	Annex 5

to Item 4.1 of the Procedure

 for Expert Evaluation of Materials

 Related to Medicinal Products

 Submitted for Their State Registration

 (Re-registration) and

 Expert Evaluation of Materials

 Related to Changes Introduced

 to the Registration Materials

 during the Validity Period

of the Registration Certificate


	List of type I variations/conditions to be fulfilled

№
	Title of variation/conditions to be fulfilled
	Type

	1.
	Change in the name and/or address of the marketing authorization holder
	IA

	
	Conditions:

The marketing authorization holder shall remain the same legal entity.
	

	2.
	Change in the name of the medicinal product
	

	
	Conditions:

1. No confusions with the names of existing medicinal products or with the international non-proprietary name (INN).

2. The check by the Center on the acceptability of the new name should be finalized before the variation application is submitted.

3. The change does not concern the addition of a name.
	

	3. 
	Change in the name of the active substance
	1B

	
	Conditions:

The active substance shall remain the same
	

	4.
	Change in the name and/or address of a manufacturer of the active substance where no European Pharmacopeia certificate of suitability is available
	1A

	
	Conditions:

The manufacturing site shall remain the same.
	

	5. 
	Change in the name and/or address of a manufacturer of the finished product
	1A

	
	Conditions:

The manufacturing site shall remain the same.
	

	6.
	Change in ATC Code
	1A

	
	Conditions: 

Change following granting of or amendment to ATC Code by WHO
	

	7.
	Replacement or addition of a manufacturing site for part or all of the manufacturing process of the finished product
	

	
	(a) Secondary packaging  for all types of pharmaceutical forms
	Conditions:1,2
	1A

	
	(b) Primary packaging site
	

	
	1. Solid pharmaceutical forms, e.g. tablets and capsules
	Conditions:1,2,3,5
	1A

	
	2. Semi-solid or liquid pharmaceutical forms
	Conditions:1,2,3,5
	1B

	
	3. Liquid pharmaceutical forms (suspensions, emulsions)
	Conditions:1,2,3,4,5
	1B

	
	(c) All other manufacturing operations except batch release
	Conditions: 1,2,4,5
	1B

	
	Conditions:

1. Satisfactory inspection in the last three years by an inspection service of competent authorities of PIC/S countries, WHO inspection or inspectors of GMP of Ukraine.

2. Site appropriately authorized to manufacture the pharmaceutical form or product concerned.

3. Product concerned is not a sterile product.

4. Validation scheme is available or validation of the manufacturer at the new site has been successfully carried out according to the current protocol with at least three production scale batches.

5. Product concerned is not a biological medicinal product.
	

	8.
	Change in batch release arrangements and quality control testing of the finished product
	

	
	(a) Replacement or addition of a site where batch control/ testing takes place
	Conditions: 1,2,3
	1A

	
	(b) Replacement or addition of a manufacturer responsible for batch release
	

	
	1. Not including batch control/testing
	Conditions: 1
	1A

	
	2. Including batch control/testing
	Conditions: 1,2,3
	1A

	
	Conditions:

1. The site is appropriately authorized.

2. The product is not a biological medicinal product.

3. Method transfer from the old to the new site or new test laboratory has been successfully completed.


	

	9.
	Deletion of any manufacturing site (including for an active substance, intermediate or finished product, packaging site, manufacturer responsible for batch release and site where batch control takes place)
	1A

	
	Conditions:

None
	

	10.
	Minor change in the manufacturing process of the active substance
	1B

	
	Conditions:

1. No change in qualitative and quantitative impurity profile or in physico-chemical properties.

2. The active substance is not a biological substance.

3. The synthetic rout remains the same, i.e. intermediates remain the same. In case of herbal medicinal products, the geographical source, production of the herbal substance and the manufacturing route remain the same.
	

