
Official address  Domenico Scarlattilaan 6  ●  1083 HS Amsterdam  ●  The Netherlands 

An agency of the European Union  

Address for visits and deliveries  Refer to www.ema.europa.eu/how-to-find-us  

Send us a question  Go to www.ema.europa.eu/contact  Telephone +31 (0)88 781 6000 
 

© European Medicines Agency, 2026. Reproduction is authorised provided the source is acknowledged. 

19 January 2026 
EMA/INS/GMP/20217/2026 

GMP/GDP Inspectors Working Group (GMP/GDP IWG) 

Concept paper on the revision of the guidelines on Good 

Manufacturing Practice for medicinal products - Annex 15 

- Qualification and Validation

Agreed by EMA GMP/GDP IWG 30 November 2025 

Agreed by PIC/S 14 January 2026 

Start of public consultation 9 February 2026 

End of consultation (deadline for comments) 9 April 2026 

 The proposed guideline will replace: 

- Eudralex Volume 4: Annex 15 Qualification and validation

 Keywords GMP, Medicinal Product, active substance, Annex 
15, Qualification and validation 

http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2009/10/WC500004016.doc


Official address  Domenico Scarlattilaan 6  ●  1083 HS Amsterdam  ●  The Netherlands 

An agency of the European Union  

Address for visits and deliveries  Refer to www.ema.europa.eu/how-to-find-us  

Send us a question  Go to www.ema.europa.eu/contact  Telephone +31 (0)88 781 6000 
 

© European Medicines Agency, 2026. Reproduction is authorised provided the source is acknowledged. 

1. Introduction1 

Annex 15 is currently intended to be used by active substance manufacturers as an optional 2 

supplementary guidance to the requirements already outlined in EudraLex, Volume 4, Part II, as 3 

reported in the chapter “Principles”: “may also be used as supplementary optional guidance for active 4 

substances without introduction of additional requirements to EudraLex, Volume 4, Part II”1.  5 

In June 2020 the report Lessons learnt from presence of N-nitrosamine impurities in sartan medicines 6 

was published. The report outlines the findings and recommendations arising from the network’s 7 

lessons learnt exercise initiated after the identification of N-nitrosamine in sartans medicines in mid-8 

2018. By analysing the achievements and gaps identified during the sartans case management, the 9 

report provides a set of recommendations aimed at promoting prevention of the presence of 10 

unexpected impurities in human medicines in addition to better manage any future cases and ensure 11 

protection of public health. The experience gained from GMP inspections of active substance 12 

manufacturers is reported in chapter 4 “Improving market surveillance” of the report. Paragraph 4.2.2 13 

outlines how one reason for the presence of N-nitrosamines in sartans was the lack of sufficient 14 

process and product knowledge during the development stage and GMP deficiencies by active 15 

substance manufacturers, including inadequate investigation of quality issues and insufficient 16 

contamination control measures, among other points on behalf of the active substance manufacturers 17 

inspected. The chapter recommends making annex 15 mandatory for active substance 18 

manufacturers in order to address the shortcomings identified and ensure quality and safety of 19 

medicines. 20 

During the 115th meeting of the GMDP IWG (September 2024) it was agreed that the 21 

implementation of the sartans lessons learnt recommendations should be addressed by a 22 

targeted revision of Annex 15 and a drafting group was formed to initiate the process. In addition, 23 

during this meeting the GMDP IWG also agreed that the revision of Annex 15 should be updated 24 

following ICH Q9 R1 International Conference on Harmonisation of Technical Requirements for 25 

Registration of Pharmaceuticals for Human Use (ICH) guideline Q9 (R1) on quality risk management - 26 

Step 5 - Revision 1. The revised Annex 15 will be applicable to manufacturers of chemical and 27 

biological active substances.  EU and PIC/S inspectorates will ensure its implementation and 28 

compliance during regulatory inspections of the facilities manufacturing chemical and biological active 29 

substances. 30 

During the 115th meeting of the GMDP IWG (September 2024) it was also agreed that a 31 

comprehensive review of Annex 15 should be initiated in the future, once the current targeted revision 32 

is finished.  33 

2. Discussion34 

The proposal is to extend the scope of the annex to active substance (AS) manufacturers and amend 35 

the text in selected areas supplementing and linking with guidance provided in EudraLex, Volume 4, 36 

