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1.	SCOPE
This QUALITY AGREEMENT (hereinafter the "AGREEMENT") outlines the co-operation and Good Manufacturing Practices ("GMP"), Quality Assurance ("QA") and Compliance responsibilities (collectively the "QUALITY RESPONSIBILITIES) between CUSTOMER and PROVIDER with respect to CUSTOMER'S Process Development Efforts and Drug Product (hereinafter the "PRODUCT").
[bookmark: _Toc204586810]2.	OBJECT OF THE AGREEMENT
The aim of this AGREEMENT is to define the GMP and QUALITY RESPONSIBILITIES associated with process development, scale up andmanufacturing, testing, and provision of the contract PRODUCT supplied to CUSTOMER.
The QUALITY RESPONSIBILITIES associated with the process development, scale up and manufacturing of the PRODUCT shall comply with the following regulations and guidelines.  The parties agree that compliance with certain of the regulations is a matter of interpretation and that the parties will work together in good faith to resolve any differences in interpretation of the regulations.
a. FDA Guidance for Industry "Q7A Good Manufacturing Practice Guidance for Active Pharmaceutical Ingredients".
b. FDA Guidance for Industry, “Q8(R2) Pharmaceutical Development
	b.	Title 21 Code of Federal Regulations (CFR) Parts 210 & 211, Code of Federal Regulations of the U.S. Food and Drug Administration.
	c.	Title 21 CFR Part 11 Electronic Records; Electronic Signatures.
	d.	Current Guide to GMP for Medicinal Products, The Rules Governing Medicinal Products in the European Community, as well as any additional regulatory agency requirements that the CUSTOMER communicates to PROVIDER from time to time in order to seek registration ex-US.  The CUSTOMER may not require the PROVIDER to do activities that do not meet the current requirements of 21 CFR Parts 210 and 211.
[bookmark: _Toc204586811]3.	DEFINITIONS
Manufacturing Process Development – the selection, the control and any improvement of the manufacturing process identifies critical process parameters should be monitored or controlled to ensure that the product is of the desired quality.
Manufacturing – All operations of receipt of materials, production, packaging, repackaging, labeling, relabeling, quality control, release, storage and shipping of products.
Out-of-Specification (OOS) – A test result that does not meet predetermined specifications or standards and must be investigated in accordance with internal procedures that comply with applicable Regulatory Agency regulations.
Qualification – Action of proving and documenting the equipment, materials, systems and suppliers satisfy predetermined conditions or requirements and are fit for their purpose.
Regulatory Agencies – Regulatory Agencies having jurisdiction over the manufacture or scale of the Products.
Reprocessing – Introducing an intermediate or other material, including one that does not conform to standards or specifications, backing into the process by repeating a step or other manipulations that are part of the established manufacturing process.
Rework – Introducing a new step that is not part of the approved manufacturing process.
Change Control – A system to ensure changes are reviewed, recorded, evaluated for impact, justified and approved by the appropriate parties, prior to implementation.
Component – Means any ingredient intended for use in the manufacture of a drug product including those that may not appear in the final Product. 
Major Changes – Any changes that may affect the safety, identity, strength, purity, or potency of the Products as they relate to the safety or effectiveness of the product.
Significant Deviations – Any excursions or non-conformities from processes, specifications, quality systems that may affect the safety, identity, strength, purity, or quality of Products or any regulatory submissions of the Product.
Third Party Subcontractor – A company, individual, or other entity contracted by Provider to provide services in the manufacture, testing, packaging, labeling and/or storage of components or the Product that directly impacts the Product.
[bookmark: _Toc204586812]4.	GENERAL INFORMATION
Main contact points at Customer and Provider are listed in the attached Quality Systems Contact List.  See Appendix A.  The list may be subject to change without the need to re-sign this agreement and assign a new version number.
[bookmark: _Toc204586813]4.1	NOTIFICATION OF REGULATORY AGENCIES AND REGULATORY SUBMISSIONS
Customer shall be responsible for all regulatory submissions and communication with regulatory agencies.
The Customer must promptly notify the Provider whenever there are regulatory filings, commercial approvals or regulatory filing changes related to any aspect of the manufacture or control of the Product that is the responsibility of the Provider.  The Customer will submit to Provider in writing copies of relevant sections of all regulatory submissions related to Provider’s facility and operations.
