
EU Variations system

EU legislation (Regulation)

- Changes already classified on a risk based basis 

(underpinned by a very detailed classification 

guideline)

- Additional flexibility – Post Approval Change 

Management Protocol (PACMP) 

- justify downgrading in type of required variation

- no restrictions to the nature of changes

- limit (Type IB) regarding level of downgrading for 
biopharmaceutical products.  
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Type IA Type II

Evaluation Procedure adapted to the level of risk

Changes not requiring
any prior approval

Changes requiring
prior approval

Type IB

(Default)

ExtensionDesign
Space

Variations

Summary - Types of Variations

‘Do & tell’
‘Tell, wait & do’

No submission 

required if 

within an 

approved 

design space

EU Variations System
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Design Space
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Process description – regulatory commitment.

How is a Design Space actually presented in respect of CPPs and nCPPs?

1. How you classify an extension of a Design Space (Type II)? – possible 

interpretation as being only applicable to widening of CPPs.

Changes to nCPPs handled differently (minor changes, possibly Type IA)

Need clear transparency in dossier in respect to CPPs vs nCPPs

2. Use of Post Approval Change Management Protocol (always possible anyway)

Managing changes related to Design 

Spaces


