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	APPLICABLE SECTIONS

(CPG 7341.001)
	OBSERVATION
	YES
	NO
	COMMENTS

	Section 2.1 Components
	PREFACE:  Manufacturers who purchase components from outside sources are required to establish adequate quality requirements and specifications for such components.  The licensed manufacturer is ultimately responsible for ensuring that components conform to specifications and are acceptable for use.  This may be done through inspections, sampling and testing, and/or COAs from the supplier.  The manufacturer through experience, historical data, testing, and/or audits of the suppliers should establish validity of the certificates.  For components received from outside sources, either purchased or otherwise received, verify that:

· Does the firm have written, approved, specified requirements for the component(s).  


	(
	(
	

	
	· Does the firm evaluate and select suppliers based on their ability to meet the specified requirements?  


	(
	(
	

	
	· Is the type and extent of control needed over the component and suppliers been defined and is it based on the manufacturer’s evaluation of the supplier?


	(
	(
	

	
	PREFACE:  Animal source material must meet the applicable requirements of 21 CFR 600.11.  Investigators should ensure that tests and specifications for materials of animal source that may potentially be contaminated with adventitious agents (e.g., mycoplasma, BSE, etc.) as described in a license application are performed.  If the license application includes certification supporting freedom from adventitious agents, this should be confirmed during inspections.

· Are acceptance activities documented?  


	(
	(
	

	
	· Can you verify the manufacturer has defined methods (e.g., inspections, tests, etc.) and other verification tools (e.g., COAs and/or supplier audits) to ensure components conform to all specifications prior to release for use in manufacturing?


	(
	(
	

	
	· Are these acceptance activities documented adequately?


	(
	(
	

	
	· Have you reviewed the manufacturing SOPs and batch records for a representative number of lots to ensure that acceptance criteria were met for all components?  


	(
	(
	

	
	· In situations where acceptance testing generated OOS investigations, were those resulting investigations complete enough to satisfy that the material – if released – was within specification?


	(
	(
	


	MCB & MWCB Storage Conditions
	For Master Cell Bank (MCB) and Manufacturer’s Working Cell Bank (MWCB):

· Are the storage conditions (for the MCB and MWCB) clearly defined?


	(
	(
	

	
	· If storage conditions are clearly defined, can you ensure the storage conditions have been maintained?


	(
	(
	

	
	· If the storage conditions specify temperature limitations (e.g., DO NOT FREEZE), can you verify there is documentation to ensure recording of temperature excursions?


	(
	(
	

	
	· Is there a working alarm system to alert one if the temperature excursion is outside the specified limits? 


	(
	(
	

	MCB & MWCB Identification Procedures
	For Master Cell Bank (MCB) and Manufacturer’s Working Cell Bank (MWCB):

· Has the MWCB been characterized and met the written specifications before use?


	(
	(
	

	
	· If not, was an OOS investigation satisfactorily completed – if MWCB was released for use – that shows the MWCB would have met specifications?


	(
	(
	

	
	· If not, what product lots were affected by this MWCB?  What is the fate of those product lots?


	(
	(
	

	
	· Can you confirm the records to show the origin of history, number of passages, and other pertinent features of the MCB & MWCB characterization/ identification?


	(
	(
	

	MCB & MWCB Handling
	· Can you confirm the records for inventory and handling of the MWCB to ensure they are adequate to protect the integrity of the cells?


	(
	(
	

	
	· Can the firm produce records to show which MWCB was used to initiate a particular production batch?


	(
	(
	

	
	· If the firm has generated a new MCB from a MWCB, is this procedure allowed under the approved BLA or supplements?


	(
	(
	

	
	· If so, does the firm have records showing adequate characterization of the 2nd generation MCB?


	(
	(
	

	Media Buffers
	· Does the firm have established holding times for buffers or media that are prepared prior to use?


	(
	(
	

	
	· Are these conditions validated and do the records show adequate documentation that these conditions are met/ maintained?


	(
	(
	

	Container/ Closures
	· Ensure the firm has written specifications and procedures for the receipt, handling, sampling, storage of containers and closures – particularly those for sterile and/or pyrogen free dosage forms.


	(
	(
	

	
	· Does the firm have procedures for accepting and rejecting final product containers and closures from the vendor?


	(
	(
	

	
	· If so, does the manufacturer perform vendor audits?  If so, how and with what frequency?


	(
	(
	

	
	· If container/closure lots have been the subject of an OOS investigation, what was the outcome of the investigation?


	(
	(
	

	
	· Was the OOS investigation thorough enough that the affected lots – if released – would have met specification?


	(
	(
	

	
	· What procedures are in place to determine suitability of containers/closures?  


	(
	(
	

	
	· Evaluate any procedures used to validate the container/closure systems.  


	(
	(
	

	
	· Note and report any changes in container/closure systems that have not been validated.


	(
	(
	

	
	· Is there an SOP for reconciliation of final containers?  If so, is it adequate?


	(
	(
	

	
	· Are the depyrogenation and/or sterilization procedures adequately validated?  


	(
	(
	

	
	· Are these (depyrogenation or sterilization) procedures being followed?


	(
	(
	

	
	· Is the equipment used for these processes (e.g., stopper processors, tunnel sterilizers, ovens, autoclaves, etc.) properly maintained and requalified on a routine basis? 


	(
	(
	

	Manufacturing
	· When observing the aseptic operations, are all connections and transfers completed in an aseptic manner?


	(
	(
	

	
	· Are the cleaning and sanitization records for the aseptic areas used per results of validation studies?


	(
	(
	

	
	· Are the surfaces adequately monitored to demonstrate continued efficacy?


	(
	(
	

	
	· Are filling needles – if re-used - cleaning should be validated.