The Customer will ensure that Provider is informed promptly of any changes that are to be made to regulatory (i.e. FDA, EU) specifications to Product which may require a change to the Product Specifications and such changes when approved in writing shall be deemed to be a revision to the Product Specifications for the purposes of this Agreement.
[bookmark: _Toc204586814]4.2	RESPONSIBILITIES
Responsibilities concerning specific product activities for both Customer and Provider are outlined in Appendix B, Responsibility Matrix.
The Quality Responsibilities apply to operating procedures, manufacturing process development, batch manufacturing instructions, Standard Operating Procedures (SOPs) and any other GMP related documents necessary for the Provider’s fulfillment of their obligation
[bookmark: _Toc204586815]5.	QUALITY ASSURANCE
[bookmark: _Toc204586816]5.1	QA/MANUFACTURING OVERSIGHT OF FACILITY
Customer shall be allowed to have QA/Manufacturing personnel present in Provider’s facilities to reasonably observe, from time to time as required, the manufacture and corresponding documentation of Products by Provider.  Customer personnel are in the plant to observe the manufacture of Product but not in an audit role.
[bookmark: _Toc204586817]5.2	ANNUAL PRODUCT REVIEW
Provider shall provide the Customer with the required information to perform Annual Product Reviews including information from third party subcontractors.  Such information shall contain, but not be limited to, the following: batch production summary, environmental monitoring results, OOS and deviation reports, critical process parameter trending data and change controls summary.
[bookmark: _Toc204586818]5.3	QUALITY AUDITS AND REGULATORY INSPECTIONS
Customer shall perform periodic audits of Provider no more than once per calendar year to assess ongoing quality activities related to manufacturing process development and GMP compliance.  Upon prior notice (minimally two (2) weeks), Customer has the right to audit the manufacture process development efforts, manufacture and quality of the Product at the Provider’s facilities.  Such audits are to be limited to no more than three individuals and no more than three days.  Auditors, when escorted by Provider personnel, will be allowed access to areas of the facility where Customer product-related activities are performed.  Auditors will be allowed to review all documentation associated with Product including, not limited to manufacturing process, cleaning, equipment, utilities, training and analytical validation.
Customer shall have the right to perform reasonable “for cause” audits in addition to any scheduled annual audit to investigate significant deviations or out-of-specification results.  Customer and Provider shall agree upon the specific goals of the audit, the proposed date of such audit, and the names of the individuals who will conduct the audit.
Provider is to advise the Customer of any observations/deficiencies related to Provider’s responsibilities or activities, arising from inspections of Provider.  Provider agrees that Customer may review all regulatory findings or communications between Provider and a regulatory agency that directly affect Product.  Customer will be allowed one business day to review responses to questions related to its Product, prior to submission of the final response.
Provider shall notify Customer in advance of any pending Regulatory Authority inspections to be performed at the facility within twenty-four (24) hours.  Customer representatives shall be present when any Regulatory Agency inspects Provider and such inspection directly related to the Product.  Customer representation shall be limited to two individuals.  Direct participation in the audit shall be limited to product specific questions.  The Customer’s representative shall adhere to the Provider’s applicable regulatory inspection policy.  For inspection not involving Customer’s Product, the Customer shall receive notification of the inspection within one (1) week post inspection.
Provider shall provide Customer with copies of any inspection reports from any Regulatory Agencies and Provider’s response to any inspection report that may impact the Products within 30 days of receipt.  The final response to those observations related to Customer’s Product shall be the sole responsibility of the Provider, with review and input form the Customer.  Propriety and confidential information for other customer products shall be redacted at Provider’s discretion.  Any commitments made to regulatory agencies related to production of Customer’s Product must be agreed upon by the Provider and the Customer. 
If any regulatory authority schedules or conducts and unannounced inspection of Customer’s facilities, Customer will provide notification to the Provider.
[bookmark: _Toc204586819]5.4	INTERNAL AUDITS
Provider shall have a documented program and procedure for conducting internal quality audits (self-inspections).  These audits shall be performed according to Provider SOP.  Internal audits are available for review during annual audits. 
[bookmark: _Toc204586820]5.5	PROCESS QUALIFICATION/VALIDATION
