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November 4, 2003

Dockets Management Branch (HFA-305)

Food and Drug Administration

5630 Fishers Lane, Room 1061

Rockville, MD  20852

Re:  Draft Guidance for Industry Sterile Drug Products Produced by Aseptic Processing – Current Good Manufacturing Practice [Docket No. 2003D–0382, 68 Federal Register, 52782-52783, September 5, 2003]

Dear Sir/Madam:

The following comments on the above noted draft guidance document regarding “Sterile Drug Products Produced by Aseptic Processing - Current Good Manufacturing Practice” are submitted on behalf of the Pharmaceutical Research and Manufacturers of America (PhRMA).  

PhRMA represents the country’s leading research-based pharmaceutical and biotechnology companies, which are devoted to inventing medicines that allow patients to lead longer and more productive lives.  Investing more than $30 billion annually in discovering and developing new medicines, PhRMA companies are leading the way in the search for cures.
The following general observations highlight major areas where the usefulness of the guidance may be enhanced.

1. Several recommendations seem unnecessarily specific and may prevent future innovations as technological advances become available.  

Specific recommendations on performing HEPA filter testing, facility design for a lyophilizing operation, and statements regarding the use of isolators are examples.

a. For HEPA filter testing, the guidance should allow the flexibility to use more modern and improved techniques such as laser counters (line 312).  

b. Facility design for lyopholization processes (line 373) should allow for the use of isolator technology or laminar flow transfer carts.

c. The guidance acknowledges the advantages that an appropriately designed and maintained isolator can provide over classical aseptic processing.  However the stricter controls for isolators compared to what is required for traditional manned conditions could discourage their use.  The discussion on isolator leaks is an example.  Isolators are designed to have a higher pressure then surrounding areas, which is an analogous design approach as used with traditional clean rooms.  Isolator component leaks do not necessarily constitute a “significant breach” due to this positive pressure.   

2. This guidance should be harmonized with the European GMP requirements.  

The creation of a unified global aseptic standard is both feasible and necessary.  In particular, Table 1 deviates from the European GMP requirements.

3. Clean rooms should be classified under static or as-built conditions. Classification under these conditions is defined in ISO 14644.  Evaluation under dynamic conditions should be part of the environmental monitoring program.  

4. The sterility testing section should be removed.

Details on sterility testing are appropriately covered in the USP.  Additional discussion in this guidance increases the risk of inconsistent requirements.

5. There is inconsistent guidance within the current draft regarding process simulations.  

The guidance states that media fills should closely simulate the same exposure that the product itself will undergo.  Other sections emphasize the use of worst-case conditions.  Stacking all potential worst-case situations into each media run does not represent an appropriate challenge simulating normal processing.  Additionally the guidance requires the inclusion of media-filled units that normally would be removed as per SOP (e.g. defined line clearance), which is not representative of the drug manufacturing process.  Regarding the line speed during simulations, one sentence says that the range of speeds should be addressed, while another specifies worst case.  
Inconsistent guidance is given for the duration of runs.  The guidance states that the duration of aseptic processing operations is a major consideration in determining the size of the media fill.  It also specifies media fill sizes that are not representative of production duration.  The duration of media fill runs should be dictated by the time needed to simulate operations and interventions, and prepare the defined number of units.  

We appreciate the opportunity to comment on the draft guidance on aseptic processing cGMPs.  We trust that you will give careful consideration to our attached comments as you finalize the guidance.

Please contact me if you have any questions.

Sincerely,
Alice E. Till, Ph.D.
CC P. Cooney, J. Famulare, R. Friedman, D. Horowitz, H. Winkle
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