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CHANGES TO MEDICAL DEVICE  
AND/OR QUALITY MANAGEMENT SYSTEM:
WHEN AND HOW TO SUBMIT A REQUEST?

PURPOSE

This guidance document is intended for manufacturers wishing to submit a request for a change to a medical device and/
or quality management system subject to certification validated by GMED under the following standards: 
• Regulation (EU) 2017/745; 
• Regulation (EU) 2017/746; 
• Directive 90/385/EEC; 
• Directive 93/42/EEC;
• Directive 98/79/EC;
• ISO 13485 and/or ISO 9001 or ISO 13485 as part of the specific program such as:
 - Medical Devices Single Audit Program (MDSAP);
 - Taiwan program.

INTRODUCTION

In accordance with the regulations in force applicable to the manufacturers and/or in accordance with the contractual 
arrangements established with GMED, the manufacturer is required to inform GMED of the impacting changes to:
• The quality management system conformity;
• The range of products covered by the certification;
 -  Addition of category, generic group or references;
 -  For approved medical devices, when the modification calls into question the safety and performance of the device or 

the conditions prescribed for the use of the device. 

The manufacturer should ensure that any proposed modification to be reported to GMED is approved by GMED prior to 
implementation or marketing of the modified products. 

FEBRUARY 2022 EDITION
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The changes to be notified to GMED are as follows: 

1.  Substantial changes

In accordance with regulatory and voluntary reference documents, changes that affect or are likely to have an impact on 
the following are considered substantial: 
•  Safety, effectiveness or performance of the certified medical device; 
•  Compliance of the medical device or quality management system with the requirements of the reference documents 

for which the device or management system is certified, including the general safety and performance requirements of  
Regulation (EU) 2017/745,  Regulation (EU) 2017/746 or the essential requirements of the applicable Directive 90/385/EEC,  
93/42/EEC or 98/79/EC, the specific requirements of the MDSAP program, applicable clauses of ISO 13485 or 
ISO 9001 standard. This includes modifying the response to one or more requirements in order to demonstrate  
conformity of the product or quality management system.

2.  Significant changes

These changes are the changes referred to in article 120 of Regulation (EU) 2017/745 or article 110 of Regulation (EU) 
2017/746. These are changes in design or destination for medical devices with a valid certificate established according 
to one of the following directives: 90/385/EEC, 93/42/EEC or 98/79/EC.

This guidance document contains information to help determine if a proposed change must be notified to GMED. This 
guide outlines the steps for submitting information related to a change request to GMED as well as the steps taken by 
GMED to assess the change and the compliance of the modified quality system or product. 

In order to allow the conformity assessment steps of your modification to be completed in a time frame compatible with 
your objectives, you are advised to inform GMED of your desire to make a modification with a notice period compatible 
with GMED’s conformity assessment and decision times. 

This guidance document does not replace or affect any regulatory documents, legislation or official directives. The infor-
mation provided in this guidance document is subject to change following the publication of documents resulting from 
the MDCG 1, common specifications and other regulatory texts or standards.

CHANGES TO MEDICAL DEVICE  
AND/OR QUALITY MANAGEMENT SYSTEM:
WHEN AND HOW TO SUBMIT A REQUEST?

1  Medical Devices Coordination Group
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I SIGNIFICANT CHANGES 

For any modification of medical devices benefiting from a valid certificate under one of the following directives:
•  90/385/EEC;
•  93/42/EEC;
•  98/79/EC.
the manufacturer must determine whether the modification constitutes a significant change as referred to under 
articles 120 of Regulation (EU) 2017/745 and 110 of Regulation (EU) 2017/746. 
Significant changes are significant changes to the design or purpose of the device.

In order to determine whether the proposed change is significant, you can consult the MDCG guide dedicated to 
devices covered by the Regulation (EU) 2017/745: MDCG 2020-3: Guidance on significant changes regarding the 
transitional provision under Article 120 of the MDR with regard to devices covered by certificates according to 
MDD or AIMDD.
This guidance is used by GMED as a reference document to verify the significant character or otherwise of the 
proposed change.

Note: At the time of writing of this guide, there is not yet a guide for significant changes under article 110 
of Regulation (EU) 2017/746.

In accordance with articles 120 of Regulation (EU) 2017/745 and 110 of Regulation (EU) 2017/746, devices covered 
by a CE marking attestation under a directive subject to a significant change, cannot be placed on the market or 
put into service without being covered by a certification issued under the applicable regulation. 
In the event that you wish to make a significant change to one or more of your devices, an application for initial 
certification under the applicable regulation must be submitted to GMED. The modified device can only be placed 
on the market after certification under the applicable regulation has been obtained.
GMED is available to provide information on how to apply for initial certification under the regulation.

If you would like GMED to confirm or deny the “not significant” character of a proposed change to a directive-cer-
tified medical device, you may complete the “Change Request” form with the substantiated argument to demon-
strate that the change does not constitute a significant change. GMED will pre-evaluate this argument in the con-
text of an invoiced service.
If the elements provided do not allow a determination of the significant or non-significant nature of the change 
during this pre-assessment, an additional service will be proposed.