Provider shall perform process validation according to protocols and a validation master plan jointly approved by Customer and Provider that includes appropriate Quality oversight commensurate with development level.  Customer must approve planned deviations to protocols.  Unplanned deviations must be documented and evaluated as part of the final validation report.
Provider shall perform cleaning validation and provide appropriate documentation for Customer’s review when required.  Provider shall maintain all relevant documentation verifying such validation.
Changes to validated systems, assays, and processes are controlled and managed according to the Provider’s change control system.
[bookmark: _Toc204586821]5.6	TRAINING AND QUALIFICATION
Provider shall ensure that all personnel performing the functions to support the critical systems outlined in this agreement are trained according to Provider SOP.  Training program documents are available for review during annual audits.
[bookmark: _Toc204586823]5.7	DEVIATIONS/INVESTIGATIONS
Provider shall notify Customer in writing (by fax) or email, immediately or by the end of the following business day of the detection of all significant deviations and OOS results during the manufacturing process development, manufacture, control and stability testing of the Product and intermediates.
Customer shall notify Provider in writing of the detection of any significant deviation which is discovered following delivery of any Products and/or samples to Customer, or to a Customer designee, that may affect or impact the safety, identity, strength, purity or quality of the Products or any regulatory submission related to the products within 3 business days following discovery.
Provider shall have a system to document, investigate, and assess the impact of all deviations, including OOS’s related to the manufacturing process development and manufacturing process of the Product.
Provider shall obtain Customer’s written approval prior to implementing any manufacturing changes, as a result of a deviation.
For OOS investigations, Provider shall provide Customer with a copy of the initial laboratory assessment of the OOS.  Provider shall obtain Customer’s approval prior to retesting or, re-sampling, as part of a full-scale failure investigation.
Customer shall review any significant deviations, and the results of Provider’s investigations, that occur during the manufacture and testing of the Products.  Customer shall provide its approval or disapproval of the investigation results to Provider in writing before the disposition of the batch has been determined and approved.
Provider shall undertake reasonable corrective actions to correct deviations and investigations and provide Customer with documented evidence that the corrective actions have been completed.  Provider shall monitor such corrective actions effectiveness and Customer and Provider may verify corrective actions during the yearly quality compliance audit.
In cases where the Customer requests a deviation, the Customer must make this proposal in writing to the Provider in accordance with procedures set forth by the Provider.  If the Provider agrees with the deviation, the Provider will implement the deviation using their quality system.
[bookmark: _Toc204586824]5.8	NONCONFORMING OR REJECTED MATERIAL
Provider shall notify Customer in writing (by fax) or email, immediately or by the end of the following business day of the discovery of any nonconformity that may affect the safety, identity, strength, purity and quality of the Product or intermediate.  Provider shall investigate these nonconformities and shall provide Customer with documentation of the nonconformity and investigation findings within 45 days of discovery.
Provider shall not perform any reprocessing or rework of the Products without prior written approval by Customer.
[bookmark: _Toc204586825]5.9	BUILDINGS AND FACILITIES/UTILITIES
Provider shall perform qualification/validation, monitoring, calibration, and maintenance (preventative and repair) for all plant utility systems, including, but not limited to:  water for injection, (WFI); heating, ventilation, and air conditioning (HVAC); and steam and compresses air.  Such work to be conducted within an established timeframe appropriate to the significance of the equipment.
[bookmark: _Toc204586826]5.10	EQUIPMENT
Provider shall perform qualification/validation, monitoring, calibration, and maintenance (preventative and repair) for all manufacturing, inclusive of product development and quality control (QC) equipment, such work to be conducted within and established timeframe appropriate to the significance of the equipment.
Provider shall perform cleaning validation for manufacturing equipment using for the Products.  For non-dedicated equipment, this shall include the potential impact of other products using the same equipment.
[bookmark: _Toc204586827]5.11	ENVIRONMENTAL CONTROLS
Provider shall be responsible for routine environmental monitoring activities as well as related records.  Customer will be notified within three days of any action limits that are reached in conjunction with manufacturing process development or  manufacturing of Customer Product.
