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Summary of changes  

Following the publication of version 1.0 of this document in February 2021, the content of the below 
listed sections was amended as follows: 

• Section 1. Introduction: 

− Figure 1 has been updated to provide clearer representation of the overall process for 
submission of medicinal product data, 

− the preconditions for the submission to PMS during Step 1 explained in section 1.2.1.1 have 
been rephrased to give more clarity to readers, 

− section 1.2.1.2 now contains more information regarding the submission of data to PMS for 
CAPs medicinal products; Figure 2 has also been improved, 

− information regarding the non-CAPs submissions has also been improved in section 1.2.1.3, 

− editorial changes have been included in section 1.2.2 and Figure 4 has been improved for a 
better understanding, 

− sections 1.3 and 1.4 have been updated with editorial changes; 

• Section 2. Step 1 – Initial submission of an authorised medicinal product: 

− the section where the process of the submission of CAP data is explained has been updated in 
this new version; additional information is provided, 

− the non-CAP section has only been updated with editorial changes; 

• Section 3. Step 1 – Maintenance submissions of an authorised medicinal product: 

- this section has been considerably updated in order to provide more information of the 
different types of data submissions to PMS depending on the type of changes or the data 
elements to be updated, 

- section 3.1 now contains the three different scenarios that can be followed after revision of 
migrated data by EMA to PMS. Even though more information is provided in this version of the 
Chapter, additional information will be provided in due course,  

- section 3.2 now explains in a more structured way the process to maintain data in PMS for 
CAPs and Figure 7 has been included for reference, 

- section 3.3 (for non-CAPs) contains only editorial changes, 

- section 3.4, which is dedicated to notifications, now contains subsections to capture 
information regarding the PV enquiry information (3.4.3), Marketing Status information (3.4.4) 
and changes to Authorisation Status triggered by Cas (3.4.5), 

- previous section of 'Amendments' has been deleted as now this information should be provided 
as part of maintenance activities or partial enrichments,  

- section 3.5 has been updated to reflect the change described in the previous bullet point and 
now there are two types of enrichments: full enrichments (section 3.5.1) and partial 
enrichments (section 3.5.2), 
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• Annexes: 

− Annex I: Overview of submission process: this annex has been included to provide a decision 
tree with the different submission types and the link to the specific sections in this Chapter,  

− Annex II: Initial submission process for CAPs: an example of an Initial MAA is described in this 
annex, 

− Annex III: Lifecycle submissions examples for a CAP medicinal product: this annex provides 
several examples and the explanation of how data should be provided to PMS for different 
procedures of the lifecycle of a medicinal product, 

− Annex IV: Activities to be performed after review for the migrated data in PMS: this annex is 
related to section 3.1 where the different scenarios to be followed by an MAH/applicant after 
review of the migrated data. Several examples are provided in this annex in order to clarify the 
process to readers.  
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1.  Introduction 

This chapter provides guidance on the process governing the electronic submission of human medicinal 
products in the European Economic Area (EEA), in accordance with ISO IDMP standards i.e. using the 
FHIR message containing PMS data.  

This guidance covers the entire process from the initial submission of the marketing authorisation 
application, to the maintenance activities (e.g. variations and renewals) performed during the lifecycle 
of the medicinal product. This guidance also covers the process to provide new data or to correct data 
of already authorised medicinal products.  

ISO IDMP standards specify the use of standardised definitions and structures for the identification and 
description of medicinal products for human use. The use of ISO IDMP is required in accordance with 
Articles 25 and 26 of Commission Implementing Regulation (EU) No 520/2012. These provisions 
mandate Member States, marketing authorisation holders and the European Medicines Agency (EMA) 
to use ISO IDMP standards for the exchange and communication of information on medicinal product. 

The Article 57(2) of Regulation (EC) No 726/2004, as amended by Regulation (EU) 1235/2010 and 
Regulation (EU) 1027/2012, requires:  

• the Agency to publish the format for the electronic submission of information on medicinal products 
for human use by 2 July 2011;  

• marketing authorisation holders to submit information to the Agency electronically on all medicinal 
products for human use authorised in the European Union by 2 July 2012, using this format; 
marketing authorisation holders to inform the Agency of any new or varied marketing 
authorisations granted in the EU as of 2 July 2012, using this format.  

1.1.  Target Operating Model (TOM) 

The Target Operating Model is a business process model to ensure high data quality and consistency 
and to optimise the exchange of medicinal product data between regulators and applicants. 

The overall goal of the EU TOM is to integrate the submission of medicinal product data as referred to 
in the Article 57(2) of Regulation (EC) No 726/2004 with the applicable regulatory activities (including 
the activities of validation, assessment and approvals). 

The implementation of the TOM and the use of PMS is expected to benefit the following areas: 

• enable the digital transformation of the EU Network regulatory activities reducing administrative 
burdens;  

• harmonise data governance processes for management of medicines data and documents resulting 
in:  

− higher quality of data fulfilling different regulatory and non-regulatory needs, 

− enhancing data interoperability and data re-usability, 

− minimizing data maintenance costs. 

PMS implementation follows a stepwise approach as described in the following section. 



 
Product Management Services (PMS) - Implementation of International Organization for 
Standardization (ISO) standards for the identification of medicinal products (IDMP) in Europe  

 

EMA/795140/2018  Page 7/34 
 

1.2.  Stepwise approach for PMS Implementation 

1.2.1.  Implementation Step 1: Applicable to centralised authorisation 
procedure only  

In Step 1 of the implementation, the process for the submission of medicinal product data varies 
depending on the type of procedure under which the marketing authorisation has been or is expected 
to be granted and as presented in figure 1. 

Figure 1 – Implementation Step 1 – Overall process for submission of medicinal product 
data   

 

1.2.1.1.  Preconditions for PMS submissions during Step 1 

• Marketing authorisation holders must be able to generate FHIR messages to comply with their 
regulatory obligations under Article 57 of Regulation 726/2004. A User Interface (UI) will be made 
available to support companies to comply with this precondition. 

• It is the MAH’s decision to switch from XEVPRM format to the FHIR format. This transition can be 
done for either the entire CAP portfolio only or for the complete portfolio (i.e. CPs, MRPs, DCPs and 
NPs). It is not possible to switch only for one of the non-CAP procedures, (MRP, DCP or NP) or for 
certain products. Transition can be done initially for CAPs and include the rest of the portfolio (i.e. 
non-CAPs) afterwards.  

The process to request to switch from one format to the new one will be described in further 
versions of the EU IG. 

• Access to PMS should have been granted and tested for each MAH/Applicant. 
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1.2.1.2.  Centrally authorised medicinal products (CAPs) 

As described in section 1.2.1. Stepwise approach for PMS Implementation, in Step 1, the PMS TOM will 
be transitionally implemented for medicinal products authorised under centralised authorisation 
procedure only.  

PMS TOM integrates the requirements for the electronic submission of medicinal product information as 
per Article 57(2) legal obligations with the applicable regulatory activities. 

