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1.0 OBJECTIVE
To lay down the procedure for preparation, review and approval of Product Quality Review (PQR).
2.0 SCOPE
This SOP is applicable to PQRs for all products manufactured in ZUMA PHARMA LLC.
3.0 RESPONSIBILITY:
3.0 QA person shall be responsible for preparation of PQR.
3.1 QA Manager/designee, Production head/designee and Quality Control head/designee shall be responsible for review and QA-Head / Designee shall be responsible for approval of the Product Quality Review.
4.0 ACCOUNTABILITY
QA-Head shall be accountable for the proper implementation of the SOP.
5.0 DEFINITIONS
5.1. Annual Product Quality Review: A review of a representative number of batches annually, whether approved or rejected, and, where applicable, complaints, recalls, returned or salvaged drug products, and investigations records associated with the batch.
5.2. Interim Product Quality Review: A review of all the batches of a particular product during a particular review period, whether approved or rejected, any complaint, recall or returned drug products, and investigations associated with the batches or for regulatory submission.
5.3. Continued process verification: A process related review of batches of a particular product during a particular review period, whether approved or rejected and investigation associated with the batches.
5.4. CpK: CpK is the measurement of process capability. It shows how capable a process is to produce the outcomes of its overall specification
5.5. Field Alert Report: Field alert report is the report submitted to FDA to comply with 21 CFR 314.81 (b) (1). The purpose of FARs is to quickly identify quality defects like Bacterial contamination, any significant chemical, physical or other change and any failure to meet the specifications in distributed drug products that may present a potential safety threat.
6.0. PROCEDURE
6.1. Annual Product Quality Review(APQR):
6.1.1. Annual Product Quality Review shall be prepared by quality assurance as per format no. SOP/QA/049-F01.
6.1.2. Annual Product Quality Review report shall be reviewed by production and quality control departments.
6.1.3. Annual Product quality review shall be carried out for each commercialized & Exhibit product manufactured in the calendar year i.e. January to December.
6.1.4. Annual Product quality review shall be done yearly for all the Products in case of no batches were produced for particular product in the current year and previous year Annual Product Quality Review report shall be clubbed for the Product Quality Review. In case of no batches were produced for particular product in current year, review the control sample, Stability Batches Data, Market Complaint, Product Recall etc. and consider previous year Annual Product Quality Review data for review.
6.1.5. Annual Product Quality Review report shall be grouped/ clubbed for similar product (i.e. formulation and primary packing is same, however brand name or market is different).
6.1.6. Annual Product Quality Review report should be completed by the month of March of the next year.
6.1.7. Annual Product Quality Review Schedule shall be prepared & approved by QA Head/ designee before the first week of calendar, as per format SOP/QA/049-F03-00.
6.1.8. The completion date shall be handwritten after the approval of Annual Product Quality Review report in issued copy of APQR schedule.
6.1.9. Manager quality assurance shall conduct the review. Wherever applicable, graphical representation of data shall be done.
6.1.10. The Annual Product Quality Review of the products related to Loan License or third party can be made as per recommendations of the customers (if required).
6.1.11. Based on Annual Product Quality Review, manager QA shall prepare a summary report and provide corrective actions as well as recommendation if required for any desired changes.
6.1.12. All record shall be archived in Quality Assurance.
6.1.13. Annual Product Quality Review shall essentially include the assessment of product history by involving the following aspects(but not limited to):
6.1.13.1. Cover Page: Specify Product name, APQR No., Batch Size, and Year as per format SOP/QA/049-F01
6.1.13.2. Table of Contents: Record all content pages wise.
6.1.13.3. Objectives: Describe the reason for preparing the APQR
6.1.13.4. Scope: Define to which product /Batch/ manufacturing site is applicable.
6.1.13.5. Product Details: Review and record product details like - Product name, Generic name, Label claim, Product description, Pack description, Standard batch size, Shelf life, Review Period (it is based on last period of APQR / Schedule or based on client requirement or annual period), year of review and Number of batches manufactured in the year/period.
6.1.13.6. Process flow diagram: Draw the process flow diagram sequentially which includes overall manufacturing & packaging process.
6.1.13.7. Review of Batch Manufactured: Review and record the Batch details like Batch number, Batch size, Manufacturing Date and Expiry Date of all batches manufactured during the review period. Also mention the details for numbers of batches released, numbers of batches rejected & numbers of validation batches during review period.
	Sr.
No.
	Batch No.
	Batch Size
(Kg)
	Mfg. Date
	Exp. Date
	Packing batch
No.
	Market
	Validation
	Status of
Batch
	Batch Released
on