	(
	(
	

	Filling Operations
	· If the duration of the filling is lengthy, have time limits been established and validated to ensure the time does not impact the potency or susceptibility to microbial contamination?


	(
	(
	

	
	· Is a SOP in place for interruption of the filling operations – if it occurs?


	(
	(
	

	
	· Have lots been released that were either outside of the established filling times or OOS?  If so, were the OOS investigations thorough enough that the material – if released for market – would pass specification?


	(
	(
	

	
	· For bulk products held after sterile filtration but prior to filling operations, are there holding periods and storage conditions established and validated?


	(
	(
	

	Access
	· Are procedures in place for limiting access to controlled areas and classified areas?  If so, describe what measures are used. 


	(
	(
	

	Sterile Filtration:  Filters
	· Were sterilizing filters validated for product compatibility and microbial retention?  Are they adequate for their intended use?


	(
	(
	

	
	· Is sterilization of filters validated?


	(
	(
	

	
	· Are sterilizing filters evaluated prior to and after use?  If so, do integrity test data conform to both manufacturer’s specifications and validation protocols?


	(
	(
	

	Operator Training:  Manufacturing and Gowning
	· Review the operator training program.  In addition to manufacturing operations, are the operators trained in proper gowning technique?
	(
	(
	

	
	· Are written procedures in place for proper gowning?  Are they being followed?  If not, what is fate of lot or results of EM when they are not?  Is there a correlation to poor gowning and contamination?


	(
	(
	

	Aseptic Process Validation
	· Evaluate firm’s aseptic filling and lyophilization areas per 21 CFR 211.42(c)(10) and Guideline on Sterile Drug Products Produced by Aseptic Processing.


	(
	(
	

	
	· Have Class 100 areas been validated and maintained in areas where sterile product and components are exposed?


	(
	(
	

	
	· When alert limits are exceeded, is microbial identification being performed?


	(
	(
	

	
	· Products maintained in a controlled environment should have specified alert and action limits that can be tied back to a meaningful rationale.


	(
	(
	

	
	· Bioburden alert and action limits should be established for intermediates.  


	(
	(
	

	
	· Does the manufacturer have established microbial specifications and a monitoring program to include identification of the types of microbes present?


	(
	(
	

	
	· Investigators should examine the system to determine if there are any ports of entry for adventitious agents.


	(
	(
	

	
	· Have lots of bulk or finished product been released after action limits were exceeded?  If so, was an OOS investigation performed?  If so, did the OOS investigation have a thorough evaluation to release the product?  Were other products involved?  If OOS investigation was not thorough enough, what lots were impacted by its findings?  


	(
	(
	

	
	· Have there been any changes in scale of manufacture or operations noted in the Application that have not been consequently validated?


	(
	(
	


	Endotoxin Levels
	· Since there’s often no step to remove endotoxin from the product, it must be controlled from the beginning of the process.  If there is a step to remove endotoxin, it may be early in the process and thus downstream processes need to be controlled.  Investigators need to review the facility and process for potential contamination.  Review the firm’s bioburden records to ensure the level is controlled.  Ensure that:


	(
	(
	

	
	· Production is performed in a controlled environment that prevents an increase in the product’s microbial load beyond its design specifications.


	(
	(
	

	
	· Procedures to prevent equipment or product contamination by any substance that could reasonable by expected to have an adverse effect on product quality are in place and followed.


	(
	(
	

	
	· Precautions are taken to prevent contamination or cross-contamination in areas where operations for preparation of cell banks and product manufacturing processes are capable of promoting microbiological growth are monitored by bioburden routinely.


	(
	(
	

	
	· Are the endotoxin control steps and parameters currently used the same as what is described in the Application?


	(
	(
	

	
	· If not, are the changes part of an approved PAS or CBE or AR?  If so, cite the appropriate filing submission date and FDA approval date (if appropriate).


	(
	(
	

	
	· If the changes are not detailed in any update to the application, note when the changes were put into effect and what lots are impacted.


	(
	(
	

	Fermentation/ Bioreactors
	· Fermentation may include early grow-up phases in open containers under laminar flow hoods, while later stages of production are performed in closed vessels.  Ensure that procedures are in place for the proper characterization testing of the MWCB prior to use in production.


	(
	(
	

	
	· Are written procedures in place for the handling and release of grow-up material for further production use?  Do they procedures include microbial contamination ID testing?


	(
	(
	

	
	· Are there written procedures in place for the transfer of grow-up phase material into the production vessel?


	(
	(
	

	
	· Is doubling or growth phase an important feature in the transfer timing?  If so, is this identified in written procedures and how does the firm identify this?  For lots used outside of the prescribed procedures, how are these aberrations handled?


	(
	(
	

	
	· What key parameters are monitored during fermentation?  Are these all identified in the batch records?


	(
	(
	

	
	· How is growth monitored?


	(
	(
	

	
	· For batch-fed reactions that may involve induction, what concentration of material is used and how is this level determined?  Is the level validated for the ranges noted in the batch records?
	(
	(
	

	
	· How is the fermentation reaction determined to be concluded?  Are these data chronicled in the batch records? 


	(
	(
	

	
	· Are the fermentation parameters currently used the same as what is described in the Application?


	(
	(
	

	
	· If not, are the changes part of an approved PAS or CBE or AR?  If so, cite the appropriate filing submission date and FDA approval date (if appropriate).


	(
	(
	

	
	· If the changes are not detailed in any update to the application, note when the changes were put into effect and what lots are impacted.


	(
	(
	

	Disruption and Harvest
	· Disruption may be by mechanical, chemical, or enzymatic methods.  Determine the method and the parameters.  Were the parameters optimized and validated for the operations?  


	(
	(
	

	
	· If a key calculation is required to determine precise amounts of enzyme needed for disruption, is this critical step double-check/ double signature in the batch records?