When the relevant preconditions are met, marketing authorisation holders can submit the new FHIR 
format together with their regulatory submissions and the product dataset, which will undergo 
validation by EMA during centralised authorisation procedure. The decision will affect the entire MAH’s 
CAP portfolio and the submission via XEVPRM will be disabled once the registration for the submission 
via FHIR message is fulfilled by the MAH. 

As indicated in Figure 2, whenever the regulatory submission is based on eCTD format, the FHIR 
message must be included together with the dossier, in the working documents folder. If, after the 
approval of the regulatory procedure, a closing sequence in eCTD is not provided, the FHIR message 
containing the approved information should be provided directly to PMS via the API as described in 
Chapter 6 – SPOR API Specification. Same submission process should be followed for regulatory 
submissions not based on eCTD. This submission through the API should be done if no closing 
sequence is provided, as EMA needs to know which is the last version of the FHIR that can be used for 
PMS purposes. More information of each submission process is provided in the following sections of this 
Chapter and an overview can be found in Annex I. Overview of submission process.  

 

Figure 2 – Implementation Step 1 - Process for submission of centrally authorised medicinal 
product data 

 

https://www.ema.europa.eu/documents/regulatory-procedural-guideline/substances-products-organisations-referentials-spor-spor-api-v2-specification_en.pdf
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As indicated in section 1.3. Submission implementation plan, during Step 1, there will be a transition 
period from the Go-Live of PMS until PMS is enforced for CAPs. During this period, MAHs can decide 
whether they submit the product dataset using XEVPRM or FHIR format. At an agreed timeline, EMA 
will decommission the XEVPRM format for CAPs and the new FHIR format will become mandatory to 
comply with Article 57 data submission requirements.  

Although high-level details of implementation are provided in section 1.3. Submission implementation 
plan, for awareness purposes, EMA will publish a separate implementation plan before the start of the 
phase. 

1.2.1.3.  Non centrally authorised medicinal products (non-CAPs) 

For medicinal products not authorised via the centralised procedure, that is, authorised through mutual 
recognition procedures (MRPs), decentralised procedures (DCPs) and pure national procedures (NPs) 
(i.e. "non-CAPs"), marketing authorisation holders may continue to submit data on authorised 
medicines in the XEVPRM format, in line with the processes and specification described in Art.57 
Detailed guidance documentation. 

As indicated in Figure 3, when the relevant preconditions are met, marketing authorisation holders can 
choose to switch from the current submission format (XEVPRM) to the new FHIR format to comply with 
their regulatory obligations under Article 57 of Regulation 726/2004. The decision will affect the entire 
MAH’s non-CAP portfolio and the submission via XEVPRM will be disabled once the registration for the 
submission via FHIR message is fulfilled by the MAH. 

In this case, marketing authorisation holders can submit the FHIR dataset together with their 
regulatory submissions (i.e. within the eCTD dossier), although it will not be assessed by the relevant 
competent authority during the procedure. This option is not shown in Figure 3. 

If the MAH has chosen to submit non-centrally authorised medicinal products information via FHIR, 
following completion of the regulatory procedure, a FHIR message shall be posted directly in PMS via 
the API as described in EU IG Chapter 6 – SPOR API Specification. More information about the different 
processes can be found in the following sections of this Chapter. Moreover, an overview can be found 
in Annex I. Overview of submission process.  

Transition to the new format is completely optional for non-CAPs medicinal products and submissions 
to PMS are allowed so MAHs can harmonize internal processes. As indicated in section 2. Initial 
submission of authorised medicinal product, for non-CAPs, the data provided within the FHIR message 
will be fed-back to Art. 57 where they will be subject to the quality control (QC). 

The timelines of the implementation and enforcement of the above-mentioned processes are described 
in section 1.3. Submission implementation plan. 

  

https://www.ema.europa.eu/en/glossary/marketing-authorisation-holder
https://www.ema.europa.eu/en/human-regulatory/post-authorisation/data-medicines-iso-idmp-standards/reporting-requirements-authorised-medicines/guidance-documents
https://www.ema.europa.eu/en/human-regulatory/post-authorisation/data-medicines-iso-idmp-standards/reporting-requirements-authorised-medicines/guidance-documents
https://www.ema.europa.eu/documents/regulatory-procedural-guideline/substances-products-organisations-referentials-spor-spor-api-v2-specification_en.pdf
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Figure 3 – Implementation Step 1 - Process for submission of non-centrally authorised 
medicinal product data    

 

1.2.2.  Implementation Step 2: Applicable to all regulatory authorisation 
procedures.  

In Step 2, the TOM will be implemented for medicinal products authorised under all regulatory 
authorisation procedures (e.g. national, mutual, decentralised and centralised procedures). 

TOM integrates the requirements for the electronic submission of medicinal product information as per 
Article 57(2) legal obligations with the applicable regulatory activities. 

• Preconditions: The full implementation of the PMS TOM relies on the availability of the following 
components: 

- a new version of the EU IG supporting the implementation of Step 2 and reflecting the latest 
agreements and details available, 

- a structured application form solution that is compatible with the data model described in IDMP 
standards enabling submissions of medicinal product data into PMS repository,  

- a shared EU data governance framework aimed at defining roles and responsibilities for data 
maintenance and management including aspects related to data validation processes in the 
context of the regulatory assessment,  

- capabilities of issuing exchanging and maintaining medicinal product identifiers across the EU 
regulatory network;  

• Process: where applicable, MAH/applicant shall submit the medicinal product data within the 
application form (eAF) dataset together with the eCTD for a specific regulatory procedure. 
Therefore, the TOM process aligns the electronic submission of the medicinal product data as 
required by the Article 57(2) provision with the regulatory activities.   
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In addition, direct submission via API of FHIR message into PMS database is established to allow 
the maintenance of medicinal product data that is triggered by regulatory procedures not requiring 
eCTD submissions (e.g. notification of changes to the QPPV and pharmacovigilance enquiry 
information, expiry due to sunset clause) or regulatory activities where a closing sequence is not 
provided; 

• Standard/Format: the application form (eAF) dataset containing relevant medicinal product 
information shall be generated by applicant/marketing authorisation holder as reflected in EU IG 
Chapter 2 - Initial Submission;  

• Data Validation: the Assessor(s) of the competent authority will review the structured application 
form encompassing the product FHIR message provided by the MAH or applicant to make sure the 
data provided is in line with the one submitted within the dossier considering that the dossier is the 
authoritative source of data. Once the regulatory procedure is completed, the FHIR message 
containing the approved data is loaded in the PMS database. Additional information on data quality 
measures and principles will be outlined in Chapter 4 Data Quality assurance. 

 

Figure 4 – Implementation Step 2 – Overall process for submission of medicinal product 
data  
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1.3.  Submission implementation plan 

This section provides timelines for key milestones enabling the submission of medicinal product dataset 
using FHIR based message in EU. Specifically, this version focuses at the plan for the Step 1 of the 
implementation of the TOM for CAPs as defined in section 1.2.1. Implementation Step 1: Applicable to 
centralised authorisation procedure only. 