	11. 
	Change in batch size of active substance or intermediate
	

	
	(a) Up to 10-fold compared to the original batch size approved at the grant of the marketing authorization
	Conditions:1,2,3,4
	1A

	
	(b) Down scaling
	Conditions:1,2,3,4,5
	1A

	
	(c) More than 10-fold compared to the original batch size approved at the grant of the marketing authorization
	Conditions:1,2,3,4
	1B

	
	Conditions:

1. Any changes to the manufacturing methods are only those necessitated by scale-up, e.g. use of different-sized equipment.

2. Test results of at least two batches according to the specifications should be available for the proposed batch size.

3. The active substance is not a biological substance.

4. The change does not affect the reproducibility of the process.

5. The change should be the result of unexpected events arising during manufacture or because of stability concerns.
	

	12.
	Change in the specification of an active substance or a starting material/intermediate/reagent used in the manufacturing process of the active substance
	

	
	(a) Tightening of specification limits
	Conditions:1,2,3
	1A

	
	(b) Addition of a new test parameter to the specification of
	

	
	1. an active substance
	Conditions2,4,5
	1B

	
	2. a starting material/intermediate/reagent used in the manufacturing process of the active substance
	Conditions:2,4
	1B

	
	Conditions:

1. The change is not a consequence of any commitment form previous assessments to review specification limits (e.g. made during the procedure for the marketing authorization application or a type II variation procedure).

2. The change should not be the result of unexpected events arising during manufacture.

3. Any change should be within the range of currently approved limits.

4. Any new test method does not concern a novel non-standard technique or a standard technique used in a novel way.

5.The active substance is not a biological substance.
	

	13.
	Change in test procedure for active substance or starting material, intermediate, or reagent used in the manufacturing process of the active substance
	

	
	(a) minor change to an approved test procedure
	Conditions:1,2,3,5
	1A

	
	(b) Other changes to a test procedure, including replacement or addition of a test procedure
	Conditions:2,3,4,5
	1B

	
	Conditions:

1. The method of analysis should remain the same (e.g. a change in column length or temperature, but not a different type of column or method); no new impurities are detected.

2. Appropriate (re-)validation studies have been performed in accordance with relevant guidelines.

3. Results of method validation show new test procedure to be at least equivalent to the former procedure.

4. Any new test method does not concern a novel non-standard technique or standard technique used in a novel way.

5. The active substance, starting material, intermediate or reagent is not a biological substance.


	

	14.
	Change in the manufacturer of the active substance or starting material/reagent/intermediate in the manufacturing process of the active substance where no European Pharmacopoeia certificate of suitability is available
	

	
	(a) Change in site of the already approved manufacturer (replacement or addition)
	Conditions:1,2,4
	1B

	
	(b) new manufacturer (replacement or addition)
	Conditions:,2,3,4
	1B

	
	Conditions:

1. The specifications (including in-process controls, methods of analysis of all materials), method of preparation (including batch size) and detailed route of synthesis are identical to those already approved.

2. Where materials of human or animal origin are used in the process, the manufacturer does not use any new supplier for which the assessment is required of viral safety or the compliance with the current requirements on minimizing the risk of transmitting animal spongiform encephalopathy agents via human medicinal products.

3. The current or new active substance manufacturer does not use a drug master file.

4. The change does not concern a medicinal product containing a biological active substance.
	

	15.
	Submission of a new or updated European Pharmacopoeia certificate of suitability for an active substance or stating material/reagent/intermediate in the manufacturing process of the active substance
	

	
	(a) From a manufacturer currently approved
	Conditions: 1,2,4
	1A

	
	(b) From a new manufacturer (replacement or addition)
	

	
	1. Sterile substance

2. Other substance
	Conditions:1,2,3,4

Conditions:1,2,3,4
	1B

1A

	
	Conditions:

1. The finished product release and end of shelf life specifications remain the same.

2. Unchanged additional (to State Pharmacopoeia of Ukraine or European Pharmacopoeia) specifications for impurities and product specific requirements (e.g. particle size profiles, polymorphic form), if applicable.