	(
	(
	

	
	· Are the disruption and harvest steps and parameters currently used the same as what is described in the Application?


	(
	(
	

	
	· If not, are the changes part of an approved PAS or CBE or AR?  If so, cite the appropriate filing submission date and FDA approval date (if appropriate).


	(
	(
	

	
	· If the changes are not detailed in any update to the application, note when the changes were put into effect and what lots are impacted.


	(
	(
	

	Purification
	· Are the purification steps and parameters currently used the same as what is described in the Application?


	(
	(
	

	
	· If not, are the changes part of an approved PAS or CBE or AR?  If so, cite the appropriate filing submission date and FDA approval date (if appropriate).


	(
	(
	

	
	· If the changes are not detailed in any update to the application, note when the changes were put into effect and what lots are impacted.


	(
	(
	

	
	· Are there critical steps with calculations that require double-check/ double signature in the batch records?


	(
	(
	

	
	· Are there repeated steps for purification based on IPC test data?  If so, are these repeated steps noted in the Application?


	(
	(
	

	
	· Are the IPC test methods validated?


	(
	(
	

	
	· When chromatographic columns are used, are the conditions of use specified in written instructions?  For instance, are any columns being used as ‘once-only’?  


	(
	(
	

	
	· If columns are for repeated use, are there written instructions for cleaning, storage, and end-of-life evaluation?  Is there validation data for these critical steps?


	(
	(
	

	
	· If columns are re-used, are there written criteria for adequacy of use (e.g., system suitability checks)?  If so, are these procedures being followed?


	(
	(
	

	Viral Inactivation/ Removal
	· What viral inactivation steps are part of the process?  Are they validated for the scale and duration of the process?  


	(
	(
	

	
	· Are the inactivation steps and parameters currently used the same as what is described in the Application?


	(
	(
	

	
	· If not, are the changes part of an approved PAS or CBE or AR?  If so, cite the appropriate filing submission date and FDA approval date (if appropriate).


	(
	(
	

	
	· If the changes are not detailed in any update to the application, note when the changes were put into effect and what lots are impacted.


	(
	(
	

	
	· Are there critical steps with calculations that require double-check/ double signature in the batch records?


	(
	(
	

	
	· Have there been any validation failures?  If so, what lots were impacted?


	(
	(
	

	
	· If chemical inactivation is used, what processes are used to remove the chemicals?  Have those steps been validated?  Are lots routinely tested for these chemicals or sporadically tested to ensure consistent operation parameters?


	(
	(
	

	Lyophilization
	· Review the transfer of the product into the lyophilizer.  Is the transfer being done under Class 100 conditions?


	(
	(
	

	
	· Is the lyophilizer operation in accordance with description in the Application?  If so, is there adequate validation for these parameters?


	(
	(
	

	
	· Are the lyophilization steps and parameters currently used the same as what is described in the Application?


	(
	(
	

	
	· If not, are the changes part of an approved PAS or CBE or AR?  If so, cite the appropriate filing submission date and FDA approval date (if appropriate).


	(
	(
	

	
	· If the changes are not detailed in any update to the application, note when the changes were put into effect and what lots are impacted.


	(
	(
	

	
	· Are there critical steps with calculations that require double-check/ double signature in the batch records?


	(
	(
	

	
	· Are any OOS investigations pending for lyophilization operations that were not done in accordance with prescribed parameters?  If so, were the investigations adequate?  If not adequately done, what lots were impacted?
	(
	(
	


	Validation:  Process and Computer Systems
	· PV data are reviewed in the Application.  If there are any changes from the Application, ensure that appropriate validation has been performed.
	(
	(
	

	
	· If any validation changes were part of a supplement, note filing date and FDA approval date.  Check to see when validation supplement was approved and if any lots were processed by the revised validation prior to FDA approval.  If so, what lots were affected?


	(
	(
	

	
	· If computer systems are used to control are part of the process, ensure the software for computers or automated data collection/ processing systems have been validated.


	(
	(
	

	
	· If the company is using a computerized record-keeping system, assure the integrity of the records is such that failing values could not be overwritten (e.g., audit trail).


	(
	(
	

	
	· Y2K Compliance:  Determine if the computer systems are Y2K compliant and if the firm has evaluated them for this aspect.  If not, report on the potential impact of non-compliance on production.  For instance, some Y2K compliance problems may impact expiry dating or duplication of batch numbers.


	(
	(
	

	Shipping
	· Ensure shipping conditions have been validated, including containers and methods.


	(
	(
	

	
	· If the firm has a contract facility performing some or all of the manufacturing steps, ensure the shipping conditions for the partially processed material have been validated and documented – and that the procedures are being followed.


	(
	(
	

	
	· Shipper must assure the product is maintained at the proper temperature during shipment and must have records to verify.


	(
	(
	

	Testing and Laboratory Controls
	· Is laboratory equipment qualified and validated?
	(
	(
	

	
	· Is the required testing (as defined in the regulations and license application) being done?


	(
	(
	

	
	· Are in-process tests being routinely done?


	(
	(
	

	
	· If in-process material failed, what was disposition of material?


	(
	(
	

	
	· Are any OOS investigations pending for IPC testing that were not done in accordance with prescribed parameters?  If so, were the investigations adequate?  If not adequately done, what lots were impacted? 


	(
	(
	

	
	· Are the methods for sampling and testing for identity, potency, safety, sterility, and conformance with final specifications appropriately validated for the products they are used for?


	(
	(
	

	
	· Review the raw materials release test data and compare those against data in the batch records?  Are they consistent?


	(
	(
	

	
	· Review the SOPs for OOS investigations and ensure they are adequate. Are they being applied in the correct fashion (upon review of OOS investigations)?


