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1. Introduction

COMBINE Project 2 is part of the COMBINE programme and builds on the work done
previously to analyse the challenges facing combined studies in Europe. Combined stud-
ies in the context of this sponsor guide are studies covered by more than one legal frame-
work (Regulation (EU) No 536/2014 on clinical trials (CTR), and/or Regulation (EU)
2017/745 on medical devices (MDR), and/or Regulation (EU) 2017/746 on in vitro diag-
nostic medical devices (IVDR)).

Following the publication of the COMBINE analysis report!, work was conducted to clarify
different rules and criteria for the different regulations which apply to safety reporting. With
the term ‘safety reporting’, this guidance refers to all communications in relation to safety
events including (serious) adverse events [(S)AE], device deficiencies (DD) and human
errors in the context of the applicable regulations. The requirements for documentation,
reporting timelines and processes, as envisaged by the regulations, vary significantly be-
tween the CTR, IVDR and MDR. Conducting a combined study necessitates navigating
all the requirements of each applicable regulation and reconciling the differences between
them until a specific legislative framework for combined trials comes into force. Open
issues that cannot be fully addressed within the current legal framework are being col-
lected to create a reflection paper for optimised solutions via stakeholder consultation.

COMBINE Project 2 aims to clarify how to apply the CTR, MDR and IVDR requirements
on safety reporting in combined studies. The initial focus of the work was on understand-
ing the respective requirements, timelines, and existing practices for reporting of serious
adverse events, with a view on how to align the understanding of the different definitions
of seriousness criteria and to give guidance to sponsors on how to handle the reporting
requirements based on the investigator’s causality assessment.

In addition, Project 2 provides a best practice guidance on the issues identified by stake-
holders, including a diagram on information flow and communication across stakeholders.

1 Combined studies - European Commission
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2. Scope (including a “roadmap” and some key understandings im-
portant to the entire guidance)

This guidance clarifies how to practically manage safety events in combined studies in
relation to recording and reporting requirements under the current legislations.

This guidance should not be seen as a stand-alone document and the current legislation
and guidance documents need to be taken into account. This guidance does not replace
the Medical Device Coordination Group (MDCG) guidance on adverse event reporting
(MDCG 2020-10/1 rev.1 and MDCG 2024-4) nor the guidance for adverse event reporting
under CTR (bd165522-8acf-433a-9ab1-d7dceae58112 en).

The only active deviation from those documents is the change of reporting timelines
where these are defined in a guidance instead of the primary legislation. The rationale for
this is simplification. For details, please refer to section 7.3.

This guidance was designed to guide the sponsor on safety reporting from study planning
and forecasting of anticipated adverse events to the detection of events during the study
conduct, the analysis of causality and seriousness, as well as communication of this in-
formation to the national competent authorities (NCASs). It is important to analyse and
communicate the benefit risk impact safety relevant information may have on combined
studies.

For this, there is an initial section where you will find the definitions in each legislation,
and the requirement(s) in the planning of the study and the preparation of protocol(s)
(Sections 3 and 4). Based on these protocols, investigation teams must be able to identify,
record, and report, where required, all pertinent information from each safety report (Sec-
tion 5). Investigators must also be able to assess the effects of adverse events and un-
derstand their seriousness; however, it is up to the sponsor to ensure that this assessment
is adequate and that the impact has been properly measured (Section 6). The result of
this assessment, which must take into account that it is a combined study, will determine
what must be reported to the national competent authorities (NCAs) (Section 7). In the
final section, specific cases are presented (Section 9).

It is up to the sponsor(s) to translate this guidance into the protocol(s) and other
applicable study documents so that all investigators in a combined study are ade-
quately informed and able to perform the investigator-tasks in a harmonised and
consistent manner during study conduct.

Of note: Adequate communication between all parties involved (investigators from differ-
ent sites and different types of sponsors) is necessary to ensure that reportable events
and risk mitigation measures are reported to NCAs and investigators as quickly as pos-
sible and in line with their urgency, using the appropriate tools or communication chan-
nels. While figures might only show feedback loops on specific potential issues that can
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be clarified and therefore only require a response to the investigator who raised a specific
potential issue in section 6.4, verified issues which require risk mitigation measures have
to be communicated to all investigators in a timely manner.

Throughout this document some terms and abbreviations are used that are uncommon
or specific to a single legislative framework. These terms are expected to contribute to
improving mutual understanding through harmonisation of terminology:

IMP = Investigational Medicinal Product means a medicinal product which is being
tested or used as a reference, including as a placebo, in a clinical trial (CT)

CT = Clinical Trial means a clinical study which fulfils any of the following condi-
tions:

(a) the assignment of the subject to a particular therapeutic strategy is decided in
advance and does not fall within normal clinical practice of the Member State
concerned;

(b) the decision to prescribe the investigational medicinal products is taken to-
gether with the decision to include the subject in the clinical study; or

(c) diagnostic or monitoring procedures in addition to normal clinical practice are
applied to the subjects.

AxMP = Auxiliary Medicinal Product means a medicinal product used for the needs
of a clinical trial as described in the protocol, but not as an investigational medicinal
product

IMD = Investigational Medical Device is a pseudonym of the term Investigational
Device which is defined in the MDR as follows “investigational device’ means a
device that is assessed in a clinical investigation;”.

Cl = Clinical Investigation means any systematic investigation involving one or
more human subjects, undertaken to assess the safety or performance of a device.

IIVD = Investigational /n Vitro Diagnostic Medical Device is not a defined term in
IVDR, but in analogy, the term/abbreviation IIVD is used for an in vitro diagnostic
medical device for which a performance study (PS) is undertaken.

PS = Performance Study means a study undertaken to establish or confirm the
analytical or clinical performance of an in vitro diagnostic medical device;
An ‘interventional clinical performance study’ means a clinical performance study
where the test results may influence patient management decisions and/or may be
used to guide treatment
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CDx = Companion Diagnostic means a device which is essential for the safe and
effective use of a corresponding medicinal product to:

(a) identify, before and/or during treatment, patients who are most likely to benefit
from the corresponding medicinal product; or

(b) identify, before and/or during treatment, patients likely to be at increased risk
of serious adverse reactions as a result of treatment with the corresponding me-
dicinal product

AESI = Adverse Event of Special Interest is an adverse event which is one of sci-
entific and medical concern specific to the sponsor’s product or programme, for
which ongoing monitoring and rapid communication by the investigator to the
sponsor can be appropriate. Such an event might warrant further investigation in
order to characterise and understand it. Depending on the nature of the event,
rapid communication by the trial sponsor to other parties (e.g., regulators) might
also be warranted. The target group of this document is mainly the sponsor(s). The
sponsor(s) should instruct the investigators by transferring the information regard-
ing recording and reporting obligations to them via the protocol. In the scenario of
multiple sponsors, it is up to them to define the responsibilities of the different
sponsors.

In Annexes 1 and 2 to this document, you can find clarifications on national safety report-
ing routes and requirements. Involvement of ethics committees is out of scope of this
document.

Reporting requirements for ethics committees differ significantly among the Member
States and cannot be harmonized within this project.
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3. Current legislation and EU-wide guidance documents on safety re-

porting
Clinical Trials with | Clinical Investiga- | Performance studies
medicinal products | tions with medical | with IVDs
devices
Legislation CTR MDR IVDR
Guidance - Q&As Reg (EV) - Guidance MDCG - Guidance MDCG 2024-42
1 102
documents 536/2014 2020-10 .1SO 20916
'2(';’(')\:’/;3';;‘3"’6 115014155 . MDCG 2022-10 Q&A on
- IMDRF/AE WG/N43% | the interface between
- GVP Module VI3 Regulation (EU) 536/2014
. ICH E2A, ICH E6, on .C.|Inlca| trials
ICH E19° medicinal products for
human use (CTR) and
- EudraLex Volume Regulation (EU) 2017/746
10: Clinical trials on in vitro diagnostic med-
guidelines: Auxiliary ical devices (IVDR) &
Medicinal Products in
Clinical Trials’
Local/national | No Yes Yes (see Annex 2)
requirements (see Annex 1)

Links to websites where applicable documents can be found:
1. EudraLex - Volume 10 - Public Health - European Commission

: Guidance - MDCG endorsed documents and other quidance - Public Health

: Good pharmacovigilance practices (GVP) | European Medicines Agency (EMA)

: ICH Official web site

: IMDRF: Terminologies For Categorized Adverse Event Reporting

o g b~ W N

: MDCG 2022-10 - Q&A

4. Requirements for protocol/CIP/CPSP content with regards to safety

reporting

In CTR, MDR and IVDR different terms are used for the document describing the ra-
tionale, objectives, design, methodology, monitoring, statistical considerations, organisa-
tion and conduct of clinical trial (CT), clinical investigation (ClI) or performance study (PS):
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e ‘Protocol’ is the term used in the context of clinical trials

¢ ‘Clinical investigation plan’ (CIP) is term used in the context of clinical investiga-
tions

e ‘Clinical performance study plan’ (CPSP) is the term used in the context of perfor-
mance studies

To improve readability in this guidance the term protocol(s) refers to protocol, CIP and
CPSP.

For combined studies a single protocol approach is recommended, in which protocol and
CIP or CPSP are integrated parts in one document.

Advantages of this recommended approach:

e Improved clarity on responsibilities of sponsors and reporting requirements for in-
vestigators and sponsor(s)

e Upload of only one document in Clinical Trials Information System (CTIS) during
the application phase for trials following the single application approach (COM-
BINE 1 Pilot?)

Potential disadvantage:

e Protocol changes driven by aspects relevant for only one of the legal frameworks
->might be outweighed by increased transparency of relevant changes to all par-
ties involved

Submission of separate documents is also possible.
Protocol(s)/Plan(s) must clearly describe:
« Which SAEs and DDs have to be reported by investigators to which sponsor(s)
o Expected communication flow between CT-sponsor and CI/PS-sponsor
« Reporting obligations for:
o IMP-related issues
o Device-related issues / investigational/study procedure related issues

o Combined issues

2 COMBINE Project 1 — pilot “all-in-one” coordinated assessment - Public Health
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It is up to the sponsor(s) to translate this guidance into the protocol(s) and other
applicable study documents so that all investigators in a combined study are ade-
quately informed and able to perform the investigator-tasks in a harmonised and
consistent manner during study conduct.

Protocol(s) should describe safety definitions considering the 3 regulations and
this guidance.

Protocol(s) should describe how investigators should record, assess and report
relevant safety information to the sponsor(s).

In multiple-sponsor studies, protocol(s) should define supervision responsibilities
including communication plans (sponsor(s) CT, sponsor(s) Cl, sponsor(s) PS),
explaining how assessments (seriousness, causality, DD review) are coordinated
and reported, where appropriate.

The protocol(s) must include the description of a process ensuring:

- Bidirectional communication between investigators and sponsors

- Exchange between CT-sponsor and CI/PS- sponsor

- That no reportable SAE or DD is missed in either clinical or laboratory settings
Clinical trial protocols can describe derogation of recording and reporting obliga-
tions (see CTR, ICH E19 and AxMPs in CT guidance and CTR Q&A)

5. Definitions of safety information in a combined study

5.1 Overview of definitions in separate legislations

CTR,
Reg.
(EV)

536/2014 | As further explained in question 7.1 of Q&As Reg (EU) 536/2014 Version

CTR Art 2(32). defines "Adverse event" (AE) as any untoward medical
occurrence in a subject to whom a medicinal product is administered
which does not necessarily have a causal relationship with this treatment.

7.1 (date of publication 27 March 2025) an AE can be any unfavourable
and unintended sign (including an abnormal laboratory finding), symptom
or disease temporally associated with the use of a medicinal product,
whether or not considered related to the medicinal product (see Section
2A1 of ICH E2A). Clinically significant abnormal laboratory findings are
considered AEs, however abnormal laboratory findings may not be con-
sidered AEs if there is no change compared to baseline values (at ran-
domisation).

Art 2(33). Serious adverse event (SAE) means any untoward medical
occurrence that at any dose requires
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e inpatient hospitalisation® or prolongation of existing hospitalisation,
e results in persistent or significant disability or incapacity,

e results in a congenital anomaly or birth defect,

e s life-threatening,

e orresults in death;

Art 2(34) Unexpected serious adverse reaction means a serious ad-
verse reaction, the nature, severity or outcome of which is not consistent
with the reference safety information.

(Note: Abbreviation of suspected unexpected serious adverse reaction is
“SUSAR”)

Art. 53 lists other reporting obligations for all unexpected events (UE)
which affect the benefit-risk balance of the clinical trial, but are not sus-
pected unexpected serious adverse reactions as referred to in Article 42.

MDR, MDR Regulation (EU) 2017/745 Art 2 (57) defines adverse event (AE)
Reg. as any untoward medical occurrence, unintended disease or injury or any
(EV) untoward clinical signs, including an abnormal laboratory finding, in sub-
2017/745 | jects, users or other persons, in the context of a clinical investigation,
whether or not related to the investigational device.

Art 2(58) Serious Adverse Event (SAE) means any adverse event that
led to any of the following:

1. death,
2. serious deterioration in the health of the subject, that resulted in any
of the following:
a. life-threatening illness or injury,
b. permanent impairment of a body structure or a body function,
c. hospitalisation or prolongation of patient hospitalisation,
d. medical or surgical intervention to prevent life-threatening ill-
ness or injury or permanent impairment to a body structure or
a body function,
e. chronic disease,

3 The latest version of the CTR Q&A should be taken into account for the correct defini-
tion of seriousness bd165522-8acf-433a-9ab1-d7dceae58112 en.
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3. foetal distress, foetal death or a congenital physical or mental impair-
ment or birth defect

Art2(59) Device Deficiency (DD) means any inadequacy in the identity,
quality, durability, reliability, safety or performance of an investigational
device, including malfunction, use errors or inadequacy in information
supplied by the manufacturer.

MDCG 2020-10/1 defines Adverse Device Effect (ADE) as any adverse
event related to the use of an investigational medical device or a compar-
ator.

MDCG 2020-10/1 defines Serious Adverse Device Effect (SADE) as
any ADE that has resulted in any of the consequences characteristic of a
serious adverse event.

IVDR, IVDR Regulation (EU) 2017/746 Art 2 (60) defines Adverse Event (AE)
Reg. in the same way as MDR Regulation (EU) 2017/745 Art 2 (57) with the
(EVU) important addition of inappropriate patient management decision in the

2017/746 | context of a performance study, whether or not related to the device for
performance study.

Art 2 (61) Serious Adverse Event (SAE) means any adverse event that
led to any of the following:

1. a patient management decision resulting in death or an imminent life-
threatening situation for the individual being tested, or in the death of
the individual's offspring,

2. death,

3. serious deterioration in the health of the individual being tested or the
recipient of tested donations or materials, that resulted in any of the
following:

a. life-threatening illness or injury,

b. permanent impairment of a body structure or a body function,

c. hospitalisation or prolongation of patient
hospitalisation,

d. medical or surgical intervention to prevent life-threatening ill-
ness or injury or permanent impairment to a body structure or
a body function,

e. chronic disease,

4. foetal distress, foetal death or a congenital physical or mental impair-
ment or birth defect

Art 2 (62) “device deficiency” (DD) means any inadequacy in the iden-
tity, quality, durability, reliability, safety or performance of a device for
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performance study, including malfunction, use errors or inadequacy in in-
formation supplied by the manufacturer.

MDCG 2024-4 defines “Adverse Device Effect (ADE)” as any adverse
event related to the use of a device for performance study or a compara-
tor.

MDCG 2024-4 defines “Serious Adverse Device Effect (SADE)” as any
ADE that has resulted in any of the consequences characteristic of a se-
rious adverse event.

5.2 Definition of seriousness in a combined study

While the specific frameworks for medicinal products (CTR), medical devices (MDR), and
In Vitro Diagnostics (IVDR) differ in scope, their definitions of an Adverse Event share a
fundamental "common denominator”.

An adverse event is any untoward medical occurrence. In most cases it is something
negative that happens to a study participant during the conduct of the study (or a specific
time thereafter) or to users or other persons, but it does not have to be causally related
to the medicinal product, the medical device or the IVD investigated in the combined
study. (Examples of adverse events, which are not explicitly negative, like euphoria or
mood-related changes with psychedelics, are relevant to collected recorded regarding
abuse potential.)

The definitions of adverse events in the three regulations need to be taken into account
in a combined study, because adverse events of both medicinal product and/or the de-
vice/lVD as well as the investigational/study procedures need to be considered.

For clarity and to reduce complexity, in a combined study an adverse event is considered
serious if it leads to, or could have led to, outcomes such as

o death,

« a life-threatening illness or injury,

« inpatient hospitalization or prolonged hospitalization,
« a persistent or significant disability or incapacity,

e oOr a congenital anomaly or birth defect.

Additional criteria that define a serious adverse event in at least one of the regulations
include:

e Atemporary but serious deterioration in health.
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o Fetal distress or fetal death.

o Chronic disease. This term was introduced in the MDR and IVDR specifically to
address the development of new chronic diseases when it comes to implantable
devices (e.g. Pacemaker, Cobalt hip implant, Implantable intrauterine devices,
drug eluting stents, etc.). Examples of newly developed or diagnosed chronic dis-
eases are Kidney Disease, Osteomyelitis, COPD, Chronic Arrhythmia, Pace-
maker-mediated tachycardia.

o Medical or surgical intervention necessary to prevent life-threatening outcomes or
permanent impairment.

o A patient management decision resulting in death or an imminent life-threatening
situation for the individual being tested, or in the death of the individual's offspring.

It is acknowledged that MDR/IVDR requirements are not legally binding for CTR adverse
events.

According to ICH E2A, important medical events* that do not strictly meet these [common]
criteria [see above] but could jeopardize the subject or require intervention to prevent the
listed outcomes should also be considered serious based on medical judgment. So, ap-
plying medical judgement in the context of ICH E2A will, most of the time, lead to reporting
of events described as additional seriousness criteria as per MDR/IVDR.

Planned hospitalization for a pre-existing condition or protocol-specified procedure is not
usually considered a serious adverse event unless the individual's health seriously dete-
riorates.

6. Investigator responsibilities

This section guides investigators in assessing and reporting Adverse Events (AEs), Seri-
ous Adverse Events (SAEs), Adverse Events of Special Interest (AESIs), and Device De-
ficiencies (DDs) in combined studies involving Investigational Medicinal Products (IMP)
and Investigational Medical Devices (IMD’s) and/or Investigational In Vitro Diagnostic
Medical Devices (IIVD’s)This guidance applies to both:

4 The latest version of the CTR Q&A should be taken into account for the correct defini-
tion of seriousness bd165522-8acf-433a-9ab1-d7dceae58112 en.
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Specimen collection/treatment sites®, and

Specimen testing/analysis sites® (laboratories)

Note: Specimen collection/treatment sites and specimen testing/analysis sites do not
necessarily need to be separate sites. Testing can take place on sites where the pa-
tients receive the IMP or where samples are taken (e.g. if a Point of Care device is
used or if the clinical site also performs testing in the hospital lab).

The responsibilities can be summarized as follows:

Record and document all AEs and DDs, unless the protocol specifies otherwise.

This includes any DD of the IMD/IIVD that might have led to an SAE if appropriate
action had not been taken, intervention had not occurred, or circumstances had
been less fortunate.

Note: Recording, documentation and reporting of AE/SAE/DD begins with signing
of the Informed Consent Form (ICF) and consequently before the collection of
samples.

Assess seriousness (per criteria in section 5.2 of this document).
Provide a causality assessment for:

o IMP/IMD/IIVD

o Comparator(s)

o Study/investigational procedure

Report events to the sponsor(s) according to protocol and within protocol-defined
timelines.

> For clarity throughout the document and within combined studies, the term specimen
collection/treatment site refers to the site where the study participant is treated with
the IMP/IMD or where the specimen for the IIVD is collected.

¢ The (specimen) testing/analysis site is the institution or site where the collected speci-
mens are tested/analysed.
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AE or DD with AE

Record and document

according protocol(s)

Is the AE
serious?

Yes, without undue delay
but within 24 hours

\

Is the event
observed in a participant,

DD without AE

Record and document

user or other person
in context of CT/CI/PS an
AE or DD ?