3. The active substance will be tested immediately prior to use if no retest period is included in the European Pharmacopoeia certificate of suitability, or if data to support a retest period is not provided.

4. The manufacturing process of the active substance, starting material/reagent/intermediate does not include the use of materials of human or animal origin for which an assessment of viral safety data is required.
	

	16.
	Submission of a new or update TSE European Pharmacopeia certificate of suitability for an active substance or starting material/reagent/intermediate in the manufacturing process of the active substance for a currently approved manufacturer and currently approved manufacturing process
	

	
	Conditions:

None
	1A

	17.
	Change in:
	

	
	(a) the re-test period of the active substance
	Conditions: 1,2,3
	1B

	
	(b) the storage conditions for the active substance
	Conditions: 1,2
	1B

	
	Conditions:

1. Stability studies have been done according to the currently approved protocol. The studies must show that the agreed relevant specifications are still met.

2. The change should not be the result of unexpected events arising during manufacture or because of stability concerns.

3. The active substance is not biological substance.
	

	18.
	Replacement of an excipient with a comparable excipient
	1B

	
	Conditions:

1. Same functional characteristics of the excipient.

2. The dissolution profile of the new product determined on a minimum of two pilot scale batches is comparable to the old one. For herbal medicinal products where dissolution testing may not be feasible, the disintegration time of the new product is comparable to the old one.

3. Any new excipient does not include the use of materials of human or animal origin for which assessment is required of viral safety data.

4. It does not concern a medicinal product containing a biological active substance.

5. Stability studies in accordance with the relevant guidelines have been started with at least two pilot scale or industrial scale batches and at least three months’ satisfactory stability data are at the disposal of the applicant and assurance that these studies will be finalized. Data will be provided immediately to the Center if outside specifications or potentially outside specifications at the end of approved shelf life (with proposed action).  


	

	19.
	Change in specification of excipient
	

	
	(a) Tightening of specification limits
	Conditions:1,2,3
	1A

	
	
	Conditions: 2,3
	1B

	
	(b) Addition of a new test parameter to the specification
	Conditions:2,4,5
	1B

	
	Conditions:

1. The change is not a consequence of any commitment form previous assessments (e.g. made during the procedure for the marketing authorization application or a type II variation procedure).

2. The change should be the result of unexpected events arising during manufacture.

3. Any change should be within the range of currently approved limits.

4. Any new test methods do not concern a novel non-standard technique or standard technique used in a novel way.

5. The change does not concern biological excipient.
	

	20.
	Change in test procedure for an excipient
	

	
	(a) Minor change to an approved test procedure
	Conditions:1,2,3,5
	1A

	
	(b) Minor change to an approved test procedure for a biological excipient
	Conditions:1,2,3
	1B

	
	(c) Other changes to a test procedure, including replacement of an approved test procedure by a new test procedure
	Conditions: 2,3,4,5
	1B

	
	Conditions:

1. The method of analysis should remain the same (e.g. a change in column length or temperature, but not a different type of column or method); no new impurities are declared.

2. Appropriate (re-)validation studies have been performed in accordance with relevant guidelines.

3. Results of method validation show new test procedure to be at least equivalent to the former procedure.

4. Any new test method does not concern a novel non-standard technique or a standard technique used in a novel way.

5. The substance is not a biological excipient.
	

	21.
	Submission of a new or updated  European Pharmacopoeia  certificate  of suitability  for an excipient 
	

	
	(a) From a manufacturer currently approved
	Conditions:1,2,3
	1A

	
	(b) From a new manufacturer (replacement or addition)
	

	
	1. Sterile substance
	Conditions:1,2,3
	1B

	
	2. Other substances
	Conditions:1,2,3
	1A

	
	Conditions:

1. The finished product release and end of shelf-life specifications remain the same.

2. Unchanged additional (to State Pharmacopoeia of Ukraine or European Pharmacopoeia) specifications for product specific requirements (e.g. particle size profiles, polymorphic form), if applicable.

