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Scrutiny Made to SUPAC-IR Dealing with Postapproval Changes in
Immediate Release Solid Oral Dosage Forms
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ABSTRACT-The objective of this study was to provide a better understanding of SUPAC-IR and its application in handling
postapproval changes to immediate release solid oral dosage forms. Originally, SUPAC-IR was aimed at reducing the reg-
ulatory burdern of the industry when they were making postapproval changes, but still at maintaining the formulation quality
and performance of a drug product. The postapproval changes that were covered under SUPAC-IR included variations in
the components and composition of formulation, the site of manufacturing, batch size, manufacturing equipment, and man-
ufacturing process. The guidance defined levels of changes, based on the likelihood of risk ocurrence and potential impact
of postapproval changes upon the safety and efficacy of a drug product. It suggested what a type of filing report should be
submitted to the FDA for each level of change. Chemistry, manufacturing, and control tests to be executed were also rec-
ommended for each change level. The important tests specified in the guidance included batch release, stability, in vitro dis-
solution, and in vivo bioequivalence tests. However, there have been strong demands on revising the current SUPAC-IR in
order to resolve some issues and to improve its usefuiness in evaluating postapproval changes to immediate release solid
oral dosage forms. In particular, the rigorous requirement of case C dissolution test and the definition of batch size were
challenged by both academia and the industry. A revision work was in progress to reflect these inputs and to expand the
utility of SUPAC-IR. As a result of these concerted efforts, an updated 2nd version of SPAC-IR would be likely to be issued
very soon to the public.

Key words—SUPAC-IR, Postapproval changes, Immediate release, Dosage forms
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Table III-Values of % Change in Excipients Used to Define
Level 1 Change
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Table IV-Values of % Change in Excipients Used to Define
Level 2 Change
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Table X-Level of Change in Individual and Categorized
Excipients Used in Conventional Uncoated Products
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294 - F9A
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?Additives such as preservatives and stabilizers.
h Ciass | (HS, HP)

5 % Class 1l (LS, HP)
3
=
a Ciass lll (HS, LP)
(8]
12

R Class IV (LS, LP)

Percentage (%)

Figure 1-BCS categorization of 54 new chemical entities for-
mulated as immediate release solid oral dosage forms. The prudcts
recieved NDA approvals from the US FDA over the periods of

1998-2001.
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