Is the non-serious AE Yes, see protocol/plan

identified in the CT protocol as.

an AESI, or
is it an ADR of an AxMP?

REPORT TO SPONSOR(S)
during study conduct

/

Yes, see plan/protocol

Is the non-serious AE
identified in CI/CPS plan as
critical to the evaluation of the
results of that CI/CPS ?

Is the non-serious AE
reasonably possibly related to
IMP, IMD or IIVD?

Inclusion in SOR/CSR

and PSR or CIR
after end of study

Yes

NO REPORT TO
SPONSOR(S)

according protocol(s)

Might the DD have led to a SAE

if appropriate action had not been
taken, intervention had not occured, or
circumstances had been less fortunate?

No

Inclusion in
PSR or CIR
after end of study

Note: Specific (S)AEs can be excluded from recording and reporting requirements but
only if specified in the protocol/plan. For ease of display this is not reflected in the figure

above.

A single protocol approach is recommended for combined studies to improve clarity on
reporting requirements for the investigators.

6.1

Investigator task: Assessing seriousness

Investigators must determine whether the event meets SAE criteria as described in sec-

tion 5.2.
If the AE Is Serious

o Report all SAEs to the sponsor(s) without undue delay, and within 24 hours of
becoming aware of the event, unless the protocol exempts certain SAE types (e.g.
endpoints not requiring immediate reporting).

o Submit follow-up information as it becomes available.

« In multi-sponsor studies, follow the protocol instructions on which sponsor(s) re-

ceives which type of SAE.

e Provide seriousness and causality assessments for each investigational product
and device in the combined study.
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Notify sponsor(s) of SAEs occurring after trial end, if causally related to the IMP,
IMD or 1IVD.

If the AE is Not Serious

6.2

Document all non-serious AEs per CTR Article 41 unless the protocol specifies
exemptions.

Check with the CTR protocol if the AE is an Adverse Event of Special Interest
(AESIs) or laboratory abnormality is designated as critical to safety evaluation.

Check with the Clinical Investigation Plan (CIP) or the Clinical Performance Study
Plan (CPSP), if the adverse event is identified as being critical to the evaluation of
the results of that clinical investigation or performance study.

Investigator task: Assessing causality

The investigator must assess suspected causality with respect to:

IMP /IMD / 1IVD
Any comparator (if applicable)

The investigational/study procedure

This causality assessment:

6.3

Must accompany the initial SAE report
Must be performed per product in multi-product studies

Must follow protocol-specific instructions for AXMPs (auxiliary medicinal products)
if applicable

Investigator task: Reporting and Timelines

SAEs: Report to sponsor(s) without undue delay but not later than within 24
hours unless protocol states otherwise

AESIs: Report within protocol-defined timelines to responsible sponsor(s) when:
- Defined in the CTR protocol as critical to evaluating the medicinal product
- Defined in the CIP/CPSP as critical for evaluating the device
- Required for AxMP-related events (Recording and reporting requirements in re-
lation to AEs, which are reasonably possibly associated to an auxiliary medicinal
product (AxMP), shall be detailed in the protocol.)
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Medication errors, pregnancies and uses outside what is foreseen in the protocol,
including misuse and abuse of the product, shall be subject to the same obligation
to report as adverse reactions. (see CTR Annex Il 2.1)

Post-trial SAEs with suspected causal link to IMP, IMD or IIVD: report to spon-
sor(s) without wundue delay (in accordance with CTR Article 41)

Device Deficiencies (DDs): A reportable device deficiency (DD) is any defi-
ciency that might have led to an SAE if:

- Action had not been taken

- Intervention had not occurred

- Circumstances had been less fortunate

This applies to:

- IMDs

- 1IVDs

- CE-marked devices used in the study

Investigator’s task in context of DDs:

- Report device deficiencies to sponsor(s).

- Report DDs involving CE-marked devices to manufacturers.
- Follow national vigilance procedures (mandatory in many Member States).

- Provide preliminary seriousness and causality assessment of DDs even if no SAE
occurred.

Serious incidents with CE-marked medical devices/IVDs: report to manufac-
turer of device/lVD

MDR Art. 2 (64) defines ‘incident’ as any malfunction or deterioration in the char-
acteristics or performance of a device made available on the market, including use-
error due to ergonomic features, as well as any inadequacy in the information sup-
plied by the manufacturer and any undesirable side-effect.

IVDR Art 2. (67) defines ‘incident’ as any malfunction or deterioration in the char-
acteristics or performance of a device made available on the market, including use-
error due to ergonomic features, as well as any inadequacy in the information
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supplied by the manufacturer and any harm as a consequence of a medical deci-
sion, action taken or not taken on the basis of information or result(s) provided by
the device.

MDR Art 2. (66) and IVDR Art 2 (69) define ‘serious public health threat’ as an
event which could result in imminent risk of death, serious deterioration in a per-
son's state of health, or serious iliness, that may require prompt remedial action,
and that may cause significant morbidity or mortality in humans, or that is unusual
or unexpected for the given place and time. MDR Art. 2 (65) and IVDR Art. 2 (68)
define ‘Serious incident’ as any incident that directly or indirectly led, might have
led or might lead to any of the following:

a) the death of a patient, user or other person,

b) the temporary or permanent serious deterioration of a patient's, user's or
other person's state of health,

c) a serious public health threat

Recording and reporting requirements in relation to serious incidents with a CE-
marked medical device/IVD which is used in a combined trial shall follow the na-
tional vigilance with a medical device/IVD rules.

It is highly recommended and in many MSs an obligation, that the investigator
reports serious incidents, either directly to the manufacturer or via the contact point
established within the investigator’s institution. However, it is necessary to distin-
guish if the incident is with a CE marked MD/IVD which is used in combined study,
or if it is being investigated in a combined study.

In the first case, a large list of MD/IVD are used during a CT and could lead to an
incident or serious incident during their normal conditions use according to the
instructions for use (IFU). In this case, the investigator team must act as usual
according to the vigilance system of devices. Any person/ patient/ user/ economic
operator etc should report by the routes of each healthcare institution/MS.

If the CE marked MD/IVD is the object of investigation in a combined study, (this
is happening when MDs/IVDs are investigated outside the scope of their intended
use), any incident should be evaluated by AE/SAE/DD definitions and follow the
art 80 MDR/ art 76 IVDR. These definitions are intentionally broad and may overlap
with vigilance incident definitions, meaning that a single event can fall under both
safety reporting in a clinical investigation and the MDR/IVDR vigilance framework.
For example, this could be the case of a death with causal relation to the device,
and the investigator/sponsor concluded that the problem is related with the quality
of the device and could occur with any patient that currently uses the device within
the intended use. In this subcase, the death is simultaneously an incident and
should also be treated by manufacturer and NCAs in the context of the vigilance

system.
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6.4 Communication requirements for a situation where impact assessment at a specimen
collection/treatment site requires information from the specimen testing/analysis site and
vice versa - Reporting pathways in dual sponsorship situation (as an example for multiple
sponsorship)

Sponsors must communicate with each other to ensure no reportable events are missed
and to investigators, where appropriate.

While the figures below might only show feedback loops on specific potential is-
sues that can be clarified and therefore only require information back to the inves-
tigator who raised a specific potential, verified issues which require risk mitigation
measures have to be communicated to all investigators in a timely manner.

Occurrence at the specimen collection/treatment site:

Investigator Investigator

4 I

SAE /DD /any critical AE
identified in the CPSP —

]
1
1
o ! Examination
relatedness not ! outcome
excluded ' !
I I i
: !
1
: !
, v
CT-Sponsor - -7 PS-Sponsor

Solid line: initial information loop; Dotted and dashed line: feedback loop

The investigator at the specimen collection/treatment site has to report all SAEs to the
clinical trial sponsor, including a preliminary causality assessment. The protocol should
clarify which untoward occurrences might indicate an MD or IVD deficiency, which need
to be reported within the timelines and format of an SAE.

If the investigator is unsure about a potential causal link to the IVD, the investigator can
inform the sponsor accordingly. It is the sponsor’s responsibility to decide on further ac-
tions.

In a dual/multi sponsorship scenario, it is recommended that the clinical trial sponsor con-
tacts the PS sponsor who then contacts the (specimen) testing/analysis site for an
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examination. This examination entails a causality assessment, but could also mean, for
example, retesting of the original specimen, testing of a new specimen and/or performing
an alternative test to the IVD.

This should serve as an example for managing communication. If a different approach
ensuring appropriate information flow is preferred, this shall be described in the commu-
nication plan.

If the (specimen) testing/analysis site can prove the SAE is unrelated to the IVD, the
original assessment of the specimen collection/treatment investigator can be updated to
“not related to the IVD” by the sponsor in the sponsor’s assessment. More information on
a causality assessment can be included in the column “Free description of the event” in
the safety reporting form for the PS.

In a dual sponsorship scenario, the clinical trial sponsor then receives the report of the
examination at the testing/analysis site from the PS sponsor.

In case the initial SAE report was identified to fulfil the requirements for suspected unex-
pected serious adverse reaction (SUSAR) reporting, the available outcome of the exam-
ination at the testing/analysis site should be integrated in a SUSAR follow-up report.

The protocol should describe these communication pathways.

It is recommended to communicate the outcome of the examination at the testing/analysis
site to the appropriate investigator of the specimen collection/treatment site.

If the outcome of the investigation reveals information relevant for all investigators, this
information shall be systematically shared to all investigators and not only the one raising
the issue.

A similar problem might occur for the investigator at the testing/analysis site (e.g. if a
negative effect of a DD on the study participant cannot be excluded) and a similar com-
munication approach has to be taken.
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Occurrence at the testing/analysis site:

Investigator Investigator
specimen collection/treatment site testing/analysis site
1
SAE /DD / any critical AE

f
1
I
!
identified in the CPSP !
1
i
i
]
i

¥

CT-Sponsor h PS-Sponsor

potential
impact on

Solid line: initial information loop; Dotted and dashed line: feedback loop
6.5 Double reporting

The challenge of double reporting of the same SAE will need to be dealt with as long as
separate legislation exists. On guidance level, safety reporting for MDR and IVDR is in-
tended to be revised. The issue of double reporting cannot be dealt with before the new
safety reporting procedures for MDR and IVDR are implemented for single regulation
studies. For example, see figures section 6.4 occurrence at the specimen collection/treat-
ment site (relatedness to IIVD cannot be excluded) and information flow from testing/anal-
ysis site when impact on patient safety is suspected.

Although the same SAE might have to be reported twice, sponsors are allowed to hand
over reporting duties to a 3™ party handling safety reporting for combined trials. While
third-party delegation is operationally possible, it does not resolve the underlying double
reporting burden that combined studies face.

Double reporting currently remains an unresolved issue that requires legislative
harmonisation.

In case of multiple sponsorship, sponsors are allowed to transfer reporting duties to the
other sponsor(s) if described in the respective safety section of the protocol or safety data
handling agreement. Alternatively, in case of multi-sponsorship, these activities can be
delegated to a single applicant, but each sponsor remains responsible for respective
safety data handling and reporting duties.

The sponsor(s) can provide the investigator(s) with a single form for safety recording and
reporting in relation to the IMP/IIVD/IMD. It is then the sponsor(s)’s obligation to direct the
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information to the correct recipients (Eudravigilance, NCAs for PS/CI, ...).

7. Sponsor responsibilities
7.1 Sponsor task: Check causality assessment:

If the sponsor(s) receive(s) an SAE report, they need to take into account the preliminary
causality assessment of the reporting investigator in their own causality assessment. The
causality assessment of an investigator should never be changed by the sponsor(s) (see
figures in section 6.4).

In case of disagreement between an investigator and a sponsor, the sponsor can explain
the diverging opinion in the sponsor’'s SUSAR comments or in the column “Free descrip-
tion of the event” in the safety reporting form for the Cl or PS.

7.2 Sponsor task: Reporting safety information in a combined study

Reporting obligations MDR/IVDR

The following events are considered reportable events in accordance with MDR Art. 80(2)
and IVDR Art. 76(2):

a) any serious adverse event (SAE) that has a causal relationship with the investiga-
tional device, the comparator or the investigation/study procedure or where such causal
relationship is reasonably possible;

b) any device deficiency (DD) that might have led to a serious adverse event if appro-
priate action had not been taken, intervention had not occurred, or circumstances had
been less fortunate;

c) any new findings/follow up report in relation to any event referred to in points a) and b).

It is the CI/IPS-sponsor’s obligation to evaluate the DD and forward reportable DDs to
all Member States in which the combined study is being conducted without delay.

If the CI/PS-sponsor determines that DDs might affect the benefit-risk balance of a com-
bined study even if the relevance for the benefit-risk effect is only detected based on
cumulative data, this should be communicated to the CT-sponsor(s) to enable them to
report this issue via CTIS as an unexpected event notification.

DDs where implications to some/all trial participants are suspected need to be reported
as UE as this situation is a typical example of a DD affecting the benefit-risk balance of
a combined study.
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Not limited to such a scenario, there is the need for communication between the spon-
sors in case of multiple sponsors.

Reporting requirements in relation to serious incidents (for definition see MDR Art 2 (64)
& (65) and IVDR Article 2 (67) & (68)) with a CE-marked medical device/IVD which is
used in the combined trial shall follow the national vigilance procedures for a medical
device/lVD.

In case the CI/PS-sponsor is also the distributor or importer of the device(s) of the com-
bined trial, the safety reporting obligations of these actors also apply. The CI/PS-sponsor
then has the legal obligation to transfer complaints or reports (i.e. not limited only to seri-
ous incidents) received by users, Health Care Professionals (HCPs) or study participants,
to the manufacturer(s).

This reporting shall be done without undue delay. In case the CI/PS-sponsor is also the
manufacturer, the CI/PS-sponsor shall follow the vigilance obligations applicable to man-
ufacturers.

Obligation after the end of a combined study

According to MDR, a summary of serious adverse events, adverse device effects, device
deficiencies and any relevant corrective actions need to be provided in a clinical investi-
gation report. See MDR Annex XV Clinical Investigations chapter 3 point 7 and MDCG
2024-15 “Guidance on the publication of the clinical investigation reports and their sum-
maries in the absence of EUDAMED”.

Reporting obligations CTR

For SAEs possibly related to an IMP (SARs), the CT-sponsor determines expectedness
by consulting the Reference Safety Information of the IMP as defined in the CTR.

a) SUSARs: All suspected unexpected SARs (SUSARs) must be reported by the CT-
sponsor to the CT module in the EudraVigilance (EVCTM) database.

Note: SARs of IMPs that are expected should be reported by the CT-sponsor as part of
the annual safety report (ASR) in the “cumulative summary tabulation of serious adverse
reactions”.

b) AXMP related safety reporting

Page 25 of 85


https://health.ec.europa.eu/document/download/0e076d19-62dc-4ff9-83f2-be6072a45993_en?filename=mdcg_2024-15_en.pdf
https://health.ec.europa.eu/document/download/0e076d19-62dc-4ff9-83f2-be6072a45993_en?filename=mdcg_2024-15_en.pdf

Clinical Trials Coordination and Advisory Group COMBINE programme
Medical Device Coordination Group

Specific guidance concerning AXMPs in clinical trials is available in Eudralex Volume 10,
Clinical trials guidelines, Chapter IlI”.

A) Unauthorised or authorised modified AXMPs follow the reporting requirements
of IMPs.

B) Where an adverse event is suspected to be related only to an authorised, un-
modified AXMP and does not result from a possible interaction with the IMP,
reporting should comply with pharmacovigilance rules for authorised medicinal
products, irrespective of whether the authorised AXMPs are used in accordance
with the terms of the marketing authorisations of those products. The suspected
(S)AR should be reported to the EudraVigilance Postmarketing Module
(EVPM) in line with the guidance provided in guideline on good pharmacovigi-
lance practices (GVP) Module VI.

Different reporting routes are listed in GVP module VI. The parties responsible
for reporting to EVPM and their specific responsibilities should be clarified in
the protocol of the clinical trial to avoid double reporting.
The EU clinical trial number and protocol code as well as information that the
suspected medicinal product was not used as an IMP in the clinical trial, but as
an AxMP, should be added in the narrative section of the Individual Case Safety
Report (ICSR).

c) Annual Safety Reports (ASRs) in combined studies

The Annual Safety Report should summarize the relevance of information concerning
SAEs and DDs that theoretically could lead to SAEs observed during the ASR reporting
period in the “evaluation of risks” section or, where appropriate, in the section “benefit-
risk considerations”.

If actions for safety reasons have been taken during the ASR reporting period due to
SAEs related to IMD or IIVD, this should also be mentioned in the appropriate section.

To support the benefit-risk considerations or actions for safety reasons, information re-
lated to SAEs of the combined study occurring with the 1IVD or the IMD can be reported
in the ASR. In addition, it is recommended to include investigational/study procedure

7 Auxiliary Medicinal Products in Clinical Trials 1bf35e45-134c-4f2e-9c68-
0e8537eef867 en
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related SAEs, but excluding SAEs related to procedures on study participants which are
not defined in the CIP or CPSP, if relevant in this context. Serious incidents with a com-
parator MD with a CE-certificate do not need to be reported in the ASR.

There are 4 options how to present SAEs in an ASR:

1. If SAEs are possibly related to an IMD or IIVD in a combined study, a Line Listing
with IMDRF coding of the SAEs could be added as an appendix in DSURs. This
would include SAEs for which relatedness is unknown according to MDR and
IVDR. Only IMDRF codes A, E and F need to be included.

IMDRF codes:

- Annex A: medical device problem,

- Annex E: health effects - clinical signs and symptoms or conditions
- Annex F: health effects — health impact

When possible, a technical link from the IMDRF Line Listing could link to the re-
spective case in the MedDRA Line Listing.
An example which illustrates the difference in coding between IMDRF and
MedDRA is provided in Annex 3.

2. SAEs could be integrated in the ASRs Cumulative Summary Tabulation with a
comment or footnote, or

3. A dedicated table only displaying case reports for SAEs involving IMD/IIVD could
be added to the ASR.

4. If periodic safety reports for medical devices or IVDs are prepared to meet local
reporting requirements for NCAs, it is also acceptable to include these reports as
an annex to the ASR instead of the line listing options described above. Those
reports do not necessarily have to exactly cover the ASR reporting period.

A separate ASR of the AXMPs is not required. However, any information relating to (au-
thorised or unauthorised) AXMPs, which are relevant to the benefit-risk consideration of
the IMP should be included in the ASR of the IMP.

NOTE: Marketing authorisation holders (MAHs), who are sponsors of ongoing combined
studies with their authorized product as IMP, have the additional obligation to include in-
formation from these studies in their PBRER (respectively PSUR) for this product. GVP
Module VIl should be followed.

d) Obligations for notifications

SAEs reasonably possibly causally related to a medical device or IVD should be notified
via CTIS if this SAE potentially impacts the benefit-risk balance of the combined study.
Reporting in CTIS should be done via an UE notification.
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e) Obligation after the end of combined study

According to CTR, all AEs should be included in the summary of results (SoR) of the
clinical trial and, if applicable, the clinical study report (CSR).

Other communication:

e Single sponsor: follow internal SOPs

e Multiple sponsors: have a communication/responsibility plan within the CT/CI/PS-
application (e.g. in the protocol but it can be a separate document) in which the
responsibilities and timelines (if applicable) per sponsor are described.

NOTE: If applicable, consider reporting obligations of site-specific plans such as the
Safety Management Plan.