	(
	(
	

	
	· Are the reference standards used within expiry (or re-test period) and are the data sufficient to support their use?


	(
	(
	

	
	· Are the lab records for the results of product and reference standard testing suitable in comparison with established standards?  


	(
	(
	

	
	· Observe the performance of key tests for adherence to approved procedures.  Are they done in accordance with the SOPs?


	(
	(
	

	
	· Review the quality management procedures and enough raw data to ensure that:  (1) data are reliable, complete, and accurate; (2) data were generated in accordance with cGMPs, including documentation and review; (3) lab equipment is properly calibrated and qualified; (4) analysts and supervisors are adequately trained; and (5) appropriate application of statistical methods, including averaging.  


	(
	(
	

	
	· Retesting may be allowed under strictly defined conditions.  Does the manufacturer perform retesting per these SOPs?  Ensure the retesting (sampling, duplicates, etc.) and how results are interpreted is suitable.  Ensure the retesting does not allow indefinite sampling. A manufacturer may also retest if the original data or sample can be invalidated; is that the case?


	(
	(
	

	Environmental Controls & Monitoring
	· PREFACE:  There should be a comprehensive EM program for viable and non-viable air particulates, surface viable, and in the aseptic filling areas – personnel monitoring as well.  Procedures should address frequency and locations for EM, alert and action limits for each area, and corrective actions to be taken when limits are exceeded.  Actions taken should include adequate investigation into the source of the problem, potential impact on product, and measures taken to prevent recurrence.

· Generally, less monitoring is acceptable in areas in which upstream steps are performed. There may be steps done in unclassified, but controlled areas (some particulates measured).  As the process moves further downstream, more frequent monitoring is expected; it should be done during production.


	(
	(
	

	
	· Does the firm have SOPs in place for adequate EM and if the SOPs are followed, do they detail how to handle affected product?


	(
	(
	

	
	· Determine what steps are taken if the alert or action limits are exceeded and review any OOS investigations.  What was the fate of the material from production?


	(
	(
	

	
	· Review the media fill schedule and SOPs.  Review records since the last inspection.  If there were any excursions, was corrective action taken?  If so, what?


	(
	(
	

	
	· Examine media fill results to ensure that all operators and shifts are covered.  Do the media fills cover the routine and worst-case scenarios during production?  If not, what is missing?


	(
	(
	

	
	· Do the media fills cover all the package sizes?  Is this accomplished by bracketing of large and small containers?


	(
	(
	

	
	· Do the worst-case scenarios include manual manipulations, transport, loading and unloading, or maintenance functions?


	(
	(
	

	
	· If product is lyophilized, the process should be mimicked during media fills, but media should not actually be run through the lyophilization cycle.


	(
	(
	

	
	· Determine the action and alert limits and were these limits abided when exceeded?  If so, what was disposition of product?  Was the investigation thorough enough?


	(
	(
	

	
	· What is the frequency of media fills since validation?  Is it sufficient?


	(
	(
	

	Cross Contamination
	· PREFACE:  Cross contamination is a significant concern for multi-use facilities.  Does the firm use adequate time, equipment, personnel, and space to separate products and activities?


	(
	(
	

	
	· If equipment is not dedicated, review the cleaning records and cleaning validation.


	(
	(
	

	
	· If personnel work across products, are the SOPs adequate to prevent contamination?


	(
	(
	

	
	· Does the firm have SOPs for control of non-conforming product?


	(
	(
	

	
	· Do these SOPs include an investigation and written evaluation of investigation?


	(
	(
	

	
	· Request a list of all failed final and in-process lots and list of all deviations.  Is this available?


	(
	(
	

	
	· If so, evaluate the list to see if any failed lots were released (which did not meet specification).  Did this occur?  If so, what lots were affected?


	(
	(
	

	
	· Note that above includes any components or raw materials that were rejected either in-process or during finished product testing.


	(
	(
	

	
	· Review the records for proper disposition of non-conforming products to assure that none of them were used or resulted in the distribution of unsuitable product.  Document any situation where this may have happened.


	(
	(
	

	
	· For biotech products, the firm should perform an investigation when the WCB does not generate the necessary growth when used according to established SOPs or if the usage deviates from routine practices.  Did this occur?  If so, what was the disposition of the resulting product? 


	(
	(
	

	Reworking & Reprocessing
	· PREFACE:  A firm may rework or reprocess a product to recover clinically useful and economically valuable material.  But it is unacceptable to blend lots to reduce the level of adulterants (e.g., endotoxin) below action levels, unless a manufacturing step specifically designed to remove those adulterants is employed, the process is validated, and CBER approves it.  Are the rework procedures in accordance with the inspection guidance?  If not, what is exceptional?


	(
	(
	

	
	· Has the firm used material from final containers with positive bacterial contamination for any further manufacturing or reclamation?  If so, what lots were affected?


	(
	(
	

	
	· Does the firm have established SOPs for rework/ reprocessing that are approved by CBER prior to use and distribution of reworked product?  If not, what lots were affected?


	(
	(
	

	
	· Report on any rework/ reprocessing that is performed.  Identify the products affected, the conditions under the rework was done, and who approved the processing.  If failed lots are reworked, determine if the firm did and documented an adequate investigation to determine the cause of the failure before reprocessing the lot.


	(
	(
	

	Complaints
	· PREFACE:  The firm must have written SOPs for obtaining information such as the identity of the complainant, the product, lot number, and factors that contributed to the alleged deficiency.


	(
	(
	

	
	· When reviewing complaints, check for AE reportable events.  Determine if the AEs were reported to FDA in a timely fashion.


	(
	(
	

	
	· Review complaints since the last inspection and ensure that all communications involving product deficiencies were reviewed, evaluated, and investigated accordingly – unless a similar complaint was already investigated and a separate duplicate investigation of the same issue is not necessary.


