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NO Provide supporting data. Microbial
limits criteria and testing
may not be necessary.

Is the drug substance/excipient
capable of supporting microbial
growth or viability?

\ 4

YES I No further microbial limits testing or

acceptance criteria are necessary.

Is the drug sul
sterile?

Establish microbial limit acceptance criteria

Does drug substance/excipient as per the harmonized pharmacopoeial

synthesis/processing involve

steps which inherently monograph.
reduce microorganisms?
Establish microbial limit acceptance criteria Does scientific evidence demonstrate that
as per the harmonized pharmacopoeial reduction steps result in microorganism levels
monograph. < acceptance criteria limits (and the absence of
compendial indicator organisms)

in the drug substance/excipient?

Are monitoring
microorganism/indicator levels NO YES
consistently below acceptance criteria
levels?

Provide supporting data.

YES NO Microbial limits acceptance
criteria and testing

may not be necessary.

Test lots on a skip-lot basis for Test each lot for microbial limits
microbial limits and freedom from and freedom from i
compendial indicator organisms. indicator organisms.

SCHEME 8.7 Decision tree for the disposition of microbiological attributes. (Courtesy of
Pharmquest Corporation, Mountain View, CA.)

specification. Information to support the safety of excipients, when appropriate,
should be cross-referenced.

8.2.4 Stability Evaluation

The International Conference on Harmonization (ICH) guidelines regarding the qual-
ity of drug substances are specific and require frequent referral to keep the prefor-
mulation activities current with the regulatory requirements. The pertinent guidelines
are listed in the following:

* QIA(R2) Stability Testing of New Drug Substances and Products (issued
11/2003, posted 11/20/2003)

¢ QIB Photostability Testing of New Drug Substances and Products (issued
11/1996, reposted 7/7/1998)

¢ QID Bracketing and Matrixing Designs for Stability Testing of New Drug
Substances and Products (issued 1/2003, posted 1/15/2003)

* QIE Evaluation of Stability Data (issued 6/2004, posted 6/7/2004)
*  Q3A Impurities in New Drug Substances (issued 2/10/2003, posted 2/10/2003)





