is ensured by the Terminal sterilization process on the filled vial. Hence, information for the same is not applicable.
	26. How will the critical parameters of each component sterilization process be monitored and controlled for commercial production?


Component Sterilization (Autoclave): Methods and Controls to Monitor Production Cycles
Please add the acceptance criteria from section 3.2.P.3.3
	27.  What loading patterns are included in the design space for each sterilization process for container/closure components of the finished drug product used for commercial production?


Component Sterilization (Autoclave):

· The rubber stopper autoclave loading pattern summary for commercial production are tabulated below. The arrangement of the components within the loads has been detailed under Module 3.2.P.3.5.
Table 12.
Autoclave Load Details 
	Sr. No.
	Component
	Load#
	Load Type
	Load Description

	1
	XX mm rubber stopper (XXX Nos.)
	XX
	Minimum 
	

	
	
	XX
	Maximum
	


	28. What is the requalification/revalidation program for each component sterilization process?


Component Sterilization (Autoclave): Requalification or revalidation
Please add the information from section 3.2.P.3.3
2.3.P.3.5 
Process Validation and/or Evaluation

TERMINAL MOIST HEAT STERILIZATION

	29. Has the validation data for the terminal sterilization process provided in the subject application been previously submitted and approved in another ANDA/NDA?


No, the validation data of the terminal sterilization process provided in the subject application have not been approved in any another ANDA/NDA.
	HEAT DISTRIBUTION AND PENETRATION 
(INCLUDING THERMAL MONITORS AND EFFECTS LOADING)


	30. How was the design space of the terminal sterilization process validated to demonstrate uniformity and reproducibility of heat distribution and heat penetration and how does it support the conditions and loading patterns proposed for commercial production?


· The drug product filled vials are sterilized using steam air mixture using F0 based (F0 value: NLT XX minutes) Terminal Moist Heat sterilization cycle in a steam air sterilizer. The sterilization of drug product filled vials is achieved through transfer of heat from steam air mixture to the container (vial) exterior and then to the aqueous liquid product contained within a steam air sterilizer.

· Terminal sterilization was performed for this product and D-value calculated from a survivor curve was XX minutes at XX°C. Terminal Sterilization suitability study at XX°C was carried, analytical results indicated that Terminal Sterilization is suitable for the Product Name as discussed in Section 2.2.1.10 of Module 3.2.P.2. Terminal Sterilization cycle was validated to achieve F0 value of > XX minutes.
· Please refer answer to Question#15, Question #16, Question #17 and Question #18 for details regarding the design space of the Terminal sterilization process i.e. Steam sterilizer details, Steam sterilizer parameters, methods and controls to monitor production cycle, load pattern and requalification or revalidation.
For terminal sterilization qualification studies: 

· Heat distribution in steam air mixture was performed at XX°C to XX°C for minimum 
XX minutes. 

· Loaded Chamber Heat Penetration with Biological indicator study was carried out as per approved protocol and achieved F0 value NLT XX min.

For terminal sterilization of Product Name the operating parameter used for the validation runs ensure that the load is exposed to achieve F0 NLT XX minutes.

Terminal Sterilization Validation Study Summary

· A summary of the studies performed to validate the component Terminal sterilization process is tabulated on the following page:

<Please provide the information about the below mentioned topic from section 3.2.P.3.5 for Terminal sterilization >

Summary: Terminal Sterilization Validation Studies

Validation and Production Terminal Sterilization Parameters

Initial Qualification

Load Pattern, Probes and Biological Indicator Location Details

Validation Study Data

Requalification

Load Pattern, Probes and Biological Indicator Location Details

Validation Study Data

Acceptance Criteria

Heat Distribution

Heat Distribution/Heat Penetration

Conclusion
	31. How was the microbial efficacy of the terminal sterilization cycle design space demonstrated to show at least a sterility assurance level (SAL) of 1X10-6? How were these validation studies designed?

17. 


Table 13.
Microbiological Efficacy by Biological Indicator Study Data

	Biological Indicators Information
	(Report#)

	
	Maximum Load# XX
	Minimum Load# XX

	
	Run- 1
	Run- 2
	Run- 3
	Run- 1
	Run- 2
	Run- 3

	Manufacturer
	
	

	Lot No
	
	

	Mean population labeled
	
	

	Mean population Recovered

(In house)
	
	

	D-value (minutes)
	
	

	Z value
	
	

	Manufacturing date
	
	

	Expiry date
	
	

	Number of Biological indicators exposed in each run*
	
	

	Biological Indicator showing growth after exposure and incubation
	
	

	Biological Indicator Positive Control
	
	

	Negative Control
	
	


	32. What is the terminal sterilization change control program in terms of validation and design space?


Not Applicable
	HOLD TIME PRIOR TO TERMINAL STERILIZATION


	33. Are there validation studies that support holding periods of the bulk solution after compounding or of the finished drug product after filling, but prior to terminal sterilization? How were pre-sterilized bulk holding periods/conditions validated?


