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	Line Number
	Comment

	142
	Table 1:  Air Classifications:  Should include EU/MCA and Canadian classifications of Grades A-D.  

	142
	Table 1:  Air Classifications:  Does not address limits established for surfaces.  These limits are not included in the scope of the guidance.

	200
	Footnote 4:  Clarify the velocity range specified as work height or 6” from the filter face.

	205-210
	Very useful guidance on smoke studies.  Further definition of dynamic activities could include filling and sealing, interventions, environmental monitoring, and maximum personnel activity.  Collectively, all contribute to airflow turbulence.

	292
	Good clarification on the requirement to perform periodic leak testing of HEPA filters in tunnels.  Dry heat ovens should be included.

	332
	Comment:  Airflow velocity testing requires the use of equipment that is generally surface sanitized and brought into the APA.   Obtaining measurements before or during processing could result in product contamination.  Testing should be followed with appropriate disinfection.  

	361-368
	Good recommendation.  The design of an aseptic process should be focused on the minimization of human intervention.  Additionally, final product filtration should be as close as possible to aseptic filling and sealing.

	393
	Good recommendation.  Assuming equipment/systems/utilities are validated, the basic routes of contamination entry into the APA are personnel (improper gowning techniques) or materials/equipment that enter the APA through the airlock that are not adequately disinfected.

A sporicidal agent and qualified methodology should be utilized to transfer materials into the APA via an airlock or pass through.

	427-435
	Good clarification on training requirements for aseptic personnel.  On-the-job training for interventions should be performed and documented, to include setup, troubleshooting and part changeout.  

	489-494
	Good recommendation.  Additionally, gowning certification limits should be tighter than routine gown monitoring limits, since personnel have not yet been exposed to the aseptic process and are expected to gown in an aseptic manner.


	Line Number
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	513-514
	Gowns from personnel working in critical zones should be monitored on a daily basis (same frequency as glove monitoring), depending on the design of the aseptic process.  Self-sampling should not be allowed.

	726-742
	Good list of criteria for incorporating worst case challenges.

	762-767
	Good guidance for performing media fills, in addition to semi-annual requirements.  Additional consideration:  Extended shutdowns.

	773-776
	Comment:  Should also include a requirement for 3 consecutive runs when the cause of the failure can be attributed to poor aseptic technique or an increased frequency of interventions.

	790-793
	Comment:  Media fill duration should be tied to the duration of processing during production.  Besides setup and non-routine interventions, media fills should simulate a representative segment of normal operations that include all routine interventions occurring at the same frequency as in production.

	807
	Comment:  For operations with production sizes of > 10,000 units, a % of the total batch yield should be filled (example:  5,000 units + 10-20% of maximum batch size).

	822
	Comment:  “Qualified” line speeds used in production should be challenged.  

	825-829
	Good description of worst case line speeds.  Comment:  The use of both maximum and minimum qualified line speeds in a single media fill is also an acceptable study design.  

	847-850
	Good recommendations for growth promotion failures.  Comment: An investigation into the growth promotion failure should be performed to ensure conditions adequate to support growth inside the filled and sealed container exist (i.e. sufficient headspace for oxygen uptake in aerobic media fills).  

	869-875
	Comment:  An acceptable incubation time/temperature combination would be 7 days at 20-250C, followed by an additional 7 days at 30-350C.

	897-898
	Comment:  As referenced in lines 424-425, operators involved in aseptic manipulations should adhere to the basic principles of aseptic technique at all times.  To that end, media fills seek to verify aseptic behaviors and practices.    Therefore, samples immediately following equipment setup and other intrusive interventions should be retained for incubation.  Setup is an invasive routine intervention that may result in contamination of the product and surrounding environment. 



	942-944
	Comment:  When filling > 10,000 units, 3 contamination units should be considered cause for revalidation.

	948-950
	Good comment for trending of media fill results.

	985-987, 1316
	Comment:  These statements suggest different levels of control.  Control over the manufacturing process should be designed to minimize the bioburden in the unfiltered product.  Bioburden limits indicative of such control should be established.
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	1117
	Comment:  The D value of a biological indicator should be confirmed for each substrate change (i.e. paper strips vs. stainless steel).

	1151-1191
	Good commentary and criteria for Environmental Monitoring.  Criteria for a scientifically sound sampling plan should be provided.

	1225-1227
	Comment:  The effectiveness of sanitization agents and procedures should be measured through disinfectant qualification testing and in-situ testing.

	1254-1256
	Include vacuum air samplers, such as SMA, MAS or SAS

	1302-1307
	Comment:  An acceptable incubation scheme could also include the use of 2 temperatures in succession to detect both types of microorganisms.

	1310
	Comment:  Growth promotion testing should also include representative isolates from the production environment.

	1511-1514
	Comment:  Media fill records should be included in the review.

	1517-1519
	Comment:  This information should be reviewed for inclusion in media fills conducted on the processing line.

	1676-1679
	Comment:  Use of the isolator in a media fill should periodically include the extended frequency between decontamination cycles.

	1841-1854
	Good recommendations for process simulation studies.  Comment:  100% of the media exposed to the aseptic process should be incubated and examined for growth to detect any slow-growing microorganisms.