	(
	(
	

	
	· Ascertain the firms’ basis for determining the significance of the complaint and how follow-up is handled.  Determine if oral and telephone complaints are documented.


	(
	(
	

	
	· Review and analyze complaints to identify existing and potential causes of non-conforming product.  Determine if the firm has an adequate SOP for complaint investigation.


	(
	(
	

	
	· If defective product is returned to the firm, determine the disposition and if the firm has an established SOP in place.


	(
	(
	

	Product Recalls
	· Does the firm have a SOP for product recalls? 


	(
	(
	

	
	· Were there any recalls since the last inspection?


	(
	(
	

	
	· What was the disposition of the product?


	(
	(
	

	
	· If the firm did not report the recall to FDA, collect Attachment B information.  If the recall was due to an error or accident, did the firm report this to FDA?


	(
	(
	

	Errors & Accidents
	· PREFACE:  21 CFR 600.14(a) requires manufacturers of licensed biological products to promptly notify the Director, CBER of errors or accidents in the manufacture of products that may affect their safety, purity, or potency.


	(
	(
	

	
	· If another location handles error and accident reporting, include in the EIR the name and address of the location and the name/position of the person responsible to handling them.  Collect copies of any SOPs that detail how the location (under inspection) interacts with the office responsible for handling these reports.


	(
	(
	

	
	· Were all errors and accidents reported to CBER?  If not, which lots were affected?


	(
	(
	

	Adverse Experience Reports (AERs)
	· PREFACE:  21 CFR 600.80 requires that serious, unexpected AEs associated with use of the biological product be reported to CBER within 15 days of initial receipt of information or periodically, depending on the seriousness of the event.


	(
	(
	

	
	· Review AE records received by the firm and ensure that reports have been submitted to CBER as required.  If there are questions regarding the reporting requirements, review the firms’ case files and AE evaluation notes.


	(
	(
	

	Changes to be Reported
	· PREFACE:  Per 21 CFR 601.12, licensed manufacturers must conform to the standards in the license applications and applicable sections of the regulations, but must also report important changes in the product, production process, quality controls, equipment, facilities, responsible personnel, or labelling from that originally detailed in the approved application.  

· The type of notification is based on the potential risk of the change having an adverse effect on the safety or effectiveness of the product.  In general, changes with minimal impact on safety or effectiveness may be implemented before reporting to CBER.  However, these changes need to be listed in the annual report.  Any data relevant to AR changes (e.g., validation data) should be available to FDA upon inspection.

· When a change has moderate potential to have an adverse effect on the safety or efficacy, a firm must submit a supplement detailing the change.  If FDA does not advise the firm within 30 days of submission (that the change requires prior approval), the firm may initiate the change and distribute product accordingly.

· When a change has a substantial possibility of an adverse effect on safety or efficacy, the product made by that change might not be distributed until after FDA approval. 


	(
	(
	

	
	· Request a list of changes or modifications made to products, processes, quality control, equipment, facilities, systems, and/or responsible personnel that have not been submitted to CBER either as a supplement or in an annual report since the last inspection.


	(
	(
	

	
	· Review any changes that the firm determined did not require a supplement (PAS) and that have not been included in the AR.  Have these changes been validated (where appropriate)?


	(
	(
	

	GMP - Equipment
	· Ensure that key equipment and SOPs (that could impact product parameters) (e.g., autoclaves, heat treatment baths, filling equipment, contact surfaces, containers, lyophilizer, depyrogenation tunnels, etc.) are suitable for intended uses.  Determine if periodic re-validation is performed.  Evaluate the adequacy of the validation studies. 


	(
	(
	

	
	· Does the firm have SOPs for operating the equipment and that the instructions are readily available to personnel performing the operations?  Do the equipment instructions correspond to the validation protocol parameters?


	(
	(
	

	
	· Is key equipment tagged for status (e.g., cleaned, dirty, etc.), identified, calibrated, inspected, checked, qualified, and/or validated per written SOPs?


	(
	(
	

	
	· Does the firm have maintenance schedules in place and if so, are they being followed?


	(
	(
	

	
	· For columns used in purification steps, does the firm have procedures in place for cleaning and storage of the column housings and media?  Are the SOPs being followed?  For instance, is there a column log that exceeds the stated maximum use – based on time or runs?  If columns have been used beyond a validated point, what lots or data are affected?


	(
	(
	

	Column Cleaning
	· Review SOPs for cleaning and ensure they are validated and adhered to.  The validation should include an evaluation of the cleaning efficiency of dedicated parts and assurance that detergents – if any – are removed during cleaning and flushing.


	(
	(
	

	
	· The firm should establish residual limits and use an assay appropriate to detect any contaminants.   


	(
	(
	

	
	· For multi-use equipment, the cleaning validation should have established that there is no carry over between products such that the safety or efficacy of subsequent products is compromised.


	(
	(
	

	
	· Is there periodic monitoring of the validated cleaning to ensure continued cleaning effectiveness?


	(
	(
	

	Calibration
	· Calibration should be performed according to a prescribed schedule conforming to the equipment manufacturer’s recommendations.  Is this being done? 


	(
	(
	

	
	· Is all testing, measuring, and monitoring equipment calibrated, periodically checked for accuracy, and recalibrated per an established schedule?  What is the frequency and source of the standards used?


	(
	(
	

	
	· Verify that calibration methods include specific directions and limits for accuracy and precision, and provisions for remedial action.


	(
	(
	

	
	· Examine records of major mfg equipment calibration, checks, inspection, maintenance, cleaning, sanitizing, and use, and lab equipment calibration.


