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1. Introduction 

“Combination prescription drugs with similar formulations” refers to prescription drugs whose active 

ingredients and their respective proportions are considered similar to those of combination drugs that have 

already been approved or to those listed in the Japanese Pharmacopoeia (hereinafter collectively referred to as 

“approved combination drugs”). Dialysis solutions, infusion solutions, and enteral nutrition formulas are being 

developed as combination prescription drugs with similar formulations. 

In general, combination prescription drugs with similar formulations are developed as formulations to have 

a composition similar to that of approved combination drugs and the differences in composition  are considered 

unlikely to affect efficacy or safety. Therefore, for the formulation to be applied for marketing authorization, 

new studies on pharmacological effects or toxicity may not necessarily be required. 

The purpose of this document is to clarify the approach to non-clinical studies that should be conducted by 

the time of marketing authorization application (MAA) for combination prescription drugs with similar 

formulations. 

 

2. Considerations for Non-clinical Studies 

For MAA of combination prescription drugs with similar formulations, new studies on pharmacological 

effects and toxicity may be omitted if the differences in composition from approved combination drugs are not 

considered to affect efficacy or safety, based on the following: 

 

 Cases in which differences in the content or concentration of active ingredients or impurity profiles from 

approved combination drugs are considered unlikely to affect efficacy or safety, such as: 

➢ Cases in which the content or concentration of each active ingredient in the combination drug under 

development falls within the range of that of approved combination drugs with similar indications, 

dosage and administration, etc. (hereinafter, “the relevant approved combination drugs”). 
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➢ Cases in which the content or concentration of any active ingredient in the combination drug under 

development falls outside the range of the relevant approved combination drugs, but the impact on 

efficacy or safety can be explained based on existing information or knowledge (e.g., Dietary 

Reference Intakes for Japanese1). 

 

 No unexpected adverse events have been observed in clinical studies of the formulation under development, 

based on the safety profiles of the relevant approved combination drugs. 

 

If the applicant considers that new studies on pharmacological effects or toxicity are not necessary for MAA, 

it is required to explain the rationale for omitting these studies in the application dossier, based on the impact 

of formulation differences compared to the relevant approved combination drugs, as well as the latest guidelines 

and published literature. If needed, the applicant may seek PMDA consultation on the validity of omitting new 

studies on pharmacological effects or toxicity, as appropriate. 

 

 
1 As a standard established by the Minister of Health, Labour and Welfare pursuant to Article 16-2 of the Health Promotion Act, 

this document presents the ‘Dietary Nutrient Intake Standards’ (MHLW Notification No. 199, 2015), which aims to maintain and 

promote the health of the public and prevent lifestyle-related diseases by specifying the amounts of energy and various nutrients 

to be consumed through diet. 