Your request must include the required information and documents in the working language of GMED, in French 
or English.
A form must be completed for each change request.

When the change is confirmed as not significant, it is necessary to verify whether or not it constitutes a substan-
tial change. 

GUIDECHANGES TO MEDICAL DEVICE  
AND/OR QUALITY MANAGEMENT SYSTEM:
WHEN AND HOW TO SUBMIT A REQUEST?
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II SUBSTANTIAL CHANGES

II.1   MODIFICATION REQUEST, ANALYSIS AND ASSESSMENT OF THE MODIFICATION BY GMED

 II.1.1   General information

Before submitting a change request, the manufacturer must determine the substantial nature of the changes 
considered. You can find in part 2 of this section, the changes considered as substantial by GMED. 

The diagram below describes the steps of the evaluation process in case of a substantial change. These steps are 
detailed below. 

 

GUIDECHANGES TO MEDICAL DEVICE  
AND/OR QUALITY MANAGEMENT SYSTEM:
WHEN AND HOW TO SUBMIT A REQUEST?

Step 1 
Submission  

of a change request  
by the manufacturer  

to GMED, (CPM)
“Change Request”  

form to be completed  
by the manufacturer

Step 6
Communication to 
the attention of the 
manufacturer of the 

decision made by GMED

Step 5 
Decision-making  

by GMED

Step 4 
Evaluation of the change 

request by GMED
Invoiced service

Step 2 
Analysis of the change  

by GMED  
And determination of the 
services to be performed

Invoiced service

Step 3 
Transmission of the 
elements necessary 
for the evaluation of 

the modification by the 
manufacturer to GMED
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GUIDECHANGES TO MEDICAL DEVICE  
AND/OR QUALITY MANAGEMENT SYSTEM:
WHEN AND HOW TO SUBMIT A REQUEST?

II.1.2   Submission of a change request by the manufacturer (Step 1)

A substantial change request should be the subject of an official request issued by the manufacturer or its 
authorized representative and should be sent to GMED in accordance with this guidance document.
Changes presented during an audit, identified during an assessment of the technical documentation or any other 
document or during a meeting are not considered as an official request. They are not taken into account during 
the current service.

You should inform the Certification Project Manager in charge of your file in relation to any substantial change 
request to be submitted to GMED, so that he/she can arrange for the analysis stage of your request (see II.1.3).
The purpose of this request analysis step is to confirm the substantial nature of the change and to determine the 
conformity assessment service(s) to be provided in connection with the change you wish to propose. 

In order to allow GMED to complete this analysis, you should fill out the “Change Request” form, available from 
your Certification Project Manager. 
This document is required for the presentation of the proposed change. 
It is your responsibility to ensure that the information provided in the document is sufficient and clear, and enables 
GMED to properly understand the proposed change. 

The form must also include the elements that allow you to justify the substantial nature of the modification. 
Concerning devices covered by a certificate established under a directive valid at the date of mandatory application 
of the regulation concerned, when the modification is substantial and not significant, an argument demonstrating 
that the modification is not significant is expected. 

Your request should include the required information and documents in French or English, working language of 
GMED.

A form should be compiled for each change request. 
An application including multiple changes proposed for multiple products will not be accepted if submitted via a 
single form.

However, the following amendments may be submitted using a single form:
•  A change request involving multiple products subject to a single change;
•  A modification application concerning a single product subject to several modifications.
A modification can concern several EC certificates.

Each completed form is to be sent by email to the CPM in charge of your file and to the GMED sales department. 

FEBRUARY 2022 EDITION
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GUIDECHANGES TO MEDICAL DEVICE  
AND/OR QUALITY MANAGEMENT SYSTEM:
WHEN AND HOW TO SUBMIT A REQUEST?

 II.1.3   Analysis by GMED (Step 2)

Each request is reviewed by GMED in order to determine the service(s) to be performed to assess compliance of 
the quality management system or changed device. 

To this end, GMED takes into account the information provided in the “Change Request” form, the standard(s) 
applied and the conformity assessment applied under a directive or regulation.

When the substantial nature is confirmed, the following services may be performed alone or jointly in order to 
assess the conformity of the proposed change:
•  Audit; 
•  Assessment of technical documentation; 
•  Testing; 
•  Documentary audit; 
•  Administrative change review; 
•  Assessment of changes to the category, generic group, including the addition of a reference, as part of a quality 

management system certification or production quality assurance. This assessment is only applicable for the 
product changes referred to in the annexes: 

 -  Annexes II.3 and V of Directives 90/385/EEC and 93/42/EEC;  
 -  Annexes IV.3 and VII of Directive 98/79/EEC;
 -  Annex IX chapters I and III and Annex XI of Regulations (EU) 2017/745 and (EU) 2017/746 (excluding part. B of 

Annex XI of Regulation (EU) 2017/745).

The impact on the audits of the current cycle and on the sampling plan for the devices subject to assessment of 
technical documentation is also analyzed by GMED following the change notification and the service selected by 
GMED.
The organization and duration of the previously defined services are changed if necessary. 
Example: addition of a subcontractor audit, a new production site, selection of a device for documentation 
assessment, etc.