	(
	(
	

	Buildings
	· PREFACE:  Firms must establish and maintain procedures to adequately control environmental conditions where they could reasonably be expected to have an adverse impact on product quality.  Lighting, ventilation, temperature, humidity, air pressure, filtration, airborne contamination, and static electricity are among many conditions to be considered for control.  EM must also be performed where appropriate.
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	· Observe the state of repair of the facility and determine whether the firm has a program for updating facilities and ensuring that changes to systems are validated/revalidated, as appropriate, and that modifications to the facilities are approved by CBER, when appropriate, and do not adversely affect production areas and product safety
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	· Determine whether cleaning and disinfecting practices, particularly for manufacturing areas, sterile filling suites, and the aseptic core area are adequate and validated.


	(
	(
	

	
	· Examine the procedures and areas for segregating and storing raw materials; quarantined rejected, in-process, and released products
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	· Make certain that buildings:

· Are appropriately constructed to prevent, reduce, and control potential contaminants and support the environmental control program;

· Have sufficient space for manufacturing, receiving, packaging/labeling, storage, etc.; and

· Are designed to allow proper cleaning, maintenance, and other necessary operations.
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	· Review procedures for controlling and monitoring pressure differentials, humidity, and temperature. Procedures should include actions to be taken when results are not within established limits. Ensure that the impact of out of limit results on the product is adequately addressed
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	Spore-Forming Products
	· PREFACE:  If the firm uses spore-forming products, these materials must be physically segregated from areas in which non-spore-forming materials are processed. This requires, at a minimum, the building in which the spore-forming organisms are processed be either a separate building or be physically separated from other processing areas; that there is a separate entrance; and that the equipment used in the processing areas for the spore-forming organisms be used exclusively in that area.

· Is this the case?  If not, what deficiencies are noted and what lots may have been affected?
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	Water Systems
	· PREFACE:  Review water system diagrams and inspect the system to determine that the diagrams adequately reflect the current as-built conditions. While inspecting the system, look for dead legs and evidence of leaks. All valves and connections should be of sanitary design.

· Source water used to feed the water treatment system should meet EPA or comparable potable drinking water standards as directed in the USP. If the source water is from a municipal source, records of EPA tests provided by the municipality may be accepted; however, periodic testing of identified parameters should be conducted to ensure that the water meets standards as it enters the firm.

· Determine the source of water and how and with what frequency incoming water is sampled and tested. All water treatment components, e.g., sand filters, carbon filters, deionizing units, and reverse osmosis units, should be maintained according to manufacturer’s specifications, and periodically monitored to ensure proper performance. Ensure that SOPs for maintenance, replacement, regeneration, and/or sanitation of water treatment components are in place and followed and that all instruments, gauges, meters, etc., are routinely calibrated.


	(
	(
	

	
	· Water that is within the USP’s current water for injection specifications is generally used in production of therapeutic drug products. Purified water may be used in upstream processing and for initial rinses of downstream equipment. Potable water may be used as an initial rinse for upstream equipment.
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	· If the WFI system is not a continuous flow design, review the firm’s procedures for batching and discarding the water.
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	· Review the firm’s procedures and controls for the production, monitoring, and testing of all types of water used and determine if the water quality meets appropriate specifications. Determine how alert levels were established; i.e., were they based on historical data? Determine if the data generated is monitored, and ensure that procedures include appropriate actions to take when alert and action levels are exceeded.
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	· Ensure that all water storage tanks are equipped to prevent microbial contamination. Evaluate replacement procedures and determine if integrity testing of filters is performed after use.
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	CIP & SIP Systems
	· For CIP systems, there should be proper control of cycles and periodic evaluation of cleaning efficacy. SIP may also be used in downstream processing areas for sterilization of equipment. As with CIP, there should be proper control of cycles and periodic evaluation of the adequacy of the sterilization.
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	· Determine which equipment, containers/closures, etc. are cleaned and sterilized by which process. Evaluate the firm’s validation procedures for all CIP/SIP processes.
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	HVAC Systems
	· PREFACE:  The HVAC system should be designed to provide containment or product protection when and where necessary. Negative pressures may be maintained during upstream processing to provide containment. Positive pressures should be maintained in downstream processing areas and the aseptic core. Separate air handling units, or single pass air, should be used in post-viral inactivation areas and the aseptic core.

· All HEPA filters should be validated and should be re-certified at least annually. Re-certification should include integrity testing of the HEPA filters with an appropriate challenge aerosol, e.g., dioctyl phthalate (DOP) or an alternative aerosol that has been determined to have similar or acceptable physical characteristics for detection of leaks; air velocity studies; particle counts, and in aseptic areas, laminar flow.
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	Quality Control
	· Manufacturers are required to establish a quality control unit that has the responsibility to approve or reject all components, packaging, drug products, labeling, etc. Ensure that the facility has a quality control unit, document the responsibilities of the QC unit, and evaluate whether the QC unit is effective in carrying out its responsibilities. Review and evaluate the firm’s quality assurance and quality control procedures and programs. 
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	· Review pertinent SOPs, e.g., final product/check-off sheet found in batch records, change/repair controls, alert/action limits and corrective actions taken.
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	· Determine whether specification and procedure changes, changes in work instructions, and other instructional procedures are made through formal processes and controls. 
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	Personnel & Training
	· Determine whether personnel are sufficient in number with the necessary background, training and experience to correctly perform all required functions; and whether training procedures are established to ensure all personnel are adequately trained to perform their assigned responsibilities and to be aware of the potential effects of their improper job performance. Look for any examples of personnel failing to perform or inadequately performing a task. If the facility is a multi-use one, employees that are not dedicated to one operation or area must be trained in all the areas in which they operate.
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	· Ensure that employees are trained prior to performing a task and review documentation of training. If training is performed in-house, review the qualifications of the instructors and the process for evaluating the success of the training.
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	Waste Processing
	· Review the firm’s procedures for disposal of manufacturing waste. The procedures should include provisions for inactivation of infectious agents and holding conditions. The procedures should protect against cross-contamination. The firm should also have procedures for handling accidental spills.
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	Labelling & Packaging
	· Labeling requirements applicable to biotechnology derived drug products are found in 21 CFR 201, as well as various sections of Parts 610 and 660. Specific wording for labeling is reviewed and approved by CBER.

