National guideline “switch”

Removing the prescription: what relationship expert?

1. General Note 
It is clear that the requirements described in the "Guideline on Changing the classification for the supply of a medicinal product for human use" (January 2006) must be fully applied. 

This implies the following information must be submitted: 

1.1. Non-clinical Overview (expert reports)
In all cases, a non-clinical overview (expert reports) must be provided. 
... 
Guidance on the format of the non-clinical overview and / or clinical (expert reports) are available in Volume IIB Notice to applicants for marketing authorizations for medicinal products for human use in the Member States of the European Community. 
All points in Part 1 of this guideline should be covered and supporting documentation must be submitted, if applicable. Some of these points are explained below. 

1.2. Non-clinical Safety
(a) A non-clinical overview and summary of non-clinical - or references to - animal studies that show little toxicity and no reproductive toxicity relevant nor genotoxic and carcinogenic properties of related experience / exposure drug should be given. 


2. Reasons for the application of abolition of the requirement 
· The condition to be treated or the symptom to be treated are easily identifiable by the pharmacist and the public.

· There is no other diagnosis of the causes of the disease to be treated or, if that is the case, a delay in diagnosis does not lead to complications.

· The proposed drug is harmless.

· Experience post marketing and public health importance
3. Pharmacokinetics
· Half-Life 

· Presence or not of active metabolites, CYP3A4 or 2D6
4. Indications, dosage and contraindications
· The indications that are OTC status, must be well defined and justified.

· The obligatory mention of contraindications on the packaging is determined on a case by case basis and only for a specific contraindication in a given population.

· An expiry date is highly desirable. The absence of such a statement must be justified by the risk of abuse or known issues.
5. Security in use: non-clinical dossier
A recent non-clinical report (conforming to the requirements outlined in the R.D. of 14 December 2006 (M.B. 22/12/2006) by an expert is required, with particular emphasis on the following points:

· Data relating to mutagenicity / carcinogenicity in chronic use of medication.

· toxicity vis-à-vis the organ(s) target(s), particularly in cases of human toxicity that have been reported in the area (e.g. QT prolongation) or, if known, the toxicity of the drug’s class to which the drug belongs. 
· Toxicity in case o reproduction.

· "ERA": Environmental Risk Assessment (see Guideline EMEA/CHMP/SWP/4447/00). This is required when an environmental tax increase is anticipated. The absence of an ERA must be justified. 

6. Misuse, abuse, dependence and overdose
The risks associated with these different situations must be discussed :

· Misuse: accidental misuse of the product. 

· Abuse: intentional misuse of the drug. The risk to the patient should be discussed in case of doubling the recommended dose and / or duration of treatment. 

· Independence.

· Tolerance. 

· Overdose: Accidental overdose especially in children. Here we must take account of cases reported to the Belgian Centre for Poisoning. 
7. Pregnancy and lactation
Summary of possible risks during the different trimesters of pregnancy.
8. Interactions 
Main pharmacodynamic and pharmacokinetic interactions should be described, with particular attention to the interactions related to cytochrome P450. 

If necessary, information will be given on allergies crossed with other drugs. 

A possible interaction with alcohol should always be mentioned.
9. Size Packaging
The package size must be determined in relation to the duration of treatment. 

