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Swiss implementation of the revised EC 
Variations Guideline – Old wine in new bottles?



This topic is currently the subject of an ongoing 

legislative procedure

Disclaimer



 Variations introduced in the EU as early as 2010 and last revised 
in 2013

 The handling of variations after market launch ("post approval 
changes") was harmonised with the EU processes in Switzerland 
in 2019

The aim of this harmonisation was:
- to use an established system in the EU in Switzerland as well 
- to standardise the work of globally operating companies as far as 

possible
- wherever possible, to dispense with a "Swiss finish"

Background & history (1/3)



• Introduction of

- 37 variations of type IAIN

- 86 variations of type IA

- 191 variations of type IB

- 94 variations of type II

- 12 extensions

• CH-specific

 X. Variations to Plasma Master Files (PMF) 

 Y. Variations relating to complementary and herbal medicines with a reduced dossier

Background & history (2/3)

Annex 7 TPLRO
Guidance document
Form



Maximum harmonisation with the EU system

Identical variation types EU – CH

Identical specific variations EU – CH

Analogous grouping EU – CH

Independent as regards timelines

Background & history (3/3)



 17,854 variations (IA, IB, II)

 Processing of
- ≈ 3,000 type IAIN
- ≈ 5,500 type IA
- ≈ 6,500 type IB
- ≈ 2,800 type II

 Inquiries about variation classifications

… a few Swissmedic figures from 2023



• CH adaptation in July '22: additional type II variation B.I.a.5.b

• In the EU:

 CMDh Recommendation for classification of unforeseen variations 
according to Article 5 of Commission Regulation (EC) No 1234/2008 

• EU/Associations: Preparation for revision, including various promises & demands

What has happened since 2019



‘’After more than 20 years since the last major revision, 
now is the time to update the regulatory framework for 
variations to simplify and adapt it to keep pace with 
scientific development. This will benefit patients by 
decreasing the risk for shortages and ensuring swifter 
access to innovative medicines and optimise life-cycle 
management to ensure the availability of safe, effective 
and innovative treatments to patients in a timely 
manner.’’ - Pär Tellner, Simon Bennett & Markus 
Goese, 16.03.2023 EFPIA homepage

Variations guidelines: Proposed amendments to 
the European Commission guidelines on variations 
categories and procedures
The proposed amendments aim to make the 
lifecycle management of medicinal products for 
human use more efficient and future-proof.
EMA website, 13.06.2024

ESE_2019_Medicine-for-
Europe_AESGP_Variation_WEB.pdf 
(medicinesforeurope.com) “European commission proposes to simplify the requirements and procedures, make regular 

updates, modernise the framework, adapt the rules for grouping and work-sharing, adapt the 
classification for some products, reduce cost and administrative burden, and implement a risk-
based approach.”



The following are being considered, for example

• the inclusion of variations that occur frequently, but that were overlooked in the old Guideline 
(Art. 5 CMDh List)

• greater flexibility for vaccines

• the risk-based reclassification of certain variation types in lower categories

• more flexible handling of new classifications of the Article 5 process: direct publication in the 
electronic version of the "Guideline on the details of the various categories of variations"

• the bundling of type IA variation within the framework of an "annual update"

• further steps relating to ICHQ12 tools

... and now? The Big Picture (EU)…



 As in the EU: Integration of the proposals in 
the new draft of Annex 7 of TPLRO

◦ Additions/deletions in the existing 
sections

◦ Addition of new categories

SMC approach



 Active substance stability B.I.d

Examples of possible downscalings

Type II  type IB

Type IB  type IA



Examples of possible additions



Example of possible clarifications



Examples of possible novelties for herbal medicinal products



 B.I.b.3 new section on the reference standards

Examples of possible novelties



 B.I.e Additional regulatory instruments (formerly Design Space & Change Management 
Protocol)

Examples of possible novelties



Examples of possible novelties : PLCM document for active 
substances



Example of possible novelties relating to vaccines with the 
potential to deal with a health emergency



Examples of possible novelties for medical device components



Examples of possible novelties for medical device components

Swissmedic information on combination 
products:

Website: Combination products 
(swissmedic.ch)
Questions: anfragen-
kombinationsprodukte@swissmedic.ch

Questions & answers Questions and answers 
concerning combination products 
(swissmedic.ch)



 The draft of the Variations Guidelines was published by the EMA for consultation (13 June – 23 August 2024): Variations guidelines: 

Proposed amendments to the European Commission guidelines on variations categories and procedures | European Medicines Agency

(europa.eu)Guidance on the transition period between the date on which the updated Variations Regulation will become applicable 

(January 2025) and the date of application of the updated Variations Guidelines will be issued in due course. A second revision 

of the variation framework is foreseen once the revision of the basic pharmaceutical legislation has been completed and additional 

provisions have been added to the legal framework, making it possible to explore additional options and further optimise the lifecycle 

management of medicines (e.g. digitalisation, full implementation of ICH Guidelines)

 Processing by the EMA of comments arising from the consultation process

 Review, revision and follow-up in connection with the ongoing revision process by Swissmedic

 The revised Annex 7 TPLRO is scheduled to enter into force in the 2nd half of 2025

Next steps



Not old wine in new bottles, but rather a lot of fresh wine in new and more flexible 
bottles!

Conclusion

https://smarketer.shopping/



Thank you for your attention!