The implementation of Step 1 is outlined in Figure 5 and planned as follows: 

 

Figure 5 – Submission implementation plan  

 

 

• In Q1 2021 the ISO IDMP EU Implementation Guide version 2 (EU IG v2.0) has been published 
defining the processes, formats and technical specifications to comply with the Article 57(2) of 
Regulation (EC) 726/2004 requirements. EU IG v2.0 is the basis for medicinal product data 
exchange in the EU and therefore enables the European medicines regulatory network to prepare 
for implementation of PMS Step 1.  

• Following the publication of EU IG v2.0 the European medicines regulatory network is expected to 
have a minimum twelve-month period to prepare for implementation. During that period EMA will 
provide a detailed implementation plan, as well as a separate go-live announcement which will be 
agreed with the Network. 

• With PMS go live, when Step 1 commences, the PMS database will be able to receive information 
and data supplied via the formats and processes outlined in section 1.2.1. Implementation Step 1: 
Applicable to centralised authorisation procedure only. Within this period, MAH can voluntarily 
transition from submission with XEVPRM type of message to FHIR type for both CAPs and Non-
CAPs. 

https://www.ema.europa.eu/en/glossary/medicinal-product
https://www.ema.europa.eu/en/glossary/european-medicines-regulatory-network
https://www.ema.europa.eu/en/glossary/european-medicines-regulatory-network


 
Product Management Services (PMS) - Implementation of International Organization for 
Standardization (ISO) standards for the identification of medicinal products (IDMP) in Europe  

 

EMA/795140/2018  Page 13/34 
 

• The European medicines regulatory network is expected to have another minimum twelve-month 
period to prepare for enforcement for centrally authorised products, whereby the new FHIR format 
will become mandatory to comply with Article 57 data submission requirements.  

• Step 2 is expected to start when the conditions referred in 1.2.2. are met. Therefore, a separate 
go-live announcement is also expected. Marketing authorisation holders are expected to submit the 
new product dataset (as part of the application form) together with their regulatory submissions 
and the product dataset will be assessed by the relevant competent authority during the regulatory 
procedure. On an agreed timeline, to comply with Article 57 data submission requirements, the 
new FHIR format will become mandatory for all procedures. 

• While it is desirable that this enforcement coincides with the Step 2 these are separate decisions 
and events. Discussion is ongoing and a balance is to be found between extending the transition 
period, triggering new use cases or supporting Step 2. EMA will provide a detailed plan, specifying 
what data to submit and when the new format will become mandatory, twelve months in advance 
of any change. 

1.4.  Submission operations and end-to-end data processes 

Applicants or marketing authorisation holders shall notify the Agency about new marketing 
authorisation applications, newly authorised medicinal product or changes to the terms of marketing 
authorisations of already submitted medicinal products as applicable.  

The electronic submission of medicinal product information can be performed in one of the following 
manners as applicable: 

• by submission in the eCTD package of a FHIR message as applicable (i.e. for notification of CAPs 
information as outlined in paragraph 1.2.1. Implementation Step 1: Applicable to centralised 
authorisation procedure only); 

• via an Application Programming Interface (API), which enables machine to machine exchange of 
information and in line with the specification defined in the EU IG Chapter 6 – SPOR API 
Specification;  

• by User Interface (UI) which enables users to manage the relevant medicinal product data.  

Sections 6.4 and 7, respectively, of the EU IG Chapter 6 – SPOR API Specification describe the 
technical specification of the data management operations (i.e. endpoints) as well as the supported 
FHIR message format. As described in this document, API submissions are required in the following 
situations: 

• initial marketing authorisations or line extensions: only for non-centrally authorised products and 
after the MAA has been granted; 

• maintenance activities: submission through the API depends on the type of procedure and type of 
maintenance as follows: 

− centrally authorised medicinal products: submission through the API should be done only if no 
closing sequence is provided once the regulatory procedure is finished. Notifications as 
described in section 3.4. and enrichment submissions (3.5.) shall be done as well through the 
API, 

− non-centrally authorised medicinal products: during Step 1, every maintenance submission is 
done through the API. 

https://www.ema.europa.eu/en/glossary/european-medicines-regulatory-network
https://www.ema.europa.eu/documents/regulatory-procedural-guideline/substances-products-organisations-referentials-spor-spor-api-v2-specification_en.pdf
https://www.ema.europa.eu/documents/regulatory-procedural-guideline/substances-products-organisations-referentials-spor-spor-api-v2-specification_en.pdf
https://www.ema.europa.eu/documents/regulatory-procedural-guideline/substances-products-organisations-referentials-spor-spor-api-v2-specification_en.pdf
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Specifically, for the PMS API submissions, the following operations apply: 

• submission of new medicinal product (EP309 Create Product) record must be fulfilled to notify 
information to newly authorised medicinal product or changes to the term of the marketing 
authorisation that trigger a new PMS ID according to the criteria specified in section Defining 
characteristics of a medicinal product of Chapter 2 of the EU ISO IDMP IG. One marketing 
authorisation can trigger multiple PMS IDs. Specifically, this operation type must be used in the 
following circumstances: 

− notification of the new medicinal product for which a marketing authorisation has been granted 
by the competent authority (i.e. Initial submission of medicinal product),  

− extension to the terms of marketing authorisation (e.g. changes to the qualitative and 
quantitative composition for inclusion of new active substance/adjuvant, changes of the 
strength/potency, addition of authorised/administrable pharmaceutical form and routes of 
administration where the NCA issues a new marketing authorisation number);  

• an update of an existing medicinal product (EP311 Update Product) record must be fulfilled to: 

− amend medicinal product structured and unstructured product data due to changes to the 
terms of the marketing authorisation as part of a regulatory procedures (e.g. variations),  

− notify any changes to the structured and unstructured product data which is not triggered by a 
regulatory procedure e.g. changes to the QPPV, pharmacovigilance enquiries and location of 
the Pharmacovigilance System Master File (PSMFL),  

− edit incorrectly submitted information (e.g. typos, misspellings and information submitted by 
mistake), 

− enrich and complete data previously submitted with the XEVPRM format; 

• a nullification of a medicinal product entry must be used to remove any erroneous medicinal 
product data previously submitted in PMS (e.g. duplicated entities or entities provided 
erroneously).  

  

https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/product-management-services-implementation-international-organization-standardization-iso-standards_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/product-management-services-implementation-international-organization-standardization-iso-standards_en.pdf
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2.  Step 1 - Initial submission of an authorised medicinal 
product (AMP) 

This section provides further details on the process for the initial submission of medicinal products 
information by marketing authorisation holders in accordance with point (b) of Article 57(2) of 
Regulation (EC) 726/2004 during Step 1.  

This section covers the initial submission of marketing authorisation applications and line extensions. 
In essence, applications that will trigger the generation of new business IDs (i.e. PMS ID(s), MPID(s) 
and PCID(s)) based on the defining elements described in Chapter 2 of the EU IG. 