6.1.13.8. Review of Dispatch details of Finished Product: Review and record the details of Finished Product with its transporter details (Transporter name). Also review the physical condition of vehicle as per product requirements, physical condition of the consignment and transit condition of finished product during review period.
	Batch No
	Market
	Quantity
	Transporter Details
	Physical Condition of Vehicle
	Physical condition of the consignment
	Review of transit condition



6.1.13.9. Formulation Details: Review and record formulation details like – Material code, Ingredients, use of material and Quantity.
	Sr. No
	Material Code
	Ingredients
	API/Excipient
	Quantity/do sage unit
	Vendor Name
	Qualification status of vendor



6.1.13.10. Packaging Details: Review and record stage wise Packaging details for primary packaging material and secondary packaging material like - Material code, Description, Quantity (If packed in different packs then include all types of packs)
	Sr.No
	Material Code
	Description
	Quantity
	Vendor Name
	Qualification status of vendor


6.1.13.11.	Review of relevant equipments/Utilities and its qualification status: Review the qualification and validation report and record the qualification status change during the review period for the equipments used for manufacturing and packaging of the product.
	Sr.No.
	Name of Equipment/ Utilities
	Identification No.
	Last Qualification done on
date
	Status


6.1.13.12. Review of starting material, packaging materials details and supply chain traceability:
Review and record the details of starting material, primary & secondary packaging material used for the product with its vendor details (vendor name & address of manufacturing site). Also review the vendor qualification status, change in vendor and compliance status of starting and primary packing material during review period. Review the status of API (i.e. Release/Rejected against received) along with OOS raised during the review period.
	Starting and Packaging Material details

	Material Name
	Item Code
	
AR
No.
	Transporter Details
	Physical Condition of Vehicle
	Physical Condition of Consignment
	No.of Consignments receivedin review period
	No. of Consignments approved received in
review period
	Review of transit condition


6.2. Review of critical in-process controls and finished product result: Record the observations of critical in-process, control parameters and finished product results in the table for different stage of manufacturing. And data should be evaluated by trending.
In process data shall be recorded using executed Batch document and finished product data shall be recorded using COAs at different stage of manufacturing.
Note: Each critical parameter shall be reviewed individual with its review comments.
6.3. Review of previous year APQR recommendation: Review and record the recommendation for product, process and equipments during previous review period.
6.4. Review of Deviations/Incident and their investigations outcomes: Record all deviations related to product taken place during the review period with corrective & preventive actions taken and final status. Any open CAPA of previous review period shall be evaluated.
	Batch No.
	Deviation
/Incident No.
	
Date
	Brief description
of Deviation/Incident
	Root Cause
	Investigation outcomes
	CAPA Taken and its effectiveness
	Status of Deviation/ Incident


6.5. Review of Changes carried out to the process, analytical methods & specifications: Record the changes reported during the review period which are directly involved in change in manufacturing process or equipments or components or PPM or analytical method or specification for the product. Any open change control form of previous review period shall be evaluated.
	Sr.No.
	Change control No.
	Date of initiation
	Description of change
	Reason for change
	status of CCF



6.6. Review of Stability monitoring & any adverse trends: Review the stability results of the product with relevant details.   Review and record the batches under stability study of current year and previous years to review all the ongoing stability batches, reason for study, duration and condition of stability.
Note: Trending of stability data of current year and previous years to review all the ongoing stability batches shall be prepare and reviewed separately and shall be enclosed as annexure with APQRs.
	Sr. No
.
	Batch No.
	Mfg. Date
	Exp. Date
	Pack style
	Date of loading
	Reason for performing
Stability
	Storage Condition
	Duration
	
Status
	Reference Protocol
no.