You will receive notification of the results of GMED’s analysis and identification of the services to be performed. 
The services to be performed for conformity assessment are subject to planning and a financial offer prior to their 
implementation.

If necessary to assess the nature of the change envisaged and determine the assessment service to be carried out, 
additional information may be requested. The analysis of these elements will be the subject of an invoiced service.

For any difficulty concerning the determination of the substantial character of the proposed modification or when 
the latter requires an in-depth analysis of the documents, an additional service will be organized. This service will 
be the subject of an offer to your attention.
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 II.1.4   Transmission of the elements by the manufacturer (Step 3)

Depending on the service(s) to be performed, documents will be requested (technical documentation, process 
validation, specifications drawn up with the subcontractor, etc.). All the expected documents as well as all 
correspondence should be formulated in the working languages of GMED: French or English. 

When an assessment of the technical documentation is required, the complete and updated technical documentation 
related to the change, the state of the art and data from post-market surveillance should be submitted. 
If the technical documentation has already been assessed by GMED, it is requested to indicate the documents that 
have been modified since the last assessment of the technical documentation.

For recommendations on the form and content of the technical documentation to be submitted to GMED, please 
read the technical memo(s) as well as the specific additional guidance documents made available by GMED on 
GMED website.

 II.1.5    Conformity assessment and decision making by GMED,  
communication to the manufacturer (Steps 4, 5, 6)

The services are provided in accordance with GMED procedures. Deliverables, such as reports on the results of the 
conformity assessment, are sent to you.
As with any conformity assessment service, a review process is conducted with a view to making a decision on 
the change. 
You will be notified of GMED’s decision regarding the change.
It is your responsibility as the manufacturer to ensure that only substantial changes that have been approved by 
GMED are implemented.

A GMED decision in favor of the implementation of the change may be accompanied by a request for additional 
elements to complete the assessment and/or to confirm some actions taken. 
In addition, as part of its surveillance activities, GMED may verify the implementation of the announced actions 
during the performance of additional assessment services (audit, unannounced audit, testing) or during the 
surveillance audit scheduled in the certification cycle.
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III CHANGES CONSIDERED SUBSTANTIAL 

The purpose of this section is to help you determine whether the proposed change is substantial.
The definition of substantial change is presented in the introduction to the guide.
This guidance document includes definitions in annex A, in order to assist you in your approach. 

When several changes affect the same device or the quality management system (QMS), each change must be 
analyzed by you to identify: 
•  The individual impact of each change on the medical device and/or the QMS.
•  The collective impact of all changes on the medical device and/or QMS.

Therefore, GMED considers the changes indicated in the following sections to be substantial and subject to a 
change request. It is important to note that the examples of changes listed are not exhaustive.
For any other change, the impact on the safety, efficacy or performance of the certified medical device and/or on 
the conformity of the medical device or the quality management system to the requirements of the applicable 
standards presented in the introduction of the document should be considered. 

III.1   ADMINISTRATIVE CHANGES

•  Change of legal entity without organizational modification of the company;
•  Change of name without organizational modification of the company;
•  Change of address without relocation;
•  Issuance of certificate to separate categories/generic groups of devices or references;
•  Change of brand name without change and/ or addition of reference;
•  Change of authorized representative;
•  Rephrasing the certification scope wording, without changing of the category/generic-group certified / without 

changing the scope of the certified QMS;
•  Merger of companies without organizational change of the certified entity;
•  Removal of an activity from the scope of certification at the company request;
•  Discontinuation of certification of one or more devices at the request of the company. 

III.2   CHANGES TO THE QUALITY MANAGEMENT SYSTEM

These changes apply to the following certifications: 

•  Quality management system or production quality assurance subject to a conformity assessment in accordance 
with Regulations (EU) 2017/745 and (EU) 2017/746:

 -  Annex IX chapters I and III; 
 -  Annex XI.

FEBRUARY 2022 EDITION
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•  Full quality assurance system, production quality assurance, quality assurance of products subject to conformity 
assessment in accordance with directives:

 -  Annex II.3 of Directives 90/385/EEC and 93/42/EEC;
 -  Annex V of Directives 90/385/EEC and 93/42/EEC;
 -  Annex VI of Directive 93/42/EEC;
 -  Annex IV.3 of Directive 98/79/EC;
 -  Annex VII of Directive 98/79/EC.

•  Quality management system as defined in: 
 -  ISO 13485, NF EN ISO 13485, including Taiwan program;
 -  ISO 13485 MDSAP;
 -  ISO 9001.

