
Comments submitted bv Milliuore Comoration to FDA / CDER on draft guid&n$e 
document (Docket No. 2003D-0382) F-G 

‘22 
z. 

“Sterile Drug Products Produced By Aseptic Processing” 

We would like to draw the author’s attention to certain text found in following sectiog, 
i..z 

IX. Validation of Aseptic Processing and Sterilization. 
B. Filtration Efficacy. 

“Filtration is a common method of sterilizing drug product solutions. An appropriate ‘G 
sterilizing grade filter is one that reproducibly removes all microorganisms Tom the 
process stream, producing a sterile effluent. Such filters usually have a rated porosity of 
0.2 micron or smaller”. (Pam? 28: Section IX. Validation of Aseptic Processing and Sterilkatiom) 

Comment 

The last sentence quoted above “SuchJilters usually have a ratedporosity of 0.2 micron 
or smaller ” should be removed from the guidance for the following reasons. 

0 Published data’ ( in the public domain ) confirms that sterilizing grade filtration is 
not solely dependent on membrane nore size but rather on a number of critical 
parameters of which nore size is one variable. Removal of the sentence “Such 
filters usually have a ratedporosity of 0.2 micron or smaller” is a first step 
toward decoupling sterilizing grade performance f?om membrane pore size 
ratings, allowing users and manufacturers alike to move toward a definition which 
is based on good science and good validation practices. 

0 The possibility exists that literal interpretation of this sentence could lead to a 
conclusion that the agency is setting an implied upper limit on the membrane pore 
size required to achieve sterilizing grade performance. 

- The FDA has been very clear that an appropriately conducted, worst case 
validation study is the only method to demonstrate robust sterilizing grade 
performance. In addition, FDA /CDER representatives during public 
presentations2 have stressed the “Latitudes” offered within this guidance (i.e. 
Use of terms such as generally, appropriate and others). 

l The sentence, “Suchfilters usually have a ratedporosity of 0.2 micron or 
smaller ” to be somewhat inconsistent with publicly stated positions2 by 
representatives of the FDAKDER. 

0 The best definition of sterilizing grade performance394 is one which is driven by 
validation, a mnctional definition, where a membrane, regardless of it’s pore size 
is challenged appropriately (e.g. Brevundimonas diminutu challenge study at 10’ 

%X)3& 038% Cb 
Page 1 of 3 1 O/28/03 

M~lllpore Corporation 80 Ash by Road Bedford, Massachusetts 01730-227 1 U S A (6171 2759200 



cm/cm2 of effective filtration area) under specific worst-case process conditions. 
In addition we Molly support the recommendation (within the guidance) to 
consider (as part of your risk assessment) the relevance of the challenge organism 
based on the environmental and process bioburden loads and identification. 

l Finally, based on their definitions, the terms porosity and pore size are not 
interchangeable. Accordingly, these definitions should be clarified by FDA and 
appropriately used in Section IX. Validation of Aseptic Processing and 
Sterilization. Page 28. 

I would like to thank you in advance for your consideration in this matter. If you have 
any questions please feel f%ee to contact me directly. 

Director 
Pharmaceutical Technology 
Millipore Corporation 
(781) 533 2675 
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