· Stage wise hold time studies have been performed to establish the maximum allowable hold times for the unfiltered bulk, filtered bulk and filling duration. Details on the hold time study stages, storage condition, testing interval and tests performed have been tabulated below:
Table 14.
Details of holding time study
	Stage
	Testing Interval
	Test Performed

	
	
	

	
	
	· 

	
	
	· 

	
	
	

	
	
	· 

	
	
	· 

	
	
	

	
	
	· 


· The Hold time study results of the executed batch are tabulated on the following pages. 
<Please add the hold time study results from section 32p35>
Based on the data generated as tabulated above during hold time studies of the executed batches, the hold times are proposed as below table.
Table 15.
Summary of Proposed Hold Time Specifications

	Stage
	Proposed Hold Time

	
	

	
	


<Please add the hold time information from section 3.2.P.3.4>
	COMPONENT DEPYROGENATION


	34. Has the validation data for the container/closure component depyrogenation process provided in the subject application been previously submitted and approved in another ANDA/NDA?

18. 


· 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 # XX, XX, XX 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 32p35 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
	35. How was the design space of each component depyrogenation process validated to demonstrate thermal reproducibility and uniformity and endotoxin removal and how does it support the conditions proposed for commercial production?


Please add the information;
Initial Qualification 

Microbiological Efficacy by Endotoxin Study Data

Requalification

Microbiological Efficacy by Endotoxin Study Data
	36. What is the component depyrogenation change control program in terms of validation and design space?


Not applicable
	COMPONENT STERILIZATION


	37. Has the validation data for the component sterilization processes provided in the subject application been previously submitted and approved in another ANDA/NDA?


No. The validation data of the component sterilization process provided in the subject application have not been approved in any another ANDA/NDA. 
	38. If Components require individual sterilization prior to assembly and terminal sterilization of the filled drug product, how was the design space of the component sterilization process validated to demonstrate thermal reproducibility and uniformity and microbial efficacy and how does it support the conditions proposed for commercial production?


Component Sterilization (Autoclave):

· The drug product component i.e. XX mm rubber stoppers and seals are sterilized using moist heat in an autoclave. 
· Please refer answer to Question # 25, Question # 26, Question # 27 and Question # 28 for details regarding the design space of the component sterilization process i.e. a 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 is tabulated on the following page:

<Please provide the information about the below mentioned topic from section 32p35 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 with Biological Indicator Challenge Study:

Conclusion 

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


Not Applicable
2.3.P.5
Control of Drug Product
2.3.P.5.1
Specifications 
	40. 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 16.
Microbiological Tests for Product Name
	Sr. No.
	Microbiological Tests/

Test Methods
	Acceptance Criteria
	Results for Exhibit Batches

	
	
	
	Batch # 

Batch # 

Batch # 

	1
	Bacterial Endotoxins/

USP <85>
	
	

	2
	Sterility

USP <71> 
	
	


<Please note that add the information from the FP COA>
	41. 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. 

2.3.P.5.2
Analytical Procedures 
Refer Module 3.2.P.5.2 for analytical procedure.
2.3.P.5.3
Validation of Analytical Procedures 
	42. 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 Module 3.2.P.7 for details about container closure system.
2.3.P.8
Stability 
2.3.P.8.1
Stability Summary and Conclusion 
	43. 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 
	44. 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 17.
Microbiological Tests in Post-approval Stability Protocol 
	Sr. No
	Microbiological Tests
	Test Methods
	Acceptance Criteria
	Storage Condition
	Testing Schedule (Months)

	
	
	
	
	
	Product Name

	
	
	
	
	
	
	
	
	
	
	

	1
	Bacterial Endotoxins

Test
	
	
	Accelerated

(40°C ± 2°C/ NMT 25% RH)

Intermediate

(30°C ± 2°C/ 65% RH ± 5% RH)

Long term

(25°C ± 2°C / 40% RH ± 5% RH)
	
	
	
	
	
	

	2
	Sterility
	
	
	
	
	
	
	
	
	

	3
	Container closure integrity (Leak Test)
	
	
	
	
	
	
	
	
	


Please refer to 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

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


Table 18.
Microbiological Stability Data for Exhibit Batch

	Test
	Specification
	Product Name

	
	
	Initial (T0)
	3 Month
	6 Month

	
	
	
	Inverted
	Upright
	Inverted
	Upright

	Bacterial Endotoxins

Test
	
	Accelerated
	
	
	

	
	
	Long Term
	
	
	

	Sterility
	
	Accelerated
	
	
	

	
	
	Long term
	
	
	

	Container closure integrity (Leak Test)
	
	Accelerated
	
	
	

	
	
	Long term
	
	
	


<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 
	46. 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.
	47. 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

Not Applicable for terminally sterilized product

2.3.R
REGIONAL INFORMATION

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


Table 19.
Overview of proposed commercial batch sizes

	Strength/ 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 upto 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.

	49. 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 # 15, Question # 21 and Question # 25.
2.3.R.2
Comparability Protocol 
	50. 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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