Re: Docket Number 2003D-0382

Comments on Sterile Drug Products Produced by Aseptic Processing – Current Good Manufacturing Practice, August 2003 Draft

1. IV. Buildings and Facilities
This section calls for monitoring particles ≥ 0.5 µm in the classified manufacturing areas. The rationale behind this is that it is known that particles ≥ 0.5 µm are capable of carrying microorganisms which are generally ≥ 0.3 µm in size. B. diminuta for example, is at the lower end of this size range. However, no limits are proposed for particles between 0.3 µm and 0.5 µm in size. Theoretically, an aseptic operation could be awash in particles of this size which can be microorganisms, or can be particles that carry microorganisms which could subsequently end up in product. An industry survey conducted by PQRI and presented at the PDA/FDA Joint Regulatory Conference on September 9, 2003 by Rick Friedman, FDA, indicates that approximately 10% of media fills of aseptic filling operations conducted in 2002 were contaminated. This number is unacceptable since it appears to indicate that 9% of aseptic filling operations result in product in which a microorganism is inadvertently introduced although it cannot be determined what percentage of these microorganisms could subsequently survive in product. Could this level of contamination be partly due to microorganisms smaller than 0.5 µm? 
Modern monitoring equipment can easily detect particles in this range. HEPA filters produce air that contains few particles or no particles ≥ 0.3 µm, and a well designed cleanroom and aseptic operation should prevent particles of this size from entering the critical area. It is therefore proposed that limits be established for particles ≥ 0.3 µm in addition to, or rather than ≥ 0.5 µm in size.

2. Lines 143 – 144
Table 1 – Air Classifications

This table endeavors to “lower the bar” on air classifications. To illustrate this point, please refer to the column entitled “Microbiological Active Air Action Levels”, and look at the proposed level for ISO designation 5 cleanroom. 

Current USP limits permit “less than 3” cfu/m3 in a Class 100 environment, while the proposed guidance permits 0 or 1 cfu/m3 depending on your read of note “e”. Not all cleanrooms that have been constructed over the past number of years currently meet the new specification. However product manufactured in these cleanrooms meet acceptable specifications. Lowering the maximum limit does not increase product quality, but attempts to redefine “cleanrooms” as “sterile rooms”. All companies manufacturing sterile products attempt to achieve counts of zero cfu per volume of air. This new limit will only serve to increase the number of investigations that are written with ill-defined conclusions due to the testing limitations and/or nature of the product. It may cause companies to be considered “out of compliance” until they redesign their cleanrooms at great expense for no greater assurance in quality. It is unreasonable to assume that when people are present, the expected number of airborne bacteria would be zero. It may be reasonable to propose that an average airborne count during an aseptic operation approach zero. Therefore, it is proposed that the current USP limits be maintained for cleanroom areas.  
3. Lines 229 – 230
“Depending on the operation, manufacturers can also classify this area as Class 1,000 (ISO 6) or maintain the entire aseptic filling room at Class 100 (ISO 5).” Recommend rewording to state, “Depending on the operation, manufacturers can also assign a lower classification to this area based upon the facility design, organizational requirements and process capabilities established under dynamic conditions. Although this document only mentions specific classifications, i.e. Class 100, Class 1000, etc., a pharmaceutical operation may desire to assign an alternate classification to the area immediately adjacent to the aseptic processing line or area. This classification should not be limited.
4. Line 243
Remove “continuously” as this would require an expensive upgrade in companies that do not have continuous monitoring in place (sensors, computerized monitoring system and/or programmable alarm, validation) and is not necessary if proper validation is conducted (particle counts, media contamination rate, smoke studies, opening doors, process simulation, etc.) and proper procedures are put in place. This investment could prove to be necessary if it could be determined what percent of products that had been recalled for potential contamination were manufactured in cleanrooms that did not have continuous monitoring vs. cleanrooms that did have continuous monitoring, and what the continuous monitoring data showed. 

Other useful information that could help determine the need for continuous monitoring would be an evaluation of the media fill data collected in the PQRI survey, noting the percent of media fills with contamination and whether or not a company had continuous monitoring and in those companies that did have continuous monitoring, if there was any indication during the media fill that the number of contaminated vials could be correlated to any indications of unusual conditions. Unless a documented benefit to product quality can be shown, a requirement to install continuous monitoring systems in cleanrooms is not justified.
5. Lines 247 – 250
“An adequate air exchange rate should be established for a cleanroom.” Recommend changing to state, “An adequate air exchange rate should be established for a cleanroom based upon validation”. The guidance recommends 20 ACH for a Class 100,000 area and states, “For areas of higher air cleanliness, significantly higher air change rates will provide an increased level of air purification”. One recommendation is specific, and the other nonspecific. It is recommended that the last two sentences in paragraph are deleted, since validation should establish adequate air exchange rates for each area. 
6. Lines 326 – 327
“The testing is usually done only on a semi-annual basis.” It is unclear if this is a comment or recommendation and questionable as to whether value is added by semi-annual HEPA filter leak testing. The leak testing period should be justified. It is recommended that the sentence be rewritten to state, “The testing is performed semi-annually or as justified.”

7. Section IV.D.2.
HEPA

Rather than describing how to perform filter leak testing, provide a reference or references such as IES RP-006. There are many good sources that describe these types of procedures, and it is not necessary to repeat a small part of it in this guidance.
8. Lines 493 – 494
Frequency of gowning requalification should not be specified but rather justified.

9. Line 564
Rephrase to state “Most parenteral products are intended to be nonpyrogenic” or “Parenteral products are not intended to be pyrogenic.” Allergenic extracts, for example, may be pyrogenic due to the nature of the source materials. See 21 CFR 610.13 (b) for products exempt from pyrogen testing.
10. Section XI. Sterility Testing
It is recommended that the 21 CFR 610.12 section entitled “Sterility” should be included in the reference table at the beginning of this section.

11. Line 598
Conditions adequate for depyrogenation of glass containers subjected to dry heat are so severe that validation of sterilization should not be considered necessary if a 3-log or greater endotoxin reduction is achieved. See PDA Technical Report #3, 1981, section 6.1.3, which states, “The heat lethality delivered by these [dry heat] cycles will provide a large margin of safety with regard to sterility since dry heat resistance organisms such as Bacillus subtilis spores have D values of only a few seconds at temperatures used for depyrogenation (34). One can, therefore, anticipate microbial reductions well in excess of 10100, and cycle lethality can actually be defined on the basis of endotoxin inactivation.”
Therefore, if a dry heat cycle can be shown to achieve a 3-log or greater endotoxin reduction, sterility validation should not be required. See also Kiyoshi, Tsuji and Lewis, A.R., Dry-Heat Destruction of Lipopolysaccharide: Mathematical Approach to Process Evaluation, Applied and Environmental Microbiology, Nov., 1978, p. 715-719.
12. Lines 873 – 875
“If two temperatures are used…at least 7 days at each temperature, beginning with the lowest temperature and ending with the higher temperature.” The addition of this phrase is necessary to ensure that organisms that would only survive at the lower temperature are allowed to grow.
13. Section X.B. Microbiological Media and Identification

This section specifies the temperature conditions which should be used to incubate culture media, however does not include the type(s) of media to use. The type of media used is as important as the temperature at which it is incubated and may be dependent.

14. Lines 1855 – 1856

Recommend that the sentence be reworded as “The frequency at which process simulation studies are performed for the formulation stage should be justified.” Twice a year is arbitrary and may not reflect the frequency that the product is produced.
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