Flowcharts for illustration of sponsor reporting obligations in dual sponsorship situations
(as an example for multiple sponsorship)

Example 1 - in case there are no separate sites for specimen collection/treatment and
testing/analysis:

Serious incident with a CE-marked

AULAEs and DDs reportable to All AEs and DDs reportable to the. MD/IVD which is part of the
the GT-Spanser” CIHE Ep e investigation procedure =~ F----=x
1
I—l [
1
1
CT-Sponsor » CIl/PS-Sponsor '
1. Assess causality 1. Assess causality If the sponsor is also :
2. Assess expectedness 2. Report the distributor and/or 1
3. Report importer of the CE- !
marked medical +
(S)AR of devices/IVDs of the Contact point
authorised AxMPs 3 combined trial established
SAE reasonably . within the
investigator’s
‘ institution
SAE ) hi
b Expected - Complaints or (‘f EI:I
reasonably ; procedure, or DD T applicable )
ibl . i
rz?::ald 3) | ‘Any SAE that might have. users, HCPs or :
- ' . . caused SAE patients on a CE- 1
: i w'h"l'c“h' might marked device/IVD !
1 impact B/R ]
Unexpected e oC oL of \
! combined. ¥ :
| Study Manufacturer |
| Unexpected SAE report of the R
! event (UE) CE-marked device
- I notification 2
EudraVigitance CT module 1 National Competent Authorities . -
P : National Vigilance System
. forindividual reporting
——| EudraVigilance PM module ‘ CTIS safety madule | ‘ cTIS | or CIPS madule in EUDAMED MDR/ IVDR
Notes:

' The sponsors can decide if the investigator of a specimen collection/treatment and test-
ing/analysis site reports the reportable AEs and DDs to the separate sponsors or to 1
sponsor who then forwards a subset to the other sponsor. This has to be defined within
the protocol.
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2 This includes AEs and DDs related to a comparator or a CE-marked device which is part
of the investigational/study procedure if there is a causal, (or reasonably possible causal)
relationship to the device, the comparator or the investigational/study procedure.

3 Adverse Reactions (ARs) concerning concomitant medication should be reported in ac-
cordance with pharmacovigilance rules (GVP). The reporting obligations in relation to au-
thorised AXMPs can deviate from this flowchart if described differently in the protocol.
Full blue line: obligatory process

Dashed blue line: encouraged process

Example 2 - in case there are separate sites for specimen collection/treatment and spec-
imen testing/analysis:

¥ v

: e v
NI = - Manufagturer,
ST H Unexpected SAE report of the e----
! event (UE) CE-marked device
|

notification ¥

Investigator specimen collection/treatment site Investigator testing/analysis site
Serious incident with a CE-marked AlLAEs and DDs Serious incident with a CE-marked
AIAERIENG B8 il dlstm | MD/IVD which is part of the reportable to the MD/IVD which is part of the
the CT-Sponsor ' investigation procedure CI/PS-Sponsor 12 investigation procedure
T
l e S B .
1
1
CT-Sponsor All AEs CI/PS-Sponsor !
1. Assess causality and DDs 1. Assess causality If the sponsor is also |
2. Assess expectedness | ‘ERRLEENE ™ | 2. Report the distributor and/or :
3. Report |\ importer of the CE- I
1 marked medical ¥
(S)AR of devices/IVDs of the Contact point
authorised AxMPs 2 combined trial established
within the
investigator’s
E institution
SAE - S (when
&&&&&&&&&&&&&&&&&&&&&&&&& l related to mp:n";pres:il‘;rby applicable )
! Any SAE users, HCPs or :
! which might patients on a CE- !
. which might iy ey e H
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, .| ASR |4 .1 : !
- 1
1
1
1

EudraVigilance CT module

1 Natmna! O(I)rppe‘tent Aut!mntles National Vigilance System
_— for individual reparting
L EudraVigilance PM module ‘ CTIS safety module H cTis | AR ST MDR/ VDR
Notes:

1: This includes AEs and DDs related to a comparator or a CE marked device which is
part of the investigational/study procedure if there is a causal, (or reasonably possible
causal) relationship to the device, the comparator or the investigational/study procedure.
2: Adverse Reactions (ARs) concerning concomitant medication should be reported in
accordance with pharmacovigilance rules (GVP). The reporting obligations in relation to
authorised AXMPs can deviate from this flowchart if described differently in the protocol.
3 Adverse Reactions (ARs) concerning concomitant medication should be reported in ac-
cordance with pharmacovigilance rules (GVP). The reporting obligations in relation to au-
thorised AXMPs can deviate from this flowchart if described differently in the protocol.
Full blue line: obligatory process

Dashed blue line: encouraged process
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7.3 Safety reporting timelines for a combined study

For practical reasons active decisions on reporting timelines were taken that deviate from
current guidance in order to facilitate the safety reporting in combined trials. On all other
aspects the guidance documents listed in section 3 remain valid and should be followed

just as for non-combined studies.

Safety Reporting requirements/timelines for investigators

Type of event

Reporting obligations of investigators

AE unrelated to the IMP, IMD, 11VD,
comparator or investigational/study
procedure experienced by study par-
ticipants

All need to be recorded, unless the protocol
provides differently

AE reasonably possibly causally re-
lated to the IMP (=AR), IMD, IIVD,
comparator or investigational/study
procedure

All recorded unless the protocol provides dif-
ferently, but reporting to the sponsor(s) only
if specified in the protocol and according to
timelines specified in the protocol

SAE stemming from the CT (includ-
ing unauthorized or authorized mod-
ified AxMPs), the CI or the PS and
DD regardless of causality

All recorded and reported to sponsor(s) with-
out undue delay but not later than within 24
hours, unless the protocol provides dif-
ferently.

In case of a co-sponsor scenario the proto-
col(s) should clearly define which kind of
SAE should be reported to which sponsor(s).

AR related to authorized unmodified
AxMPs

All ARs have to be recorded and reported in
line with GVP VI

Safety reporting timelines for the sponsor(s)

Type of event
sors

Reporting obligations of spon-

Reporting route

SoR/CSR — CTIS

COMBINE programme

AE related to the IMP, IMD,
[IVD, comparator or investi-
gational/study procedure

All AEs recorded by investigators
should be included in the Sum-
mary of Results (SoR) and if appli-
cable the Clinical Study Report
(CSR), the final Performance
Study Report (PSR) and/or Clini-
cal Investigation Report (CIR).

Final PSR — NCA
(in  future EU-
DAMED)
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Alternatively, a combined results
document is possible.

When separate
SoRs/CSR/PSR/CIR are provided
only AEs in relation to the specific
legal framework should be in-
cluded.

CIR — NCA
(in future EUDA-
MED)

SAE reasonably possi-
bly related to any MD,
any IVD or CI/PS proce-
dure, as well as reporta-
ble DDs

SAE reasonably possibly re-
lated to IMD, IIVD, comparator
or investigational/study proce-
dure, as well as reportable DDs,
should be reported to all NCAs
responsible for MDR/IVDR
within 7 calendar days after
awareness by sponsor(s). Alt-
hough MDCG guidance suggests
that events that indicate an immi-
nent risk of death, serious injury,
or serious illness and that requires
prompt remedial action for other
patients/subjects, users or other
persons or a new finding to it [the
event], should be reported within 2
days, reporting timelines are har-
monized in line with reporting
timelines for fatal or life-threaten-
ing SUSARs as defined in the
CTR.

The MDCG 2020-10 and MDCG
2024-4 guidance and accompany-
ing templates should be used for
this reporting (see Annexes).

Note: SAE stemming from the CT,
the Cl or the PS and DD regard-
less of causality, which poten-
tially affect the B/R of the com-
bined study should be notified
within 15 calendar days after
awareness by the sponsor(s) via

NCAs
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CTIS as an unexpected event
(see below: Overview of timelines
for safety notifications according to
CTR).

SUSAR (= suspected un-
expected serious adverse
reaction)

(a) Reporting in the case of fatal or
life-threatening SUSAR, as soon
as possible and not later than 7
days after the sponsor became
aware of the reaction;

(b) Reporting in the case of non-
fatal or non-life-threatening SU-
SAR, not later than 15 days after
the sponsor became aware of the
reaction;

(c) in the case of a SUSAR which
was initially considered to be non-
fatal or non- life threatening, but
which turns out to be fatal or life-
threatening, as soon as possible
and not later than 7 days after
the sponsor became aware of the
reaction being fatal or life-threat-
ening

EVCTM

SARs only related to un-
authorized or modified
authorised AxMPs

The sponsor responsible for
IMP(s) or unauthorized or modi-
fied authorised AxMPs should
submit fatal or life-threatening SU-
SARs as soon as possible and in
any event not later than 7 calen-
dar days after awareness.

In case of non-fatal or non-life-
threatening SUSARs submission
is required not later than 15 days
after the sponsor became aware
of the reaction.

EVCTM
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(S)ARs related to author-
ized unmodified AxMPs?

SARs are reported within 15
days after awareness by the
sponsor (unless reporting respon-
sibility has been defined differently
in the protocol).

Non-serious ARs are reported
within 90 days after awareness
by the sponsor.

The sponsor should report these
(S)ARs as solicited reports (report
from studies, type ‘others’).

It is recommended to indicate the
protocol code and EU CT number
in the case narrative and to state
that the medicinal product was not
used as an IMP but as an AXMP or
concomitant medication. The
MAH of the relevant product can
access reports related to their
products via EVPM. See GVP VI
and Q&A.

EVPM

ASR (DSUR)

ASRs should be submitted within
60 days after the ASR data lock
point (DLP). For more detailed in-
formation see section “How to ap-
proach an SAE in a combined

CTIS

8 Only events, which are suspected to be causally related exclusively to the AxMPs, must
be reported by investigators. If there is a suspicion of an adverse event involving the
IMP, or if an adverse event due to an interaction of AxMP with the IMP cannot be ruled
out, the reporting rules for the IMP will apply. In the latter cases both the IMP and AxMP
should be entered in the Individual Case Safety Report (ICSR) as suspect or interacting.
Different reporting obligations apply for authorised and unauthorised AxMPs, which are
explained in Eudralex Volume 10 -Clinical trials guidelines: Auxiliary Medicinal Products

in Clinical Trials.
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study - the Sponsor(s)’s point of
view”

Note: The obligation to provide
ASRs starts at the date of the
sponsor’s first authorisation to
conduct the first clinical trial with
the IMP in any country — world-
wide, which is the development in-
ternational birth date (DIBD).

Submission of an ASR is only re-
quired if there also is a CT ongoing
of that sponsor with that IMP in the
EU/EEA.

The DLP for an ASR reporting pe-
riod is the last day of the yearly re-
porting period.

Overview of timelines for safety notifications according to CTR:

CTIS offers a functionality for sponsors to provide information outside of CT applications.
Safety related information can be conveyed via the following notification types:

¢ UE notification: The sponsor(s) shall notify the Member States concerned of a
CT, through the CTIS, of all unexpected events which affect the benefit-risk bal-
ance of the clinical trial but are not SUSARSs. This should be done without undue
delay but no later than 15 days from the date the sponsor(s) became aware of

this event.

¢ Urgent safety measure (USM) notification: Where an unexpected event is
likely to seriously affect the benefit-risk balance, the sponsor(s) and the investi-
gator shall take appropriate urgent safety measures to protect the study partici-
pants. The sponsor(s) shall notify the Member States concerned of a CT, through
the CTIS, of the event and the measures taken without undue delay but no later
than 7 days from the date the measures have been taken. More information can

be found in chapter 8.

¢ TH notification: Temporary halt (TH) of a clinical trial means an interruption of
the conduct of a clinical trial by the sponsor(s), that is not provided for in the pro-
tocol, with the intention to resume the trial. This notification shall be made within
15 days from the temporary halt of the clinical trial in all Member States con-

cerned and shall include the reasons for this action.
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e EarT notification: Early termination (EarT) of a clinical trial means the premature

end of a clinical trial for any reason before the conditions specified in the protocol
are met. This notification shall be made without undue delay but no later than 15
days of the date of the early termination. The early termination should not be no-
tified in CTIS before the last-patient-last-visit has occurred.
In the case of early termination of the clinical trial for reasons not affecting the
benefit-risk balance, the sponsor(s) shall notify each Member State concerned of
the CT via CTIS of the reasons for such action and, when appropriate, follow-up
measures for the participants.

Reporting timelines in case of a co-sponsor scenario

In case of a combined study with more than one sponsor it is essential to clearly define
reporting obligations for the different sponsors within the protocol in a communication
plan.

8. Implementation of urgent safety measures

Implementation of an urgent safety measure outside a substantial modification is not fore-
seen in the MDR and IVDR (or the MDCG guidance) at this timepoint. The need for such
a procedure is acknowledged. However, as this requires a change in the legislations, this
has to be dealt with outside the COMBINE project.

NCAs can take corrective measures via MDR Art. 76 / IVDR Art. 72, after a complete
assessment.

9. How to handle safety reporting in specific cases?
9.1. Performance studies involving companion diagnostics using only left-over samples

As PSs involving CDx using only left-over samples only need to be notified to the NCA, it
is up to each NCA to define the safety reporting requirements for these studies (=national
competence).

It should be noted that there cannot be any adverse events (to patients) when leftover
specimens are tested with the ‘new’ device. However, there could be some operator re-
lated adverse events for the individual performing the testing with the new device. These
are the only types of AEs that could occur for CDx studies using only left-over specimens.

DDs could be detected and should be reported as per national requirements (see Annex).

The COMBINE project group 2 has performed a survey on national safety reporting re-
quirements. The results of this survey are published in Annexes 1 and 2 of this guidance.
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9.2. Clinical investigations, not performed pursuant to any of the purposes listed in MDR
Article 62(1)

According to MDR Art. 82 (1), these Cls do not need to comply with MDR Art. 80, which
is the article on safety reporting requirements. MDR Art. 82 (2) states that each MS shall
define any additional requirements for such investigations, as appropriate for each Mem-
ber State concerned. It is thus up to each MS to define safety reporting requirements for
these studies (=national competence). The COMBINE project group 2 has performed a
survey on national safety reporting requirements. The results of this survey are published
together with this guidance.

10. Abbreviations

AE — Adverse Event

AR — Adverse Reaction

ADR - Adverse Drug Reaction

ASR (DSUR) — Annual Safety Report (Development Safety Update Report)
AXMP — auxiliary medicinal product

NCA — National Competent Authority

CDx — Companion Diagnostic

CI — Clinical Investigation

CIEPSE — MDCG Clinical Investigation and Evaluation, Performance Studies and Evalu-
ation Working Group

CIP — Clinical Investigation Plan-pretecel

CIR - Clinical Investigation Report

CPSP - Clinical Performance Study Plan

CSR - Clinical Study Report

CT - Clinical Trial

CTIS — Clinical Trials Information System

CTR - regulation (EU) 536/2014 on clinical trials on medicinal products for human use
DD — Device Deficiency

EarT — Early Termination
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EVCTM — EudraVigilance Clinical Trial Module

EVPM — EudraVigilance Postmarketing Module

GVP - Guideline on good pharmacovigilance practices
HCP — Heath Care Professional

ICF — Informed Consent Form

IFU — instructions for use

IIVD — Investigational IVD, see definition IVDR Art 2(45)
IMD - Investigational Medical Device, see MDR Art 2(46)
IME — Important Medical Event

IMP — Investigational Medicinal Product

IVD — In Vitro Diagnostic medical device

IVDR - regulation (EU) 2017/746 on in vitro diagnostic medical devices
MAH — Marketing authorisation holder

MDCG - Medical Device Coordination Group

MDR - regulation (EU) 2017/745 on medical devices
NCA — National Competent Authority

PBRER (PSUR)-Periodic Benefit-Risk Evaluation Report (Periodic Safety Update Rep.)
Pl — Principal Investigator

PM — Post Marketing

PS — Performance Study

PSR - Final Performance Study Report

PSUR — Periodic Safety Update Report

SAE — Serious Adverse Event

SADE - Serious Adverse Device Effect

SADR - Serious Adverse Drug Reaction

SAR — Serious Adverse Reaction

SOPs - Standard Operating Procedures

SoR — Summary of Results (CTR)
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SUSAR - Suspected Unexpected Serious Adverse Reaction
TH — Temporary Halt
UE — unexpected event

USM - Urgent safety measure

Page 38 of 85



Clinical Trials Coordination and Advisory Group COMBINE programme
Medical Device Coordination Group

Annexes

Annex 1

National requirements MDR

Clinical investigations with a medical device:
Guidance on safety reporting requirements and sub-
mission routes in EU/EEA/EFTA-member states and
Turkiye as an EU partner country

Contents
0 g oo 15 ot T o PP 5
2. Scope (including a “roadmap” and some key understandings important to the entire
(a1 =] o= ) 6
3. Current legislation and EU-wide guidance documents on safety reporting ................ 9
4. Requirements for protocol/CIP/CPSP content with regards to safety reporting.......... 9
5. Definitions of safety information in a combined study ..........ccceevviiiiiiiinin e, 11
5.1 Overview of definitions in separate legislations .........ccc.ccevviiiiiiiiiin e, 11
5.2 Definition of seriousness in a combined study.......ccccviiiiiiiiiiiinin e, 14
6. Investigator responSIbIlItIES .......cceveiiiieie i 15
6.1 Investigator task: ASSESSING SErOUSNESS .. .cuuiiiuirrriinirrnirrrrrrrr e 17
6.2 Investigator task: Assessing causality........ccoiiviiiiiiniinin s 18
6.3 Investigator task: Reporting and Timelines.........ccccoviviiininiinnn s 18

6.4 Communication requirements for a situation where impact assessment at a
specimen collection/treatment site requires information from the specimen
testing/analysis site and vice versa - Reporting pathways in dual sponsorship situation

(as an example for multiple SPONSOrShiP) .uuiieiiiiiiiiieiiii e 21
LRSI L0 U o] L= = 0 To o (] o N 23
7. SpoNsOor reSPONSIDIlITIES. ...ccvueiiiieiec e s 24
7.1 Sponsor task: Check causality assessment: ........ccovvviviiniiini s 24
7.2 Sponsor task: Reporting safety information in a combined study ..........c.c.ceuuveee. 24
7.3 Safety reporting timelines for a combined study ........ccccceiiviiiiiiiin i, 30

Page 39 of 85



Clinical Trials Coordination and Advisory Group COMBINE programme
Medical Device Coordination Group

8. Implementation of urgent safety Measures ........ccoovii i, 35
9. How to handle safety reporting in Specific Cases? .......ccvviviriiiiiiiiviin e 35

9.1. Performance studies involving companion diagnostics using only left-over

7= 10]0] (=N 35

9.2. Clinical investigations, not performed pursuant to any of the purposes listed in

YT L o L= G2 (1 PP 36
10. ABDreViatioNs .....cceuiiiiiiiiiiiii e s 36
] 13 G2 39
| g oo [8 [t u o] o PP RPRTPPIN 42
1500 0= PP 42
Fa o]0 =AY =1 T 42
BT T a1 T o PP PPPPRPN 43
MDR INKS 1eevuieeruieseiie s et e e s e s e s e e s s e s e e ra e e e e e e e ra s e e an e e e n e e e rn e e ra e e e nna s 43
MDR legislation on safety reporting according to the type of clinical investigation....... 43
Reporting requirements per country per type of clinical investigation...........cccceeevveens 45

1. Clinical investigations that follow MDR article 62(1) (Cls carried out as part of
the clinical - evaluation for conformity assessment purposes) or MDR article 74(2)

(Cls with a CE marked device used out of intended purpose) ........cccovevvirviiirnniennnnes 45
1.1.  Reporting according to the MDCG guidance 2020-10 .......c.ccocevivernnirenreennnnns 45
1.2.  Periodic Safety report.... ..o 48
1.3.  Other type of safety reporting........cceeveeiiiiiiiiinii e 49
2. Clinical investigations that follow MDR article 74(1) (PMCF investigations with
additional invasive or burdensome proCedures).......cceviiviriiuninrinirrinin s 50
2.1.  Reporting according to the MDCG guidance 2020-10 ........ccovevivrnnirenniennnnns 50
2.2.  Periodic Safety report......ccoiiiiiiiiiinii s 54
2.3.  Other type of safety reporting........cceeiveiiinniiini s 54
3.  Clinical investigations that follow MDR article 82 (National legislation might

=1 o] o] 1Y/ I 55
3.1.  Reporting according to the MDCG guidance 2020-10 ........ccevvuveeiennrennennnens 55
3.2.  Periodic Safety repOort......c.oiieiiieiiiiiieiie e e 58
3.3.  Other type of safety reporting........cceovveiniiiniiiinii s 59

Page 40 of 85



Clinical Trials Coordination and Advisory Group COMBINE programme
Medical Device Coordination Group

4.  National legislation rules for safety reporting in types of clinical investigations
that are not mentioned in the MDR, or do you have other national guidelines or

requirements for safety reporting for clinical investigations ...........ccoovvviniiiiiiiniinnns 59
o [T o o P 63
1500 0= PP 63
ADDIEVIALIONS ....viiiciii et 63
D=3 Lo PP 64
IVDR [INKS.c.uiiiieeii e ee e e e s e s e s e s e e s e e ran e e e e e n e e e rnnaas 64
IVDR legislation on safety reporting according to the type of performance study........ 64
Reporting requirements per country per type of performance study ...........ccceeeeeiieens 66

5.  Performance studies that follow * IVDR article 58(1) or * IVDR article 58(2) (PSs

involving CDx not using only left-over samples)........coviiiiiiiininin e 66

5.1.  Reporting according to the MDCG guidance 2024-4..........cccccovvviiinniinnnnnnens 66

5.2.  Periodic Safety report......ccoiiiiiiiiiinii s 69

5.3.  Other type of safety reporting.........coovveiniiiiiiiinii s 70

6. Performance studies that follow IVDR article 70(2) (Performance study
conducted to assess, outside the scope of its intended purpose, a device which

already bears the CE marking) ......c.ocoviiuiiiiniiiiniii s e 70
6.1.  Reporting according to the MDCG guidance 2024-4..........cccccovvviiinniinnnnnnens 71
6.2.  Periodic Safety report......ccoiiiiiiiiiiii s 73
6.3.  Other type of safety reporting.........ccovveiiiiniiiini s 74
7.  Performance studies that follow IVDR article 70(1) (PMPF study involving
additional invasive or burdensome proCedures).......cceviruiriirniniinirrininrr s 75
7.1.  Reporting according to the MDCG guidance 2024-4............cccovevniiinniinnnnns 75
7.2.  Periodic Safety report......ccoiiiiiiiiiiiii s 78
7.3.  Other type of safety reporting........ccevvveiiiiiniiiinii s 79
8.  National legislation rules for safety reporting in performance studies with
companion diagnostics using only leftover samples .......ccovviiiiiiiiiiin e 80
8.1.  Reporting according to the MDCG guidance 2024-4..........ccccceveeiiinniincennnen. 80
8.2.  Periodic Safety report......c.oiieiiieiiiiiieie e 82
8.3.  Other type of safety reporting........cccvveeiiiieiiiiniii e 83

Page 41 of 85



Clinical Trials Coordination and Advisory Group COMBINE programme
Medical Device Coordination Group

9.  National legislation rules for safety reporting in types of performance studies for
which no safety reporting requirements are mentioned in the IVDR or other national
guidelines or requirements for safety reporting in performance studies ................... 83

Introduction

Since the module for safety reporting in a clinical investigation in the electronic system
referred to in MDR Article 73 (Eudamed) is not yet available safety reporting in clinical
investigations needs to be done directly to the competent authorities of the EU/EEA/EFTA
member states and Turkiye where a clinical investigation is conducted. In COMBINE pro-
ject 2, the stakeholders indicated through a survey and multiple workshops that the dif-
ferent reporting routes over the various member states (email, submission platform...) are
unclear and would best be communicated in a clear and structured manner.