6.7. Review of Out of specification(s) and its investigations: Review and separately tabulate the out of specifications observed during the review period with corrective & preventive actions suggested and final status of OOS. The process attributes and analytical results for the batch rejected due to the out of specification result shall not be included in all respective tables and trend analysis as the batches are evaluated using statistical tools and results of the OOS batch may affect the evaluation. Any open CAPA of previous review period shall be evaluated. Review the out of specifications from contract giver.
	Batch No.
	OOS No.
	Date of initiation
	Brief Description of OOS
	Investigation out comes
	CAPA Taken and its effectiveness
outcome
	Status of OOS



6.8. Review of out of trend (s) and its investigations: Review and separately tabulate the out of trend observed during the review period with corrective & preventive actions suggested and final status of OOT.
	Batch No.
	OOT No.
	Date of initiation
	Brief Description of OOT
	Investigation outcomes
	CAPA Taken and its effectiveness outcome
	Status of OOT


6.9. Review of rejected /cancelled and discontinued batches: Record the batches failed to meet the specification during the review period in detail with its corrective and preventive action suggested. Any open CAPA of previous review period shall be evaluated. The process attributes and analytical results for the batch rejected due to the out of specification result shall not be included in all respective tables and trend analysis as the batches are evaluated using statistical tools and results of the OOS batch may affect the evaluation.
	Batch No.
	Linked Document no.
	Date of initiation
	Nature of Failure
	Category
	Investigation outcomes
	CAPA taken and its effectiveness outcome
	Final Status


6.10. Review of Complaint(s): Record the market complaint received during the review period in detail with its corrective and preventive action suggested. Any open CAPA of previous review period shall be evaluated.
	Batch No.
	Complaint No.
	Date of logging
	Nature of Complaints
	Investigation outcomes
	CAPA Taken and its effectiveness outcome
	Final Status of Complaints



6.11. Review of quality related Return(s) / Recall(s): Record in details if any quality related returns or recalls recorded during the review period with its corrective and preventive actions. Any open CAPA of previous review period shall be evaluated.
	Sr. No.
	Batch No.
	Reason for return/ recall
	CAPA Taken and its effectiveness outcome
	Current status of returns / recall batch



6.12. Review of Field Alert Report: Record the Field alert report details during the review period
6.13. Review of Technical Agreement: Review the Technical Agreement for any outsourced GMP activity with clients, outsourcing testing laboratories and API manufacturer &ensure that it is in compliance with current regulatory requirement.
	Sr. No.
	Name of client / outsourcing testing laboratories / API manufacturer for agreement
	Status


6.14. Dossier variation and updates to approved dossier: Review the new submitted/ granted/ refused including third country dossier and their variations.
6.15. Conclusion: Review and compare the observations & results of product data mentioned in protocol with their acceptance criteria. Derive the conclusion and recommendations based on the results & trends of the product data. If any results found out of trend, necessary investigation shall be done to find out the probable cause and corrective preventive action shall be decided for future batches.
6.16. Recommendation: Write recommendation based on the results and conclusions. Based on above recommendations as well as changes shall be implemented through change control. Note: Each parameter of APQR shall be reviewed individually with its review comments.
6.17. Approvals: After compilation of the data, APQR shall be checked by Production Manager, QC Manager& QA Manager and shall be approved by QA Head and Customer if required.
6.18. Statistical Analysis: The statistical analysis shall be carried out if number of batches manufactured in the review period is ≥ 20. The statistical evaluation using statistical tools like Relative Standard Deviation, Process Capability Indices (CpK) and control chart can be carried out for the parameters.
	Formula for Calculation of (CpK):Average (µ) =

	Standard deviation (σ) = √Σ(x-µ) 2 /n-1

	Where n is the number of data points (or sample size) and Σ(x-µ) 2 is the sum of squares of the differences of each value from the mean, µ.