3. The manufacturing process of the excipient does not include the use of materials of human or animal origin for which an assessment of viral safety data is required.
	

	22.
	Submission of a new or updated TSE European Pharmacopoeia certificate of suitability for an excipient from a manufacture currently approved or a new manufacturer (replacement or addition)
	1A

	
	Conditions:

None
	

	23.
	Change in source of an excipient or reagent form TSE risk to a vegetable or synthetic material
	

	
	(a) Excipient or reagent used in manufacture of biological active substance or manufacture of a finished product containing biological active substance
	

	
	(b) Other cases
	

	
	Conditions:

Excipient and finished product release and shelf-life specifications remain the same
	

	24.
	Change in synthesis or recovery of a non-pharmacoepial excipient (when described in dossier)
	1B

	
	Conditions:

1. Specifications are not adversely affected: no change in qualitative and quantitative impurity profile or in physico-chemical properties.

2. The excipient is not a biological substance.
	

	25.
	Change to comply with State Pharmacopoeia of Ukraine or with European Pharmacopoeia
	

	
	(a) Change of specification(s) of pharmacopoeial substance to comply with State Pharmacopoeia of Ukraine or European Pharmacopoeia
	

	
	1. Active substance
	Conditions:1,2
	1B

	
	2. Excipient
	Conditions:1,2
	1B

	
	(b) Change to comply with an update of the relevant monograph of the State Pharmacopoeia of Ukraine and European Pharmacopoeia
	

	
	1. Active substance
	Conditions:1,2
	1A

	
	2. Excipient
	Conditions:1,2
	1A

	
	Conditions:

1. Change is made exclusively to comply with pharmacopoeia.

2. Unchanged specifications (additional to the pharmacopoeia) for product specific properties (e.g. particle size profiles, polymorphic form), if applicable.
	

	26. 
	Change in the specifications of the immediate packaging of the finished product
	

	
	(a) Tightening of specification limits
	Conditions:1,2,3 
	1A

	
	
	Conditions:2,3
	1B

	
	(b) Addition of a new test parameter
	Conditions:2,4
	1B

	
	Conditions:

1. The change is not a consequence of any commitment from previous assessment to review specification limits (e.g. made during the procedure for the marketing authorization application or a type II variation procedure).

2. The change should not be the result of unexpected events arising during manufacture.

3. Any change should be within the range of currently approved limits.

4. Any new test method does not concern a novel non-standard technique or a standard technique used in a novel way.
	

	27.
	Change to a test procedure of the immediate packaging of the finished product
	

	
	(a) Minor change to an approved test procedure
	Conditions:1,2,3
	1A

	
	(b) Other changes to a test procedure, including replacement or addition of a test procedure
	Conditions: 2,3,4
	1B

	
	Conditions:

1. The method of analysis should remain the same (e.g. a change in column length or temperature, but not a different type of column or method).

2. Appropriate (re-)validation studies were performed in accordance with relevant guidelines.

3. Results of method validation show new test procedure to be at least equivalent to the former procedure.

4. Any new method does not concern a novel standard technique or a standard technique used in a novel way.
	

	28.
	Change in ay part of the (primary) packaging material not in contact with the finished product formulation (such as color of flip-off caps, color code of rings on ampoules, change of needle shield (different plastic used))
	1A

	
	Conditions:

The change does not concern a fundamental part of the packaging material, which affects the delivery, use, safety or stability of the finished product.
	

	29.
	Change in the qualitative and/or quantitative composition of the immediate packaging material
	

	
	(a) Semi-solid and liquid pharmaceutical forms
	Conditions: 1,2,3,4
	1B

	
	(b) All other pharmaceutical forms
	Conditions:1,2,3,4
	1A

	
	
	Conditions:1,3,4,
	1B

	
	Conditions:

1. The product concerned not a biological or sterile product.

2. The change only concerns the same packaging type and material (e.g. blister to blister)

3. The proposed packaging material must be at least equivalent to the approved material in respect of its relevant properties.

