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Summary - Equivalency Comparison of Drug Product Validation
Batch Data to Reference Batches

This guidance addresses the equivalency comparison of manufacturing process data from
drug product (DP) validation batches to previous batches (called “reference” batches), when
applicable.

For new products, equivalency of validation data (e.g. finished product, critical in-process
data, be considered for validation equivalency criteria.

Guidance is provided on
A) Selection of reference batches for the comparison,
B) Types of data that are compared for the most common dosage forms,
C) General acceptance criteria, and
D) Conclusion.

Typically, a larger number of reference batches are recommended for statistical purposes, if
they are available. If available, data from at least 10 lots usually provide enough data to
perform statistical analysis with a high degree of confidence. Potential reference batches may
be excluded if deviations or failures are shown by root cause investigation to not be
representative of normal processing. These exclusions should be explained with rationales
that include why the batches are not representative of normal processing.

The historical reference batches should be predetermined and included or referenced in the
validation protocol. Reference batches are usually the most recent (e.g. last 30 production
batches). A link to original clinical batches is typically unnecessary if it is existing product
that has already been validated. One does not need to repeat information in other documents
such as regulatory submissions, Technology Transfer, Change Control or other Comparability
or Equivalency studies. These studies can simply be referenced in the protocol.

Capsules-assay, impurities, dissolution, weight variation, content uniformity, moisture,
microbial limits. Softgels may include leakage, appearance for precipitation/cloudiness. 

Powder Blends-particle size distributions, density, API uniformity, moisture content,
flowability. 

Suspensions/solutions – assay, pH, viscosity, specific gravity, sedimentation volume /
redispersibility / mean particle size, preservative content, microbial content. 
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