• Process: As described in section 1.2.1. Implementation Step 1: Applicable to centralised 
authorisation procedure only, the submission process differs depending on the procedure for which 
the marketing authorisation of a medicinal product authorisation will be granted and as follow: 

− For centrally authorised products (CAPs): 

Current eCTD submission process is to be followed, and this guidance has no impact on it. The 
FHIR dataset has to be submitted electronically to the Agency in the eCTD working documents 
folder as part of the initial submission. Temporary technical FHIR IDs are needed to bundle the 
FHIR resources and express the relationship between them. These technical FHIR IDs must be 
created by the system used to generate the FHIR dataset.  

Initial sequence must contain the full dataset in FHIR format. For validation purposes, 
subsequent sequences for the initial marketing authorisation application or line extension (i.e 
validation sequence, responses to questions sequences and closing sequence) shall contain the 
full FHIR dataset (submission of deltas is not allowed during initial submissions). The FHIR 
dataset should be provided during the assessment process when, as part of the assessment, 
the MAH or applicant updates data which is part of the FHIR dataset (e.g. indication text). If 
updates are done to data which is not part of the FHIR dataset (e.g. new clinical study), it shall 
not be provided. 

Closing sequence must contain the full FHIR dataset with the approved data. The dataset 
provided with the closing sequence will be used for PMS purposes (including business 
identifiers generation). As indicated in the Harmonised Technical Guidance for eCTD 
Submissions in the EU, the closing sequence is provided after EC Decision and prior the next 
regulatory activity containing the approved translated SmPCs. The submission of the FHIR 
message together with this closing sequence is, therefore, in line with Art. 57 legislation. 

A detailed example of Initial submission is provided in Annex II: Initial submission process for 
CAPs. 

− For non-centrally authorised products (MRPs/DCPs/NPs): 

Information of medicinal products for new marketing authorisations shall be submitted by 
marketing authorisation holders electronically to the Agency as soon as possible and no later 
than 15 calendar days from the date of authorisation (i.e. 15 calendar days from the date of 
notification of the granting of the marketing authorisation by the competent authority) using 
the chosen format and submission channel (existing XEVPRM via EVWEB or gateway or, 
optionally, the new FHIR message format submitted to PMS through the API). Business IDs 
(i.e. PMS ID(s), MPID(s) and PCID(s)) will be generated upon submission of the FHIR dataset 
through the API. 

http://esubmission.ema.europa.eu/tiges/docs/eCTD%20Guidance%20v4%200-20160422-final.pdf
http://esubmission.ema.europa.eu/tiges/docs/eCTD%20Guidance%20v4%200-20160422-final.pdf
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MAHs can provide, on optional basis, the FHIR message together with the eCTD sequences as 
indicated in the previous section for CAPs. The content of the FHIR message will not be 
assessed by the relevant competent authority during the procedure and, as two different data 
packages will be provided in those cases (eAF and FHIR dataset), the legal valid information is 
the one provided in the eAF and will prevail over the one in the FHIR dataset. 

• Data standards requirements: depending on the submissions format, the information shall be 
specified based on the requirements laid down in Chapter 2 of the EU ISO IDMP IG and the 
technical specification outlined in EU IG Chapter 6 – SPOR API Specification (FHIR) or the Art.57 
data quality measures guideline (XEVPRM) as applicable. 

As described in Chapter 2 of the EU IG, the reason to be selected in the provenance resource of 
the FHIR dataset when submitting an initial submission of an authorised medicinal product is 
Regulatory Submission – Initial. 

• Operation required: the submission via the PMS API shall be fulfilled as described in the EU IG 
Chapter 6 – SPOR API Specification whereby the endpoint for initial submission is EP309 Create 
Product which defines the payload as FHIR transaction bundle.  

• Data Validation: the validation process differs depending on the procedure for which the 
marketing authorisation of a medicinal product authorisation has been granted and as follow:  

− For centrally authorised products (CAPs): 

The main goal of Step 1 is that the product dataset will be assessed by EMA during centralised 
authorisation procedure. A final check will be in place to ensure that the data approved during 
the procedure is the same as the one provided in the FHIR dataset submitted within the closing 
sequence. If this data does not match the one approved during the procedure, a new process 
will be established to provide the correct information.  

While it is expected that no further validation/standardisation is needed, it is acknowledged 
that during transition period the existing pharmacovigilance processes cannot be disrupted and 
therefore the existing post-approval validation/standardisation may still apply. Data submitted 
to PMS via the new process will be fed-back to Art. 57 database and if required, will follow the 
current Art. 57 Data quality processes. It is expected that this will decrease over time and be 
discontinued in the long term. 

− For non-centrally authorised products (MRPs/DCPs/NPs): 

Non-CAP data is not validated during the procedure as it is provided directly to PMS via the API 
after approval only if the transition from XEVPRM to FHIR is done by the MAH.  

If the transitions is done, the data posted in PMS will be fed-back to Art. 57 where will be 
subject to the quality control (QC) processes described in Data quality control methodology for 
data submitted under Article 57 (2) of Regulation (EC) No.726/2004. 

  

https://www.ema.europa.eu/documents/regulatory-procedural-guideline/substances-products-organisations-referentials-spor-spor-api-v2-specification_en.pdf
https://www.ema.europa.eu/documents/regulatory-procedural-guideline/substances-products-organisations-referentials-spor-spor-api-v2-specification_en.pdf
https://www.ema.europa.eu/en/documents/other/data-quality-control-methodology-data-submitted-under-article-572-regulation-ec-no726/2004_en.pdf
https://www.ema.europa.eu/en/documents/other/data-quality-control-methodology-data-submitted-under-article-572-regulation-ec-no726/2004_en.pdf
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3.  Step 1 - Maintenance submissions of an authorised 
medicinal product (AMP)  

This section describes the processes required for the maintenance of medicinal product information 
submitted in PMS by marketing authorisation holders in accordance with the legal obligations laid down 
in Article 57(2) of Regulation 726/2004. Specifically, the scope of the maintenance submission is to: 

• reflect any changes to PMS data following variations, transfers, renewals, suspensions, 
revocations, expiries or withdrawals of the marketing authorisation; 

• reflect any changes to PMS data following a non-regulatory process (e.g. Change of QPPV, PSMFL); 

• correct any erroneously information submitted by the MAH/applicant such as typos; 

• enrich and correct data migrated by EMA as part of the Go-Live of PMS. 

Depending on the scope of the maintenance submission, a different reason value should be indicated in 
the FHIR message as indicated in the provenance section of the EU IG Chapter 2. Datasets submitted 
as part of those maintenance activities can be provided as deltas (formed only by specific resources) or 
full records (formed by the complete dataset). Regardless of the format, MAHs or applicants are only 
allowed to make changes to the relevant data impacted by the specific regulatory procedure. 

Depending on the maintenance activity, the submission process may differ. The specific processes are 
described along this section 3 and an flow chart can be found in Annex I: Overview of submission 
processes. Additionally, a representation of the lifecycle of a centrally authorised medicinal product, 
with different maintenance activity types and the submission processes associated to each of them can 
be found in Annex III: lifecycle submissions examples for a CAP medicinal product. 

As indicated in section 1.2.1.3, for non-centrally authorised medicinal products (non-CAPs), transition 
to the new FHIR format is optional. The data provided within the FHIR message will be fed-back to Art. 
57 where will be subject to the quality control (QC) meaning that not all the data provided withing the 
maintenance activities will be subject to validation.  