In addition, the stakeholders indicated that it is unclear to them what the safety reporting
requirements across the various member states are. As some member states require
more safety reporting, on the one hand by requesting other documents than only the
MDCG 2020-10/2 excel, on the other hand by requesting reporting for clinical investiga-
tions for which the MDR doesn’t require safety reporting.

Scope

This guidance provides the national safety reporting requirements and national safety
reporting routes for clinical investigations with medical devices across various EU-Mem-
ber states and some EU partner countries per type of clinical investigation. Reporting
requirements on interruption of the trial and early termination are not included in this guid-
ance as they are not exclusively safety related. For guidance on the reporting require-
ments for these notifications please consult the MDR, the MS-specific legislation and
guidance, and contact the applicable competent authorities when necessary.

The countries that participated in this guidance are: Austria, Belgium, Bulgaria, Cyprus,
Czechia, Denmark, Estonia, Finland, France, Germany, Greece, Iceland, Ireland, Italy,
Latvia, Liechtenstein, Lithuania, Netherlands, Norway, Poland, Portugal, Romania, Slo-
vak Republic, Slovenia, Spain, Sweden and Turkiye.

Abbreviations

SAE: serious adverse event
MDR: medical device regulation (EU) 2017/745
DD: device deficiency

CA: competent authority
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MS: member state
Cl: clinical investigation with a medical device

NA: not applicable
Definitions

See MDR and MDCG endorsed documents and other guidance (mainly MDCG-2020-10:
Safety reporting in clinical investigations of medical devices under the MDR)

MDR links

Requlation (EU) 2017/745 on medical devices (MDR)

Guidance - MDCG endorsed documents and other guidance - European Commission

MDR legislation on safety reporting according to the type of clinical
investigation

The MDR distinguishes different types of clinical investigations. Some clinical investiga-
tions “don’t fall under the MDR” but may be regulated in national legislations in the country
where the investigation is conducted. Table 1 lists the different types of clinical investiga-
tions as identified in the MDR and provides reference to the applicable MDR articles on
safety reporting for each type of clinical investigation. The next sections of this guidance
provide national safety reporting routes and requirements per type of clinical investigation
as identified in Table 1.

Table 1: Legislation and applicable guidance on safety reporting according to the type of clinical
investigation

MDR Type of clinical investigation MDR on safety reporting and applica-
ble guidance

Article Clinical investigations carried out as part of | Article 80(2-3)

62(1) the clinical evaluation for conformity as- MDCG guidance 2020-10
sessment purposes, for one or more of the

following purposes:

a) to establish and verify that, under nor-
mal conditions of use, a device is de-
signed, manufactured and packaged in
such a way that it is suitable for one or
more of the specific purposes listed in
point (1) of Article 2, and achieves the
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performance intended as specified by its
manufacturer;

b) to establish and verify the clinical bene-
fits of a device as specified by its manu-
facturer;

c) to establish and verify the clinical safety
of the device and to determine any un-
desirable side-effects, under normal
conditions of use of the device, and as-
sess whether they constitute acceptable
risks when weighed against the benefits
to be achieved by the device.

Article
74(1)

Clinical investigations conducted to further
assess, within the scope of its intended
purpose, a device which already bears the
CE marking in accordance with Article
20(1), (‘PMCF investigation’), and where
the investigation would involve submitting
subjects to procedures additional to those
performed under the normal conditions of
use of the device and those additional pro-
cedures are invasive or burdensome.

¢ Atrticle 80(5)
=> MDR chapter VII: Post-market
surveillance, vigilance and market
surveillance

AND

e Article 80(6): Notwithstanding §5, this
Article shall apply where a “causal re-
lationship” between the serious ad-
verse event and the preceding investi-
gational procedure has been estab-
lished.

For more information see MDCG guid-

ance 2020-10

Article
74(2)

Clinical investigations conducted to assess,
outside the scope of its intended pur-
pose, a device which already bears the CE
marking in accordance with Article 20(1).

Article 80 (2-3)
MDCG guidance 2020-10

Article
82

Clinical investigations not performed for any
of the purposes listed in Article 62(1): each
Member State shall define any additional
requirements for such investigations, as ap-
propriate for each Member State con-
cerned.

No provisions in MDR. Safety reporting
may be regulated in national legisla-
tions in the country where the investiga-
tion is conducted.

PMCEF investigation without additional bur-
densome and/or invasive procedures

MDR chapter VII: Post-market surveil-
lance, vigilance and market surveillance
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Reporting requirements per country per type of clinical investigation

1. Clinical investigations that follow MDR article 62(1) (Cls carried out as part of
the clinical - evaluation for conformity assessment purposes) or MDR article
74(2) (Cls with a CE marked device used out of intended purpose)

1.1. Reporting according to the MDCG guidance 2020-10

All countries mentioned in the scope, follow the MDCG guidance 2020-10 and the use of
the associated excel, for Cls that follow MDR article 62(1) or MDR article 74(2).

The excel may be submitted as a hard copy or electronically via e-mail, a submission
platform or by regular mail or in person, depending on the country.

Table 2: Links to e-mail addresses, submission platforms and associated guidelines per country
for reporting according to the MDCG guidance 2020-10 for Cls that follow MDR article 62(1) or
MDR article 74(2)

Country Via e-mail address @ Guideline Via submission Via another
platform route
Austria clinicaltri- Link to webpage on | - -
als@basg.gv.at safety reporting on

www.basg.gv.at

Belgium ct.rd@fagg- Link to quideline on | e CESP -
afmps.be www.fagg-afmps.be e Link to guideline
on submission
via CESP
Bulgaria devices- - - By regular
CIPS@bda.bg mail (or in
person):
BULGARIAN
DRUG
AGENCY,
8 Damyan
Gruev Str.,
Sofia 1303,
BULGARIA
Cyprus cymda@mphs.moh. | - - -
gov.cy
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Czechia

Denmark

Estonia

Finland

France

Germany

Greece

Iceland

Ireland

Italy

Latvia

Lithuania

Luxembourg

Netherlands

khzp@sukl.gov.cz

Link to webpage on

Link to RZPRO

safety reporting on

platform and to its

sukl.gov.cz
med- Link to webpage on
udstyr@dkma.dk safety reporting on
laegemiddelstyrel-
sen.dk
mso@ravimiamet.ee | -
laitetutkimus@fimea.fi | Link to webpage on
. ) ) safety reporting on
cie@fimea.fi fimea i
ec.dm- Link to webpage on

cos@ansm.sante.fr

safety reporting on

mpsae@bfarm.de

ansm.sante.fr

Link to webpage on

protokollo@eof.qgr

ima@ima.is

devices@hpra.ie

safety reporting on
www.bfarm.de

Link to webpage on

safety reporting on
www.lyfiastofnun.is

Link to quideline on

dafdm@posta-
cert.sanita.itacert

info@zva.gov.lv

vaspvi@vaspvt.gov.It

meddevices.viqgi-
lance@ms.etat.lu

hpra.ie

Link to webpage on

safety reporting on
WWW.Zva.gov.lv

Link to webpage on

safety reporting on

santesecu.public.lu

guideline

Research Portal
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https://sukl.gov.cz/faq/kdy-a-jak-hlasit-zavaznou-nepriznivou-udalost-resp-sae-serious-adverse-event/
https://sukl.gov.cz/faq/kdy-a-jak-hlasit-zavaznou-nepriznivou-udalost-resp-sae-serious-adverse-event/
https://sukl.gov.cz/faq/kdy-a-jak-hlasit-zavaznou-nepriznivou-udalost-resp-sae-serious-adverse-event/
https://eregpublicsecure.ksrzis.cz/Registr/RZPRO
https://eregpublicsecure.ksrzis.cz/Registr/RZPRO
https://eregpublicsecure.ksrzis.cz/Registr/RZPRO
mailto:med-udstyr@dkma.dk
mailto:med-udstyr@dkma.dk
https://laegemiddelstyrelsen.dk/en/devices/clinical-investigations/reporting-of-saes/
https://laegemiddelstyrelsen.dk/en/devices/clinical-investigations/reporting-of-saes/
https://laegemiddelstyrelsen.dk/en/devices/clinical-investigations/reporting-of-saes/
https://laegemiddelstyrelsen.dk/en/devices/clinical-investigations/reporting-of-saes/
mailto:mso@ravimiamet.ee
mailto:laitetutkimus@fimea.fi
mailto:cie@fimea.fi
https://fimea.fi/en/medical-devices/investigations-with-devices/clinical-evaluation-and-clinical-investigations
https://fimea.fi/en/medical-devices/investigations-with-devices/clinical-evaluation-and-clinical-investigations
https://fimea.fi/en/medical-devices/investigations-with-devices/clinical-evaluation-and-clinical-investigations
mailto:ec.dm-cos@ansm.sante.fr
mailto:ec.dm-cos@ansm.sante.fr
https://ansm.sante.fr/vos-demarches/industriel/dispositifs-medicaux-vigilance-des-investigations-cliniques
https://ansm.sante.fr/vos-demarches/industriel/dispositifs-medicaux-vigilance-des-investigations-cliniques
https://ansm.sante.fr/vos-demarches/industriel/dispositifs-medicaux-vigilance-des-investigations-cliniques
mailto:mpsae@bfarm.de
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Clinical-investigation/_node.html
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Clinical-investigation/_node.html
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Clinical-investigation/_node.html
mailto:protokollo@eof.gr
mailto:ima@ima.is
https://www.lyfjastofnun.is/laekningataeki/kliniskar-profanir-a-laekningataekjum/
https://www.lyfjastofnun.is/laekningataeki/kliniskar-profanir-a-laekningataekjum/
https://www.lyfjastofnun.is/laekningataeki/kliniskar-profanir-a-laekningataekjum/
mailto:devices@hpra.ie
https://assets.hpra.ie/data/docs/default-source/external-guidance-document/aut-g0095-guide-to-clinical-investigations-carried-out-in-ireland-v7.pdf?sfvrsn=9601577b_11
https://assets.hpra.ie/data/docs/default-source/external-guidance-document/aut-g0095-guide-to-clinical-investigations-carried-out-in-ireland-v7.pdf?sfvrsn=9601577b_11
mailto:dgfdm@postacert.sanita.itacert
mailto:dgfdm@postacert.sanita.itacert
mailto:info@zva.gov.lv
https://www.zva.gov.lv/en/industry/medical-device-manufacturers-authorized-representatives/clinical-investigations-and-performance-studies
https://www.zva.gov.lv/en/industry/medical-device-manufacturers-authorized-representatives/clinical-investigations-and-performance-studies
https://www.zva.gov.lv/en/industry/medical-device-manufacturers-authorized-representatives/clinical-investigations-and-performance-studies
mailto:vaspvt@vaspvt.gov.lt
mailto:meddevices.vigilance@ms.etat.lu
mailto:meddevices.vigilance@ms.etat.lu
https://santesecu.public.lu/fr/espace-professionnel/domaines/recherche-biomedicale/investigation-clinique-dispositifs-medicaux.html
https://santesecu.public.lu/fr/espace-professionnel/domaines/recherche-biomedicale/investigation-clinique-dispositifs-medicaux.html
https://santesecu.public.lu/fr/espace-professionnel/domaines/recherche-biomedicale/investigation-clinique-dispositifs-medicaux.html
https://portaal.onderzoekmetmensen.nl/auth/login?redirect=%2Fportal%2Fdossiers
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e Link to quideline

on ccmo.nl
Norway kki@noma.no Link to webpage on | - -
safety reporting on
www.dmp.no
Poland incydenty@urpl.gov.pl | - - -
Portugal - - Link to RNEC plat- | -
form and to its
quideline
Romania dscdm@anm.ro Link to webpage on | - -
safety reporting on
www.anm.ro
Slovak clinical-investiga- - - -
Republic tion-md@sukl.sk
Slovenia info@jazmp.si Link to webpage on | - -
safety reporting on
WWW.jazmp.si
Spain psinvclinic@aemps.es | Link to webpage on | - -
safety reporting on
www.aemps.gob.es
Sweden - - e Link to submis- -
sion platform
e Link to webpage
on safety report-
ing on www.lake-
medelsverket.se
Turkiye md.ci@titck.gov.tr Link to webpage on | Link to submission | -

safety reporting on

platform

www.titck.gov.tr
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https://english.ccmo.nl/investigators/clinical-investigations-with-medical-devices/during-and-after-the-clinical-investigation/safety-report
https://english.ccmo.nl/investigators/clinical-investigations-with-medical-devices/during-and-after-the-clinical-investigation/safety-report
mailto:kki@noma.no
https://www.dmp.no/en/medical-devices/clinical-investigation-of-medical-devices/safety-reporting-in-clinical-investigations-of-medical-devices
https://www.dmp.no/en/medical-devices/clinical-investigation-of-medical-devices/safety-reporting-in-clinical-investigations-of-medical-devices
https://www.dmp.no/en/medical-devices/clinical-investigation-of-medical-devices/safety-reporting-in-clinical-investigations-of-medical-devices
mailto:incydenty@urpl.gov.pl
https://www.rnec.pt/pt_PT
https://www.rnec.pt/pt_PT
https://www.rnec.pt/pt_PT
mailto:dscdm@anm.ro
https://www.anm.ro/dispozitive-medicale/investigatii-clinice-si-studii-referitoare-la-performanta/
https://www.anm.ro/dispozitive-medicale/investigatii-clinice-si-studii-referitoare-la-performanta/
https://www.anm.ro/dispozitive-medicale/investigatii-clinice-si-studii-referitoare-la-performanta/
mailto:pomocky@sukl.sk
mailto:pomocky@sukl.sk
mailto:info@jazmp.si
https://www.jazmp.si/medicinski-pripomocki/klinicne-raziskave/porocanje-o-nezelenih-dogodkih-ki-se-zgodijo-med-izvajanjem-klinicnih-raziskav/
https://www.jazmp.si/medicinski-pripomocki/klinicne-raziskave/porocanje-o-nezelenih-dogodkih-ki-se-zgodijo-med-izvajanjem-klinicnih-raziskav/
https://www.jazmp.si/medicinski-pripomocki/klinicne-raziskave/porocanje-o-nezelenih-dogodkih-ki-se-zgodijo-med-izvajanjem-klinicnih-raziskav/
mailto:psinvclinic@aemps.es
https://www.aemps.gob.es/productos-sanitarios/investigacionclinica-productossanitarios/instrucciones-de-la-aemps-para-la-realizacion-de-investigaciones-clinicas-con-productos-sanitarios-en-espana/
https://www.aemps.gob.es/productos-sanitarios/investigacionclinica-productossanitarios/instrucciones-de-la-aemps-para-la-realizacion-de-investigaciones-clinicas-con-productos-sanitarios-en-espana/
https://www.aemps.gob.es/productos-sanitarios/investigacionclinica-productossanitarios/instrucciones-de-la-aemps-para-la-realizacion-de-investigaciones-clinicas-con-productos-sanitarios-en-espana/
https://e-service.lakemedelsverket.se/formservice/formDownload?serviceName=file_upload_lakemedelsverket&scriptcomponent.cmtagname=trex-lakemedelsverket-file_upload-cfd&service_name=file_upload
https://e-service.lakemedelsverket.se/formservice/formDownload?serviceName=file_upload_lakemedelsverket&scriptcomponent.cmtagname=trex-lakemedelsverket-file_upload-cfd&service_name=file_upload
https://www.lakemedelsverket.se/en/permission-approval-and-control/clinical-trials/medical-devices/clinical-investigation-of-medical-device/safety-reporting
https://www.lakemedelsverket.se/en/permission-approval-and-control/clinical-trials/medical-devices/clinical-investigation-of-medical-device/safety-reporting
https://www.lakemedelsverket.se/en/permission-approval-and-control/clinical-trials/medical-devices/clinical-investigation-of-medical-device/safety-reporting
https://www.lakemedelsverket.se/en/permission-approval-and-control/clinical-trials/medical-devices/clinical-investigation-of-medical-device/safety-reporting
mailto:md.ci@titck.gov.tr
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://ebs.titck.gov.tr/Login/Index?ReturnUrl=%2F
https://ebs.titck.gov.tr/Login/Index?ReturnUrl=%2F

Clinical Trials Coordination and Advisory Group
Medical Device Coordination Group

COMBINE programme

1.2. Periodic Safety report

The following table lists the countries that request a periodic safety report and provides
more information on templates, guidelines and submission routes for Cls that follow MDR
article 62(1) or MDR article 74(2).

Table 3: Periodicity and links to submission platforms and associated guidelines per country for
periodic safety reporting for Cls that follow MDR article 62(1) or MDR article 74(2) in those
countries that request this additional type of reporting.

