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USP Perspective on Implementation of Alternative Methods or Procedures

The U.S. Pharmacopeia (USP) has long provided mechanisms for the implementation of alternative assay methods or procedures to
analyze compendial articles. General Notices, 6.30 Alternative and Harmonized Methods and Procedures states, "Alternative methods and/or
procedures may be used if they provide advantages in terms of accuracy, sensitivity, precision, selectivity, or adaptability to automation or
computerized data reduction, or in other special circumstances.” This statement allows considerable user latitude in the decision to use an

alternative procedure for routine product release, provided that proper technical and scientific attention is paid to the selection, qualification,

and implementation of the method. If a product has proven safe in widespread use when released or controlled using current methods, the
implementation of an alternative method which can be well-correlated to the existing method should be straightforward.
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5.1.6. ALTERNATIVE METHODS FOR
CONTROL OF MICROBIOLOGICAL
QUALITY

The following chapter is published for information.
1. GENERAL INTRODUCTION

The objective of this chapter is to facilitate the implementation
and use of alternative microbiological methods where this
can lead to efficient microbiological control and improved
assurance for the quality of pharmaceutical products.

The microbiological methods described in the European
Pharmacopoeia have been used for over a century and

these methods for detecting, enumerating and identifying
micro-organisms still serve microbiologists well. Over the
years, these methods have been invaluable for the production
of microbiologically safe pharmaceutical products. However,
these microbiological methods are slow, and in the case of
sterility tests, results are not available before an incubation
period of 14 days. Consequently, the results from these
methods seldom enable proactive corrective action to be taken.

Alternative methods for the control of microbiological quality
have shown potential for real-time or near real-time results
with the possibility of earlier corrective action. These new
methods, if validated and adapted for routine use, can also
offer significant improvements in the quality of testing.

Alternative methods may be used for in-process samples of
pharmaceutical products, particularly for the application of
Process Analytical Technology (PAT), for environmental
monitoring and for industrial utilities (e.g. production and
distribution of water, steam etc.), thereby contributing to the
quality control of these products.

In this chapter, alternative microbiological methods

for pharmaceutical application are described. For each
method, the basic principle is stated and the advantages and
disadvantages of the method are discussed along with any
critical aspects to be considered. Potential uses that may be
envisaged based on the principles of the method concerned are
given, but it is not intended to suggest that such applications
have been realised or that the list provided is exhaustive.

See the information section on general monographs (cover pages)
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