
Are all the changes included in the application 

listed in this guidance as Route B substantial 

modifications?

NO

Submit as a Route B 

substantial 

modification

YES

Are any of the changes included in the application 

listed in this guidance as a modification of an 

important detail (MOID)?

Submit the applicable 

change(s) as a MOID

YES

NO

Are any of the changes included in the application 

likely to have a substantial impact on the safety or 

rights of the participants or on the reliability or 

robustness of the data generated in the trial?

IF THERE ARE ALSO 

NON-MOID CHANGES

Submit as a Route A 

substantial 

modification

YES

NO

Modification is minor, 

no submission needed

Figure 1. Decision tree for determining the correct category for a modification. This decision 

tree must be used alongside the tables in the Examples of modifications section of the Guidance 

accompanying the Medicines for Human Use (Clinical Trials) Regulations.
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