Country Periodicity Template Submission route (email
address or platform)
Czechia Fixed timepoint: not No, see ISO 14155, khzp@sukl.gov.cz or
later than the 31st of annex D Link to RZPRO platform and
January . L
to its guideline
Denmark Annual No med-udstyr@dkma.dk
Please note that an
annual safety report is
solely required as a
condition in the author-
isation for class Il / im-
plants.
Germany Quarterly Link to webpage on mpsae@bfarm.de
safety reporting on
www.bfarm.de
Italy Upon request No dafdm@postacert.sanita.it
Ireland Upon request, risk No devices@hpra.ie
based, when re-
quested typically an-
nual
Latvia Annual No info@zva.gov.lv
Link to guideline on
WWW.ZVa.goV.lv
Luxembourg Annual e Link to template contact@cner.lu

e Link to quideline
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mailto:khzp@sukl.gov.cz
https://eregpublicsecure.ksrzis.cz/Registr/RZPRO
https://eregpublicsecure.ksrzis.cz/Registr/RZPRO
mailto:med-udstyr@dkma.dk
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Clinical-investigation/_node.html
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Clinical-investigation/_node.html
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Clinical-investigation/_node.html
mailto:mpsae@bfarm.de
mailto:dgfdm@postacert.sanita.it
mailto:devices@hpra.ie
mailto:info@zva.gov.lv
https://www.zva.gov.lv/en/industry/medical-device-manufacturers-authorized-representatives/clinical-investigations-and-performance-studies
https://www.zva.gov.lv/en/industry/medical-device-manufacturers-authorized-representatives/clinical-investigations-and-performance-studies
https://cner.gouvernement.lu/dam-assets/documents/modle-rapport-annuel-cner-v2025.doc
https://cner.gouvernement.lu/fr/procedures/procedures-suivi-etudes.html
mailto:contact@cner.lu
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Turkiye Annual

1.3. Other type of safety reporting

Link to template

Link to submission platform

The following table lists the countries that require another, additional type of safety report-
ing for Cls that follow MDR article 62(1) or MDR article 74(2).

Table 4: Periodicity and links to templates, submission platforms and associated guidelines per
country for other type of safety reporting for Cls that follow MDR article 62(1) or MDR article 74(2)
in those countries that request this additional type of reporting.

Country Template @ Periodicity Email address Guideline
Austria Link to The requirement to notify = clinicaltri- -
where the Austrian competent  als@basg.gv.at
template | authority on safety related
can be events, interruption of the
found trial and early termination.
Finland No Medical Devices Act | laitetutki- -
(719/2021) includes = mus@fimea.fi
safety reporting obligation
for investigators: “The in-
vestigator shall inform the
sponsor without delay of
incidents and other ad-
verse events referred to in
Article 80(2) of the MD
Regulation and in Article
76(2) of the IVD Regula-
tion.”
Germany Link to Immediately (within 24 | mpsae@bfarm.de Link to quideline
template | hours) after the event oc- on
curs for a participating www.bfarm.de
subject from Germany.
Netherlands  No Requirement for line list- | - Link to quideline

ings. The periodicity de-
pends on the risks associ-
ated with the clinical in-
vestigation.

on ccmo.nl
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https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://ebs.titck.gov.tr/Login/Index?ReturnUrl=%2F
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
mailto:clinicaltrials@basg.gv.at
mailto:clinicaltrials@basg.gv.at
mailto:laitetutkimus@fimea.fi
mailto:laitetutkimus@fimea.fi
https://www.bfarm.de/SharedDocs/Formulare/EN/MedicalDevices/report_form_clinical_trials_SAE.pdf?__blob=publicationFile
https://www.bfarm.de/SharedDocs/Formulare/EN/MedicalDevices/report_form_clinical_trials_SAE.pdf?__blob=publicationFile
mailto:mpsae@bfarm.de
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Clinical-investigation/_node.html
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Clinical-investigation/_node.html
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Clinical-investigation/_node.html
https://english.ccmo.nl/investigators/clinical-investigations-with-medical-devices/during-and-after-the-clinical-investigation/safety-report
https://english.ccmo.nl/investigators/clinical-investigations-with-medical-devices/during-and-after-the-clinical-investigation/safety-report
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Turkiye

Link to Without delay of incidents = md.ci@titck.gov.tr
template | and other adverse events
referred to in Article 80(2)

of the MDR

-Link to quide-
line on
www.titck.qov.tr

2. Clinical investigations that follow MDR article 74(1) (PMCF investigations with
additional invasive or burdensome procedures)

2.1. Reporting according to the MDCG guidance 2020-10

For post-market clinical follow up (PMCF) investigations of CE-marked devices used
within the intended use covered by the CE-marking, reporting requirements of MDR Arti-
cle 80(5) and (6) apply. This means that the vigilance provisions laid down in Articles 87
to 90 and in the acts adopted pursuant to Article 91 shall apply for PMCEF clinical investi-
gations. However, the MDCG guidance 2020-10 document is still relevant for PMCF clin-
ical investigations as the reporting of serious adverse events where a causal relation-
ship to the preceding investigational procedure has been established, shall follow the

reporting procedures of clinical investigations as outlined in Article 80.

Table 5: Links to e-mail addresses, submission platforms and associated guidelines per country
for reporting according to the MDCG guidance 2020-10 for Cls that follow MDR article 74(1).

Country Via e-mail address Guideline Via submis- | Via another
sion plat- route
form
Austria clinicaltrials@basg.gv.at | Link to webpage on | - -
safety reporting on
www.basg.gv.at
Belgium ct.rd@fagg-afmps.be | Link to guideline on e« CESP For reporting ac-
www.fagg-afmps.be e Link to cording to Articles
guideline | 87 to 92: vigi-
on submis- | lance.meddev@f
sion via agg-afmps.be
CESP
Bulgaria medical@bda.bg - - -
Cyprus cymda@mphs.moh.qg | - - -

ov.cy
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https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
mailto:md.ci@titck.gov.tr
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
mailto:clinicaltrials@basg.gv.at
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
mailto:ct.rd@fagg-afmps.be
https://www.fagg-afmps.be/sites/default/files/Guideline%20Submission%20of%20Clinical%20Investigation%20according%20to%20MDR_version%2011.0.pdf
https://www.fagg-afmps.be/sites/default/files/Guideline%20Submission%20of%20Clinical%20Investigation%20according%20to%20MDR_version%2011.0.pdf
https://cespportal.hma.eu/Account/Login
https://www.fagg-afmps.be/sites/default/files/content/annex_i_e-sumbission_through_the_cesp.docx
https://www.fagg-afmps.be/sites/default/files/content/annex_i_e-sumbission_through_the_cesp.docx
https://www.fagg-afmps.be/sites/default/files/content/annex_i_e-sumbission_through_the_cesp.docx
https://www.fagg-afmps.be/sites/default/files/content/annex_i_e-sumbission_through_the_cesp.docx
https://www.fagg-afmps.be/sites/default/files/content/annex_i_e-sumbission_through_the_cesp.docx
mailto:vigilance.meddev@fagg-afmps.be
mailto:vigilance.meddev@fagg-afmps.be
mailto:vigilance.meddev@fagg-afmps.be
mailto:cymda@mphs.moh.gov.cy
mailto:cymda@mphs.moh.gov.cy
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Czechia

Denmark

Estonia

Finland

France

Germany

Greece

Iceland

Ireland

Italy

khzp@sukl.gov.cz Link to webpage on | Link to
safety reporting on RZPRO
sukl.gov.cz platform and
to its guide-
line

med-udstyr@dkma.dk

Link to webpage on

mso@ravimiamet.ee

laitetutkimus@fimea.fi

safety reporting in
PMCEF investigations

on laege-
middelstyrelsen.dk

Link to webpage on

cie@fimea.fi

ec.dm-
cos@ansm.sante.fr

safety reporting on
fimea.fi

Link to webpage on
safety reporting on

if established causal-
ity between SAE and
the additional inva-
sive/burdensome pro-
cedures

mpsae@bfarm.de

ansm.sante.fr

Link to webpage on

protokollo@eof.gr

ima@ima.is

devices@hpra.ie

dgfdm@posta-
cert.sanita.itacert

safety reporting on
www.bfarm.de

Link to webpage on
safety reporting on
www.lyfiastofnun.is

Link to quideline on
hpra.ie

For reporting ac-
cording to Articles
87 to 90: materi-

ovigilance

SAE or MIR as
per MDCG 2020-
10
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https://sukl.gov.cz/faq/kdy-a-jak-hlasit-zavaznou-nepriznivou-udalost-resp-sae-serious-adverse-event/
https://sukl.gov.cz/faq/kdy-a-jak-hlasit-zavaznou-nepriznivou-udalost-resp-sae-serious-adverse-event/
https://sukl.gov.cz/faq/kdy-a-jak-hlasit-zavaznou-nepriznivou-udalost-resp-sae-serious-adverse-event/
https://eregpublicsecure.ksrzis.cz/Registr/RZPRO
https://eregpublicsecure.ksrzis.cz/Registr/RZPRO
https://eregpublicsecure.ksrzis.cz/Registr/RZPRO
https://eregpublicsecure.ksrzis.cz/Registr/RZPRO
https://eregpublicsecure.ksrzis.cz/Registr/RZPRO
mailto:med-udstyr@dkma.dk
https://laegemiddelstyrelsen.dk/en/devices/clinical-investigations/notification-of-pmcf-investigation/
https://laegemiddelstyrelsen.dk/en/devices/clinical-investigations/notification-of-pmcf-investigation/
https://laegemiddelstyrelsen.dk/en/devices/clinical-investigations/notification-of-pmcf-investigation/
https://laegemiddelstyrelsen.dk/en/devices/clinical-investigations/notification-of-pmcf-investigation/
https://laegemiddelstyrelsen.dk/en/devices/clinical-investigations/notification-of-pmcf-investigation/
mailto:mso@ravimiamet.ee
mailto:laitetutkimus@fimea.fi
mailto:cie@fimea.fi
https://fimea.fi/en/medical-devices/investigations-with-devices/clinical-evaluation-and-clinical-investigations
https://fimea.fi/en/medical-devices/investigations-with-devices/clinical-evaluation-and-clinical-investigations
https://fimea.fi/en/medical-devices/investigations-with-devices/clinical-evaluation-and-clinical-investigations
mailto:ec.dm-cos@ansm.sante.fr
mailto:ec.dm-cos@ansm.sante.fr
https://ansm.sante.fr/vos-demarches/industriel/dispositifs-medicaux-vigilance-des-investigations-cliniques
https://ansm.sante.fr/vos-demarches/industriel/dispositifs-medicaux-vigilance-des-investigations-cliniques
https://ansm.sante.fr/vos-demarches/industriel/dispositifs-medicaux-vigilance-des-investigations-cliniques
https://signalement.social-sante.gouv.fr/
https://signalement.social-sante.gouv.fr/
mailto:mpsae@bfarm.de
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Clinical-investigation/_node.html
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Clinical-investigation/_node.html
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Clinical-investigation/_node.html
mailto:protokollo@eof.gr
mailto:ima@ima.is
https://www.lyfjastofnun.is/laekningataeki/kliniskar-profanir-a-laekningataekjum/
https://www.lyfjastofnun.is/laekningataeki/kliniskar-profanir-a-laekningataekjum/
https://www.lyfjastofnun.is/laekningataeki/kliniskar-profanir-a-laekningataekjum/
mailto:devices@hpra.ie
https://assets.hpra.ie/data/docs/default-source/external-guidance-document/aut-g0095-guide-to-clinical-investigations-carried-out-in-ireland-v7.pdf?sfvrsn=9601577b_11
https://assets.hpra.ie/data/docs/default-source/external-guidance-document/aut-g0095-guide-to-clinical-investigations-carried-out-in-ireland-v7.pdf?sfvrsn=9601577b_11
mailto:dgfdm@postacert.sanita.itacert
mailto:dgfdm@postacert.sanita.itacert
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Latvia

Lithuania

Luxembourg

Netherlands

Norway

Poland

Portugal

Romania

Slovak
Republic

Slovenia

Spain

info@zva.gov.lv

vaspvt@vaspvt.gov.lt

meddevices.vigi-
lance@ms.etat.lu

kki@noma.no

incydenty@urpl.gov.pl

dscdm@anm.ro

mdevice@anm.ro

clinical-investigation-

md@sukl.sk

info@jazmp.si

psinvclinic@aemps.es

Link to webpage on
safety reporting on
wWww.zva.gov.lv

Link to webpage on
safety reporting on
santesecu.public.lu

Link to webpage on
safety reporting on
www.dmp.no

Link to webpage on
safety reporting on
www.anm.ro

Link to webpage on
safety reporting on
WWW.jazmp.si

Link to webpage on

safety reporting on
www.aemps.gob.es

Research
Portal
Link to

gquideline

on ccmo.nl

Link to

RNEC plat-
form and to

its guideline

Link to webpage
on safety report-
ing under vigi-
lance on
www.anm.ro
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mailto:info@zva.gov.lv
https://www.zva.gov.lv/en/industry/medical-device-manufacturers-authorized-representatives/clinical-investigations-and-performance-studies
https://www.zva.gov.lv/en/industry/medical-device-manufacturers-authorized-representatives/clinical-investigations-and-performance-studies
https://www.zva.gov.lv/en/industry/medical-device-manufacturers-authorized-representatives/clinical-investigations-and-performance-studies
mailto:vaspvt@vaspvt.gov.lt
mailto:meddevices.vigilance@ms.etat.lu
mailto:meddevices.vigilance@ms.etat.lu
https://santesecu.public.lu/fr/espace-professionnel/domaines/recherche-biomedicale/investigation-clinique-dispositifs-medicaux.html
https://santesecu.public.lu/fr/espace-professionnel/domaines/recherche-biomedicale/investigation-clinique-dispositifs-medicaux.html
https://santesecu.public.lu/fr/espace-professionnel/domaines/recherche-biomedicale/investigation-clinique-dispositifs-medicaux.html
https://portaal.onderzoekmetmensen.nl/auth/login?redirect=%2Fportal%2Fdossiers
https://portaal.onderzoekmetmensen.nl/auth/login?redirect=%2Fportal%2Fdossiers
https://english.ccmo.nl/investigators/clinical-investigations-with-medical-devices/during-and-after-the-clinical-investigation/safety-report
https://english.ccmo.nl/investigators/clinical-investigations-with-medical-devices/during-and-after-the-clinical-investigation/safety-report
https://english.ccmo.nl/investigators/clinical-investigations-with-medical-devices/during-and-after-the-clinical-investigation/safety-report
mailto:kki@noma.no
https://www.dmp.no/en/medical-devices/clinical-investigation-of-medical-devices/safety-reporting-in-clinical-investigations-of-medical-devices
https://www.dmp.no/en/medical-devices/clinical-investigation-of-medical-devices/safety-reporting-in-clinical-investigations-of-medical-devices
https://www.dmp.no/en/medical-devices/clinical-investigation-of-medical-devices/safety-reporting-in-clinical-investigations-of-medical-devices
mailto:incydenty@urpl.gov.pl
https://www.rnec.pt/pt_PT
https://www.rnec.pt/pt_PT
https://www.rnec.pt/pt_PT
https://www.rnec.pt/pt_PT
mailto:dscdm@anm.ro
mailto:mdevice@anm.ro
https://www.anm.ro/dispozitive-medicale/investigatii-clinice-si-studii-referitoare-la-performanta/
https://www.anm.ro/dispozitive-medicale/investigatii-clinice-si-studii-referitoare-la-performanta/
https://www.anm.ro/dispozitive-medicale/investigatii-clinice-si-studii-referitoare-la-performanta/
https://www.anm.ro/dispozitive-medicale/vigilenta/
https://www.anm.ro/dispozitive-medicale/vigilenta/
https://www.anm.ro/dispozitive-medicale/vigilenta/
https://www.anm.ro/dispozitive-medicale/vigilenta/
https://www.anm.ro/dispozitive-medicale/vigilenta/
mailto:pomocky@sukl.sk
mailto:pomocky@sukl.sk
mailto:info@jazmp.si
https://www.jazmp.si/medicinski-pripomocki/klinicne-raziskave/porocanje-o-nezelenih-dogodkih-ki-se-zgodijo-med-izvajanjem-klinicnih-raziskav/
https://www.jazmp.si/medicinski-pripomocki/klinicne-raziskave/porocanje-o-nezelenih-dogodkih-ki-se-zgodijo-med-izvajanjem-klinicnih-raziskav/
https://www.jazmp.si/medicinski-pripomocki/klinicne-raziskave/porocanje-o-nezelenih-dogodkih-ki-se-zgodijo-med-izvajanjem-klinicnih-raziskav/
mailto:psinvclinic@aemps.es
https://www.aemps.gob.es/productos-sanitarios/investigacionclinica-productossanitarios/instrucciones-de-la-aemps-para-la-realizacion-de-investigaciones-clinicas-con-productos-sanitarios-en-espana/
https://www.aemps.gob.es/productos-sanitarios/investigacionclinica-productossanitarios/instrucciones-de-la-aemps-para-la-realizacion-de-investigaciones-clinicas-con-productos-sanitarios-en-espana/
https://www.aemps.gob.es/productos-sanitarios/investigacionclinica-productossanitarios/instrucciones-de-la-aemps-para-la-realizacion-de-investigaciones-clinicas-con-productos-sanitarios-en-espana/
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Sweden

Link to webpage on

Link to sub-

safety reporting on

e Link to webpage

mission plat-

on reporting of

www.lakemedelsver-

form

ket.se

incidents on
www.lake-
medelsverket.se
https://www.lake
medelsver-
ket.se/sv/imedici
nteknik/folj-upp-
anvandning/rap-
portering-av-all-
varliga-till-
bud#hmain-
body6
https://www.lake
medelsver-
ket.se/en/per-
mission-ap-
proval-and-con-
trol/clinical-tri-
als/medical-de-
vices/clinical-in-
vestigation-of-
medical-de-
vice/safety-re-

porting

Turkiye

md.ci@titck.gov.tr

Link to webpage on

Link to sub-

safety reporting on

mission plat-

www.titck.gov.tr

form
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https://www.lakemedelsverket.se/en/permission-approval-and-control/clinical-trials/medical-devices/clinical-investigation-of-medical-device/safety-reporting
https://www.lakemedelsverket.se/en/permission-approval-and-control/clinical-trials/medical-devices/clinical-investigation-of-medical-device/safety-reporting
https://www.lakemedelsverket.se/en/permission-approval-and-control/clinical-trials/medical-devices/clinical-investigation-of-medical-device/safety-reporting
https://www.lakemedelsverket.se/en/permission-approval-and-control/clinical-trials/medical-devices/clinical-investigation-of-medical-device/safety-reporting
https://e-service.lakemedelsverket.se/formservice/formDownload?serviceName=file_upload_lakemedelsverket&scriptcomponent.cmtagname=trex-lakemedelsverket-file_upload-cfd&service_name=file_upload
https://e-service.lakemedelsverket.se/formservice/formDownload?serviceName=file_upload_lakemedelsverket&scriptcomponent.cmtagname=trex-lakemedelsverket-file_upload-cfd&service_name=file_upload
https://e-service.lakemedelsverket.se/formservice/formDownload?serviceName=file_upload_lakemedelsverket&scriptcomponent.cmtagname=trex-lakemedelsverket-file_upload-cfd&service_name=file_upload
https://e-service.lakemedelsverket.se/formservice/formDownload?serviceName=multi_service_lakemedelsverket&scriptcomponent.cmtagname=trex-lakemedelsverket-mt_ot_rapportering_tillverkare-cfd&service_name=mt_ot_rapportering_tillverkare&skip.login=yes
https://e-service.lakemedelsverket.se/formservice/formDownload?serviceName=multi_service_lakemedelsverket&scriptcomponent.cmtagname=trex-lakemedelsverket-mt_ot_rapportering_tillverkare-cfd&service_name=mt_ot_rapportering_tillverkare&skip.login=yes
https://e-service.lakemedelsverket.se/formservice/formDownload?serviceName=multi_service_lakemedelsverket&scriptcomponent.cmtagname=trex-lakemedelsverket-mt_ot_rapportering_tillverkare-cfd&service_name=mt_ot_rapportering_tillverkare&skip.login=yes
https://e-service.lakemedelsverket.se/formservice/formDownload?serviceName=multi_service_lakemedelsverket&scriptcomponent.cmtagname=trex-lakemedelsverket-mt_ot_rapportering_tillverkare-cfd&service_name=mt_ot_rapportering_tillverkare&skip.login=yes
https://e-service.lakemedelsverket.se/formservice/formDownload?serviceName=multi_service_lakemedelsverket&scriptcomponent.cmtagname=trex-lakemedelsverket-mt_ot_rapportering_tillverkare-cfd&service_name=mt_ot_rapportering_tillverkare&skip.login=yes
https://www.lakemedelsverket.se/sv/medicinteknik/folj-upp-anvandning/rapportering-av-allvarliga-tillbud#hmainbody6
https://www.lakemedelsverket.se/sv/medicinteknik/folj-upp-anvandning/rapportering-av-allvarliga-tillbud#hmainbody6
https://www.lakemedelsverket.se/sv/medicinteknik/folj-upp-anvandning/rapportering-av-allvarliga-tillbud#hmainbody6
https://www.lakemedelsverket.se/sv/medicinteknik/folj-upp-anvandning/rapportering-av-allvarliga-tillbud#hmainbody6
https://www.lakemedelsverket.se/sv/medicinteknik/folj-upp-anvandning/rapportering-av-allvarliga-tillbud#hmainbody6
https://www.lakemedelsverket.se/sv/medicinteknik/folj-upp-anvandning/rapportering-av-allvarliga-tillbud#hmainbody6
https://www.lakemedelsverket.se/sv/medicinteknik/folj-upp-anvandning/rapportering-av-allvarliga-tillbud#hmainbody6
https://www.lakemedelsverket.se/sv/medicinteknik/folj-upp-anvandning/rapportering-av-allvarliga-tillbud#hmainbody6
https://www.lakemedelsverket.se/sv/medicinteknik/folj-upp-anvandning/rapportering-av-allvarliga-tillbud#hmainbody6
mailto:md.ci@titck.gov.tr
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://ebs.titck.gov.tr/Login/Index?ReturnUrl=%2F
https://ebs.titck.gov.tr/Login/Index?ReturnUrl=%2F
https://ebs.titck.gov.tr/Login/Index?ReturnUrl=%2F
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2.2. Periodic Safety report

The following table lists the countries that request a periodic safety report and provides
more information on templates, guidelines and submission routes for Cls that follow MDR
article 74(1).