[bookmark: _Toc204586828]5.12	CONTROL OF COMPONENTS, INTERMEDIATES, LABELING AND PACKAGING MATERIALS
Provider shall purchase components, labeling and packaging materials, perform testing, and release of such materials according to the material specifications mutually agreed to by Customer and Provider.
Provider shall store components, labeling and packaging materials under the appropriate environment conditions as stated in the specifications.  Provider shall use only those specifications for components, containers, and packaging material for the manufacture of the Products that are acceptable to Customer.
Any changes to these components shall go through Provider’s change control system and shall be approved by Customer.
Provider shall be responsible for assuring that the level of control and testing complies with the Provider’s quality system.
Component used by Provider in the manufacture of the Product, specified by the Customer, may be bought from manufacturers or vendors that have been approved by Provider’s QA system.  Customer’s QA may audit the Provider’s QA system.
Provider specifications for Customer specific raw materials are based upon information provided by the Customer.  The Customer is responsible for notifying the Provider regarding any changes to Customer specific raw materials.
Testing of raw materials can be performed by either Provider or an agreed upon third party contract laboratory, in accordance with Section 5.7.
Compliance to requirements for any third party contract laboratory selected and qualified by the Customer is the responsibility of the Customer.  The Customer will inform the Provider prior to final selection.  The Provider has the option to participate in the initial selection process and by so doing can approve or disapprove the third party contract laboratory.  In all cases, the Provider is responsible for the final disposition of raw materials versus specifications.
[bookmark: _Toc204586829]5.13	PRODUCTION AND PROCESS CONTROLS
Provider shall generate the master batch production record, labeling and packaging procedures and/or protocols for the manufacture of the Product based on the information supplied by Customer.  Each batch shall be manufactured in accordance with a batch production record, which is a uniquely identified copy of the master batch production record.
[bookmark: _Toc204586830]5.14	LABORATORY METHODS AND CONTROLS
Provider shall generate SOPs and/or protocols for Product specific analytical methods.  For methods that Provider has developed, Provider shall produce an assay validation protocol and the final report, when validation is required.
Full analytical validation, in accordance in International Conference on Harmonization (ICH) guidelines, is required for in-process and product release analytical methods.
Provider and Customer shall approve all Product specific analytical method validation/transfer protocols and reports that are developed by Provider.
The laboratory conducting the protocol shall retain the original of such reports and raw data.  A copy of each such report shall be supplied to the other party.
Qualifications or validation shall be at the discretion of Customer.
[bookmark: _Toc204586831]5.15	PRODUCT TESTING AND RELEASE
Provider will perform certain in-process testing and final product testing according to the detail of the batch records.  Provider shall review and approve all batch production, labeling, testing and control records. 
Provider shall provide Customer with a copy of the reviewed and approved production, labeling, testing and control records, including deviation/OOS reports associated with the batch.  A copy of the Certificate of Manufacturing shall also be provided.  Provider shall provide these documents within four (4) weeks of completion of manufacturing.
Customer shall submit any questions regarding the batch production, testing and control records to Provider in writing within fifteen (15) business days of the receipt of the final batch record.  It is not possible for Customer to submit questions within fourteen (14) business days.  Customer shall notify Provider in writing of the revised timeline for responding.  Corresponding through email is acceptable.  Provider shall provide written responses within five (5) business days.  If it is not possible for Provider to provide a response within five (5) business days, Provider shall notify Customer in writing of the revised timeline for responding.
Provider shall provide Customer with samples required for special testing upon Customer’s written request.  Such samples shall be shipped to a Customer-specified location under appropriate conditions as specified in the written sample request.
When Provider or its designees perform release testing, Provider shall provide Customer or its designee with sample of the Products for release testing within 1 week of completion of the manufacture of the Products.  When Provider performs release testing, Provider shall provide Customer with copies of QC raw data.  Provider shall be responsible for sterility testing.