GMED considers the following changes to be substantial:

•  Relocation; 
•  Addition of new sites;
•  Addition of a new production line or modification of line likely to have an impact on the safety and/or performance 

of the device(s) and/or including new equipment, processes and/or new technologies;
•  Change of one or more production lines having an impact on the conformity of the products concerned, including 

changes of equipment, modifications, changes in the manufacturing processes, transfer of production line;
•  Change, reorganization of storage area;
•  Duplication of production line;
•  Modification of the manufacturing environment;
•  Addition of an activity within the scope of certification;
•  Transfer of activities (design, manufacture, storage, etc.) from one site to another, within the company/group or 

to an external service provider;
•  Internalization of an activity previously carried out by a subcontractor; 
•  Modification of a product traceability tool (Purchase of raw materials, components, production or distribution 

tool, etc.);
•  Change to the voluntary certification  standard, (ex: claim of a more recent version of a standard concerning a 

quality management system standard);
•  Change of a critical supplier/subcontractor, which may have an impact on the conformity of the product or the 

QMS in relation to regulatory requirements;
•  Changes of responsibilities in relation to regulatory roles or company management (executive management, 

shareholders);
•  Modification of company organization.  
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III.3   CHANGES TO THE MEDICAL DEVICE

Are concerned the changes:

•  To device subject to conformity assessment in accordance with Regulations (EU) 2017/745 and (EU) 2017/746: 
 -  Annex IX chapters I and III; 
 -  Annex IX chapter II; 
 -  Annex XI. 

Regardless of the class of the medical device and whether or not the technical documentation assessment has 
been performed.

•  To device subject to conformity assessment in accordance with directives:
 -  Annex II.3, Annex II.4, Annex V and Annex VI of Directives 93/42/EEC and 90/385/EEC;
 -  Annex IV.3, Annex IV.4, Annex VII of Directive 98/79/EC. 

Regardless of the class of the medical device and whether or not the technical documentation assessment has 
been performed

•  Changes to an approved type of a device if this is likely to challenge the safety and performance of the medical 
device or the conditions required for use of the device; 

 -  Annex X of Regulations (EU) 2017/745 and Regulation (EU) 2017/746;
 -  Annex III of Directives 90/385/EEC and 93/42/EEC; 
 -  Annex V of Directive 98/79/EC.

•  Changes having an impact on the indications, conditions of use determined by the manufacturer in order to 
guarantee the clinical performances of the certified device.

•  Changes to any substance incorporated in a device or from which a device is made and which is the subject 
of special procedures (medicinal substance, tissues or cells of animal origin or their derivatives, substance or 
combination of substances absorbed or locally dispersed in the human body, classes B, C and D in vitro self-
diagnostic and near-patient in vitro diagnostic devices, companion diagnostics). 
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AND/OR QUALITY MANAGEMENT SYSTEM:
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 III.3.1   General information

As a manufacturer, you should determine whether the change affects the safety and effectiveness of the device or 
its compliance with the requirements of the applicable regulatory standard (directive or regulation). 
This involves analyzing whether the change calls into question or is likely to call into question the answers to 
regulatory requirements previously approved by GMED.

For any planned change, you should, with regard to the medical device concerned, analyze the impact of the 
change on: 
•  The claimed intended purpose including the target population; 
•  The use of the device and its environment;
•  The characteristics of the device, the specifications of the device/component and/or material;
•  The maintaining performance; 
•  The safety of the device by analyzing risks to the patient, the user and any other person in the environment of the 

device if applicable. The analysis should relate to identification of risks not previously identified and the impact 
of the change on existing risks and the methods of control implemented. 

 III.3.2   Change to the intended purpose of the device 

Any change to the intended purpose of the device is a substantial change including:
•  Restrictions, limitations and withdrawal of indication(s);
•  Adding or removing a contraindication; 
•  Adding users or target population;

Examples: 
•  Addition or removal of “not for pediatric use”, a device previously used by the medical profession, now used by 

patients.
•  Changes, addition of implantation site, contact area;
•  Change to access site or methods of implantation and placement.

A change to the intended purpose of the device should be supported by a demonstration of the clinical evidence 
and should be the subject of an analysis relating to the safety of the device in view of the proposed change.
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AND/OR QUALITY MANAGEMENT SYSTEM:
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 III.3.3   Design changes 

Design changes are changes in technology, engineering and performance. 

The following changes are considered substantial:

•  Principle of operation, mode of action, energy source;
•  Characteristics of the device and associated specifications: change of the shape, material, dimensions, to alarms, 

etc.
•  Change to primary packaging, in particular in the context of maintaining the sterile state;
•  Change to accompanying documents; 
•  Change to user interface;
•  Change of expiry date;
•  Change made to shelf life;
•  Addition of extreme size;
•  Addition/change of reference within a category or generic group of devices.

 III.3.4   Changes to materials, components

a.  Medical devices: changes to materials, components, medicinal substances, substances and substance 
combinations, tissues or cells of animal origin or their derivatives 

Changes to the materials or components of a medical device can impact the device specifications, its performance 
and safety. 

The following changes are considered substantial:

•  Changes to the type of material, component or change of formulation which may have an impact on the safety 
and performance of the device, change which may affect the biological assessment, chemical, physical, electrical 
properties or any other property of the device (such as stability including transportation);

•  Change related to the procurement with an impact on material or component specifications;
•  Changes related to the procurement, change to the formulation of the medicinal substance, of any other substance 

or combination thereof;
•  Modification on the tissues or cells of animal origin or their derivatives including those from species covered 

by Regulation (EU) No 722/2012: change of geographical origin of animals, raw materials of animal origin and 
processes of selection, collection, handling, control and inactivation/elimination that could alter viral safety. 

The changes made to the material are the subject of flowchart A in annex B of this document.