Table 6: Periodicity and links to submission platforms and associated guidelines per country for
periodic safety reporting for Cls that follow MDR article 74(1) in those countries that request this
additional type of reporting.

Country Periodicity Template Submission route
(email address or plat-
form)

Ireland Upon request, risk No devices@hpra.ie

based, when requested
typically annual

Luxembourg | Annual e Link to template contact@cner.lu
e Link to guideline

Turkiye Annual Link to webpage on safety | Link to submission plat-
reporting on form

www.titck.gov.tr

2.3. Other type of safety reporting

The following table lists the countries that require an additional type of safety reporting
for Cls that follow MDR article 74(1).

Table 7: Links to e-mail addresses, submission platforms and associated guidelines per country

Country Tem- Periodicity Email address Guideline
plate

Turkiye Link to | Without delay of incidents and md.ci@titck.gov.tr | Link to quide-
tem- other adverse events referred to line on
plate in Article 80(2) of the MDR www.titck.gov.tr
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https://cner.gouvernement.lu/dam-assets/documents/modle-rapport-annuel-cner-v2025.doc
https://cner.gouvernement.lu/fr/procedures/procedures-suivi-etudes.html
mailto:contact@cner.lu
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://ebs.titck.gov.tr/Login/Index?ReturnUrl=%2F
https://ebs.titck.gov.tr/Login/Index?ReturnUrl=%2F
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
mailto:md.ci@titck.gov.tr
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
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3. Clinical investigations that follow MDR article 82 (National legislation might
apply)

No provisions for safety reporting are listed in the MDR and according to the MDCG
guidelines for Cls that follow MDR article 82. Safety reporting may be regulated in na-
tional legislations in the country where the investigation is conducted.

3.1. Reporting according to the MDCG guidance 2020-10

Table 8: Links to e-mail addresses, submission platforms and associated guidelines per country
for reporting according to the MDCG guidance 2020-10 for Cls that follow MDR article 82

Country Via e-mail address Guideline Via submis- | Via another
sion plat- route or com-
form ment

Austria clinicaltrials@basg.gv.at | Link to webpage on | - -

safety reporting on
www.basg.gv.at

Belgium ct.rd@fagg-afmps.be | Link to guideline on e« CESP For reporting ac-

www.fagg-afmps.be e Link to cording to Articles
quideline | 87 to 92: vigi-
on submis- | lance.meddev@f
sion via agg-afmps.be
CESP
Bulgaria devices- - - By regular mail
CIPS@bda.bg medi- (or in person):
cal@bda.bg BULGARIAN
DRUG
AGENCY,
8 Damyan
Gruev Str.,
Sofia 1303,
BULGARIA
Cyprus cymda@mphs.moh. | - - -
gov.cy
Czechia khzp@sukl.gov.cz Link to ISZP platform and to its
guideline
Denmark Serious incidents for Link to webpage on | - -

CE marked medical

incident reporting on

Page 55 of 85


mailto:clinicaltrials@basg.gv.at
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
mailto:ct.rd@fagg-afmps.be
https://www.fagg-afmps.be/sites/default/files/Guideline%20Submission%20of%20Clinical%20Investigation%20according%20to%20MDR_version%2011.0.pdf
https://www.fagg-afmps.be/sites/default/files/Guideline%20Submission%20of%20Clinical%20Investigation%20according%20to%20MDR_version%2011.0.pdf
https://cespportal.hma.eu/Account/Login
https://www.fagg-afmps.be/sites/default/files/content/annex_i_e-sumbission_through_the_cesp.docx
https://www.fagg-afmps.be/sites/default/files/content/annex_i_e-sumbission_through_the_cesp.docx
https://www.fagg-afmps.be/sites/default/files/content/annex_i_e-sumbission_through_the_cesp.docx
https://www.fagg-afmps.be/sites/default/files/content/annex_i_e-sumbission_through_the_cesp.docx
https://www.fagg-afmps.be/sites/default/files/content/annex_i_e-sumbission_through_the_cesp.docx
mailto:vigilance.meddev@fagg-afmps.be
mailto:vigilance.meddev@fagg-afmps.be
mailto:vigilance.meddev@fagg-afmps.be
mailto:devices-CIPS@bda.bg
mailto:devices-CIPS@bda.bg
mailto:cymda@mphs.moh.gov.cy
mailto:cymda@mphs.moh.gov.cy
mailto:khzp@sukl.gov.cz
https://iszp.sukl.cz/iszp?culture=en
https://iszp.sukl.cz/iszp?culture=en
https://eur03.safelinks.protection.outlook.com/?url=https%3A%2F%2Flaegemiddelstyrelsen.dk%2Fen%2Fdevices%2Fincident-reporting%2F&data=05%7C02%7Cannemie.zenner%40fagg-afmps.be%7C538216f878894ca09bd308deb73373d0%7C66c008a4b56549a993c9c1e64cad2e11%7C0%7C0%7C639149628789945068%7CUnknown%7CTWFpbGZsb3d8eyJFbXB0eU1hcGkiOnRydWUsIlYiOiIwLjAuMDAwMCIsIlAiOiJXaW4zMiIsIkFOIjoiTWFpbCIsIldUIjoyfQ%3D%3D%7C0%7C%7C%7C&sdata=H3NsO6B2zruq9OqVmFAMUtaZnsZMdpqVmHcGoZ%2FzMIQ%3D&reserved=0
https://eur03.safelinks.protection.outlook.com/?url=https%3A%2F%2Flaegemiddelstyrelsen.dk%2Fen%2Fdevices%2Fincident-reporting%2F&data=05%7C02%7Cannemie.zenner%40fagg-afmps.be%7C538216f878894ca09bd308deb73373d0%7C66c008a4b56549a993c9c1e64cad2e11%7C0%7C0%7C639149628789945068%7CUnknown%7CTWFpbGZsb3d8eyJFbXB0eU1hcGkiOnRydWUsIlYiOiIwLjAuMDAwMCIsIlAiOiJXaW4zMiIsIkFOIjoiTWFpbCIsIldUIjoyfQ%3D%3D%7C0%7C%7C%7C&sdata=H3NsO6B2zruq9OqVmFAMUtaZnsZMdpqVmHcGoZ%2FzMIQ%3D&reserved=0
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Estonia

Finland

France

Germany

Greece

Iceland

Ireland

Italy
Latvia
Lithuania

Luxembourg

Netherlands

devices are to be re-
ported to med-
udstyr@dkma.dk us-
ing usual vigilance re-
porting

mso@ravimiamet.ee

laitetutkimus@fimea.fi

laegemiddelstyrel-
sen.dk

Link to webpage on

cie@fimea.fi

ec.dm-
cos@ansm.sante.fr

safety reporting on
fimea.fi

Link to webpage on

safety reporting on

mpsae@bfarm.de

ansm.sante.fr

Link to webpage on

protokollo@eof.gr

ima@ima.is

devices@hpra.ie

vaspvt@vaspvt.gov.It

meddevices.vigi-
lance@ms.etat.lu

safety reporting on
www.bfarm.de

Link to webpage on

safety reporting on
www.lyfiastofnun.is

Link to guideline on

hpra.ie

Link to webpage on

safety reporting on
santesecu.public.lu

Research

Portal
Link to
guideline

on ccmo.nl

For reporting ac-
cording to Articles
87 to 90:
materiovigilance

Timelines: <7

days fatal or life
threatening and
<15 other SAE.
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mailto:med-udstyr@dkma.dk
https://eur03.safelinks.protection.outlook.com/?url=https%3A%2F%2Flaegemiddelstyrelsen.dk%2Fen%2Fdevices%2Fincident-reporting%2F&data=05%7C02%7Cannemie.zenner%40fagg-afmps.be%7C538216f878894ca09bd308deb73373d0%7C66c008a4b56549a993c9c1e64cad2e11%7C0%7C0%7C639149628789945068%7CUnknown%7CTWFpbGZsb3d8eyJFbXB0eU1hcGkiOnRydWUsIlYiOiIwLjAuMDAwMCIsIlAiOiJXaW4zMiIsIkFOIjoiTWFpbCIsIldUIjoyfQ%3D%3D%7C0%7C%7C%7C&sdata=H3NsO6B2zruq9OqVmFAMUtaZnsZMdpqVmHcGoZ%2FzMIQ%3D&reserved=0
https://eur03.safelinks.protection.outlook.com/?url=https%3A%2F%2Flaegemiddelstyrelsen.dk%2Fen%2Fdevices%2Fincident-reporting%2F&data=05%7C02%7Cannemie.zenner%40fagg-afmps.be%7C538216f878894ca09bd308deb73373d0%7C66c008a4b56549a993c9c1e64cad2e11%7C0%7C0%7C639149628789945068%7CUnknown%7CTWFpbGZsb3d8eyJFbXB0eU1hcGkiOnRydWUsIlYiOiIwLjAuMDAwMCIsIlAiOiJXaW4zMiIsIkFOIjoiTWFpbCIsIldUIjoyfQ%3D%3D%7C0%7C%7C%7C&sdata=H3NsO6B2zruq9OqVmFAMUtaZnsZMdpqVmHcGoZ%2FzMIQ%3D&reserved=0
mailto:mso@ravimiamet.ee
mailto:laitetutkimus@fimea.fi
mailto:cie@fimea.fi
https://fimea.fi/en/medical-devices/investigations-with-devices/clinical-evaluation-and-clinical-investigations
https://fimea.fi/en/medical-devices/investigations-with-devices/clinical-evaluation-and-clinical-investigations
https://fimea.fi/en/medical-devices/investigations-with-devices/clinical-evaluation-and-clinical-investigations
mailto:ec.dm-cos@ansm.sante.fr
mailto:ec.dm-cos@ansm.sante.fr
https://ansm.sante.fr/vos-demarches/industriel/dispositifs-medicaux-vigilance-des-investigations-cliniques
https://ansm.sante.fr/vos-demarches/industriel/dispositifs-medicaux-vigilance-des-investigations-cliniques
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Norway

Poland

Portugal

Romania

Slovak
Republic

Slovenia

Spain

Sweden

kki@noma.no

incydenty@urpl.gov.pl

dscdm@anm.ro

mdevice@anm.ro

info@jazmp.si

Link to webpage on
safety reporting on

www.dmp.no

- Link to -
RNEC plat-
form and to
its quideline
Link to webpage on | - Link to webpage
safety reporting on on safety report-
www.anm.ro ing under vigi-
lance on
www.anm.ro
Link to webpage on | - -
safety reporting on
WWW.jazmp.si
Link to webpage on | Link to sub- |e Link to webpage
safety reporting on mission plat- = on reporting of
www.lakemedelsver- | form incidents on
ket.se www.lake-

medelsverket.se

e https://www.lake
medelsver-
ket.se/sv/imedici
nteknik/folj-upp-
anvandning/rap-
portering-av-all-
varliga-till-
bud#hmain-
body6

e https://www.lake
medelsver-
ket.se/en/per-
mission-
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approval-and-
control/clinical-
trials/medical-
devices/clinical-
investigation-of-

medical-de-
vice/safety-re-
porting
Turkiye md.ci@titck.gov.tr Link to webpage on | Link to sub- | -
safety reporting on mission plat-
www.titck.gov.tr form

3.2. Periodic Safety report

Table 9: Periodicity and links to submission platforms and associated guidelines per country for
periodic safety reporting for Cls that follow MDR article 82 in those countries that request this
additional type of reporting.

Country Periodicity Clarification Email address Submission
platform and
comment

Czechia Fixed not later than the 31st of | khzp@sukl.gov.cz | Link to ISZP

timepoints (for | January platform and
example 30/06) to its guide-
line.
See also ISO
14155, Annex
D
Ireland Other Upon request, risk based, | devices@hpra.ie | -
typically when requested
it is annual
Turkiye Annual Link to guideline on md.ci@titck.gov.tr | « Link to sub-
www.titck.gov.tr mission plat-
form
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3.3. Other type of safety reporting

The following table lists the countries that require another, additional type of safety report-
ing for Cls that follow MDR article 82.

Table 10: Periodicity and links to templates, submission platforms and associated guidelines per
country for other typen of safety reporting for Cls that follow MDR article 82 in those countries
that request this additional type of reporting.

Country

Clarification

Guideline

Netherlands

We do often require line listings. The periodicity depends on
the risks associated with the clinical investigation.

Link to quideline on
ccmo.nl

Finland

For Cl conducted under Article 82, Medical Devices Act,
Section 16 states "If a clinical investigation is also carried
out outside the European Union or the European Economic
Area, the sponsor shall submit, without delay, information
to the Finnish Medicines Agency on the death of a subject
or on a serious injury to a subject in connection with the
investigation and, every three months, a summary of inci-
dents under Article 80(2) which have occurred outside the
European Union or the European Economic Area."

Turkiye

Without delay of incidents and other adverse events re-
ferred to in Article 80(2) of the MDR

Link to guideline on
www.titck.qov.tr

National legislation rules for safety reporting in types of clinical investigations
that are not mentioned in the MDR, or do you have other national guidelines or

requirements for safety reporting for clinical investigations

No other national legislation rules or requirements for safety reporting were reported by
the countries that participated in this survey.
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Annex 2

National requirements IVDR

Performance studies with an in vitro diagnostic de-
vice: Guidance on safety reporting requirements
and submission routes in EU/EEA/EFTA-member
states and Turkiye as an EU partner country
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Introduction

Since the module for safety reporting in a performance study in the electronic system
referred to in IVDR Article 69 (Eudamed) is not yet available, safety reporting in perfor-
mance studies needs to be done directly to the competent authorities of the
EU/EEA/EFTA member states and Turkiye where a performance study is conducted. In
COMBINE project 2, the stakeholders indicated through a survey and multiple workshops
that the different reporting routes over the various member states (email, submission plat-
form...) are unclear and would best be communicated in a clear and structured manner.

In addition, the stakeholders indicated that it is unclear to them what the safety reporting
requirements across the various member states are. As some member states require
more safety reporting, on the one hand by requesting other documents than only the
MDCG 2024-4/appendix excel, on the other hand by requesting reporting for performance
studies for which the IVDR doesn’t require safety reporting.

Scope

This guidance provides the national safety reporting requirements and national safety
reporting routes for performance studies with IVD devices across various EU-Member
states and some EU partner countries per type of performance study. Reporting require-
ments on interruption of the study and early termination are not included in this guidance
as they are not exclusively safety related. For guidance on the reporting requirements for
these notifications please consult the IVDR, the MS-specific legislation and guidance, and
contact the applicable competent authorities when necessary.

The countries that participated in this guidance are: Austria, Belgium, Bulgaria, Cyprus,
Czechia, Denmark, Estonia, Finland, France, Germany, Greece, Iceland, Ireland, Italy,
Latvia, Lithuania, Luxembourg, Netherlands, Norway, Poland, Portugal, Romania, Slovak
Republic, Slovenia, Spain, Sweden and Turkiye.

Abbreviations

SAE: serious adverse event

IVDR: in vitro diagnostic regulation (EU) 2017/746
DD: device deficiency

CA: competent authority

MS: member state

PS: performance study with an IVD

NA: not applicable
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Definitions

See IVDR and MDCG endorsed documents and other guidance (mainly MDCG-2024-4.
Safety reporting in performance studies of in vitro diagnostic medical devices under the
IVDR)

IVDR links

Requlation (EU) 2017/746 on IVD medical devices (IVDR)

Guidance - MDCG endorsed documents and other guidance - European Commission

IVDR legislation on safety reporting according to the type of perfor-
mance study

The IVDR distinguishes different types of performance studies. Some performance stud-
ies “don't fall under the IVDR" but may be regulated in national legislations in the coun-
try where the study is conducted. Table 1 lists the different types of performance stud-
ies as identified in the IVDR and provides reference to the applicable IVDR articles on
safety reporting for each type of performance study. The next sections of this guidance
provide national safety reporting routes and requirements per type of performance
study as identified in Table 11.

Table 11: Legislation and applicable guidance on safety reporting according to the type of perfor-
mance study

IVDR Type of performance study IVDR on safety reporting and applica-
ble guidance

Article Performance study Article 76(2-3)

58(1)

a) in which surgically invasive sample-tak- | MDCG guidance 2024-4
ing is done only for the purpose of the
performance study;

b) that is an interventional clinical perfor-
mance study as defined in point (46) of
Article 2; or

c) where the conduct of the study involves
additional invasive procedures or other
risks for the subjects of the studies

Article Performance study involving companion di- | Article 76(2-3)

>8(2) | agnostics. MDCG guidance 2024-4
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Article Performance study conducted to further as- | e Article 76(5)

70(1) sess, within the scope of its intended pur- => |[VDR chapter VII: Post-market
pose, a device which already bears the CE surveillance, vigilance and market
marking in accordance with Article 18(1) surveillance
(‘PMPF study’), and where the perfor- | AND
mance study would involve submitting sub- |e  Article 76(6): Notwithstanding para-
jects to procedures additional to those graph 5, this Article shall apply where
performed under the normal conditions of a causal relationship between the se-
use of the device and those additional pro- rious adverse event and the preced-
cedures are invasive or burdensome. ing performance study has been es-

tablished.
For more information see MDCG guid-
ance 2024-4
Article Performance study conducted to assess, | Article 76(2-3)
70(2) outside the scope of its intended pur-

pose, a device which already bears the CE
marking in accordance with Article 18(1).

MDCG guidance 2024-4

Performance study involving companion di-
agnostics using only left-over samples.

No provisions on safety reporting in the
PS according to the IVDR. However,
safety reporting may be regulated by na-
tional legislation in the country where
the study is conducted.

PMPF study without additional burdensome
and/or invasive procedures

No provisions on safety reporting in the
PS according to the IVDR. However,
safety reporting may be regulated by na-
tional legislation in the country where
the study is conducted.

IVDR chapter VII: Post-market surveil-
lance, vigilance and market surveillance.

Performance study with an in-house IVD re-
ferred to in IVDR Article 5(5).

Provided that the device complies with
IVDR Article 5(5) and that the study is
conducted to further assess the device
within the scope of its intended purpose
(Cf. Q9 in MDCG 2025-5 (Q&A on PS)),
there are no provisions on safety report-
ing in the PS according to the IVDR. How-
ever, safety reporting may be regulated
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by national legislation in the country
where the study is conducted.

Otherwise, the study could be subject to
application or notification according to
art. 58 or 70, and if so, the provisions on
safety reporting would apply.

Reporting requirements per country per type of performance study

5. Performance studies that follow
* IVDR article 58(1) or
* IVDR article 58(2) (PSs involving CDx not using only left-over samples)

5.1. Reporting according to the MDCG guidance 2024-4

All countries mentioned in the scope follow the MDCG guidance 2024-4 and the use of
the associated excel, for PSs that follow IVDR article 58(1) or IVDR article 58(2).