Provider shall be responsible for releasing and/or rejecting the batch.  Provider shall notify Customer of release approval (and/or rejection) by sending (via fax) the release documentation and the Certificate of Analysis for the Products.
The Provider is responsible for all stability testing. 
[bookmark: _Toc204586832]5.16	PRODUCT STORAGE AND SHIPPING
Provider shall store and ship the Product and all components under appropriate environment conditions as stated in the specifications.
Provider shall not ship the Product or transfer it to another facility without prior written approval of Customer.  Shipment under Quarantine prior to Product release may only be undertaken on written approval of Customer.
[bookmark: _Toc204586833]5.17	STABILITY ACTIVITIES
Provider shall provide Customer or its designee with samples of the Product, when required, for stability testing upon request in writing.  Correspondence through email is acceptable.  Samples must arrive at Customer or its designee within two (2) weeks after Provider’s receipt of Customer’s request for release and stability samples or completion of the manufacture of the Products, whichever is later.
Customer shall inform Provider of the ample quantities required for stability testing prior to production as well as an appropriate Shipping Notification for shipment of such samples.  Such Shipping Notifications may be part of the initial Purchase Order.
[bookmark: _Toc204586834]5.18	SAMPLING
Samples must be taken according to written and agreed upon sampling plans provided two (2) weeks prior to batch production or as defined in the batch production records.  The Customer is responsible for definition and validation of sample shipment procedures.  The implementation of shipment of the samples is the responsibility of Provider.
[bookmark: _Toc204586835]5.19	RETENTION SAMPLES
Quantities of Product samples for retain are specified in the batch record and are taken by the Provider and stored for an interim period at the appropriate temperature and conditions.  Provider is responsible for retaining the test samples that are the responsibility of the Provider to test.  These samples shall be retained under appropriate to temperature and storage conditions.
Provider is responsible for maintaining GMP retains samples of Product and raw materials. 
[bookmark: _Toc204586836]5.20	DOCUMENTATION
The Provider is responsible for ensuring the manufacturing process development effort, batch manufacturing documentation and associated documents have a level of quality oversight commensurate with the stage and development and where applicable comply with all regulatory requirements and regulatory filings.
Upon request, Customer and Provider shall provide each other with copies of all applicable product specific quality documents and SOPs pertaining to product manufacturing.  Current versions shall be provided after revisions have been made through change control.
Provider shall supply essential documents in support of the Chemistry, Manufacturing, and Control section of Customer’s supplemental regulatory filing in the U.S. or the equivalent in other jurisdictions.
[bookmark: _Toc204586837]5.21	CHANGE CONTROL
Provider shall notify Customer in writing of all changes, that are not like-for-like, to facilities, utilities, equipment and processes that impact or potentially impact the Products prior to implementation of the changes.
For significant changes, Provider shall use its change control procedure to initiate such changes.  Customer’s approval shall be required prior to scheduling of their product following implementation of the change.  Provider shall not make any changes that have an impact on regulatory submissions without notification form Customer that Regulatory Agency approval has been granted where necessary.
For other changes, Provider shall notify Customer in writing prior to implementation of the change.
Customer shall notify Provider in writing of any significant changes to the Product, its specification and testing requirements where the changes affect the activities at Provider, prior to implementation of the change.  Notification shall be in the format of Customer’s approved change request.  Where required, Provider shall be part of the approval process of change request.
Regardless of which party initiates the request, both parties have the obligation to provide a response within two (2) weeks of receipt of a change request.
[bookmark: _Toc204586838]5.22	QUALITY RECORDS
Provider shall maintain original records related to the manufacturing process development effort, manufacture, labeling, packaging, storage and testing of the Products in a limited access area.  Access to these records shall be restricted to personnel authorized by Provide.  Provider shall ensure that these records are available to Customer upon request within a mutually timeframe.
Upon receiving a written request from Customer, Provider shall transfer to Customer copies of all Customer Product related records including but not limited to records relating to critical processes and inspection performed by a third party.  If such records have been, provide previously then an appropriate administrative charge shall apply.