Part II and other guidance relating to active substances (e.g. GDP):   37 

1 https://health.ec.europa.eu/system/files/2016-11/2015-10_annex15_0.pdf 

https://www.ema.europa.eu/en/documents/report/lessons-learnt-presence-n-nitrosamine-impurities-sartan-medicines_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/international-conference-harmonisation-technical-requirements-registration-pharmaceuticals-human-use-ich-guideline-q9-r1-quality-risk-management-step-5-revision-1_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/international-conference-harmonisation-technical-requirements-registration-pharmaceuticals-human-use-ich-guideline-q9-r1-quality-risk-management-step-5-revision-1_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/international-conference-harmonisation-technical-requirements-registration-pharmaceuticals-human-use-ich-guideline-q9-r1-quality-risk-management-step-5-revision-1_en.pdf
https://health.ec.europa.eu/system/files/2016-11/2015-10_annex15_0.pdf
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• To reflect in the scope of the annex the extension to AS manufacturers. 38 

• To extend the concept of the “Validation Master File”, the concept of “Qualification and Validation 39 

policy” and change control. These extensions are expected to improve AS manufacturers practice 40 

of defining and documenting the qualification and validation activities when drafting the validation 41 

protocol referred in paragraph 12.20 of EudraLex Volume 4, Part II. The control of a change will be 42 

also emphasised as an important part of knowledge management. 43 

• To extend the expectations for validation by third party contractors enabling AS manufacturers to 44 

have more control over outsourced activities. 45 

• To also extend the need to perform an investigation of results failing to meet pre-defined 46 

acceptance criteria. This extension will promote AS manufacturers to have a more in-depth 47 

knowledge of their processes.  48 

• In terms of qualification stages, to extend the concept of User Requirements Specifications, Factory 49 

Acceptance Testing/Site Acceptance Testing to AS manufacturing and link with the expectations on 50 

design qualification, installation qualification, operational qualification, performance qualification. 51 

Such extensions are expected to strengthen AS manufacturers control over their processes.  52 

• To provide emphasis on having a robust process development and clarify expectations on the 53 

concurrent validation approach. Provisions on supplier qualification will be also emphasised. The 54 

extension of process validation activities to process recovery of materials and solvents will be 55 

highlighted. It will focus the attention on the variables that impact critical quality attributes when 56 

drafting process validation protocol and provides guidance on continuous process verification and 57 

hybrid approach. Emphasis on periodic review will be also provided.  58 

• In terms of implementing the principles of Good Distribution Practices of active substances for 59 

medicinal products for human use, to provide more guidance on verification of transportation 60 

extending in this way Part II chapter 10 and emphasising the need to include in product knowledge 61 

also consideration on the impact of transportation to the quality of AS. 62 

The proposal will also include targeted revisions of the text to consider the ICH guideline Q9 (R1) on 63 

quality risk management. 64 

• The use of QRM in the design and validation/qualification of monitoring systems will be underlined 65 

in the general section. Guidance on QRM approach will be complemented with the provision for risk 66 

review activities to support validation and qualification in Annex 15. This will link with the guidance 67 

provided in chapter 2 of EudraLex Volume 4, Part II. 68 

• Annex 15 will also provide emphasis on QRM in the context of traditional process. 69 

Other relevant topics and related changes may be considered by the drafting group during the revision 70 

process, and will consult GMDP IWG, PIC/S in case required.  71 

3.  Recommendation 72 

The EMA GMP/GDP Inspectors Working Group and the PIC/S Sub-committee on GMDP Harmonisation 73 

jointly recommends that the current version of Annex 15, Qualification and validation, be revised 74 

according to this concept paper. 75 

4.  Proposed timetable 76 

Preparation of draft concept paper / draft guideline – from November 2024  77 

https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:52015XC0321(01)&from=EN
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:52015XC0321(01)&from=EN
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Approval of draft concept paper by EMA GMP/GDP IWG – November 2025  78 

Release for consultation of concept paper (2-month consultation) – February 2026  79 

