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ADDITIONAL VALIDATION AND REVALIDATION
OF THE TEST METHOD

Additional method validation and revalidation of the test method may be needed
when there are regulatory changes and when the expectation for the method per-
formance characteristics is higher. Sometimes, an alternative raw material supplier
is chosen and a different impurity profile is expected due to a different synthetic
manufacturing route for the API. When an old analysis technique is replaced by new
techniques, method validation will be required again. The last possibility is that the
validated procedure requires modification due to a discovered defect and the modi-
fied method must be revalidated, properly documented, and finally submitted as a
supplemental amendment to the ANDA application.

SUMMARY AND CONCLUSIONS

Development of accurate and reliable analytical methods is an important element of phar-
maceutical development. Good analytical methods support correct decisions being made
from data for formulation development and stability studies. All analytical methods must
be validated before they are used to generate data that will support a regulatory decision.

Analytical development can proceed efficiently if a thorough literature search is
made of the available information on the API and drug product, including related com-
pounds. A good source of information is the portion of the DMF that the API manufac-
turer is willing to share with its customers. When compendia method(s) is not available,
then it is a good idea to work closely with the laboratory personnel from the API manu-
facturer in developing methods for the API and identify unknown impurities in the APL

Analytical development and validation must follow a timeline keyed to the other
activities in developing a drug product. Analytical methods will usually be needed to
support other plant activities such as cleaning validation or packaging development.
The analytical method should be evaluated for robustness and reliability before com-
mitting the time and effort to validate a method.

A validated method can still be updated for special situations encountered dur-
ing the method application. Such update may or may not involve an addendum or
supplement to the method validation. This is usually part of the life cycle of the test
method application.

The validation report is necessary for documenting the capability of the test
method. All data that support the validation must be clearly identified and audited.
These data will be scrutinized by the regulatory agency granting a drug product
approval in a preapproval inspection.
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