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by

Advanced Barrier Concepts, Inc.

150 Iowa Lane

Cary, NC 27511

General Comment:

It would appear that the document is now in a form that is clear and concise in defining the attributes and requirements for Pharmaceutical Processing Isolators.  Additional detail has been provided on just a few topics in Appendix 1 based upon past experiences and we hope that each will be reviewed for incorporation into the final draft.

Line 652:
2.
Efficacy
Comment:
In reference to the efficacy of the decontamination process (Lines 654-66), we recommend that the sentences should be changed/rearranged to: “A decontamination method should be developed that renders the inner surfaces of the isolator free of viable microorganisms.  Decontamination can be accomplished using a number of vaporized agents, although these agents possess limited capability to penetrate obstructed or covered surfaces.  Process development and validation studies should include a thorough determination of cycle capability.  The characteristics of these agents generally preclude the reliable use of statistical methods (e.g., fraction negative) to determine process lethality throughout the enclosure (Ref. 14).  If the decontamination of certain isolator materials is questionable due to texture or porosity, an appropriate, quantified BI challenge should be placed on them to demonstrate their ability to be decontaminated.  If unsuccessful, alternative materials or the enshrouding of such items is recommended.  Cycles should be developed with an appropriate margin of extra kill to provide confidence in robustness of the decontamination processes and/or to account for system variability.  Normally, a four- to six-log reduction can be justified depending upon the application and it should be based upon the complete inactivation of the BI using a suitable spore titer challenge.  For example, demonstration of a four-log reduction should be sufficient for the introduction of controlled, very low bioburden materials into an aseptic processing isolator, including wrapped sterile supplies that are briefly exposed to the surrounding cleanroom environment and this can be demonstrated using multiple replicate carriers that are inoculated with 103 spores.  It should not be assumed that the isolator environment (non-controlled bioburden area) is homogenous in terms of distribution of the decontamination agent and/or other critical parameters; therefore, the use of 106 spores on the BI is justified and they should be placed in many locations throughout the enclosure, including difficult to reach areas.”  My firm concurs with FDA’s recommendation on the level of spore challenge for isolator decontamination.  We have utilized the complete kill approach for the past 9 years in over 150 isolators and each “properly designed” enclosure has been validated without experiencing the previously published concerns relating to material compatibility and/or extended exposure time.  Recent comments coming out of PDA are now suggesting that non-linear inactivation kinetics are encountered during isolator decontamination when using carriers inoculated with 106 spores.  Attributable causes for this tailing do exist and steps by properly educated users and/or vendors of spore suspensions can alleviate such problems (clean carriers and spore suspensions).  The availability of commercial BIs for use in validating isolator decontamination cycles has greatly reduced the unpredictable behavior of test carriers.  Yes, there is lot-to-lot variability in resistance for these BIs, but such variability is true for other microbial inactivation processes.  This is why our firm recommends that the vendor and/or our clients document what the resistance is prior to initiating validation studies.
Line 685:
Add this to Section D – 4.
Re-Qualification Testing
Comment:
We strongly urge that users not rely on chemical indicators or a sensor to verify that any type of decontamination cycle is still within tolerance (there are too many variables that affect kill than just concentration).  We recommend the following statement – “In terms of revalidating the isolator decontamination cycle (when using H2O2 gas), the determination of spore resistance (D-value comparison to the previously used lot) and the execution of a single BI cycle to confirm adequate gas concentration, gas distribution, humidity, and isolator temperature is recommended.  In addition, a single aerate/exhaust cycle needs to be performed to ensure that sterilant levels are still being reduced to previously established levels.  Room temperature should also be verified as being in conformance to what was seen during the initial qualification (room temperature can effect isolator surface temperature, which can impact sterilant efficacy).  Other decontamination agents should be tested under their anticipated worst case conditions”.
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