3.1.  Submission options after review of migrated data for already 
authorised medicinal products 

By the moment PMS goes live, for already authorised medicinal products, EMA will have migrated the 
information from Art. 57 and other internal databases to PMS. The migration rules can be found in 
Chapter 7 of the EU IG. After migration, PMS records won’t be completed and there will be some fields 
or data elements with missing data.  

It is recommended that, before any maintenance submission is performed by MAHs, the migrated 
information is reviewed. After MAHs or applicants have reviewed the information migrated by EMA, the 
following maintenance activities can be performed.  

- Full enrichment submission: the full FHIR dataset is provided as per IDMP rules and for 
compliance. Missing data in PMS will be provided with this submission type but it will not 
overwrite data approved by regulatory submissions (i.e. eCTD procedures). More information 
can be found in section 3.5.1. Full enrichment submission. 

- Partial enrichment submissions: specific FHIR resources are submitted as per IDMP rules. 
These submissions can be used to complete specific sections of the PMS records providing 
missing data after migration. This type of submission cannot be used to overwrite data 

https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/products-management-services-pms-implementation-international-organization-standardization-iso_en-0.pdf
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approved by regulatory submissions (i.e. eCTD procedures). More information is provided in 
section 3.5.2. Partial enrichment submission. 

- Maintenance submissions: MAHs can provide updated data to PMS as part of regulatory and 
non-regulatory procedures (e.g. variations, renewals, notifications, etc). As a result of these 
submissions, missing data from the migration may be provided and corrections to migrated 
data could be performed, only if this data is impacted by the procedure. Data provided 
following those regulatory and non-regulatory procedures will overwrite previous data after 
approval of the procedure. More information can be found in sections 3.2, 3.3 and 3.4 of this 
chapter. 

 

Figure 6 – Submission options after review of migrated data for already authorised 
medicinal products 

 

 

A more specific overview of the submission types and the link to the specific sections can be found in 
Annex I: Overview of submission processes.  

Different approaches can be followed once the revision of the migrated data by EMA is performed by 
the MAH/applicant. Two examples of the approaches that can be followed as part of the lifecycle of a 
medicinal product can be found in Annex IV: Activities to be performed after review of the migrated 
data in PMS. 

Please note: How the revision of migrated data will be performed by industry is currently under 
discussion. How the validation of enrichment submissions is done is currently under discussion. 
Updated information will be provided in due course. 
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3.2.  Maintenance of centrally authorised products 

This section describes the processes to be followed by marketing authorisation holders for the 
maintenance of centrally authorised medicinal products as part of regulatory procedures. 

For centrally authorised products, any change to the terms of the marketing authorisation requiring 
regulatory assessment and affecting PMS structured and non-structured information (i.e. documents) 
shall be provided in the context of the regulatory submission in the working documents folder of the 
eCTD package as a FHIR message in line with the requirements specified in Chapter 2 of the EU ISO 
IDMP Implementation Guide and the eCTD/Gateway guidance. As indicated in that same chapter, the 
reason value in the provenance resource that should be used for this type of submissions, is 
Regulatory Submission – Maintenance. 

As reflected in Figure 7, the FHIR message shall be submitted with the initial sequence and, if during 
the procedure, the data that is part of this message changes, an updated FHIR dataset shall be 
provided alongside the new sequence. Once the regulatory procedure has finalised and changes have 
been approved, two options can be considered depending on the submission of a closing sequence.  

a) If a closing sequence is submitted after the approval of the regulatory procedure, the FHIR 
dataset provided with this closing sequence will be pushed to PMS by the Agency. E.g.: 
variation type II with linguistic review shall provide a closing sequence with the updated 
SmPCs. 

b) If, after the approval of the regulatory procedure, a closing sequence in eCTD is not provided, 
the FHIR message containing the approved information must be provided by the MAH directly 
to PMS through the API no later than 30 calendar days from the date on which the procedure 
has been authorised. E.g.: variations Type IA, usually, don’t contain a closing sequence. 

The maintenance submission shall be fulfilled in case of any changes to the PMS structured data 
elements (mandatory/mandatory with conditions) triggered by any of the following regulatory 
procedures:  
• extensions of marketing authorisations as defined in Annex I of Regulation (EC) 1234/2008 for 

inclusion of a new route of administration with no changes on the strength, pharmaceutical form or 
formulation of the medicinal product;  

• variations to the terms of marketing authorisations as set out in Guidelines on the details of the 
various categories of variations, on the operation of the procedures laid down in Chapters II, IIa, 
III and IV of Commission Regulation (EC) 1234/2008; 

• transfers of marketing authorisation; 

• renewal of standard marketing authorisation;  

• annual renewal of conditional marketing authorisations; 

• annual re-assessment of marketing authorisation approved under exceptional circumstances; 

• Referral procedures affecting Centrally Authorised Products; 

• Urgent Union procedures (Article 107i); 

• notifications in accordance to article 61(3) of Directive (EC) 2001/83. 

 

Figure 7 – Submission process for maintenance procedures of CAPs Medicinal Products 

https://www.ema.europa.eu/en/human-regulatory/post-authorisation/referral-procedures
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3.3.  Maintenance of non-centrally authorised products 

As described in section 1.2.1. Implementation Step 1: Applicable to centralised authorisation procedure 
only, MAHs can continue submitting XEVPRM messages in line with the processes and specification 
described in Art.57 Detailed guidance or to submit the new FHIR message via the Application 
Programme Interface (API) for the non-CAPs medicinal products. This section is aimed at describing 
the processes for the submission of product data once MAHs have switched to the new FHIR format for 
non-centrally authorised medicinal products. 

Following a regulatory procedure, and following the timelines indicated in section 3.3.1. Submission 
timelines following a variation procedure for non-CAPs, marketing authorisation holders shall submit 
directly through the API an update of an existing medicinal product to provide the latest information on 
the medicinal product data as described in Chapter 2 of the EU ISO IDMP IG and specifically affecting 
any of the information included in the following FHIR resources: 

• ‘Medicinal Product’ domain; 

• ‘Pharmaceutical Product’ domain; 

• ‘Clinical Particulars’ domain; 

• ‘Packaged Medicinal Product’ domain; 

• ‘Ingredient’ domain; 

• ‘Organisations’ domain (including manufacturers). 

The reason value in the provenance resource that should be used for this type of submissions, is 
Regulatory Submission – Maintenance. 

Figure 8 – Submission process for maintenance procedures of non-CAPs Medicinal Products 
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As indicated in section 1.2.1.3.  Non centrally authorised medicinal products (non-CAPs) transition to 
the new format is optional for non-CAPs medicinal products and submissions to PMS are allowed so 
MAHs can harmonize internal processes. The data provided within the FHIR message will be fed-back 
to Art. 57 where will be subject to the quality control (QC) and validation. 

3.3.1.  Submission timelines following a variation procedure for non-CAPs 

Submission date for Type IA variations ('Do and Tell') excluding the notification of changes 
to the QPPV and PSMFL1 

Upon day 30 after the submission of the Type IA Variation, it is accepted by the competent authority. 
Information on amendments shall be notified to EMA no later than 30 calendar days from the date on 
which the amendments have been authorised.  