· Ensure that products are labeled as approved by CBER. Labeling deficiencies should not be included on Form FDA 483s unless CBER has approved inclusion of the observation. Contact CBER/TBLS if there appear to be labeling deficiencies in the firm’s products.
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	Records
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	Master Production
	· The master production record contains the documentation necessary to produce the drug product. 

· The master production record should have complete manufacturing and control instructions, sampling and testing procedures, and specifications for the product. It should also include information about the container, closure, and packaging materials, including labeling.

· Ensure that the master production record contains or references the procedures and specifications that are current on the manufacturing floor.
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	Batch Records
	· Verify that batch records representing individual lots exist for all finished products manufactured, and that the records show the processes, tests, reworking/reprocessing the drug went through from the beginning of manufacturing to distribution and reflects that all operations, processes, etc., described in the master production record were accomplished.

· Review batch production and control records of representative lots manufactured since the last inspection for completeness and for review and approval by the quality control unit before release of each lot. Ensure that the batch records reflect the actual process being performed, and that the process being performed is the same as that which was validated.
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	Distribution Records
	· Review distribution records cross-referenced to final inspection and release and quarantine record to verify that no obsolete, rejected, or deteriorated product was used or distributed.

· Ensure that distribution records contain or make reference to the location of the name and address of the initial consignee, identification and quantity shipped, date shipped, and control/lot numbers used.
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	Stability Records
	· Stability records are required to support labeled dating periods. Ensure that stability records show that the final products and their individual components were tested using standardized panels and that real time stability is evaluated at appropriate storage and shipping temperatures, using specimens with varied reactivity in the readable range. Verify that the firm retains samples and performs testing, where appropriate, for the entire dating period.
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	Lot Release
	· 21 CFR 610.2(a) states that a manufacturer may be required to send samples of any lot of any licensed biological product together with protocols showing results of applicable tests on the lot to CBER; and that upon notification by the Director, CBER, a manufacturer shall not distribute a lot of a product until it is released by the Director.

· In a notice published in the Federal Register in December 1995, the Agency eliminated the requirement for routine CBER lot release for specified biotech products. Manufacturers must still ensure that the products meet the manufacturer’s lot release specifications prior to distribution. CBER may require that these products be submitted for CBER lot release if a manufacturer demonstrates an inability to consistently manufacture product in accordance with specifications.

· Some manufacturers of biological products have, through approved license supplements, received exemptions from lot release and are on a "surveillance" program. Manufacturers on surveillance are required to submit samples and/or protocols to CBER at specified intervals, but they may market their products without receiving lot release. If a regulatory action is taken against a manufacturer whose products are not currently subject to CBER lot release, its product(s) may be removed from surveillance status. 

· Review representative lot release test records, especially for those products on surveillance or exempt from lot release, to ensure that all specifications have been met. Check whether any lot has failed to be released and if so, the reason for failure and the disposition of failed lots. For products that are subject to CBER lot release, review records to ensure that products were not distributed prior to release of the lots by CBER.


	(
	(
	

	Sample Collection
	· CBER may request sample collection, and will provide specific instructions. If official samples are not requested, but the inspection team believes their collection is warranted, contact the Product Release Branch, CBER/Division of Manufacturing and Product Quality, (301 594-6517), for guidance prior to collecting samples.

· Contact the CBER Sample Custodian (301 594-6517) before shipping any samples. All samples collected under this program will be shipped to:

Center for Biologics Evaluation and Research

Attention: Sample Custodian, HFM-235

5516 Nicholson Lane, Building B, Room 113

Kensington, MD 20895

· Collect any potentially biohazardous samples in accordance with IOM section 145.

· If significant deviations are noted, collect a documentary sample in accordance with section 405.2 of the IOM.
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	REPORTING (FDA ONLY)
	1. Record any deviations from GMP, AER, or other applicable regulations on the FDA Form 483, Inspectional Observations. 

2. Notify ORO and CBER/TBLS immediately if a potentially serious health hazard exists. 

3. Briefly report on all major areas or systems investigated as outlined in this part, regardless of findings. If the inspection is a follow-up to a violation, report on the implementation of the firm’s promised corrective actions.

4. The ORA Core Team investigator, as lead, will coordinate the preparation of the report. The report will be endorsed, classified, and submitted in accordance with agency policy and procedures. Reports should be submitted within established agency time frames.

5. Domestic inspections: Send a copy of each establishment inspection report, including endorsement and classification, to CBER/TBLS (see Part VI, Program Contacts). The exhibits should not be included unless specifically requested. The original EIR, including endorsement and exhibits, should be forwarded to the firm’s home district. A copy of the coversheet and endorsement should also be sent to ORO, HFC-100. The home district will be responsible for releasing the EIR under FMD 145 and for filling any FOIA requests.

Foreign inspections: The original EIR, endorsement, and exhibits should be sent to CBER/TBLS. A copy of the endorsement and coversheet should also be sent to ORO, HFC-100. CBER will be responsible for releasing the EIR under FMD 145 and for filling any FOIA requests for the EIR.
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	Significant DEVIATIONS
	· Significant, documented deviations from the law, regulations, or license may warrant regulatory and/or administrative action. Such deviations may include the following violative conditions found during inspections of licensed biotechnology-derived therapeutic products (this list is not intended to be all inclusive):

1.0 Organization and Personnel [211.22 - 211.34 and 600.10]

· Personnel engaged in the manufacture of a drug product are not adequately trained in the particular operations they perform and in cGMP regulations.