Deadline for comments on concept paper – April 2026  80 

Discussion in EMA GMP/GDP IWG and PIC/S Committee drafting group – from April 2026  81 

Release for consultation of draft guideline (3-month consultation) – April 2026  82 

Deadline for comments on draft guideline – June 2026  83 

Endorsement by EMA GMP/GDP IWG – July 2026 84 

Publication by European Commission – by December 2026  85 

Adoption by PIC/S Sub-committee on GMDP Harmonisation – by December 2026 86 

5.  Resource requirements for preparation 87 

A drafting group has been established by EMA GMP/GDP Inspectors Working Group and the PIC/S Sub- 88 

committee on GMDP Harmonisation with a rapporteur and supporting experts from other EU member 89 

regulatory authorities and from non-EU PIC/S participating authorities. It is expected that most of the 90 

work will be completed by email and by teleconference.  91 

The guideline will be discussed at GMP/GDP IWG and the PIC/S Committee as necessary and at other 92 

involved working parties and groups. Further discussions are expected with interested parties. 93 

6.  Impact assessment (anticipated) 94 

Although annex 15 is not currently mandatory for AS manufacturers, the applicability of its principles in 95 

this sector is generally recognised. Making annex 15 formally mandatory to active substance 96 

manufacturers is expected to further enhance public health safety by promoting 97 

manufacturers to have more oversight and knowledge about their processes and products. 98 

Although the change in scope of the annex from optional to mandatory is not expected to have a 99 

critical impact on companies, stakeholders should be adequately consulted. The application of effective 100 

quality risk management tools and principles throughout the lifecycle of a medicinal product including 101 

in validation and qualification activities leads to better, more informed, and timely decisions. Similarly, 102 

although the change resulting from the ICH guideline Q9 (R1) on quality risk management is not 103 

expected to have a critical impact on companies, stakeholders should also be consulted. The proposed 104 

questions to stakeholders are: 105 

1. What is the current level of use of annex 15 principles in active substance manufacturing in the 106 

different sections of the guideline (process validation, cleaning validation, transport validation, 107 

investigations, qualification, change control) as well as usage of retrospective or concurrent 108 

validation approach? 109 

2. What would be the impact of making annex 15 mandatory for active substance manufacturers in 110 

the different sections of the guideline (process validation, cleaning validation, transport validation, 111 

investigations, qualification, change control)? 112 

3. What is the current level of understanding and use of ICH guideline Q9 (R1) on quality risk 113 

management in active substance manufacturing? 114 

4. What would be the impact of the change resulting from ICH guideline Q9 (R1) on quality risk 115 

management? 116 
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7.  Interested parties 117 

• EMA GMP/GDP Inspectors Working Group.  118 

• PIC/S Committee, Sub-committee on GMDP Harmonisation. 119 

• National competent authorities of EU/EEA Member States.  120 

• PIC/S participating authorities. 121 

• Pharmaceutical industry.  122 

• International societies and interest groups within pharmaceutical industry. 123 

8.  References to literature, guidelines, etc. 124 

− Annex 15 - EudraLex The Rules Governing Medicinal Products in the European Union Volume 4 125 

Good Manufacturing Practice Medicinal Products for Human and Veterinary Use 126 

− Part II - EudraLex The Rules Governing Medicinal Products in the European Union Volume 4 127 
Good Manufacturing Practice Medicinal Products for Human and Veterinary Use 128 

− Good Distribution Practices of active substances for medicinal products for human use129 

https://health.ec.europa.eu/document/download/7c6c5b3c-4902-46ea-b7ab-7608682fb68d_en?filename=2015-10_annex15.pdf
https://health.ec.europa.eu/document/download/7c6c5b3c-4902-46ea-b7ab-7608682fb68d_en?filename=2015-10_annex15.pdf
https://health.ec.europa.eu/document/download/bd537ccf-9271-4230-bca1-2d8cb655fd83_en?filename=2014-08_gmp_part1.pdf
https://health.ec.europa.eu/document/download/bd537ccf-9271-4230-bca1-2d8cb655fd83_en?filename=2014-08_gmp_part1.pdf
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:52015XC0321(01)&from=EN