Changes relating to medicinal substances, tissues or cells of animal origin or their derivatives, substances and 
substance combinations are the subject of dedicated sections presented below.

In each of the above cases, the nature of the material and its contact time with the human body (patient/user) 
should be taken into account in addition to performance maintenance.
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If the change is likely to affect the biological assessment, product characteristics, specifications, risk management 
and/or product performance, then a GMED assessment is required.

If the supplier of the material changes, but the material meets previously reviewed specifications and acceptance 
criteria, with the exception of materials derived from animals, this change is not substantial.

b. In vitro diagnostic medical devices: changes of materials

Changes to materials in an IVDMD often impact its performance characteristics, including specificity and/or 
sensitivity. The impact on device performance and safety should therefore be taken into account in the analysis.

Changes to materials requiring the testing of additional clinical samples to determine the performance characteristics 
of an IVDMD are considered substantial, unless the additional clinical trial confirms only that the changed IVDMD 
still meets the performance specifications approved by GMED and that labeling changes are not required.

Changes to IVDMD materials that lead to a change in the principle of operation of a product (e.g. change from 
immunofluorescence to ELISA) are considered substantial. 

Changes to components, changes to materials such as change of calibration materials, or changes in methods such 
as the pre-treatment specimen, incubation times and temperatures can potentially affect the principle of operation 
of an IVDMD and represent substantial changes.
If the changes impact performance characteristics reflected in the labeling, the change is substantial.

 III.3.5    Change to stand-alone, embedded software for active medical devices  
and in vitro diagnostic medical devices 

Many changes to a device’s software are considered substantial. 

By way of example, the following changes are considered to be substantial (non-exhaustive list):

•  Addition of a function with an impact on the intended purpose of the device (diagnostic or therapeutic);
•  Change to software having an impact on device control and capable of confusing the diagnosis or treatment 

administered to the patient;
•  Software modified that alters the algorithm with an impact on the diagnosis or treatment administered;
•  Change to software which affects the way in which the data is read or interpreted by the user, in such a way that 

the treatment or diagnosis of the patient may be changed in comparison with the previous version of the software;
•  Software that previously required data entry by the user now makes closed loop decisions;
•  Addition of a new feature to the software that can change the diagnosis or therapy provided to the patient;
•  Addition or deletion of a software alarm function so that a response to the new configuration may change the 

treatment given to the patient, compared to the previous version of the software.
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Any change made to the software in order to correct an error which could represent a risk to patient safety is a 
substantial change.
Example: change to the algorithm. 

For any software change initiated as part of a product recall (Field Safety Corrective Action - FSCA), communication 
with GMED is recommended to determine if the modification constitutes a substantial change.

Any change to software intended to correct an inadvertent logical error, which does not represent a security risk 
and brings the system up to specifications, is not considered substantial.

The following changes are not considered substantial:

•  Change to the software which introduces only non-therapeutic and/or non-diagnostic features such as for 
example printing, faxing, report format or support for other languages;

•  Change to the software which modifies only the look and feel of the user interface with a negligible risk of impact 
on the diagnosis or therapy delivered to the patient;

•  Change to the software which disables a feature that does not interact with other functionalities and has no 
impact on the diagnosis or therapy delivered to the patient.

The information presented is not exhaustive and GMED remains at your disposal to analyze the substantial nature 
of the proposed change.

 III.3.6    Changes to the manufacturing process, equipment,  
facilities or control procedures

A change to the manufacturing process, to a special process, to facilities or production equipment that has the 
potential to impact the safety or efficiency of a device is considered substantial.

The following changes are considered substantial:

•  Change to the cleaning process;
•  Change to the packaging process;
•  Change to the sterilization process (see III.3.7);
•  Change to processes such as laser marking, machining, forging, laser welding;
•  Change to the manufacturing environment including controlled atmosphere areas;
•  Change, reorganization of the manufacturing area;
•  Relocation of the production line within the establishment, from one site to another, or to an external service 

provider;
•  Change or modification of manufacturing equipment; 
•  Change of manufacturing methods (from manual manufacturing to automation, from reagent in liquid form to a 

reagent in lyophilized form, etc.);
•  Change of control methods during and/or at end of production. 

FEBRUARY 2022 EDITION

GMED property document • 720 GMED 0819-1a rev. 1 of 02/12/2021



GUIDE

17

CHANGES TO MEDICAL DEVICE  
AND/OR QUALITY MANAGEMENT SYSTEM:
WHEN AND HOW TO SUBMIT A REQUEST?

If the manufacturing process, site or equipment of a critical subcontractor is changed, this represents a substantial 
change, unless there is reliable justification.

A change in an acceptance test criterion, a test method or the removal of an acceptance test criterion with regard 
to the product during manufacture or during final inspection is considered substantial.

Changes to the parameters of the manufacturing process to ensure its capability are not considered substantial, 
provided they are within the tolerance interval already validated.

 III.3.7   Changes made to the sterilization of medical devices 

Medical devices are considered sterile if manufacturers can demonstrate a SAL of at least 10-6. The effectiveness 
of such a process is demonstrated through verification and validation of the process.
Any change made to the method or process for sterilizing medical devices and any change that may impact the 
effectiveness of the sterilization process (change of packaging for example) should be analyzed by the manufacturer 
in order to demonstrate the effectiveness of the sterilization process under the proposed change. 

