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Section 1. Introduction

This guideline describes the testing procedures for partial manufacturing changes of solid oral
dosage forms (controlled release preparations) in order to assure bioequivalence between pre-
and post-changed products. Manufacturing changes should be conducted not only relying on
the product specifications, but also on justified data obtained during the pharmaceutical and
process development. All quality attributes potentially impacted by the changes should be
evaluated. In vitro or in vivo equivalence tests for manufacturing changes should be carried out
according to the procedures described in this guideline. However, if the bioequivalence can be
justified based on the dissoluti(;n and bioavailability data obtained during the development of
dosage forms, it is unnecessary to follow the procedure of this guideline for manufacturing
changes. The stability test for all post-changed products should be performed according to the

guideline.
Sections 2. Terminology

Clinical lot: The lot for which therapeutic efficacy and safety were established by clinical
trials or generic lot for which bicequivalence was demonstrated using an innovator product by
human studies.

Reference product: The clinical lot or the lot prior to manufacturing change which should be
selected from among three marketed lots. The reference product should show intermediate in
vitro dissolution among the three lots under the specification condition established according to
ICH Q6A guideline (Iyakushin No.568). If the specification is set without the guideline,
dissolution tests should be performed using 6 units, by the paddle method at 50 rpm according
to the Guideline for Bioequivalence Studies of Generic products (Sec.3.A.V), and the product
showing intermediate dissolution under the most discriminative condition, should be selected
as the reference product, where the difference in dissolution between the fastest and slowest
lots is the largest.

Test product: Post-changed products which should be, in principle, manufactured in an
production scale. However, the product of 1/10 or larger of industrial scale can also be used as
the test product which should be the same as the production lots in manufacturing method The
lot of small may be used for stability tests if the stability is rechecked using the post-change lot

of production scale.
Sections 3. Level of manufacturing change and required test

1. Level of manufacturing change
Levels of manufacturing changes are defined as follows, the details of which are shown in
Table 1.
Level 1 : The changes which unlikely give impacts on the quality of pharmaceutical dosage