After detailed review of batch documentation, Provider will provide Customer with a statement of compliance with the established procedures, duly signed off by the Quality Head or their designee, thereby releasing the documentation.
After completion of batch record statement of compliance, Provider will forward a copy of the batch record to the Customer.  The Customer is responsible for determining the suitability of each batch: its intended use, the final release, and distribution of each batch.
[bookmark: _Toc204586839]5.23	RECORD RETENTION
Manufacturing Process development protocols, study reports, and atch specific documentation should be retained for at least five (5) years after review by Provider or one (1) year after the expiry date of the finished product in which the Product is used.  
At the end of the above described retention period, Provider will inform Customer that the archiving time has expired and will ask to transfer the documentation to the Customer’s site or destroy the archived documentation.
Provider shall ensure that all quality documents and records including those related to critical processes specific to or affecting Customer Products are retained until Customer provides Provider with written authorization for their disposition.
For the associated documentation (Batch record masters, SOPs, equipment/facility documentation, validation documentation, etc.) the retention shall be for the life of the product, i.e. until the registration for the Product has been withdrawn.  Customer is responsible for notifying the Provider when the registration is withdrawn in all applicable jurisdictions/markets.
[bookmark: _Toc204586841]5.24	LABELING
The labeling requirements will be specified in the valid Product Master Batch Documentation.  Labeling requirements other than lot identification will be determined by the Customer in accordance with Provider’s quality systems.
[bookmark: _Toc204586842]5.25	PACKAGING
The packaging of the Product will be specified in the valid Product Master Batch Documentation.  The Provider shall be responsible for determining the packaging requirements, and for evaluating the suitability of the packaging used at each stage of the process.
[bookmark: _Toc204586843]5.26	PRODUCT COMPLAINTS AND ADVERSE DRUG EVENTS
Customer shall notify Provider of all complaints related to the Products that occur after release and transportation if the complaint is deemed to be directly related to the manufacture of the Products including, but not limited to, Product testing, batch record review, procedure assessment or examination of retention samples.  Provider shall provide the necessary information to assist any investigations required by Customer as a result of a Product complaint or adverse event.
The same procedure for the investigation of the complaint by the Provider shall be followed.
Provider will inform Customer using the Provider’s appropriate quality system about any events or unusual observations during the manufacture of the Product that could potentially impact the Product’s quality.
[bookmark: _Toc204586844]5.27	RECALL
Customer will verbally inform Provider within two (2) working days, with written follow-up within five (5) days, of any decisions for recall concerning the Product.  Customer is responsible for the traceability of each batch delivered by Provider to Customer or Customer’s contractor.  If Provider becomes aware of any condition that may result in a Product recall, Customer shall be informed immediately.  The final decision to proceed with a recall shall be made by the Customer with prior notice to the Provider.
Customer shall be responsible for all recall activities related to the Products and for reporting to Regulatory Authorities according to Customer’s written procedures.  Provider shall provide the necessary information to assist any investigations required by Customer as a result of a potential recall.
[bookmark: _Toc204586845]5.28	CONFLICT RESOLUTION
Customer’s subcontractors Administrator and Provider’s Contract Manager will attempt to resolve any conflicts encountered. 
[bookmark: _Toc204586846][bookmark: OLE_LINK2][bookmark: OLE_LINK1]5.29	VALIDITY AND DISCLOSURE
This Agreement is made for an undefined time and remains valid as long as the Product liability of Provider; as defined in the Master Production Agreement, will last.  Any previous agreement or understanding not covered in this Agreement whether oral, written, or implied is superseded. 
This Agreement may be disclosed to the Regulatory Authorities during the course of either routine GMP or Pre-Approval inspections.
This Agreement may only be amended by the procedures described herein and signed by the duly authorized representatives of the Customer and Provider.
[bookmark: _Toc204586847]6.	REVISION HISTORY
New document.
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	Signatures below indicate approval and acceptance of the terms of this AGREEMENT.