 

Submission date for Type IB variations  

Information of the changes shall be submitted to EMA no later than 30 calendar days from the date on 
which the amendments have been authorised. 

 
1 Notification of changes related to the QPPV/PSFML are described in sections 3.4.1. and 3.4.2.   
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Submission date for Type II variations (MRP/DCP) 

For MRPs/DCPs, the submission of the changes to EMA should take place within 30 calendar days 
following the date from which the variation can be implemented (= date of acceptance of variation by 
RMS + 30 calendar days).  

Where, in exceptional circumstances, the national SmPC is not available, harmonized product 
information (English text) is acceptable. When the SmPC in the national language becomes available, it 
must be provided in the context of the data maintenance, i.e. with the next maintenance activity. 

 

 

Submission date for Type II variations (NP) 

For NAPs, submissions of the updated dataset should take place within 30 calendar days following the 
date from which the variation can be implemented (=NCA confirms the variation is accepted). 

 

3.4.  Submission of notifications for CAPs and non-CAPs  

This section is aimed at describing the process for the notification of any other change to the medicinal 
product data in PMS that is not triggered by a regulatory procedure, for CAP registrations and for non-
CAP registrations which have transitioned to FHIR. 

Specifically, marketing authorisation holders shall submit an update of an existing medicinal product 
to notify any changes to: 
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• the name and the contact details of the qualified person responsible for pharmacovigilance (QPPV) 
in accordance with Article 4(4) of Commission Implementing Regulation (EU) no 520/2012;   

• the location of the Pharmacovigilance system master file (PSMF);   

• the contact information for Pharmacovigilance enquiries;    

• information on marketing status; 

• authorisation status triggered by competent authorities; 

• data carrier identifier; 

Any changes to the term of marketing authorisation affecting structured and non-structured 
information for which a regulatory notification/assessment and adoption from competent authorities is 
not required, shall be submitted to PMS directly via a FHIR message within 30 calendar days from 
the date of which the amendments apply (i.e. implementation in the quality system of the MAH) as 
indicated in figure 9 below. As indicated in Chapter 2, the reason value of the provenance resource to 
be used in this type of submissions is Notification. 

 

Figure 9 - Submission timelines for notifications 

 

3.4.1.  Qualified Person responsible for Pharmacovigilance (QPPV)  

Changes to the QPPV information must be notified in the affected medicinal product entities in PMS 
using one of the below business processes (as applicable) immediately and no later than 30 calendar 
days from the date the change applies: 

1. business process to notify the change of the QPPV details (same person) e.g. changes of 
telephone number/address or surname; 

2. business process to notify the change of the QPPV within the organisation (change of person) 
e.g. QPPV retires, new QPPV is appointed.  

3.4.1.1.  Business process to notify the change of QPPV's details  

From 26 July 2018 the QPPV/RP is required to notify any changes of the QPPV's details (e.g. change of 
telephone number/address or surname) in his/her profile via the EMA Account Management Platform. 
Please refer to the EMA EudraVigilance Registration Manual for related information.  

The change of QPPV's details does not affect any medicinal product entries referencing the QPPV as the 
same QPPV Code continues to be referenced in the relevant medicinal product and there is therefore 
no need for the MAH to perform an update of the medicinal product entities.  

https://register.ema.europa.eu/identityiq/login.jsf?prompt=true
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2018/07/WC500252495.pdf
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3.4.1.2.  Business process to notify the change of a QPPV  

If the QPPV changes within an organisation, the organisation must nominate a new QPPV within 10 
calendar days; the new QPPV must self-register for the relevant QPPV role (i.e. either as the 'EU 
QPPV' (at a HQ level) or as an 'additional QPPV' (at an affiliate level) via the EMA Account Management 
Platform.  

There can only be one EU QPPV per HQ organisation. The existing EU QPPV/RP cannot be removed 
from PMS until their replacement is fully registered in the EMA Account Management Platform.  

• The registration of an 'EU QPPV' (at a HQ level) via the EMA Account Management Platform is 
approved by the EMA following the receipt of a request submitted via the EMA Service Desk. A set 
of documents must be submitted with the request as indicated in the document Change of qualified 
person for pharmacovigilance and responsible person for EudraVigilance. 

• The registration of an 'additional QPPV' (at an affiliate level) and/or the trusted deputy is approved 
by the EU QPPV of the MAH organisation.  

• When a new QPPV is appointed at an EU level (i.e. for the MAH HQ organisation) the QPPV that is 
no longer valid will need to de-register from the EU QPPV role via the EMA Account Management 
Platform and a new QPPV will need to request a registration for this role. 

For information on how to register, refer to the published EMA EudraVigilance Registration Manual.  

Following the registration of the new QPPV a new QPPV Code is assigned. The MAH should amend any 
affected AMPs with a valid marketing authorisation status accordingly in PMS or Art. 57 if transition 
from XEVMPD to PMS has not been done for non-CAPs.   

In cases where the marketing authorisation of a medicinal product is transferred to a new MAH but the 
QPPV remains the same, he or she must be registered (via the EMA Account Management Platform) 
under the EV profile of the new MAH.  

Once the new QPPV code is assigned, it needs to be referenced in the AMPs submitted from the 
organisation ID of the new MAH, the QPPV of the former MAH must be registered as a QPPV (or a 
deputy QPPV or additional QPPV) of the new MAH. This can be arranged by the QPPV by self-
registering under the required organisation profile (e.g. as an 'additional QPPV') in the EMA Account 
Management Platform.  

Example: Product A was transferred from MAH A to MAH B. Both MAH organisations are registered in 
EV as two separate HQ organisations. The QPPV of MAH A remains the QPPV of Product A for a certain 
period. The QPPV must be registered under the EV profile of MAH B (new QPPV Code will be assigned). 

3.4.2.  Pharmacovigilance System Master File Location (PSMFL)  

As per information in the Guideline on good pharmacovigilance practices (GVP): Module II – 
Pharmacovigilance system master file:  

• Marketing authorisation holders shall continue to ensure that their entries in PMS for medicinal 
products for human use are up-to-date, including the information about the qualified person 
responsible for pharmacovigilance (QPPV), name and contact details (telephone and fax numbers, 
postal address and email addresses) and PSMF location information [based on IR Art 4(4)].  

Upon a change in the QPPV or location of the PMSF information, the PMS database shall be updated 
by the marketing authorisation holder immediately and no later than 30 calendar days, in order to 

https://register.ema.europa.eu/identityiq/login.jsf?prompt=true
https://register.ema.europa.eu/identityiq/login.jsf?prompt=true
https://register.ema.europa.eu/identityiq/login.jsf?prompt=true
https://servicedesk.ema.europa.eu/
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2016/04/WC500205471.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2016/04/WC500205471.pdf
https://register.ema.europa.eu/identityiq/login.jsf?prompt=true
https://register.ema.europa.eu/identityiq/login.jsf?prompt=true
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2018/07/WC500252495.pdf
https://register.ema.europa.eu/identityiq/login.jsf?prompt=true
https://register.ema.europa.eu/identityiq/login.jsf?prompt=true
https://register.ema.europa.eu/identityiq/login.jsf?prompt=true
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/06/WC500129133.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/06/WC500129133.pdf
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have the information in PMS and on the European medicines web-portal referred to in Article 26(1) 
of Regulation (EC) No 726/2004 updated and to allow continuous supervision by the competent 
authorities [based on IR Art 4(4), REG Art 57(2)(c)]. 