The excel may be submitted as a hard copy or electronically via e-mail, a submission
platform or by regular mail or in person, depending on the country.

Table 12: Links to e-mail addresses, submission platforms and associated guidelines per country
for reporting according to the MDCG guidance 2024-4 for PSs that follow IVDR article 58(1) or
IVDR article 58(2)

Country Via e-mail address @ Guideline Via submission Via another
platform route
Austria clinicaltri- Link to webpage on | - -
als@basg.gv.at safety reporting on
www.basg.gv.at
Belgium ct.rd@fagg- Link to quideline on | e CESP -
afmps.be www.fagg-afmps.be e Link to guideline
on submission
via CESP
Bulgaria devices- - - By regular
CIPS@bda.bg mail (orin
person):
BULGARIAN
DRUG
AGENCY,
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8 Damyan
Gruev Str.,
Sofia 1303,
BULGARIA
Cyprus cymda@mphs.moh. | - - -
gov.cy
Czechia khzp@sukl.gov.cz Link to webpage on | Link to RZPRO
safety reporting on platform and to its
sukl.gov.cz quideline
Denmark med- Link to webpage on | - -
udstyr@dkma.dk safety reporting on
laegemiddelstyrel-
sen.dk
Estonia mso@ravimiamet.ee | - - -
Finland laitetutkimus@fimea.fi | Link to webpage on | - -
. ) ) safety reporting on
cie@fimea.fi fimea i
France ec.dm- Link to webpage on | - -
cos@ansm.sante.fr | safety reporting on
ansm.sante.fr
Germany mpsae@bfarm.de Link to webpage on | - -
safety reporting on
www.bfarm.de
Greece protokollo@eof.ar - - -
Iceland ima@ima.is Link to webpage on | - -
safety reporting on
www.lyfiastofnun.is
Ireland devices@hpra.ie Link to quideline on | - -
hpra.ie
Italy dgfdm@posta- - - -
cert.sanita.itacert
Latvia info@zva.gov.lv Link to webpage on | - -

safety reporting on
WWW.Zva.gov.lv
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https://www.zva.gov.lv/en/industry/medical-device-manufacturers-authorized-representatives/clinical-investigations-and-performance-studies
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Lithuania

vaspvt@vaspvt.gov.lt

Luxembourg meddevices.vigi-

Netherlands

Norway

Poland

Portugal

Romania

Slovak
Republic

Slovenia

Spain

Sweden

Tiirkiye

lance@ms.etat.lu

Link to webpage on

safety reporting on

kki@noma.no

incydenty@urpl.gov.pl

dscdm@anm.ro

clinical-investiga-
tion-md@sukl.sk

info@jazmp.si

psinvclinic@aemps.es

santesecu.public.lu

Link to webpage on

safety reporting on
www.dmp.no

Link to webpage on

safety reporting on
WWWw.anm.ro

Link to webpage on

safety reporting on
WWW.jazmp.si

Link to webpage on

md.ci@titck.gov.tr

safety reporting on
www.aemps.gob.es

Link to webpage on

Research Portal
Link to quideline
on ccmo.nl

Link to RNEC plat-
form and to its

guideline

Link to submis-
sion platform

e Link to webpage
on safety report-
ing on www.lake-
medelsverket.se

Link to submission

safety reporting on

platform

www.titck.gov.tr
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5.2. Periodic Safety report

The following table lists the countries that request a periodic safety report and provides
more information on templates, guidelines and submission routes for PSs that follow
IVDR article 58(1) or IVDR article 58(2).

Table 13: Periodicity and links to submission platforms and associated guidelines per country for
periodic safety reporting for PSs that follow IVDR article 58(1) or IVDR article 58(2) in those
countries that request this additional type of reporting.

Country Periodicity Template Submission route (email
address or platform)

Czechia Fixed timepoint: not No khzp@sukl.gov.cz or
'Ja;’[j:;a” the 31st of Link to RZPRO platform
y and to its guideline
Germany Quarterly Link to webpage on mpsae@bfarm.de
safety reporting on
www.bfarm.de
Ireland Upon request, risk No devices@hpra.ie

based, when requested
typically annual

Latvia Annual No info@zva.gov.lv

Link to quideline on
www.zva.qov.lv

Luxembourg | Annual e Link to template contact@cner.lu
e Link to guideline
Turkiye Annual Link to template Link to submission plat-
form
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5.3. Other type of safety reporting

The following table lists the countries that require another, additional type of safety report-
ing for PSs that follow IVDR article 58(1) or IVDR article 58(2).

Table 14: Periodicity and links to templates, submission platforms and associated guidelines per
country for other type of safety reporting for PSs that follow IVDR article 58(1) or IVDR article
58(2) in those countries that request this additional type of reporting.

Country Template | Periodicity Email address Guideline
Austria Link to The requirement to notify the | clinicaltri- -

where Austrian competent authority | als@basg.gv.at

template on safety related events, in-

can be terruption of the trial and early

found termination.
Germany Link to Immediately (within 24 hours) mpsae@bfarm.de | Link to guideline

template | after the event occurs for a on

participating subject from www.bfarm.de

German trial sites.

Netherlands | No Requirement for line listings. | - Link to guideline
The periodicity depends on on ccmo.nl
the risks associated with the
performance study.

Turkiye Link to Without delay of incidents and = md.ci@titck.gov.tr | Link to guideline
template | other adverse events referred on
to in Article 76(2) of the IVDR www.titck.gov.tr

6. Performance studies that follow IVDR article 70(2) (Performance study conducted to
assess, outside the scope of its intended purpose, a device which already bears the
CE marking)

IVDR Art 70(2): Where a performance study is to be conducted to assess, outside the
scope of its intended purpose, a device which already bears the CE marking in accord-
ance with Article 18(1), Articles 58 to 77 shall apply.
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6.1. Reporting according to the MDCG guidance 2024-4

Table 15: Links to e-mail addresses, submission platforms and associated guidelines per country
for reporting according to the MDCG guidance 2024-4 for PSs that follow IVDR article 70(2).

Country Via e-mail address @ Guideline Via submission Via another
platform route
Austria clinicaltri- Link to webpage on | - -
als@basqg.gv.at safety reporting on
www.basg.gv.at
Belgium ct.rd@fagg- Link to guideline on '« CESP -
afmps.be www.fagg-afmps.be e Link to guideline
on submission
via CESP
Bulgaria devices- - - By regular
CIPS@bda.bg mail (or in
person):
BULGARIAN
DRUG
AGENCY,
8 Damyan
Gruev Str.,
Sofia 1303,
BULGARIA
Cyprus cymda@mphs.moh. | - - -
gov.cy
Czechia khzp@sukl.gov.cz Link to webpage on | Link to RZPRO -
safety reporting on platform and to its
sukl.gov.cz quideline
Denmark med- - - -
udstyr@dkma.dk
Estonia mso@ravim- - - -
iamet.ee
Finland laitetutki- - - -
mus@fimea.fi
cie@fimea.fi
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https://eregpublicsecure.ksrzis.cz/Registr/RZPRO
https://eregpublicsecure.ksrzis.cz/Registr/RZPRO
https://eregpublicsecure.ksrzis.cz/Registr/RZPRO
mailto:med-udstyr@dkma.dk
mailto:med-udstyr@dkma.dk
mailto:mso@ravimiamet.ee
mailto:mso@ravimiamet.ee
mailto:laitetutkimus@fimea.fi
mailto:laitetutkimus@fimea.fi
mailto:cie@fimea.fi
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France ec.dm- Link to webpage on | - -
cos@ansm.sante.fr | safety reporting on
ansm.sante.fr
Germany mpsae@bfarm.de Link to webpage on | - -
safety reporting on
www.bfarm.de
Greece protokollo@eof.qgr - - -
Iceland ima@ima.is Link to webpage on | - -
safety reporting on
www.lyfiastofnun.is
Ireland devices@hpra.ie Link to quideline on | - -
hpra.ie
Italy dgfdm@posta- - - -
cert.sanita.it
Latvia info@zva.gov.lv Link to webpage on | - -
safety reporting on
WWwWw.zva.qov.lv
Lithuania vaspvt@vaspvt.gov.lt | - - -
Luxembourg meddevices.vigi- Link to webpage on | - -

lance@ms.etat.lu

safety reporting on

santesecu.public.lu

Netherlands

Link to quideline

on ccmo.nl
Link to the Re-
search Portal

Norway kki@noma.no Link to webpage on | - -
safety reporting on
www.dmp.no
Poland incydenty@urpl.gov.pl | - - -
Portugal clinicalstudies.de- - - -
vices@infarmed.pt
Romania dscdm@anm.ro Link to webpage on | - -

safety reporting on
WwWw.anm.ro
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mailto:ec.dm-cos@ansm.sante.fr
mailto:ec.dm-cos@ansm.sante.fr
https://ansm.sante.fr/vos-demarches/industriel/dispositifs-medicaux-de-diagnostic-in-vitro-vigilance-des-etudes-des-performances
https://ansm.sante.fr/vos-demarches/industriel/dispositifs-medicaux-de-diagnostic-in-vitro-vigilance-des-etudes-des-performances
https://ansm.sante.fr/vos-demarches/industriel/dispositifs-medicaux-de-diagnostic-in-vitro-vigilance-des-etudes-des-performances
mailto:mpsae@bfarm.de
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Performance-study/_node.html
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Performance-study/_node.html
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Performance-study/_node.html
mailto:protokollo@eof.gr
mailto:ima@ima.is
https://www.lyfjastofnun.is/laekningataeki/kliniskar-profanir-a-laekningataekjum/
https://www.lyfjastofnun.is/laekningataeki/kliniskar-profanir-a-laekningataekjum/
https://www.lyfjastofnun.is/laekningataeki/kliniskar-profanir-a-laekningataekjum/
mailto:devices@hpra.ie
https://assets.hpra.ie/data/docs/default-source/external-guidance-document/aut-g0176-guide-to-performance-studies-conducted-in-ireland-v2.pdf?sfvrsn=939e1_11
https://assets.hpra.ie/data/docs/default-source/external-guidance-document/aut-g0176-guide-to-performance-studies-conducted-in-ireland-v2.pdf?sfvrsn=939e1_11
mailto:dgfdm@postacert.sanita.itacert
mailto:dgfdm@postacert.sanita.itacert
mailto:info@zva.gov.lv
https://www.zva.gov.lv/en/industry/medical-device-manufacturers-authorized-representatives/clinical-investigations-and-performance-studies
https://www.zva.gov.lv/en/industry/medical-device-manufacturers-authorized-representatives/clinical-investigations-and-performance-studies
https://www.zva.gov.lv/en/industry/medical-device-manufacturers-authorized-representatives/clinical-investigations-and-performance-studies
mailto:vaspvt@vaspvt.gov.lt
mailto:meddevices.vigilance@ms.etat.lu
mailto:meddevices.vigilance@ms.etat.lu
https://santesecu.public.lu/fr/espace-professionnel/domaines/pharmacies-et-medicaments/dispositifs-medicaux/diagnostic-in-vitro.html
https://santesecu.public.lu/fr/espace-professionnel/domaines/pharmacies-et-medicaments/dispositifs-medicaux/diagnostic-in-vitro.html
https://santesecu.public.lu/fr/espace-professionnel/domaines/pharmacies-et-medicaments/dispositifs-medicaux/diagnostic-in-vitro.html
https://english.ccmo.nl/investigators/performance-studies-using-in-vitro-diagnostics-ivdr/during-and-after-ivd-performance-studies/safety-report
https://english.ccmo.nl/investigators/performance-studies-using-in-vitro-diagnostics-ivdr/during-and-after-ivd-performance-studies/safety-report
https://eur03.safelinks.protection.outlook.com/?url=https%3A%2F%2Fportaal.onderzoekmetmensen.nl%2Fauth%2Flogin%3Fredirect%3D%252Fportal%252Fdossiers&data=05%7C02%7CAnnemie.Zenner%40fagg-afmps.be%7C38c697c0c08a461504db08dec0b95df2%7C66c008a4b56549a993c9c1e64cad2e11%7C0%7C0%7C639160099583112895%7CUnknown%7CTWFpbGZsb3d8eyJFbXB0eU1hcGkiOnRydWUsIlYiOiIwLjAuMDAwMCIsIlAiOiJXaW4zMiIsIkFOIjoiTWFpbCIsIldUIjoyfQ%3D%3D%7C0%7C%7C%7C&sdata=8%2FxJBW6YMfeZ5u96CBqjC%2FRRfKN4Zw6XDysdJsuIoY0%3D&reserved=0
https://eur03.safelinks.protection.outlook.com/?url=https%3A%2F%2Fportaal.onderzoekmetmensen.nl%2Fauth%2Flogin%3Fredirect%3D%252Fportal%252Fdossiers&data=05%7C02%7CAnnemie.Zenner%40fagg-afmps.be%7C38c697c0c08a461504db08dec0b95df2%7C66c008a4b56549a993c9c1e64cad2e11%7C0%7C0%7C639160099583112895%7CUnknown%7CTWFpbGZsb3d8eyJFbXB0eU1hcGkiOnRydWUsIlYiOiIwLjAuMDAwMCIsIlAiOiJXaW4zMiIsIkFOIjoiTWFpbCIsIldUIjoyfQ%3D%3D%7C0%7C%7C%7C&sdata=8%2FxJBW6YMfeZ5u96CBqjC%2FRRfKN4Zw6XDysdJsuIoY0%3D&reserved=0
mailto:kki@noma.no
https://www.dmp.no/en/medical-devices/performance-studies-of-in-vitro-diagnostic-medical-devices/safety-reporting-in-performance-studies
https://www.dmp.no/en/medical-devices/performance-studies-of-in-vitro-diagnostic-medical-devices/safety-reporting-in-performance-studies
https://www.dmp.no/en/medical-devices/performance-studies-of-in-vitro-diagnostic-medical-devices/safety-reporting-in-performance-studies
mailto:incydenty@urpl.gov.pl
mailto:clinicalstudies.devices@infarmed.pt
mailto:clinicalstudies.devices@infarmed.pt
mailto:dscdm@anm.ro
https://www.anm.ro/dispozitive-medicale/investigatii-clinice-si-studii-referitoare-la-performanta/
https://www.anm.ro/dispozitive-medicale/investigatii-clinice-si-studii-referitoare-la-performanta/
https://www.anm.ro/dispozitive-medicale/investigatii-clinice-si-studii-referitoare-la-performanta/
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Slovak clinical-investiga- - - -
Republic tion-md@sukl.sk
Slovenia info@jazmp.si Link to webpage on | - -
safety reporting on
WWW.jazmp.si
Spain psinvclinic@aemps. | - - -
es
Sweden - - e Link to submis- -
sion platform
e Link to webpage
on safety report-
ing on www.lake-
medelsverket.se
Tirkiye md.ci@titck.gov.tr Link to webpage on | Link to submission | -

safety reporting on platform
www.titck.gov.tr

6.2. Periodic Safety report

The following table lists the countries that request a periodic safety report and provides
more information on templates, guidelines and submission routes for PSs that follow
IVDR article 70(2).

Table 16: Periodicity and links to submission platforms and associated guidelines per country for
periodic safety reporting for PSs that follow VDR article 70(2) in those countries that request this
additional type of reporting.

Country Periodicity Template Submission route (email
address or platform)

Czechia Fixed timepoint: not No template khzp@sukl.gov.cz or
later than the 31st of Link to RZPRO platform
January

and to its quideline

Germany Quarterly Link to webpage on mpsae@bfarm.de
safety reporting on
www.bfarm.de
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mailto:pomocky@sukl.sk
mailto:pomocky@sukl.sk
mailto:info@jazmp.si
https://www.jazmp.si/medicinski-pripomocki/studije-ucinkovitosti/porocanje-o-nezelenih-dogodkih-ki-se-zgodijo-med-izvajanjem-studij-ucinkovitosti-2/
https://www.jazmp.si/medicinski-pripomocki/studije-ucinkovitosti/porocanje-o-nezelenih-dogodkih-ki-se-zgodijo-med-izvajanjem-studij-ucinkovitosti-2/
https://www.jazmp.si/medicinski-pripomocki/studije-ucinkovitosti/porocanje-o-nezelenih-dogodkih-ki-se-zgodijo-med-izvajanjem-studij-ucinkovitosti-2/
mailto:psinvclinic@aemps.es
mailto:psinvclinic@aemps.es
https://e-service.lakemedelsverket.se/formservice/formDownload?serviceName=file_upload_lakemedelsverket&scriptcomponent.cmtagname=trex-lakemedelsverket-file_upload-cfd&service_name=file_upload
https://e-service.lakemedelsverket.se/formservice/formDownload?serviceName=file_upload_lakemedelsverket&scriptcomponent.cmtagname=trex-lakemedelsverket-file_upload-cfd&service_name=file_upload
https://www.lakemedelsverket.se/en/permission-approval-and-control/clinical-trials/medical-devices/performance-studies-of-ivd-devices/safety-reporting
https://www.lakemedelsverket.se/en/permission-approval-and-control/clinical-trials/medical-devices/performance-studies-of-ivd-devices/safety-reporting
https://www.lakemedelsverket.se/en/permission-approval-and-control/clinical-trials/medical-devices/performance-studies-of-ivd-devices/safety-reporting
https://www.lakemedelsverket.se/en/permission-approval-and-control/clinical-trials/medical-devices/performance-studies-of-ivd-devices/safety-reporting
mailto:md.ci@titck.gov.tr
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://ebs.titck.gov.tr/Login/Index?ReturnUrl=%2F
https://ebs.titck.gov.tr/Login/Index?ReturnUrl=%2F
mailto:khzp@sukl.gov.cz
https://eregpublicsecure.ksrzis.cz/Registr/RZPRO
https://eregpublicsecure.ksrzis.cz/Registr/RZPRO
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Performance-study/_node.html
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Performance-study/_node.html
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Performance-study/_node.html
mailto:mpsae@bfarm.de
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Iceland - -

Ireland Upon request, risk No template
based, when requested
typically annual

Latvia Annual No template

Luxembourg | Annual

Turkiye Annual

e Link to template
e Link to quideline

Link to quideline

6.3. Other type of safety reporting

ima@ima.is
Link to webpage on safety

reporting on
www.lyfiastofnun.is

devices@hpra.ie

info@zva.gov.lv

Link to quideline on
www.zva.qov.lv

contact@cner.lu

Link to submission plat-
form

The following table lists the countries that require another, additional type of safety reporting for
PSs that follow IVDR article 70(2).

Table 7: Periodicity and links to templates, submission platforms and associated guidelines per
country for other type of safety reporting for PSs that follow IVDR article 70(2) in those countries
that request this additional type of reporting.

Country Template Periodicity Email address Guideline
Austria Link to The requirement to notify | clinicaltri- -

where tem- | the Austrian competent als@basg.gv.at

plate can authority on safety related

be found events, interruption of the

trial and early termination.

Germany Link to tem- Immediately (within 24 mpsae@bfarm.de | Link to guideline

plate hours) after the event oc- on

Netherlands | No tem-
plate

curs for a participating
subject from German ftrial
sites.

Requirement for line list- -
ings. The periodicity de-
pends on the risks

www.bfarm.de

Link to quideline
on ccmo.nl
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https://www.lyfjastofnun.is/laekningataeki/kliniskar-profanir-a-laekningataekjum/
https://www.lyfjastofnun.is/laekningataeki/kliniskar-profanir-a-laekningataekjum/
https://www.lyfjastofnun.is/laekningataeki/kliniskar-profanir-a-laekningataekjum/
mailto:devices@hpra.ie
mailto:info@zva.gov.lv
https://www.zva.gov.lv/en/industry/medical-device-manufacturers-authorized-representatives/clinical-investigations-and-performance-studies
https://www.zva.gov.lv/en/industry/medical-device-manufacturers-authorized-representatives/clinical-investigations-and-performance-studies
https://cner.gouvernement.lu/dam-assets/documents/modle-rapport-annuel-cner-v2025.doc
https://cner.gouvernement.lu/fr/procedures/procedures-suivi-etudes.html
mailto:contact@cner.lu
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://ebs.titck.gov.tr/Login/Index?ReturnUrl=%2F
https://ebs.titck.gov.tr/Login/Index?ReturnUrl=%2F
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
mailto:clinicaltrials@basg.gv.at
mailto:clinicaltrials@basg.gv.at
https://www.bfarm.de/SharedDocs/Formulare/EN/MedicalDevices/report_form_clinical_trials_SAE.pdf?__blob=publicationFile
https://www.bfarm.de/SharedDocs/Formulare/EN/MedicalDevices/report_form_clinical_trials_SAE.pdf?__blob=publicationFile
mailto:mpsae@bfarm.de
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Performance-study/_node.html
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Performance-study/_node.html
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Performance-study/_node.html
https://english.ccmo.nl/investigators/performance-studies-using-in-vitro-diagnostics-ivdr/during-and-after-ivd-performance-studies/safety-report
https://english.ccmo.nl/investigators/performance-studies-using-in-vitro-diagnostics-ivdr/during-and-after-ivd-performance-studies/safety-report
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associated with the perfor-
mance study.