4. Relevant stability studies in accordance with the relevant guidelines have been started with at least two pilot scale or industrial scale batches and at least three months’ stability data are at the disposal of the applicant. Assurance is given that these studies will be finalized and that the data will be provided immediately to the Center if outside specifications or potentially outside specifications at the end of the approved shelf life (with proposed action).
	

	30. 
	Change (replacement, addition or deletion) in supplier of packaging components or devices(when mentioned in the dossier); spacer devices for metered dose inhalers are excluded
	

	
	(a) Deletion of a supplier
	Conditions:1
	1A

	
	(b) Replacement or addition of a supplier
	Conditions:1,2,3,4
	1B

	
	Conditions:

1. No deletion of packaging component or device.

2. The qualitative and quantitative composition of the packaging components/device remains the same.

3. The specifications and quality control method are at least equivalent.

4. The sterilization method and conditions remain the same, if applicable.
	

	31.
	Change to in-process tests or limits applied during the manufacture of the product
	

	
	(a) Tightening of in-process limits
	Conditions:1,2,3
	1A

	
	(b) Addition of new tests and limits
	Condition: 2,4
	1B

	
	Conditions:

1. The change is not a consequence of any commitment form previous assessments (e.g. made during the procedure for the marketing authorization application or a type II variation procedure).

2. The change should not be the result of unexpected events arising during manufacture or because of stability concerns.

3. Any change should be within the range of the currently approved limits.

4. Any new test method does not concern a novel non-standard technique or standard technique used in a novel way
	

	32.
	Change in batch size of the finished product
	

	
	(a) Up to 10-fold compared to the original batch size approved at the grant of the marketing authorization
	Conditions:1,2,3,4,5,
	1A

	
	(b) Down scaling down to 10-fold
	Conditions:1,2,3,4,5,6
	1B

	
	(c) Other situations
	Conditions:1,2,3,4,5,6,7
	

	
	Conditions:

1. The change does not affect the reproducibility and/or consistency of the product.

2. The change relates only to standard immediate release oral pharmaceutical forms and non-sterile liquid forms.

3. Any changes to the manufacturing method and/or to the in-process controls are only those necessitated by the change in batch size, e.g. use of different-sized equipment.

4. Validation scheme is available or validation of manufacture has been successfully carried out according to the current protocol with at least three batches at the proposed new batch size in accordance with the relevant guidelines.

5. It does not concern a medicinal product containing a biological active substance.

6. The change should not be a result of unexpected events arisen during manufacture or because of stability concerns.

7. Relevant stability studies in accordance with the relevant guidelines have been started with two pilot scales or industrial scales batch and at least three months’ stability data are at the disposal of the applicant. Assurance is given that these studies will be finalized and that the data will be provided immediately to the Center if outside specifications or potentially outside specifications at the end of the approved shelf life (with proposed action).
	

	33.
	Minor change in the manufacturer of the finished product
	1B

	
	Conditions:

1. The overall manufacturing principle remains the same.

2. The new process must lead to an identical product regarding all aspects of quality, safety and efficacy.

3. The medicinal product does not contain a biological active substance.

4. In case of a change in the sterilization process, the change is to standard pharmacopoeial cycle only.

5. Relevant stability studies in accordance with the relevant guidelines have been started with two pilot scale or industrial scale batches and at least three months’ stability data are at disposal of the applicant. Assurance is given that these studies will be finalized and that the data will be provided immediately to the Center if outside specifications or potentially outside specifications at the end of the approved shelf-life (with proposed action).
	

	34.
	Change in the coloring system or the flavoring system currently used in the finished product
	

	
	(a) Reduction or deletion of one or more components of the
	

	
	1. coloring system
	Conditions:1,2,3,4,7
	1A

	
	2. flavoring system
	Condtitions:1,2,3,4,7
	1A

	
	(b) Increase, addition or replacement of one or more components
	

	
	1. coloring system
	Conditions:1,2,3,4,5,6,7
	1B

	
	2. flavoring system
	Conditions:1,2,3,4,5,6,7
	1B

	
	Conditions:

1. No change in functional characteristics of the pharmaceutical form, e.g. disintegration time, dissolution profile.

2. Any minor adjustment to the formulation to maintain the total weight should be made by an excipient which currently makes up a major part of the finished product formulation.