By way of example, the following changes are considered to be substantial (non-exhaustive list):

•  Device and material design changes that introduce a feature that is more difficult to sterilize;
•  Changes to sterilization process, equipment or cycle parameters;
•  Change from a non-sterile to sterile device;
•  Changes of sterilization subcontractor;
•  Changes to the density or configuration of the sterilization load;
•  Changes made to quality control verification and process validation, such as the use of parametric release;
•  Changes increasing the alert level of the “bioburden” or action levels, or which lead to the introduction of an 

organism more difficult to eliminate;
•  Changes of manufacturing site;
•  Increase in shelf life. 

Changes to packaging in order to maintain a sterile state should also be taken into account. This is because changes 
in the characteristics of a sterile medical device’s packaging, configuration or density may affect the absorption or 
penetration of the sterilizing agent, residual levels (if any) and the efficiency of the sterilization process in addition 
to the safety of the sterile device. Compatibility issues between packaging materials and the sterilization process 
should also be taken into account in order to ensure that the sealing integrity is not affected and that the packaging 
maintains the functionality and safety of the device throughout its claimed lifetime.

Changes made to the sterilization of medical devices and their substantive nature are the subject of flowchart B 
in annex B of this document. 
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 III.3.8   Changes in devices incorporating an ancillary medicinal substance

In the case of a device incorporating an ancillary medicinal substance, regardless of the type of change made to 
the device, assessment of the impact on quality/safety/utility should be carried out. 
Any change in the substance or in the manufacturing process of the substance is considered as a substantial 
change. 

The following changes are considered substantial:

•  Change of supplier of the ancillary medicinal substance or of intermediate manufacturer,
•  Change to the formulation or concentration of the medicinal substance or intermediate situation;
•  Change to the manufacturing process or specifications of the medicinal substance as reported by the manufacturer 

of the substance;
•  Change to relevant medicinal substance quality control testing during manufacture;
•  Change to manufacturing process relating to the incorporation of the medicinal substance into the medical device; 
•  Change to primary packaging or materials in contact with the medicinal substance;
•  Change of sterilization method or sterilization parameters;
•  Extension of shelf life;
•  Change to the intended purpose of the device or to claims regarding the substance;
•  Change in the design or manufacture of the device that could impact the availability, release or quality of the 

medicinal substance (e.g.: increase in size of the device with an increase in quantity of substance per device, 
substance medium, etc.).

This list is not exhaustive and GMED remains at your disposal to analyze the substantial nature of the proposed 
change.

When analyzing the change, GMED determines whether further consultation with the competent authority or with 
the EMA is necessary to confirm that the balance between quality, safety and benefit/risk is maintained. 
If consultation is required, GMED also assesses the usefulness of the ancillary medicinal substance in addition to 
the assessment of the change. This report is one of the elements taken into account by the competent authority 
or the EMA during the consultation. 
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 III.3.9    Modification of tissues or cells of animal origin including those from  
species concerned by Regulation (EU) No 722/2012

For any change made to a device manufactured from tissues or cells of animal origin, an assessment of the impact 
on tissues or cells of animal origin and their compliance should be performed. 

The following changes are considered substantial:

•  Modification of tissue nature or cells of animal origin; 
•  Modification of geographical origin of animals, raw materials of animal origin, selection, collection, treatment, 

control and inactivation/elimination processes likely to change viral safety;
•  Modification involving selection, collection, handling, treatment, inactivation and disposal procedures, or any new 

data concerning the risk associated with TSEs; 
 For example: 
 -  Change in the status of the country of origin of animals (Decision 2007/453/EC and its subsequent changes);
 -  Change of level of infectivity of the tissue (WHO guide and EMA note 410/01);
 -  Epidemiology of BSE (incidence rate and reported cases - see OIE website and its World Animal Health 

Information System - WAHID database); 
 -  Development of knowledge on the risks of transmission to humans, on the inactivation/elimination processes 

of TSE agents, etc.

The impact assessment will focus on maintaining responses to regulatory requirements including Regulation (EU) 
No 722/2012, when applicable. 

 III.3.10    Changes in the case of devices consisting of substances or combinations  
of substances that are intended to be introduced into the human body via a body 
orifice or applied to the skin and that are absorbed by, or locally dispersed in, 
the human body 

In the case of a device incorporating a substance or combination of substances, regardless of the type of change 
made to the device, an assessment of the impact on quality and safety should be carried out. 

The following changes are considered substantial: 

•  Change of supplier of the substance or intermediate manufacturer;
•  Change to the  formulation or concentration of the substance or combination of substances;
•  Change to the manufacturing process or specifications of the substance or combination of substances as initially 

reported by the manufacturer;
•  Change of relevant quality control tests on the medicinal substance or substance combination during manufacture; 
•  Change to primary packaging or materials in contact with the substance or substance combination;
•  Change of sterilization method or sterilization parameters;
•  Extension of shelf life;
•  Change to the intended use of the device or of claims regarding the substance or substance combination;
•  Change in the design or manufacture of the device that could impact the availability, release or quality of the 

substance or substance combination.
  e.g.: increase in size of the device with an increase in quantity of substance per device, change of substance 

medium, etc.).

