Thank you for the opportunity to provide comments on the "Guidance for Industry Sterile Drug Products Produced by Aseptic Processing - Current Good Manufacturing Practice."  As a contract manufacturing organization that produces terminally sterilized and aseptically filled products, DSM Pharmaceuticals, Inc. has a keen awareness of the risk and requirements associated with producing these types of products.

Within Section IV.D.2. "High-efficiency Particulate Air", DSM Pharmaceuticals, Inc. disagrees that the dry heat depyrogenation tunnels filters should be leak tested.  The filters cannot be leak tested under actual operating conditions in a safe manner (high temperatures, 300(C).  Due to expansion and contraction of the HEPA media, the "cold" state testing will always indicate seal and/or media leaks.  DSM Pharmaceuticals, Inc. would suggest a testing approach using a combination of the velocity profile and particle monitoring to evaluate the actual HEPA performance. 

Would the agency please provide expectations regarding qualifications of a single line with multiple freeze dryers within Section IX.A. "Process Simulations"?

Within Section IX.A. 8. "Incubation and Examination of Media-Filled Units" the recommendation to utilize clear containers with otherwise identical physical properties should be used as a substitute for amber or other opaque containers to allow visual detection of microbial growth is not always possible.  DSM Pharmaceuticals, Inc. would recommend that wording be modified to state that appropriate process must be developed if clear substitute is not available in lieu of visual inspection.  Does the agency expect 100% reconciliation of the process?  It has been DSM Pharmaceuticals, Inc. experience that field auditors expect 100% reconciliation of the process, however that is not an accurate comparison to normal production processes.  Please provide clarification that based upon the implementation of this guidance it will be acceptable to discard rejects units from a batch in accordance with normal procedures and not incubate with the media fill as currently expected. 

Within Section IX.A.9. "Interpretation of Test Results", DSM Pharmaceuticals, Inc. believes that the investigation and assignable cause should determine if a repeat media fill is performed, not the number of contaminated units.

Within Section X.A. "Environmental Monitoring" Please provide clarification if the nature of the organism recovered (mold, opportunistic human pathogen) should impact the batch disposition, regardless of the location of discovery or amount recovered.  

Within Section XI.D. "Sampling and Incubation", DSM Pharmaceuticals, Inc. believes that an assessment of the processing interventions or excursions should occur on a case-by case basis to determine appropriate actions such as additional environmental monitoring sampling or pulling samples for a sterility tests.