Tirkiye Link to tem- = Without delay of incidents | md.ci@titck.gov.tr | Link to guideline
plate and other adverse events on
referred to in Article 76(2) www.titck.gov.tr
of the IVDR

7. Performance studies that follow IVDR article 70(1) (PMPF study involving additional
invasive or burdensome procedures)

SAE reporting for PMPF studies falling under Article 70(1) is governed by Articles 76(5)
and 76(6). This means that the provisions on vigilance apply and need to be reported by
the manufacturer of the CE marked device(s). However, when a causal relationship be-
tween the SAE and the preceding PS has been established, reporting procedures for PS
should be followed by the PS sponsor.

This means that:

e For the safety reporting in PS, reportable events in PMPF studies are those SAEs
where a causal relationship between the SAE and the preceding PS has been
established. The other relationship categories i.e. ‘not related’, ‘possible’ and ‘prob-
able’ do not need to be reported.

¢ In the context of vigilance, IVDR Articles 82-85 need to be taken into account and
this concerns the serious incidents where a relationship between the incident and
the device is at least reasonably possible.

It is thus possible that events occurring in such PS need to be reported to both the com-
petent authorities in charge of PS AND to the competent authorities in charge of vigilance.

7.1. Reporting according to the MDCG guidance 2024-4

Table 8: Links to e-mail addresses, submission platforms and associated guidelines per country
for reporting according to the MDCG guidance 2024-4 for PSs that follow VDR article 70(1).

Country Via e-mail address @ Guideline Via submission Via another
platform route
Austria clinicaltri- Link to webpage on | - -
als@basg.gv.at safety reporting on

www.basg.gv.at
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mailto:md.ci@titck.gov.tr
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https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
mailto:clinicaltrials@basg.gv.at
mailto:clinicaltrials@basg.gv.at
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
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Belgium

Bulgaria

Cyprus

Czechia

Denmark

Estonia

Finland

France

Germany

ct.rd@fagg-afmps.be

Link to quideline on

devices-
CIPS@bda.bg

medical@bda.bg

cymda@mphs.moh.

gov.cy
khzp@sukl.gov.cz

www.fagg-afmps.be

Link to webpage on

e CESP
e Link to quideline

on submission
via CESP

Link to RZPRO

med-
udstyr@dkma.dk

mso@ravim-

iamet.ee

laitetutki-
mus@fimea.fi

cie@fimea.fi

ec.dm-
cos@ansm.sante.fr

safety reporting on

platform and to its

sukl.gov.cz

Link to webpage on
safety reporting on

mpsae@bfarm.de

ansm.sante.fr

Link to webpage on

safety reporting on
www.bfarm.de

guideline

For reporting
according to
Articles 82 to
86: vigi-
lance.medde
v@fagao-
afmps.be

By regular
mail (or in
person):

BULGARIAN

DRUG
AGENCY,

8 Damyan
Gruev Str.,

Sofia 1303,
BULGARIA
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mailto:ct.rd@fagg-afmps.be
https://www.fagg-afmps.be/sites/default/files/Guideline%20Submission%20of%20Performance%20Study%20according%20to%20IVDR_version%206.0.pdf
https://www.fagg-afmps.be/sites/default/files/Guideline%20Submission%20of%20Performance%20Study%20according%20to%20IVDR_version%206.0.pdf
https://cespportal.hma.eu/Account/Login
https://www.fagg-afmps.be/sites/default/files/content/annex_i_e-sumbission_through_the_cesp.docx
https://www.fagg-afmps.be/sites/default/files/content/annex_i_e-sumbission_through_the_cesp.docx
https://www.fagg-afmps.be/sites/default/files/content/annex_i_e-sumbission_through_the_cesp.docx
mailto:vigilance.meddev@fagg-afmps.be
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mailto:devices-CIPS@bda.bg
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mailto:medical@bda.bg
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https://sukl.gov.cz/faq/kdy-a-jak-hlasit-zavaznou-nepriznivou-udalost-resp-sae-serious-adverse-event/
https://sukl.gov.cz/faq/kdy-a-jak-hlasit-zavaznou-nepriznivou-udalost-resp-sae-serious-adverse-event/
https://eregpublicsecure.ksrzis.cz/Registr/RZPRO
https://eregpublicsecure.ksrzis.cz/Registr/RZPRO
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mailto:med-udstyr@dkma.dk
mailto:med-udstyr@dkma.dk
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mailto:mso@ravimiamet.ee
mailto:laitetutkimus@fimea.fi
mailto:laitetutkimus@fimea.fi
mailto:cie@fimea.fi
mailto:ec.dm-cos@ansm.sante.fr
mailto:ec.dm-cos@ansm.sante.fr
https://ansm.sante.fr/vos-demarches/industriel/dispositifs-medicaux-de-diagnostic-in-vitro-vigilance-des-etudes-des-performances
https://ansm.sante.fr/vos-demarches/industriel/dispositifs-medicaux-de-diagnostic-in-vitro-vigilance-des-etudes-des-performances
https://ansm.sante.fr/vos-demarches/industriel/dispositifs-medicaux-de-diagnostic-in-vitro-vigilance-des-etudes-des-performances
mailto:mpsae@bfarm.de
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Performance-study/_node.html
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Performance-study/_node.html
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Performance-study/_node.html
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Greece

Iceland

Ireland

Italy

Latvia

Lithuania

Luxembourg

Netherlands

Norway

Poland

Portugal

Romania

Slovak
Republic

Slovenia

protokollo@eof.ar

ima@ima.is

devices@hpra.ie

Link to webpage on

safety reporting on
www.lyfiastofnun.is

Link to quideline on

dgfdm@posta-
cert.sanita.it

info@zva.gov.lv

vaspvi@vaspvt.gov.lt

meddevices.vigi-
lance@ms.etat.lu

hpra.ie

Link to webpage on

safety reporting on
www.zva.gov.lv

Link to webpage on

safety reporting on

kki@noma.no

incydenty@urpl.gov.pl

clinicalstudies.de-
vices@infarmed.pt

dscdm@anm.ro

clinical-investiga-
tion-md@sukl.sk

info@jazmp.si

santesecu.public.lu

Link to webpage on

safety reporting on
www.dmp.no

Link to webpage on

safety reporting on
WWW.anm.ro

Link to webpage on

safety reporting on
WWW.jazmp.si

Link to quideline

on ccmo.nl
Link to the Re-
search Portal
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mailto:info@jazmp.si
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Spain psinvclinic@aemps. | - -
es
Sweden - - e Link to submis- e Link to sub-
sion platform mission
¢ Link to webpage platform for
on safety report- serious inci-
ing on www.lake- dents
medelsverket.se | Link to
webpage on
vigilance re-
porting on
www.lake-
medelsver-
ket.se
Tirkiye md.ci@titck.gov.tr Link to webpage on | Link to submission | -

safety reporting on

platform

www.titck.gov.tr

7.2. Periodic Safety report

The following table lists the countries that request a periodic safety report and provides
more information on templates, guidelines and submission routes for PSs that follow

IVDR article 70(1).

Table 9: Periodicity and links to submission platforms and associated guidelines per country for
periodic safety reporting for PSs that follow IVDR article 70(1) in those countries that request this

additional type of reporting.

Country Periodicity Template Submission route (email
address or platform)
Czechia Fixed timepoint: not No template khzp@sukl.gov.cz or
'JaatﬁL;han the 31st of Link to RZPRO platform
i and to its quideline
Germany Quarterly Link to webpage on mpsae@bfarm.de

safety reporting on
www.bfarm.de

Iceland - -

e ima@ima.is
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Ireland

Latvia

Luxembourg

Turkiye

Upon request, risk
based, typically when
requested it is annual.

Annual

Annual

Annual

No template

e Link to template

o Link to webpage on

safety reporting on

www.lyfiastofnun.is

devices@hpra.ie

info@zva.gov.lv

Link to quideline on

www.zva.qov.lv

contact@cner.lu

e Link to quideline on

template
Link to guideline

7.3. Other type of safety reporting

-Link to submission plat-

form

The following table lists the countries that require another, additional type of safety reporting for
PSs that follow IVDR article 70(1).

Table 10: Periodicity and links to templates, submission platforms and associated guidelines per
country for other type of safety reporting for PSs that follow IVDR article 70(1) in those countries
that request this additional type of reporting.

Country Template  Periodicity Email address Guideline
Austria Link to The requirement to notify the | clinicaltri- -
where tem- | Austrian competent authority = als@basg.gv.at
plate can on safety related events, in-
be found terruption of the trial and
early termination.
Germany Link to Immediately (within 24 mpsae@bfarm.de | Link to guide-
template hours) after the event occurs line on
for a participating subject www.bfarm.de
from German trial sites.
Netherlands | No tem- Requirement for line listings. | - Link to quide-
plate The periodicity depends on line on ccmo.nl

the risks associated with the
performance study.
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mailto:clinicaltrials@basg.gv.at
mailto:clinicaltrials@basg.gv.at
https://www.bfarm.de/SharedDocs/Formulare/EN/MedicalDevices/report_form_clinical_trials_SAE.pdf?__blob=publicationFile
https://www.bfarm.de/SharedDocs/Formulare/EN/MedicalDevices/report_form_clinical_trials_SAE.pdf?__blob=publicationFile
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https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Performance-study/_node.html
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Clinical Trials Coordination and Advisory Group COMBINE programme
Medical Device Coordination Group

Turkiye Link to Without delay of incidents md.ci@titck.gov.tr | Link to guide-
template and other adverse events re- line on
ferred to in Article 76(2) of www.titck.gov.tr
the IVDR

8. National legislation rules for safety reporting in performance studies with com-
panion diagnostics using only leftover samples

8.1. Reporting according to the MDCG guidance 2024-4

Table 11: Links to e-mail addresses, submission platforms and associated guidelines per country
for reporting according to the MDCG guidance 2024-4 for PSs with companion diagnostics using
only leftover samples.

Country Via e-mail address @ Guideline Via submission Via another
platform route or
comment
Austria clinicaltri- Link to webpage on | - -
als@basqg.qgv.at safety reporting on

www.basg.gv.at

Belgium ct.rd@fagg-afmps.be | Link to quideline on e« CESP -
www.fagg-afmps.be | e Link to guideline
on submission

via CESP
Bulgaria devices- - - By regular
CIPS@bda.bg mail (or in
person):
BULGARIAN
DRUG
AGENCY,
8 Damyan
Gruev Str.,
Sofia 1303,
BULGARIA
Cyprus cymda@mphs.moh. | - - -
gov.cy
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Czechia

Denmark

Estonia

Finland
France

Germany

Greece

Iceland

Ireland
Italy

Latvia

Lithuania

Luxembourg

Netherlands

Norway
Poland

Portugal

Romania

khzp@sukl.gov.cz Link to webpage on

Link to RZPRO

safety reporting on

platform and to its

sukl.gov.cz
No need to report to the nCA

mso@ravim- -

iamet.ee
No need to report to the nCA
No need to report to the nCA

mpsae@bfarm.de Link to webpage on

safety reporting on
www.bfarm.de

protokollo@eof.ar

ima@ima.is Link to webpage on

safety reporting on
www.lyfiastofnun.is

No need to report to the nCA
No need to report to the nCA

info@zva.gov.lv Link to webpage on

safety reporting on
www.zva.gov.lv

vaspvi@vaspvt.gov.It

meddevices.viqi- Link to webpage on

safety reporting on
santesecu.public.lu

lance@ms.etat.lu

No need to report to the nCA
No need to report to the nCA

incydenty@urpl.gov.pl | -

clinicalstudies.de- -
vices@infarmed.pt

dscdm@anm.ro Link to webpage on

safety reporting on
WwWw.anm.ro

guideline
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mailto:vaspvt@vaspvt.gov.lt
mailto:meddevices.vigilance@ms.etat.lu
mailto:meddevices.vigilance@ms.etat.lu
https://santesecu.public.lu/fr/espace-professionnel/domaines/pharmacies-et-medicaments/dispositifs-medicaux/diagnostic-in-vitro.html
https://santesecu.public.lu/fr/espace-professionnel/domaines/pharmacies-et-medicaments/dispositifs-medicaux/diagnostic-in-vitro.html
https://santesecu.public.lu/fr/espace-professionnel/domaines/pharmacies-et-medicaments/dispositifs-medicaux/diagnostic-in-vitro.html
mailto:incydenty@urpl.gov.pl
mailto:clinicalstudies.devices@infarmed.pt
mailto:clinicalstudies.devices@infarmed.pt
mailto:dscdm@anm.ro
https://www.anm.ro/dispozitive-medicale/investigatii-clinice-si-studii-referitoare-la-performanta/
https://www.anm.ro/dispozitive-medicale/investigatii-clinice-si-studii-referitoare-la-performanta/
https://www.anm.ro/dispozitive-medicale/investigatii-clinice-si-studii-referitoare-la-performanta/
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Slovak
Republic

Slovenia

Spain

Sweden

Tirkiye

clinical-investiga-
tion-md@sukl.sk-

info@jazmp.si

psinvclinic@aemps.

es

md.ci@titck.gov.tr

Link to webpage on
safety reporting on
WWW.jazmp.si

Link to webpage on

Link to submis-
sion platform

e Link to webpage
on safety report-
ing on www.lake-
medelsverket.se

Link to submission | -

safety reporting on

platform

www.titck.gov.tr

8.2. Periodic Safety report

Table 12: Periodicity and links to submission platforms and associated guidelines per country for
periodic safety reporting for PSs with companion diagnostics using only leftover samples in those
countries that request this additional type of reporting.

Country Periodicity Clarification Email address Submission
platform and
comment

Czechia Fixed timepoints | not later than the 31st | khzp@sukl.gov.cz | Link _to ISZP

(for example of January platform and to
30/06) its guideline.
See also ISO
14155, Annex D
Ireland Other Upon request, risk | devices@hpra.ie
based, typically when
requested it is annual
Tiirkiye Annual Link to guideline md.ci@titck.gov.tr | Link to submis-

sion platform
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file:///C:/Users/Marian84/AppData/Local/Microsoft/Windows/INetCache/Content.Outlook/U4VK6MAF/pomocky@sukl.sk
file:///C:/Users/Marian84/AppData/Local/Microsoft/Windows/INetCache/Content.Outlook/U4VK6MAF/pomocky@sukl.sk
mailto:info@jazmp.si
https://www.jazmp.si/medicinski-pripomocki/studije-ucinkovitosti/porocanje-o-nezelenih-dogodkih-ki-se-zgodijo-med-izvajanjem-studij-ucinkovitosti-2/
https://www.jazmp.si/medicinski-pripomocki/studije-ucinkovitosti/porocanje-o-nezelenih-dogodkih-ki-se-zgodijo-med-izvajanjem-studij-ucinkovitosti-2/
https://www.jazmp.si/medicinski-pripomocki/studije-ucinkovitosti/porocanje-o-nezelenih-dogodkih-ki-se-zgodijo-med-izvajanjem-studij-ucinkovitosti-2/
mailto:psinvclinic@aemps.es
mailto:psinvclinic@aemps.es
https://e-service.lakemedelsverket.se/formservice/formDownload?serviceName=file_upload_lakemedelsverket&scriptcomponent.cmtagname=trex-lakemedelsverket-file_upload-cfd&service_name=file_upload
https://e-service.lakemedelsverket.se/formservice/formDownload?serviceName=file_upload_lakemedelsverket&scriptcomponent.cmtagname=trex-lakemedelsverket-file_upload-cfd&service_name=file_upload
https://www.lakemedelsverket.se/en/permission-approval-and-control/clinical-trials/medical-devices/performance-studies-of-ivd-devices/safety-reporting
https://www.lakemedelsverket.se/en/permission-approval-and-control/clinical-trials/medical-devices/performance-studies-of-ivd-devices/safety-reporting
https://www.lakemedelsverket.se/en/permission-approval-and-control/clinical-trials/medical-devices/performance-studies-of-ivd-devices/safety-reporting
https://www.lakemedelsverket.se/en/permission-approval-and-control/clinical-trials/medical-devices/performance-studies-of-ivd-devices/safety-reporting
mailto:md.ci@titck.gov.tr
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
https://ebs.titck.gov.tr/Login/Index?ReturnUrl=%2F
https://ebs.titck.gov.tr/Login/Index?ReturnUrl=%2F
mailto:khzp@sukl.gov.cz
https://iszp.sukl.cz/iszp?culture=en
https://iszp.sukl.cz/iszp?culture=en
https://iszp.sukl.cz/iszp?culture=en
mailto:devices@hpra.ie
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
mailto:md.ci@titck.gov.tr
https://ebs.titck.gov.tr/Login/Index?ReturnUrl=%2F
https://ebs.titck.gov.tr/Login/Index?ReturnUrl=%2F
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8.3. Other type of safety reporting
The following table lists the countries that require another, additional type of safety report-
ing for PSs with companion diagnostics using only leftover samples.

Table 13: Periodicity and links to templates, submission platforms and associated guidelines per
country for other typen of safety reporting for PSs with companion diagnostics using only leftover
samples in those countries that request this additional type of reporting.

Country Template Periodicity Email address Guideline

Austria Link to The requirement to notify the  clinicaltri- -
where tem- | Austrian competent authority on ' als@basg.gv.at
plate can be | safety related events, interrup-
found tion of the trial and early termina-
tion.

Germany Link to tem- Immediately (within 24 hours) af- | mpsae@bfarm.de | Link to guide-

plate ter the event occurs for a partici- line on
pating subject from German ftrial www.bfarm.de
sites.

9. National legislation rules for safety reporting in types of performance studies
for which no safety reporting requirements are mentioned in the IVDR or other
national guidelines or requirements for safety reporting in performance stud-

ies
Country Guideline
Luxembourg Link to webpage on safety reporting on santesecu.public.lu
Turkiye Link to webpage on safety reporting on www.titck.gov.tr
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https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
https://www.basg.gv.at/en/healthcare-professionals/clinical-trials/clinical-trials-with-medical-devices
mailto:clinicaltrials@basg.gv.at
mailto:clinicaltrials@basg.gv.at
https://www.bfarm.de/SharedDocs/Formulare/EN/MedicalDevices/report_form_clinical_trials_SAE.pdf?__blob=publicationFile
https://www.bfarm.de/SharedDocs/Formulare/EN/MedicalDevices/report_form_clinical_trials_SAE.pdf?__blob=publicationFile
mailto:mpsae@bfarm.de
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Performance-study/_node.html
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Performance-study/_node.html
https://www.bfarm.de/EN/Medical-devices/Applications-and-reports/SAE-report/Performance-study/_node.html
https://santesecu.public.lu/fr/espace-professionnel/domaines/pharmacies-et-medicaments/dispositifs-medicaux/diagnostic-in-vitro.html
https://www.titck.gov.tr/faaliyetalanlari/tibbicihaz/tibbi-cihazda-klinik-arastirmalar
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2026-001 2026-001 2026-001
P-0145 P-0145 P-0145
62/ m 62/ m 62/ m

HTN-STUDY-03 HTN-STUDY-03 HTN-STUDY-03

- o _ o T
Yes (medical sig- 14-01-2026 14-01-2026
nificant)
16-01-2026 Medical or surgical Not applicable
intervention
Possibly related A07, A0713, AO07, A0713,
A071302 A071302
Investigational EO0112 E0112
Product A
Dose interrupted Component re- Component re-
placed placed
- _ - o
- _ o o
- o _ - o
- _ o o
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No Not applicable
Not applicable Not applicable
resolved Not applicable
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