3. The finished product specification has only been updated in respect of appearance/odour/taste and if relevant, deletion or addition of an identification test.

4. Stability studies in accordance with relevant guidelines have been started with at least two pilot scale or industrial batches and at least three months’ satisfactory stability data are at the disposal of the applicant and assurance that these studies will be finalized. Data shall be provided immediately to the Center if outside specifications or potentially outside specifications at the end of the approved shelf life (with proposed action). In addition, where relevant, photo-stability testing should be performed.

5. Any new components must comply with the relevant requirements.

6. Any new component does not include the use of materials of human or animal origin, for which assessment is required of viral or spongiform encephalopathy safety data. 


	

	35.
	Change in coating weight of tablets or change in weight of capsule shells
	

	
	(a) Immediate release oral pharmaceutical forms
	Conditions: 1,2,3,4
	1A

	
	(b) Gastro-resistant, modified or prolonged release pharmaceutical forms
	Conditions:1,2,3,4
	1B

	
	Conditions:

1. The dissolution profile of the new product, determined on a minimum of pilot scale batches, is comparable to the old one. For herbal medicinal products where dissolution testing may not be feasible, the disintegration time of the new product is comparable to the old one.

2. The coating is not a critical factor for the release mechanism.

3. The finished product specification has only been updated in respect of weight and dimensions, if applicable.

4. Stability studies in accordance with the relevant guidelines have been started with at least two pilot scale or industrial scale batches and at least three months’ satisfactory stability data are at the disposal of the applicant and assurance that these studies will be finalized. Data will be provided immediately to the Center if outside specifications or potentially outside specifications at the end of the approved shelf life (with proposed action).
	

	36.
	Change in shape or dimensions of the container or closure
	

	
	(a) Sterile pharmaceutical forms and biological medicinal products
	Conditions:1,2,3
	1B

	
	(b) Other pharmaceutical forms
	Conditions:1,2,3
	1A

	
	Conditions:

1. No change in qualitative or quantitative composition of the container.

2. The change does not concern a fundamental part of the packaging material, which affect the delivery, use, safety or stability of the finished product.

3. In case of change in the head space or change in the surface/volume ratio, stability studies in accordance with the relevant guidelines have been started with at least two pilot scale (three for biological medicinal products) or industrial scale batches and at least three months’ (six months’ for biological medicinal products) stability data should be at the disposal of the applicant. Assurance is given that these studies will be finalized and that the data will be provided immediately to the Center if outside specifications or potentially outside specifications at the end of the approved shelf life (with proposed action).
	

	37.
	Change in the specification of the finished product
	

	
	(a) Tightening of the specification limits
	Conditions:1,2,3 
	1A

	
	
	Condition: 2,3
	1B

	
	(b) Addition of a new test parameter
	Conditions:2,4,5
	1B

	
	Conditions:

1. The change is not a consequence of any commitment form previous assessment to review specification limits (e.g. made during the procedure for the marketing authorization application or a type II variation procedure).

2. The change should not be the result of unexpected events arising during manufacture or because of stability concerns.

3. Any change should be within the range of currently approved limits.

4. Any new test method does not concern a novel non-standard technique or a standard technique used in a novel way.

5. The test procedure does not apply to a biological active substance or biological excipient in the medicinal product.
	

	38.
	Change in test procedure of the finished product
	

	
	(a) Minor change to an approved test procedure
	Conditions:1,2,3,4,5
	1A

	
	(b) Minor change to an approved test procedure for biological active substance or biological excipient
	Conditions:1,2,3,4
	1B

	
	(c) Other changes to a test procedure, including replacement or addition of a test procedure
	Conditions:2,3,4,5
	1B

	
	Conditions:

1. The method of analysis should remain the same (e.g. change in column length or temperature, but not a different type of column or method).