FEBRUARY 2022 EDITION

GMED property document • 720 GMED 0819-1a rev. 1 of 02/12/2021



GUIDE

20

CHANGES TO MEDICAL DEVICE  
AND/OR QUALITY MANAGEMENT SYSTEM:
WHEN AND HOW TO SUBMIT A REQUEST?

For devices or products of their metabolism whose intended purpose requires systemic absorption by the human 
body, analysis of the change should also cover the need for consultation with the competent authority or the EMA.

 III.3.11    Change to accompanying documents (user manual, instructions and/or labels)

Changes to a device, including changes to the intended purpose, conditions of use, performance specifications and 
materials, often result in labeling changes. 
The accompanying documents can also be changed in response to the change of the so-called “user” requirements.

The following changes are considered substantial:

•  Change to accompanying documents in connection with a change to the intended purpose of the device, 
indications for use or conditions of use;

•  Changes to accompanying documents concerning addition, removal of a contraindication, caution, precaution 
or warning;

•  A change to a label to indicate that the device is reusable whereas previously it was intended for single use 
constitutes a substantial change given the impact on the indications for use of the device;

•  Change to accompanying documents following post-marketing surveillance data and/or in response to the 
security measures taken;

•  Provision of the user manual, instructions in electronic form with application of Regulation (EU) No 207/2012 
relating to electronic instructions for the use of medical devices;

•  Change of name or address of the company;
•  Change of name and address of the European representative;
•  Change of product name and/or change of name of accessories and variants supplied with the medical device. 

Changes to accompanying documents to include additional languages may be substantial. 
Flowchart C in appendix B presents the various cases encountered in connection with the addition of supplementary 
languages, the associated impact and whether or not the change is substantial.

The following changes do not constitute substantial changes: 

•  Minor changes intended to clarify the current wording of cautions and precautions relating to a device;
•  Changes made to documents accompanying a device which are intended only to clarify instructions in order to 

make its use easier, safer and more efficient, but without changing the conditions of use;
  For example, the labeling of the device often requires changes in language or structure in order to facilitate use 

by a layman. This change is not substantial if no modification is made to the intended purpose or the conditions 
of use.
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   ANNEX A 

DEFINITIONS

The following definitions (listed in alphabetical order) are provided to clarify the meaning of terms used in this 
document. They do not replace or affect in any way definitions from regulatory documents, legislation or official 
directives which prevail over this document.

Category of devices: a set of devices having common areas of use or a common technology. 
MDA, MDN or IVR designation codes correspond to a category of devices (see Regulation (EU) 2017/2185 of 
23 November 2017).

Cautions and precautions: information which prompts the user to exercise all the special care necessary for the 
safe and effective use of the device.

Change to a category/generic group of devices: addition of one or more references within the category or generic 
group of medical devices, already covered by one or more certificates.

Change to range of devices: addition of a category or generic group in the certification range.

Contraindication: describes situations in which the device should not be used, if the risk associated with its use 
outweighs any reasonably foreseeable benefit.

Critical material: refers to a raw material, component, additive, finished or semi-finished product that can impact 
the safety and performance of a device. 

Critical subcontractor: refers to an organization involved in the production of medical devices which may impact 
the safety and performance of the device.

Critical supplier: refers to the company responsible for supplying to a manufacturer of medical devices, raw 
material, component, additive, finished or semi-finished product that may impact the safety and performance of 
the device.

Dimensional specifications: describe the size and shape of the device. Such specifications include the length, 
width, thickness or diameter of the device, as well as the positioning of a part or component of the device.

Environmental specifications: designates the different acceptable levels of environmental parameters or 
operating conditions allowing safe and efficient use of the device (e.g.: temperature, altitude, humidity, etc.). A 
change in environmental specifications may include, for example, increasing the range of acceptable temperature 
at which the device will operate normally or making the device more resistant to electromagnetic interference.

Expiry date: date beyond which no data guarantees the safety or efficacy of use of the device, and after which the 
manufacturer contraindicates its use.
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Generic group of devices: A set of devices having the same or similar intended purposes or a commonality of 
technology allowing them to be classified in a generic manner not reflecting specific characteristics. 
For devices covered by certificate under a European regulation, a generic group corresponds to: 
•  Regulation (EU) 2017/745: level 4 of the European Medical Device Nomenclature (EMDN) (combination of one 

letter and 6 digits);
•  Regulation (EU) 2017/746: level 3 of the European Medical Device Nomenclature (EMDN) (combination of one 

letter and 4 digits), associated with the most appropriate IVP code. 

Intended purpose: the use for which a device is intended according to the information supplied by the manufacturer 
on the label, in the instructions for use or in promotional or sales materials or statements and as specified by the 
manufacturer in the clinical evaluation (medical devices/performance assessment (in vitro diagnostic medical 
devices).

Material formulation: refers to the basic formulation of the polymer, alloy, additives, colorants, etc., used to 
establish a property of the material or its stability. Technical adjuvants, release agents, residual contaminants or any 
other adjuvant not intended to be part of the material are excluded. An example of a change in material formulation 
would be moving away from 300 series stainless steel in favor of the 400 series.

