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Contains Nonbinding Recommendations

Draft — Not for Implementation
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4 Drug Interaction Studies — Study Design, Data Analysis,
5 Implications for Dosing, and Labeling Recommendations
6
7
8

This draft guidance, when finalized, will represent the Food and Drug Administration's (FDA's) current
thinking on this topic. It does not create or confer any rights for or on any person and does not operate to
bind FDA or the public. You can use an alternative approach if the approach satisfies the requirements of
the applicable statutes and regulations. If you want to discuss an alternative approach, contact the FDA
staff responsible for implementing this guidance. If you cannot identify the appropriate FDA staff, call
the appropriate number listed on the title page of this guidance.

17 L INTRODUCTION

19 This guidance provides recommendations for sponsors of new drug applications (NDAs) and

20  biologics license applications (BLAs) for therapeutic biologics regulated by CDER regarding in
21 vitro and in vivo studies of drug metabolism, drug transport, and drug-drug or drug-therapeutic
22 protein interactions. Drug interactions can result when one drug alters the pharmacokinetics of
23 another drug or its metabolites. Drug interactions also can reflect the additive nature of the

24  pharmacodynamic effect of either drug when taken with the other drug. The main focus of this
25  guidance is pharmacokinetic drug interactions. This guidance reflects the Agency’s view that
26  the pharmacokinetic interactions between an investigational new drug and other drugs should be
27  defined during drug development, as part of an adequate assessment of the drug’s safety and

28  effectiveness. It is important to understand the nature and magnitude of drug-drug interactions
29  (DDI) for several reasons. Concomitant medications, dietary supplements, and some foods, such
30  as grapefruit juice, may alter metabolism and/or drug transport abruptly in individuals who

31  previously had been receiving and tolerating a particular dose of a drug. Such an abrupt

32 alteration in metabolism or transport can change the known safety and efficacy of a drug.

34 FDA’s guidance documents, including this guidance, do not establish legally enforceable

35  responsibilities. Instead, guidances describe the Agency’s current thinking on a topic and should
36 be viewed only as recommendations, unless specific regulatory or statutory requirements are

37  cited. The use of the word should in Agency guidances means that something is suggested or

38 recommended, but not required.

' This guidance has been prepared by the Drug-Drug Interaction Working Group in the Office of Clinical
Pharmacology, Office of Translational Sciences, in the Center for Drug Evaluation and Research (CDER), with
input from other offices in CDER.
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