Changes to the information on the Pharmacovigilance system may trigger the generation of new PSMFL 
EV Code(s) in the Article 57 database. Please refer to the guidance provided in section 2.3.  
Maintenance of a Pharmacovigilance System Master File Location (PSMFL) entity of the Article 57 
Detailed Guidance Chapter 3.II.   

Marketing authorisation holders shall submit an update of an existing medicinal product to notify any 
changes to the PSMFL Code and in line with guidance provided in Chapter 2 of the EU ISO IDMP IG. 

3.4.3.  Contact information for Pharmacovigilance enquiries 

The contact details where enquiries related to Pharmacovigilance can be submitted must be specified in 
PMS. Any changes to these details, shall be provided directly to PMS and no regulatory submission is 
needed.  

As of July 2018, the European Medicines Agency (EMA) publishes data from the Article 57 database on 
all medicines authorised in the European Economic Area (EEA). One of these pieces of data is this 
contact information and therefore marketing authorisation holders must submit and maintain this 
information in accordance with European Union (EU) legislation. 

3.4.4.  Information on Marketing Status 

Marketing authorisation holders must submit the status of the marketing of the medicinal product as 
well as any change thereto. 

The information to be provided can be found in the specific section of Chapter 2 of the EU ISO IDMP 
IG. Additional information in relation to the process to provide this data will be included in this Chapter 
in due course. 

3.4.5.  Authorisation status change triggered by competent authorities 

As indicated in Chapter 2 of the EU IG, the status of the marketing authorisation of the medicinal 
product has to be reported. During the lifecycle of a medicinal product, different authorisation statuses 
might apply, and different business processes are used to report these changes. 

When the change in the authorisation status is not reported within an eCTD sequence, the information 
shall be provided to PMS through the API.  

For example, marketing authorisations are suspended by Competent Authorities. This change shall be 
submitted as a notification by the MAH/applicant as it is MAH’s responsibility to maintain up to date 
data in PMS. This example and how the lift of the suspension shall be reported, can be found in Annex 
III: lifecycle submissions examples for a CAP medicinal product. 

3.4.6.  Data carrier identifier 

Marketing authorisation holders may specify a carrier identifier (e.g. bar codes) when using different 
packaging levels of medicinal products (e.g. secondary packaging, primary packaging). 
 

https://www.ema.europa.eu/en/documents/other/chapter-3ii-xevprm-user-guidance-detailed-guidance-electronic-submission-information-medicinal_en.pdf
https://www.ema.europa.eu/en/documents/other/chapter-3ii-xevprm-user-guidance-detailed-guidance-electronic-submission-information-medicinal_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/product-management-services-implementation-international-organization-standardization-iso-standards_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/product-management-services-implementation-international-organization-standardization-iso-standards_en.pdf


 
Product Management Services (PMS) - Implementation of International Organization for 
Standardization (ISO) standards for the identification of medicinal products (IDMP) in Europe  

 

EMA/795140/2018  Page 26/34 
 

In the European context, should the medicinal product fall within the scope of the EU Falsified 
Medicines Directive - FMD (Directive 2011/62/EU) which amended Directive 2001/83/EC, the Identifier 
available in the central information may be specified. This is the value uploaded by the MAH to the 
EMVS database (‘hub’) as referred to in Article 32 of the Commission Delegated Regulation (EU) 
2016/161.  

The data carrier identification number of the outer-most packaging of the packaged medicinal product 
shall be specified using the using the Global Trade Item Number (GTIN) or National Trade Item 
Number (NTIN) identification system as recorded in the European Medicines Verification System 
(EMVS). Rules regarding GTIN or NTIN are specified in EMVS annex 2. This information should be 
submitted in line with guidance provided in Chapter 2 of the EU ISO IDMP IG. 

Please note: The inclusion of data carrier identifier as data field as well as the process for submitting 
this information is under discussion.  

3.5.  Enrichment submissions for CAPs and non-CAPs 

As indicated in section 3.1, EMA will migrate data from XEVMPD and other internal databases to PMS 
as part of the go live. PMS records won’t be fully completed due to the fact that several data elements 
are not captured in the sources of the migration. Additionally, migrated data might not be aligned with 
MAHs or applicant’s data. In order to complete the full PMS record as per IDMP rules, for compliance 
purposes, and if needed, to correct migrated data, MAHs can provide different enrichment submissions. 
Depending on the FHIR resources provided, two types of enrichment submissions can be distinguished 
as indicated in the sections below. In Annex IV: Activities to be performed after review of the migrated 
data in PMS, different scenarios of enrichment submissions during the lifecycle of a medicinal product  
can be found. 

As indicated in section 1.2.1.3, non-centrally authorised medicinal products (non-CAPs) transition to 
the new format is optional and submissions to PMS are allowed so MAHs can harmonize internal 
processes. The data provided within the FHIR message will be fed-back to Art. 57 and will be subject to 
the quality control (QC) and validation. Therefore enrichment submissions are optional for non-CAPs 
medicinal products. 

Note: The information provided in this section represents the current status of the discussions among 
the different stakeholders. Full details will be discussed, and updates will be provided in further 
versions of the EU IG. 

3.5.1.  Full enrichment submission 

This submission type should be used when the full FHIR dataset is provided. The reason value in the 
provenance resource to selected is Enrichment – Full. 

It is acknowledged that the full dataset can be provided over time as part of the lifecycle of the PMS 
record. That means that, as part of the maintenance activities (variations, renewals, partial 
enrichments, notifications, etc.), the full PMS record would be completed at some point.  

EMA will announce the enforcement date by when a submission type Full enrichment should have been 
received for every record in PMS twelve months in advance of its implementation. This submission 
must take place even if the entire record has been provided as part of the lifecycle activities of a 
specific PMS record. This enforcement will be initially for CAPs only as described in section 1.2.1.  
Implementation Step 1: Applicable to centralised authorisation procedure only. 

https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-1/dir_2011_62/dir_2011_62_en.pdf
https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-1/reg_2016_161/reg_2016_161_en.pdf
https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-1/reg_2016_161/reg_2016_161_en.pdf
https://emvo-medicines.eu/new/wp-content/uploads/Annex2_MS-Coding-Requirements.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/product-management-services-implementation-international-organization-standardization-iso-standards_en.pdf
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The goal of a full enrichment submission is to complete the full record following IDMP rules and 
compliance and only one full enrichment submission can be provided in the lifecycle of the medicinal 
product. As indicated in section 3.1, enrichment submissions cannot be used to overwrite already 
approved data. Only maintenance submissions (i.e. variations) can be used to make updates in this 
approved data. 

