
Request to MAH’s to Consider the Possible Need to Notify Healthcare Professionals when Implementing Type IA Variations
The new Variations Regulation introduces the concept of “do and tell” Type IA changes. This means that changes that are classified as Type IA changes may be implemented prior to notification to the relevant competent authorities.
Some of the changes that may be made via Type IA variations could cause confusion for both healthcare professionals and patients who are familiar with the medicinal product if they are not adequately informed of such changes at the time of implementation. 
The IMB wishes to ensure that MAH’s are aware of their responsibility in this regard. Prior to implementing Type IA changes, MAHs are expected to consider whether there is a need to notify healthcare professionals of any such changes and whether healthcare professionals should be specifically requested to inform their patients of any such changes. 
The following are some of the main criteria which MAHs should take into account when making a decision as to whether or not such notifications are required:
· The significance of the change
For example a slight change in the quantity of a colouring agent which does not result in a significant change to the visual appearance of the product would not normally require notification to healthcare professionals or patients. However a significant change in the quantity of a colouring agent which leads to a significant change in the visual appearance of the product may require notification to healthcare professionals and/or patients who would be expected to have been familiar with the previous appearance of the product.

· The nature of the product
If a product is intended for self-administration and would be expected to be used by patients on a long-term basis to treat a chronic condition (e.g. hypertension), it is more likely that changes to such products will cause confusion for patients. Therefore notification to healthcare professionals will be more likely to be necessary and it may also be necessary to specifically request healthcare professionals to inform their patients of the change.
In general patients will normally not need to be informed of changes to products that are intended for short-term use. However, changes to such products may cause confusion for healthcare professionals who regularly handle such products and are familiar with them and the need to notify healthcare professional should therefore be considered in these cases.
If a product is intended for use only in hospitals, it is unlikely that patients will need to be informed of changes to such products. In addition in these cases if a notification to healthcare professionals is deemed necessary, this should be targeted at those healthcare professionals who would be expected to be familiar with the product (e.g. hospital prescribers, hospital pharmacists or nurses as deemed appropriate).


· The marketing status of the product
If a product is not marketed then a notification to healthcare professionals will not normally be required. If the product has not been marketed for a considerable period of time but will be marketed following the implementation of the change, then a notification to healthcare professionals highlighting the specific change is unlikely to be required given that they would not be familiar with the previous version of the product.

The following are examples of Type IA changes where the MAH is expected to consider whether there is a need to notify healthcare professionals:
	Variation Category
	Description of Change
	Specific Comments

	A.3
	Change in name of the active substance
	

	B.II.a.1a)
	Change or addition of imprints, bossing or other markings including replacement, or addition of inks used for product marking
	For medicinal products intended for long-term use it may be necessary to include a statement such as ‘New tablet markings’ on the outer packaging for a six month period following the implementation of the change.

	B.II.a.2a)
	Change in the shape or dimensions of immediate release tablets, capsules, suppositories and pessaries
	

	B.II.a.3a)1 & B.II.a.3a)2
	Changes in the components of the flavouring or colouring system
	For medicinal products intended for long-term use it may be necessary to include a statement such as ‘New colour’ or ‘New flavour’ on the outer packaging for a six month period following the implementation of the change.

	B.II.a.6
	Deletion of the solvent/diluent container from the pack
	

	B.II.e.1a)1
	Change in the immediate packaging of the finished product for solid pharmaceutical forms
	Notification may be required if changing from ‘push-through’ blisters to ‘peel-back’ blisters or vice-versa. If ‘peel-back’ blister is being introduced the product information should be updated to include instructions for opening the blister.

	B.II.f.1a)2.
	Reduction of the shelf-life of the finished product after first opening
	

	B.II.f.1a)3.
	Reduction of the shelf-life of the finished product after dilution or reconstitution
	

	B.IV.1a)1.
	Addition or replacement of a measuring or administration device with CE marking 
	

	B.IV.1b)
	Deletion of a measuring or administration device
	


MAHs are advised that the above should not be considered to be an exhaustive list and that they are expected to consider the need to notify healthcare professionals when implementing any Type IA change. If a temporary change to the text on the outer packaging (see examples in the above table) is proposed to inform users of a significant change to a product intended for long-term use, it is expected that the additional text will not affect the legibility of the other text on the outer packaging and will not be promotional in nature.

If a notification to healthcare professionals is considered necessary, the method chosen to circulate such a notification is considered to be a matter for the MAH. However, MAHs are advised that the circulation of such communications should be targeted to all Healthcare Professionals who would be expected to be familiar with the product and thus would be most likely to be affected / confused by any changes. In addition it is expected that sole purpose of such notifications would be to highlight the changes that have been made by variation and that the notification would not contain additional unnecessary information, especially information that is promotional in nature.

MAH’s are also expected to consider whether there is a need to send a notification to healthcare professionals when implementing changes via Type IB or Type II variations that could cause confusion for healthcare professionals and patients. This is especially important in the case of Type IB changes for products authorised via the mutual recognition procedure, where Ireland is a CMS and the IMB may therefore not be responsible for the assessment of the variation. The IMB will (when deemed necessary) continue to reserve the right to request notifications to Healthcare Professionals during the assessment of national Type IB and Type II variations in the normal manner, even if this has not been proposed by the MAH.