· Adequate protective apparel for personnel engaged in the manufacture of a drug product to protect the product from contamination was not provided.

· There is no procedure to ensure that SOPs, including any changes, are reviewed and approved by the quality control unit.

2.0 Buildings and Facilities [211.42 - 211.58 and 600.11]

· Separate or defined areas or such control systems as necessary to prevent contamination or mix-ups are not maintained.

· Non-viable particulate monitoring is not performed in critical or controlled production areas.

· Surface monitoring for microbials in critical areas is not performed

· Microbial and particulate counts are not performed during periods of activity

· The effectiveness of the cleaning and sanitizing procedures have not been established.

· Written procedure describing the schedules, methods, equipment, and materials to be used in cleaning buildings and facilities have not been established or followed.

· Buildings are not maintained in a clean and sanitary condition. 

3.0 Equipment [211.63 - 211.72 and 600.11]

· Failure to establish, validate and follow procedures for cleaning and maintenance of equipment.

· Equipment is not routinely calibrated.

4.0 Control of Components and Drug Product Containers and Closures [211.80 - 211.94]

· Rejected components were stored in a general storage area and there was no labeling or other method used to identify these components as rejected.

· Identity tests and periodic potency retests of components are not performed.

· Expired components are not removed from inventory.

· Inventory records of components do not include sufficient information to allow tracking of a component to a drug product batch or lot.
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	5.0 Production and Process Controls [211.100 - 211.115]

· Failure to establish and/or follow adequate written procedures for production and process control.

· Investigations of process failures were not performed and/or corrective actions were not taken.

· There are no written procedures or specifications for selection of stock cultures used in production.

· There are no written procedures defining conditions for shipment.

· There were no records of investigations to determine sources of contamination associated with environmental monitoring excursions.

· There are no formal written procedures for installation and performance qualification of production equipment

· There are no written procedures for reprocessing or reworking batches that do not conform to standards or specifications.

· The production processes are not validated.

6.0 Holding and Distribution [211.142 - 211.150]

· Distribution of each lot cannot be readily determined.

7.0 Laboratory Controls [211.160 - 211.176]

· There is no data to support the established limits and/or specifications

· There is no testing performed prior to distribution to ensure that product meets its final release specifications

· Failure to establish a formal written stability protocol, defining conditions and parameters for evaluating the stability of a drug product.

· Reserve samples are not retained.

8.0 Records and Reports [211.180 - 211.198]

· Failure to maintain records that include an individual inventory record of each component, and for each component, a reconciliation of use.

· The master production record does not provide adequate specifications for various steps in the manufacturing process.

· Acceptance specifications for in-process tests are not defined.

· The master formula does not define specifications for potency or describe other parameters used as criteria for release.

· There is no record of review of batch production records by facility personnel.

· Batch production records do not document actual yields produced.

· Failure to maintain distribution records
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	9.0 Changes to an Approved Application [601.12]

· Failure to notify the Director, CBER, of changes in location, equipment, responsible personnel, and manufacturing methods.

10.0 General Biological Products Standards; Identity [610.14]

· The identity test is not specific for each drug product, as it will not adequately identify it as the product designated on final container and package labels and circulars, and will not distinguish it from any other product being processed in the same facility.

11.0 General Biological Products Standards; Purity [610.13]

· Failure to establish an adequate test for product purity and validate that the chemicals used in the production of the product and any adventitious agents are removed from the
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	Regulatory Action

(FDA ONLY)
	· A firm’s written corrective action plan in response to an FDA Form 483 does not preclude consideration of regulatory or administrative action. If voluntary action is not appropriate or accomplished, or the deviations pose a threat to the consumer, regulatory and/or administrative action should be recommended. As stated above, the evaluation of inspection findings and any resultant recommendation for enforcement action should be conducted in accordance with the procedures set forth in the Team Biologics Case Processing SOP.

· The decision on the type of action to recommend should be based on the seriousness of the problem, the most effective way to protect the consumer, and the regulatory history of the establishment. It is essential that the importance and relative availability of the product(s) as well as the potential adverse effect of GMP deviations on the finished product(s) be considered in determining appropriate regulatory and/or administrative action. Available options for regulatory actions include Warning Letter, license revocation and suspension, seizure, injunction, prosecution; biologics recall order, and reinstitution of lot release. The Regulatory Procedures Manual should be used as a reference to assist in determining which regulatory action is appropriate. For additional assistance, the CBER/DCM may be contacted. 

· Warning letters: CBER concurrence must be obtained for all Warning Letters issued under this program. This requirement will be evaluated as part of the evaluation of this Compliance Program.
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	Team Contacts
	Questions regarding CBER policy or requests for assistance:

Team Biologics Liaison Staff, HFM-604

Office of Compliance and Biologics Quality, CBER

301-827-6191

Potential Regulatory Actions:

Division of Case Management, HFM-610

Office of Compliance and Biologics Quality, CBER

301-827-6201 

Recall Coordinator

Division of Inspections & Surveillance, HFM-650

Office of Compliance and Biologics Quality, CBER

Alice Godziemski

301-827-6220

Mailing Address for CBER Contacts:

1401 Rockville Pike, Suite 200N

Rockville, MD 20852
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	Questions regarding ORA policy or requests for guidance, and Core Team contact:

Rebecca Olin

Team Biologics, ORO, HFC-100

301-443-6230

Questions pertaining to recalls

Willie Bryant

Office of Enforcement, HFC-230

301-827-0429

  

Questions pertaining to compliance policy issues

Sandra Whetstone

Office of Enforcement, HFC-210

301-827-0391
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