	
	
	

	
	
	

	For and on behalf of CUSTOMER
	

	Signed:
	
	

	
	Director of Regulatory Affairs and Quality Assurance

	
	
	

	
	
	

	
	
	

	
	
	

	Far and on behalf of PROVIDER
	

	Signed:
	
	

	
	Vice President and General Manager
	

	
	
	

	
	
	

	Signed:
	
	

	
	Director, Quality Assurance
	

	
	
	

	
	
	

	
	
	

	
	
	

	For and on behalf of PROVIDER
	

	Signed:
	
	

	
	Vice President and General Manager
	

	
	
	

	
	
	

	Signed:
	
	

	
	Director, Quality Assurance
	

	
	
	

	
	
	







	A  Regulatory Compliance
	CBMS
	Other

	1.
	Adhering to approved registration documentation (Marketing
Authorization, NDA, IND, DMF, etc, as applicable)
	X
	X

	2.
	Complying with Quality and cGMP regulations
	X
	X

	3.
	Maintaining valid manufacturing establishment registration/ license(s), as applicable
	
	X

	4.
	Informing of regulatory authority inspections, inspection results and planned corrective measures, if applicable
	
	X

	5.
	Preparing and maintaining regulatory documentation (NDA, DMF, etc., as applicable
	X
	X

	6.
	Establishing change control process and informing CBMS promptly on significant planned CMC changes and obtaining CBMS approval. 
	
	X

	7.
	Submitting CMC change notifications/applications to authorities
	X
	X

	8.
	Reporting to the QCU and CBMS significant deviations and problems, investigating root causes and applying appropriate corrective actions. 
	
	X

	9.
	Maintaining a Quality Control Unit
	
	X

	10.
	Performing periodic internal cGMP and/or quality systems  audits
	
	X

	11.
	Performing periodic oversight cGMP and/or quality systems audits
	X
	

	12.
	Ensuring the use of qualified and trained personnel
	
	X

	13.
	Conducting required technical and cGMP personnel training
	
	X





	B  Purchasing, Manufacturing and Analytical Testing of API Starting Material, Raw Materials, Process Aids, Intermediates, Packaging Materials and Finished Product
	CBMS
	Other

	14.
	Setting specifications for API, raw materials, process aids, packaging materials, intermediates and finished product
	X
	X

	15.
	Purchasing materials according to specifications
	
	X

	16.
	Qualifying and monitoring material suppliers
	
	X

	17.
	Sampling and testing of incoming material, as appropriate
	
	X

	18.
	Generating and approving Master Batch Procedure/Record
	X
	X

	19.
	Assigning batch numbers
	
	X

	20.
	Manufacturing product according to MBR (incl reprocessing, packaging, labeling)
	
	X

	21.
	Sampling, testing, and releasing of intermediates and finished product

	
	X

	22.
	Storing retention samples
	
	X

	23.
	Documenting all deviations, investigating OOS and critical deviations
	
	X

	24..
	Maintaining (certified) reference standards
	
	X

	25.
	Performing batch record review
	
	X


	C   Product Labeling, Label Printing and Label Reconciliation
	CBMS
	Other

	26.
	Adhering to approved regulatory authority labeling
	X
	X

	27.
	Selection and qualification of labeler
	
	X

	28.
	Ensuring labeling control 
	
	X

	29.
	Final labeling inspection
	
	X