Material type: refers to the generic name of the material from which the device is made. An example of a change 
of material type would be the switch from natural rubber to synthetic rubber.

Medical device: the term medical device refers to a device associated with a basic UDI-DI. Finished device ready 
to be placed on the market.
A device can include different models, part numbers, sizes and have various configurations. 
Examples:  
•  Devices with different sizes, dimensions, diameters, volumes (tubing, blood bags, needles, pads, etc.);
•  Diagnostic devices with different packaging (kits containing different numbers of tests per kit: 12, 24, 48, 96 tests, 

etc.);
•  Devices with different marketing configurations (CPAP with or without associated humidifiers, ECG equipment 

with 6 or 12 leads, etc.);
•  Devices having different references depending on the markets (package leaflet reference and label according 

to the language of the country of marketing, related to use by a layman or a professional, different references 
according to distributor, etc.).

Medical device software: medical device software is software intended to be used, alone or in combination, for a 
purpose specified in the definition of “medical device”.

Performance specifications: refers to the performance characteristics of a device, as listed in the Technical 
Documentation or on the product labeling or in the finished product release specifications. Performance 
specifications can be, for example, accuracy of measurements, accuracy of output data, level of energy efficiency 
or stability criteria.

Primary packaging: refers to any packaging, container, etc., used to protect the medical device and, if the device 
is sterile, to preserve the sterility of the device. 
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Principle of operation: means by which an instrument or equipment produces or causes a desired or appropriate 
effect. These are the means by which an instrument can exert a certain effect on a patient or on his environment.

Range of devices: a range of devices is defined as all those device categories for class IIa and class B devices and 
all generic groups for class IIb and class C devices covered by one or more certificates.

Reuse: refers to the repeated use of a device on one or more patients. Actions required to reuse a device may 
include instructions for assembly/disassembly, on-site sterilization or disinfection, etc. The renovation or repair of 
a device with a view to its redistribution or resale is excluded from this definition.

Safety corrective action: any corrective measure taken by a manufacturer for technical or medical reasons in order 
to prevent or mitigate the risk of a serious incident relating to a device made available on the market.

Software: defined as a set of instructions that processes input data and creates output data.

•  Input data: 

  All data supplied to the software in order to obtain output data. After calculation this data can be considered as 
input data. 

 Examples of input data (non-exhaustive list)
 •  Data provided by the use of a human data entry device such as a keyboard, mouse, stylus or touch screen;
 •  Data provided by voice recognition;
 •  Digital document: formatted for general purpose such as a Word file or PDFfile or JPEG image, formatted for 

medical purpose such as a DICOM file or ECG recordings or electronic health record, unformatted document. 
Note that digital documents should be distinguished from the software capable of reading these documents;

 •  Data received/transmitted by devices.

• Output data: 

 All data produced by software can be considered as output data. 

 Examples of output data (non-exhaustive list):
 •  Screen display data (such as layout with number, characters, image, graphics, etc.);
 •  Print data (such as layout with number, characters, image, graphics, etc.);
 •  Audio data;
 •  Digital document (formatted for general use such as a Word file or PDF file or JPEG image, or formatted for 

medical purpose such as a DICOM file or ECG recordings or electronic health record, unformatted document);
 •  Haptic hum as an alternative to audio sound.

Special process: refers to any production process that generates output data that cannot be measured, monitored 
or verified until it is too late. Indeed, faults may not be obvious until after the finished product has been used. To 
prevent these faults, these special processes should be validated to evidence that they can achieve the expected 
results.
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User interface: means enabling interaction between the user and the medical device.
This includes for example the various visual or audible alarms intended to alert the user of a hazardous situation, 
the display of a control panel or the mode in which information is presented to the user.

Warning: describes serious adverse reactions as well as potential safety risks that may arise from proper or 
improper use of the device as well as the resulting limitations of use and mitigation measures that should be taken 
if they occur.
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   ANNEX B: 

FLOWCHART FOR CHANGES TO THE RANGE OF CERTIFIED PRODUCTS

Flowchart A: Changes to the material

No

Yes

Yes

Yes

Yes

Yes

Yes

No

No

No

No

No

Is the material a medicinal 
substance?

Is the material a substance  
or is it part of a combination  

of substances?

Is the material tissue or cells  
of animal origin?

Is the material in direct or indirect 
contact with the human body 

(patient/user)?

Does the change to the material  
or formulation impact the physical, 

chemical and/or biological 
properties of the device?

Are the specifications different 
from the specifications approved  

by GMED

Non-substantial change
Update of the technical 

documentation for the device and 
other QMS documentation

Substantial change

FEBRUARY 2022 EDITION

GMED property document • 720 GMED 0819-1a rev. 1 of 02/12/2021



GUIDE

26

CHANGES TO MEDICAL DEVICE  
AND/OR QUALITY MANAGEMENT SYSTEM:
WHEN AND HOW TO SUBMIT A REQUEST?

Flowchart B: Changes to sterilization
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Flowchart C: Changes to accompanying documents: addition of translation in accompanying documents
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