	Upper specification limit =(USL)

	Lower specification limit= (LSL)

	CpU = USL - µ / 3σ

	CpL = µ - LSL / 3σ

	CpK = Min. (CpU, CpL)

	(LCL) Lower Control Limit = Average Result - ( 3 X Standard Deviation )

	(UCL) Upper Control Limit = Average Result + ( 3 X Standard Deviation )



In case Lower Control limit and upper control limit exceed the Lower specification limit and upper specification limit than Lower specification limit and upper specification limit consider as 3 limit.
6.19. CpK Value:
	CpK Value
	Action taken

	Below 1.0
	Shall be recommended for improvement.

	Between 1.0 to 1.33
	Shall be recommended for further trending during APQR of next year.

	Higher than 1.33
	Has	been	meant	that	the	process	parameter	is	rugged	and manufacturing process is capable for producing product.



Note: If any parameter found out of above acceptance criteria the same shall be reviewed and investigated. The QA shall suggest the further course of action based on the outcome of the investigation.
Numbering system for APQR :
	APQR
	-
	XXX
	-
	YY
	-
	NNN

	Annual	Product Quality review
	Slash
	Product code
	Slash
	Year
	Slash
	Serial No


Example for Numbering of APQR of Omeprazole for Injection in the year 2024.
APQR/OME/24/001: APQR- Annual Product Quality Review,
OME- Product Code for Omeprazole, 24-is the code for year and
001 -is the serial number.
Interim Product Quality Review (IPQR)
Interim Product Quality Review can be prepared on 06 monthly basis for regulatory submission purpose only (if any).
Numbering system for IPQR:
	IPQR
	-
	XXX
	-
	YY
	-
	NNN

	Interim Product Quality review
	Slash
	Product code
	Slash
	Year
	Slash
	Serial No


Example for Numbering of first IPQR of Omeprazole for Injection in the year 2024.
IPQR/OME/24/001: IPQR- Interim Product Quality Review,
OME- Product Code for Omeprazole, 24 is the code for year and 
001 is the serial number.
Content and methodology of Interim Product Quality review shall be same as APQR as per format No. SOP/QA/049-F02.
Continued process verification Review (CPVR)
Continued process verification review shall be done as a part of each batch releases and summary report shall be prepared on Quarterly basis.
CPVR shall contain the Content as per Format No. SOP/QA/049-F04.
Numbering system for CPVR
	CPQR
	-
	XXX
	-
	YY
	-
	NNN

	Continued process	Vertification Review
	Slash
	Product code
	Slash
	Year
	Slash
	Serial No


7.0 ABBREVIATIONS
7.1 FAR	:Field Alert Report
7.2 APQR	:Annual Product Quality Review
7.3 IPQR	: Interim Product Quality Review
7.4 SOP	: Standard Test Procedure
7.5 [bookmark: _Hlk107388279]QA	: Quality Assurance
7.6 CpK	: Process capability Index
7.7 CPVR	:Continued Process verification Review
8.0 REFERENCES
EU-GMP. WHO-TRS 961 Annexure-3
9.0 DISTRIBUTIONLIST
SOP shall be distributed to Quality Assurance, Production, Warehouse and Quality Control departments as per user request.
10.0 ANNEXURES
10.1 Template for Annual Product Quality Review	: SOP/QA/049-F01-01
10.2 Template for Interim Product Quality Review	: SOP/QA/049-F02-01
10.3 Product Quality Review Logbook	: SOP/QA/049-F03-01
10.4 Template for Continued process verification Review	: SOP/QA/049-F04-01
11.0	CHANGE HISTORY DETAILS:
	Version No.
	Reason for revision
	CCF No.
	Effective Date

	00
	First Issue
	NA
	22/02/2022

	01
	1) [bookmark: _Hlk158709812]The title of SOP/QA/049-F03 “Product Quality Review Schedule Template” has been corrected to “Product Quality Review Logbook”
2) Periodic revision, version no. of SOP and all formats revised to 01 from 00.
	CCF/QA/24-035
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