3.5.2.  Partial enrichment submission 

This submission type should be used when specific FHIR resources are submitted in order to provide 
missing data after migration. The reason value in the provenance resource to be used is Enrichment – 
Partial. 

Partial enrichments shall be used only to complete data due to the migration and only if the data that 
is provided has already been approved before the migration to PMS happened. If specific data needs to 
be updated or corrections to already approved data needs to be submitted, then, regulatory 
assessments are needed in order to approve the changes. 

3.6.  Nullification of medicinal product entities in PMS for CAPs and non-
CAPs 

Marketing authorisation holders should flag as "nullified" medicinal product entities created by 
mistake, e.g. duplicated entities (the same medicinal product information was submitted multiple 
times) or entities provided erroneously (e.g. they were not supposed to be submitted).   

• Only the owner of the product data in PMS (i.e. 'Qualified users' affiliated to the organisation 
marked as MAH) can nullify such data.  

• Deletion is not allowed on entities which were flagged as "Valid" in PMS following a quality control 
check by the Agency.  

Please note: Any further details on how to request the CA to nullify /delete a medicinal product entry 
should be included when available and if applicable i.e. specific inbox or helpdesk link. 
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Annex I: Overview of submission processes 

 

  SUBMISSION 

Can you perform a 
full enrichment of 
the PMS dataset? 

Can you provide specific 
resources to enrich the PMS 
dataset without regulatory 

assessment? 

Is the submission 
needed due to the 

migration of data to 
PMS? 

Submission is needed 
due to updates in the 

medicinal product data 
Does the update 
follow a regulatory 
procedure? 

Is it a new 
medicinal product? 

 

Refer to Section 2. Initial 
Submission 

Refer to Section 3.5.1. Full 
Enrichment Submission 

Refer to Section 3.5.2. 
Partial Submission 

Refer to Section 3.2 and 3.3. 
Maintenance Submission 

Refer to Section 3.5. Notification 

YES 

YES 

YES 

YES 

YES 

NO 

NO 

NO 

NO 
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Annex II: Initial submission process for CAPs 

 

As explained in Section 2. Step 1 – Initial submission of authorised medicinal product, for an Initial MAA or line extension, the initial sequence shall contain 
the full FHIR dataset with the relevant data. The reason value in the provenance resource should be filled as Regulatory Submission – Initial. 

During the validation phase and during the assessment, MAHs or applicants might be requested to update information. If the information that is being 
updated as part of the request is also part of the FHIR dataset, then, not only the updated documents should be provided in the dossier, but also the 
updated FHIR dataset has to be provided within the eCTD working documents folder. 

Example 1: as part of the validation phase, MAH is requested to provide one additional clinical study, and to provide the correct GMP certificate of 
one manufacturer. This data is not part of the FHIR dataset, and therefore, it shall not be provided in the validation sequence.  

Example 2: as part of the D120 questions, MAH is requested to remove one manufacturer of the active substance from the dossier. Manufacturers 
are part of the FHIR dataset and therefore, in the responses sequence, MAH should update documents from the dossier, eAF and FHIR dataset. 

As explained in Section 2, the datasets provided as part of the Initial submission, shall always be full datasets as no deltas are allowed. 

Once the medicinal product is authorised, a closing sequence must be submitted. A FHIR dataset, containing the approved data, has to be provided within 
this sequence for PMS purposes such as the business IDs generation.  
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Annex III: Lifecycle submissions examples for a CAP medicinal product 
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In this diagram there are different procedures that can apply to a medicinal product during its lifecycle. 
For each procedure, it is indicated if an eCTD submission is required, the provenance that should be 
used and how the submission to PMS can be done.  

For the first procedure, a variation type II to change the batch size of the finished product, no FHIR 
message is needed, as the batch size information is not part of the FHIR dataset. Therefore, no PMS 
submission is needed. 

The next regulatory procedure refers to a variation type IA to delete a pack size. In this case, the 
dossier shall be submitted in eCTD with the relevant documents and, as the pack information is part of 
the PMS record, a FHIR message has to be provided with the initial submission with the provenance 
Regulatory Submission – Maintenance. Variations type IA (do and tell) do not require a notification 
of its approval and no closing sequence is usually provided. Therefore, the FHIR dataset has to be 
submitted through the API in order to update PMS. In case a closing sequence is provided, no API 
submission is needed. 

In case one NCA suspends this Marketing Authorisation, the MAH or applicant should update the 
Authorisation Status in PMS. This notification should be done directly through the API as no eCTD 
submission is required. The provenance to be used is Notification. Once the MAH is able to lift the 
suspension, the information has to be provided following a regulatory procedure based on eCTD, and 
therefore, a FHIR message shall be provided with a provenance Regulatory Submission – 
Maintenance withing the eCTD dossier. If a closing sequence is submitted, the FHIR dataset can be 
included within this sequence. If not, it has to be submitted through the API. 

As explained in section 3.1. Submission options after review of migrated data for already authorised 
medicinal products, for already authorised medicinal products, after the migration is done by EMA from 
Art. 57 and other internal sources, MAHs or applicants can follow different approaches. In the example 
shown in this Annex, MAH has provided data to PMS following regulatory (variations) and non-
regulatory (notifications) procedures. In case a specific resource is submitted, providing new data that 
was not part of the migration (missing data elements), it will be done directly to PMS through the API 
with a provenance Enrichment – Partial. In this example, two submissions are done to provide the 
storage conditions and self-life info and the indication resource. If needed, several resources can be 
provided withing the same submission.  

The next submission procedure is a PSUR submission. PSURs are not part of the PMS data, and 
therefore, no FHIR message should be provided with this eCTD sequence. 

The last example is a variation type II to change the therapeutic indication. In this case, with the initial 
sequence, a FHIR message has to be provided with a provenance Regulatory Submission – 
Maintenance. Once the variation is approved, a closing sequence has to be provided with the 
translated SmPC in the different languages. Therefore, the FHIR dataset shall be submitted within this 
closing sequence for PMS purposes.  
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Annex IV: Activities to be performed after review of the migrated data in PMS 

This annex provides two examples of the different activities that can be done after the review of the migrated data in PMS. As explained in section 3.1.  
Submission options after review of migrated data for already authorised medicinal products, MAHs or applicants can provide a full enrichment submission 
before any other regulatory procedure (example 1) or can provide partial enrichment submissions through the lifecycle (example 2). In the example 2 it is 
also included the full enrichment submission to comply with the enforcement of this submission type for compliancy check. 

 

Example 1: full enrichment submission is provided after review of migrated data. Full dataset is provided before any other maintenance 
submission is performed.2 

 

 
2 In the figure, * means that API submission should be done in case no eCTD closing sequence is provided for this specific regulatory procedure. 
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Example 2: normal maintenance activities are carried and submitted after migration and partial enrichments are also submitted to complete 
specific resources of the PMS record. Full enrichment submission is provided to comply with the enforcement.3 

 

 
3 In the figure, * means that API submission should be done in case no eCTD closing sequence is provided for this specific regulatory procedure. 
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