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November 4, 2003
Division of Dockets Management (HFA-305)
Food and Drug Administration

5630 Fishers Lane, RM 1061

Rockville, MD 20852

Re Docket No. 2003D-0382
Draft Guidance for Industry on Sterile Drug Products Produced by Aseptic Processing
PDA is pleased to provide these comments on the FDA Draft Guidance for Industry on Sterile Drug Products Produced by Aseptic Processing.  PDA is an international professional association of more than 10,500 individual member scientists having an interest in the fields of pharmaceutical science, manufacturing and quality.  Our comments were prepared by a committee of experts in the field of aseptic processing.  These stakeholders are ready to work with FDA via PDA to develop a guidance for aseptic processing that would ensure quality products in the market place, which is the ultimate goal of both FDA and industry.

PDA acknowledges the effort made by FDA in the publication for comments of the FDA’s Draft Guidance for Industry on “Sterile Drug Products Produced by Aseptic Processing” and wishes to recognize the improvements in this document from the previously published “Concept Paper.”

We are pleased to offer our comments in order to further improve the document. We trust that our comments will be received as they were intended; that is, to strengthen the utility of the guidance that will be used by people with very diverse needs: ORA, Compliance, OPS, and the regulated industry.
Both industry and FDA urgently need this new guidance. The guidance should enable firms to know what to expect during FDA inspections of their aseptic processing areas and it should help ensure that FDA 483 observations are based on current guidance that is rooted in appropriate technology, science and best practices.  However, some of the items in this guidance are covered in other guidance, and we would suggest that these items should be removed from this document.  This document also makes reference to products and processes other than aseptic processing, and we would suggest clarification that this document does not apply to terminally sterilized products.  We would also suggest the use of Internationally Standardized (SI) units throughout the document.

Several recommendations may be unnecessarily specific and may prevent future technological advances because the solution is already prescribed in a FDA Guidance document.  For example, specifics mentioned on lines 313, 373, 1510, 1042, and 1305
We welcome the concept described in line 1171 that reads, “Detection of microbial contamination on a critical site should not necessarily result in batch rejection.” This concept is important and recognizes that individual values over the alert and action levels during environmental monitoring are not necessarily an indication of an out of control condition. It is important to note that environmental sampling of any surface is a test that neither confirms sterility nor indicates a lack of sterility assurance.  Sampling activities themselves are aseptic interventions and the results of these activities are themselves uncertain.   We ask that the Agency incorporate this concept in other sections of the document, such as:

1.  Text in the Draft FDA aseptic processing guideline (see lines 132-137) suggests that cleanrooms used for aseptic processing should be evaluated under both as-built and static conditions, but that classification of the cleanroom should be conducted under dynamic conditions “with personnel present, equipment in place and operations ongoing.”   PDA recognizes that in part this does not reflect new policy from FDA.   However, we believe that the position taken in the draft guideline has the potential to both require unnecessary cleanroom evaluation and to further blur the distinction between classification of cleanrooms and monitoring of their contamination control performance.

PDA believes that classification of cleanrooms should be done primarily under static or as-built conditions as defined in ISO 14644 and that evaluation of the dynamic performance of a cleanroom should be left to the monitoring program.  PDA suggests that recertification of the cleanroom on an annual or biannual basis is sufficient and that an assessment of clean room classification under “dynamic conditions on a routine basis” is unwarranted.

It is inevitable that production operations will release relatively low levels of particulate contamination into the surrounding environment.  The supply of components on conveyor systems, loading of component supply hoppers, vibratory bowl operations, and personnel movement can all result in intermittent or continuous particle generation or release.  It is quite possible for there to be locations within a well controlled and carefully operated aseptic processing area that regularly exceed a particulate classification rating.  The only way to prevent low level particulate generation of this kind would be to turn off the processing equipment, and completely eliminate personnel and their movement, neither of which are practical in a working manufacturing environment.  PDA agrees that should changes to the operation of process equipment result in particulate counts that statistically exceed the process norm, investigation and possibly corrective action should occur.  However, the observation of spikes during routine monitoring is not atypical and does not mean that the facility is operating outside of its classification nor does it imply that process control has been lost.

It is also important to note that particulate measuring equipment has limitations in both accuracy and precision.  Counting error may typically vary as much as +/- 20% of the mean.

FDA should take measurement limitations into account as well as the operational realities of processes and not expect or require industry to consider occasional excursions beyond the classification level to warrant investigation or corrective action.  Rigorous control of aseptic processing environments is a goal both industry and FDA share, however standards and/or guidance that does not pragmatically consider both measurement error and actual manufacturing conditions is not helpful and only serves to create dissonance between guideline objectives and actual capability.


The wording in this section also implies that there can be a microbiological classification of cleanrooms.  PDA agrees that it is normal industry practice to expect the incidence rate at which contamination is observed in cleanrooms to be well controlled and relatively constant.  However, personnel release the vast majority of cleanroom contamination into the environment.  Therefore, the areas of increased risk within a cleanroom will be those in which personnel are present and active.  PDA realizes that scientists have published a correlation between particulate levels and microbial contamination (Reinmüller and Ljungqvist).  However, in their studies the source of both total particulate and microbiological contamination was personnel.  Therefore, PDA asserts that there is no value to requiring microbiological assessment of cleanrooms using the principles of total particulate classification.  Microbiological assessment of cleanrooms is, in the view of PDA, strictly a monitoring exercise distinct and technically different from the assessment of the facility air supply, which is in fact an insignificant contributor of viable contamination.
2. The interpretation that single alert or action level excursions may constitute OOS may be an unintended consequence of Table 1.  These are not absolute values.  The document should clarify that microbial values have inherent variability. Sources of this variability include media, incubation time, incubation temperature, and adventitious contamination from personnel since samples are generally taken manually and aseptically.
3. PDA has stated in many previous responses to FDA policy on aseptic processing that actions including placing product on hold or rejection are not appropriate based upon single point excursions beyond suggested levels such as those in Table 1.  We reiterate our view that it is inappropriate to require action as a result of tenuous and uncertain data.  PDA does not believe that actions are appropriate unless the overall incidence of microbial recovery exceeds a firm’s norm over a sampling period of sufficient time to conclude that a change in the state of control may have occurred.  Investigations on single point excursions will result in reports that can draw no clear conclusion and which will not be useful in assessing actual risk
PDA would be pleased to offer our expertise to assist in the clarification of our comments, and the continued evolution of this important guidance.  We look forward to working with FDA, industry and other professional associations to develop a world-class aseptic processing guidance document.
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PDA thanks you again for the opportunity to comment on this draft guidance.  If you require further information, please feel free to contact me via the information below.

Sincerely,

William Stoedter, RAC

PDA Director of Regulatory Affairs

Phone: 301-656-5900 ext. 121

e-mail: stoedter@pda.org
Web site: www.pda.org   
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