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Principle

Type II: "Tell and wait"

Type IB: "Tell, Wait and Do"

Type IA: "Do and tell"

Extension

Default for "unforseen"
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New procedures

Worksharing

Grouping

….avoid duplication of work in the evaluation of variations to 

the terms of of several marketing authorisations….
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Annex I
Extension- Changes to the active substance

1. Changes to the active substance(s):
(c) replacement of a biological active substance with one of a slightly

different molecular structure where the efficacy/safety
characteristics are not significantly different, with the exception of:

(d) modification of the vector used to produce the antigen or the
source material, including a new master cell bank from a different 
source, where the efficacy/safety characteristics are not
significantly different;
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2. Changes to strength, pharmaceutical form and route of  
administration:

(a) change of bioavailability;
(b) change of pharmacokinetics e.g. change in rate of release;
(c) change or addition of a new strength/potency;
(d) change or addition of a new pharmaceutical form;
(e) change or addition of a new route of administration

Annex I
Extension- Changes to the active substance
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Annex II
Classification of Variations

2. Major variations of type II shall comprise the following:

(a) Variations related to the addition of a new therapeutic indication or to the
modification of an existing one

(b) Variations related to substantial modifications of the summary of product
characteristics due to new clinical or pre-clinical findings;

(c) Variations related to changes outside the range of approved specifications, limits 
or acceptance criteria;

(d) Variations related to modifications in the manufacturing process of the active
substance for a biological medicinal product;

(e) Variations related to the introduction of a new design space or the extension of 
an approved one, where the design space has been developed in accordance
with the relevant European and international scientific guidelines.

(g-k) veterinary medical product or vaccine human influenza
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Classification Guideline-Structure
Impact of the Variation Regulation for Biologics

Presentation of variations according to MA dossier structure:

General introduction clarifying general principles e.g. Ph.Eur. updates

I. Administrative changes (no 1-7)

II. Quality changes (no 8-53)

1. Active substance Manufacture, Control, Container closure system, 
Stability

2. Finished product Description/composition, Manufacture, Control of 
excipients, Control of finished product, Container 
closure system, Stability

3. CEP/TSE/monographs
4. PMF/VAMF
5. Medical devices

III. Safety, Efficacy, Pharmacoviligance changes (no 54-69)

Appendix: PMF/VAMF specific changes (no 1-22)
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1. No “improvements” for biologicals/immunologicals

Main concerns from Industry -1-
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Biotechnological products are highly complex molecules

- high molecular weight

- complexity
(primary / secondary / tertiary / 
quartery structure;
post-translational modifications)

- heterogeneity

- process- and product-related impurities

- species specificity

- immunogenicity
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IA condition not met 

not listed as a Type II

Variation Regulation Annex II .2. 

2. The following variations shall be 
classified as  major variations of type II:

(e) variations related to modifications in  
the manufacturing process or sites of 
the active substance for a biological  
medicinal product

‘Default’ Type IB?

5

5

Change to the active substance -type II-
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DEFAULT ‘unclassified’ -1-

‘Default’ Type IB
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?

Test method

‘Default’ Type IB
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Tightening of specification IA/IA in

Addition of specification parameters IB

Type IB

Type IB
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� is requested depending on the mode of action

� risk-based approach

� if requested than also the addition of this test is Type IB

Include the new commercial specification 
galactosylation and sialylation testing

Type IB
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Type IB

DEFAULT ‘unclassified’-2-

Rationale!
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Change of test methods-
Type II

Potency assays
identity (IEF, cIEF, CZE)
Purity
Impurities
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for frozen drug substance IB

DEFAULT ‘unclassified’ -3-
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Immediate Packaging –DS-

Type IB
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Immediate Packaging -DP-

IB



20/25

Stability
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BWP Discussion
� ICH Harmonised Tripartite Guideline Stability Testi ng of  New Drug 

Substances and Products Q1A(R2)
� ICH Harmonised Tripartite Guideline Evaluation for s tability data Q1E

vs.

� ICH Harmonised Tripartite Guideline Quality of Biot echnological 
Products: Stability Testing of Biotechnological/Bio logical Products 
Q5C

Extrapolation of stability data
Type II
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2. Flexibility with regard to implementation of ICH Q8, Q9, Q10

Main concerns from Industry-2-
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Design space - (1)

Implementation of the ICH-concept
Design space:
� Annex II – Classification of Variations
� The following variations shall be classified as
� major variations of Type II :

� Variation related to the introduction of a new design space
or the extension of an approved one

ExistingExistingGMPGMP’’ss

Quality by Design
(Pharmaceutical
Development)

Quality Risk
Management

The Regulatory 
Quality System

Quality
Systems

Quality

Systems 

(Q10)

Quality Risk

Management 

(Q9)

Quality

by Design 

(Q8)
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Design space - (2)

� Design space:
• proposed by the applicant
• subject to regulatory assessment and approval.
• it is the multidimensional combination and interaction of input
variables and process parameters.

� Working within a design space
• not considered as a change
• movement out of the design space = change, which generates a 
Type II Variation
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