	
	
	Annex 6 

to Item 4.1 of the Procedure for Conducting Expert Evaluation of Materials Pertinent to Medicinal Products Submitted for the State Registration (Re-registration) and for Expert Evaluation of Materials about Introduction of Changes to Registration Documents during Validity Period of Registration Certificate


Changes resulting in an extension of application

1. Changes to the active substance(s):

-
Replacement of the active substance(s) by different salt/ester complex/derivative (with the same therapeutic moiety) where the efficacy/safety characteristics are not significantly different;

-
Replacement by a different isomer, by a mixture of isolated isomers (e.g. racemate by a single enantiomer) where the efficacy/safety characteristics are not significantly different;

-
Replacement of a biological substance or product of biotechnology with one of a slightly different molecular stricture; modification of the vector used to produce the antigen/source material, including a new master cell bank from a different source where the efficacy/safety characteristics are not significantly different;

-
A new ligand or coupling mechanism for a radio-pharmaceutical;

-
Change to the extraction solvent or the ratio of herbal drug to herbal drug preparation where the efficacy/safety characteristics are not significantly different;

2. Changes to strength, pharmaceutical form and route of administration:

-
Change of bio-availability;

-
Change of pharmacokinetics e.g. change in rate of release;

-
Change or addition of a new strength/potency;

-
Change or addition of a new pharmaceutical form;

-
Change or addition of a new route of administration (for parenteral administration, it is necessary to distinguish between intraarterial, intravenous, intramuscular, subcutaneous and other routes).