2. Appropriate (re-)validation studies have been performed in accordance with relevant guidelines.

3. Results of method validation show new test procedure to be at least equivalent to the former procedure.

4. Any new test method does not concern a novel way.

5. The test procedure does not apply to a biological active substance or biological excipient in the medicinal product.
	

	39.
	Change or addition of imprints, bossing or other marking (except scoring/break lines) on tablets or printing on capsules, including replacement, or addition of inks used for product making
	1A

	
	Conditions:

1. Finished product release and end of shelf life specifications have not been changed (except for appearance).

2. Any new ink must comply with the relevant pharmaceutical legislation.
	

	40.
	Change of dimensions of tablets, capsules, suppositories or pessaries without change in qualitative or quantitative composition and mean mass
	

	
	(a) Gastro-resistant, modified or prolonged release pharmaceutical forms and scored tablets
	Conditions: 1,2
	1B

	
	(b) All other tablets, capsules, suppositories and pessaries
	Conditions:1,2
	1A

	
	Conditions:

1. The dissolution profile of the reformulated product is comparable to the old one. For herbal medicinal products, where dissolution testing may not be feasible, the disintegration time of the new product compared to the old one.

2. Release and end of shelf-life specifications of the product have not been changed (except for dimensions).
	

	41.
	Change in pack size of the finished product
	

	
	(a) Change in the number of units (e.g. tablets, ampoules, etc.) in a pack
	

	
	1. Change within the range of the currently approved pack sizes
	Conditions:1,2
	1A

	
	2. Change outside the range of the currently approved pack size
	Conditions:1,2
	1B

	
	(b) Change in the fill weight/fit volume of non-parenteral multi-dose products
	Conditions:1,2
	1B

	
	Conditions:

1. New pack size should be consistent with the posology and treatment duration as approved in the summary of product characteristics.

2. The primary packaging material remains the same.
	

	42.
	Change in:
	

	
	(a) the self-life of the finished product
	

	
	1.As packaged for sale
	Conditions:1,2,3
	1B

	
	2. After first opening
	Condiions:1,2
	1B

	
	3.After dilution or reconstitution
	Conditions:1,2
	1B

	
	(b) the storage conditions of the finished product or the diluted/reconstituted product
	Conditions:1,2,4
	1B

	
	Conditions:

1. Stability studies have been done according to the currently approved protocol. The studies must show that the agreed relevant specifications are still met.

2. The change should be the result of unexpected events arising during manufacture or because of stability concerns.

3. The shelf life does not exceed five years.

4. The product is not a biological medicinal product.
	

	43.
	Addition, replacement or deletion of a measuring or administration device not being an integrated part of the primary packaging(spacer device for metered dose inhalers are excluded)
	

	
	1. Addition or replacement
	Conditions:1,2
	1A

	
	2. Deletion
	Conditions:3
	1B

	
	Conditions:

1. The proposed measuring device must accurately deliver the required dose for the product concerned in line with the approved posology and the results of such studies should be available.

2. The new device is compatible with the medicinal product.

3. The medicinal product can still be accurately delivered.
	

	44.
	Change in the summary of product characteristics, labeling and package leaflet/insert introduced in the context of healthcare due to the results of postmarketing surveillance.
	

	
	Conditions:

The variation only concerns the introduction of change to the summary of product characteristics, labeling and package leaflet/insert in order to take account of a scientific opinion delivered in the context of healthcare after the results of postmarketing surveillance.
	

	45.
	Deletion of:
	

	
	(a) pharmaceutical form
	1A

	
	(b) strength
	1A

	
	(c) a pack size
	1A

	
	Conditions:

The remaining product presentation(s) must be adequate for the dosing instructions and treatment duration as mentioned in the summary of product characteristics.
	


