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1. Introduction

The recording and reporting of adverse events is a critical process for safeguarding the safety of participants
in a clinical trial and essential in ensuring the evidence base of the medicinal product’s safety profile. It is
acknowledged that the collection and reporting of adverse events may be resource-consuming for both the
investigator and sponsor and therefore should be risk-adjusted based on the added value gained from
collecting the adverse event data.

Detailed recording of adverse events is especially important for medicinal products that are not yet
authorised, and where the data on the medicinal product’s safety profile are insufficient. In comparison,
clinical trials of well-established authorised medicinal products with a robust evidence base do not contribute
as much with new significant safety data.

Article 41(2) of the new legislation on clinical trials, regulation (EU) No 536/2014 of 16 April 2014 on clinical
trials on medicinal products for human use (the CTR)! allows adaptation of adverse event management in
relation to the individual protocol:

ﬂGULATION (EU) No 536/2014 of 16 April 2014 on clinical trials on medicinal products for human use: \

CHAPTER VII, Article 41(2):

“The investigator shall record and document all adverse events, unless the protocol provides differently. The investigator shall
report to the sponsor all serious adverse events occurring to subjects treated by him or her in the clinical trial, unless the
protocol provides differently.

The investigator shall report serious adverse events to the sponsor without undue delay but not later than within 24 hours of
obtaining knowledge of the events, unless, for certain serious adverse events, the protocol provides that no immediate
reporting is required. Where relevant, the investigator shall send a follow-up report to the sponsor to allow the sponsor to

\assess whether the serious adverse event has an impact on the benefit-risk balance of the clinical trial.” J

In practice, this means that the adverse event management described in the protocol may be adapted
according to the specific design and purpose. This provides an opportunity for the protocol to specify that
only certain adverse events or adverse reactions need to be recorded and reported immediately to the
sponsor of the trial. Risk adaptation of adverse event management requires a solid justification in the
protocol and should be based on patient safety and the integrity of trial data.

This guidance describes the requirements and processes needed to implement risk-adapted adverse event
management.

In the case of clinical trials serving a regulatory purpose (e.g. an indication extension or marketing
authorisation), reference is also made to the ICH guideline E19 on a selective approach to safety data
collection in specific late-stage pre-approval or post-approval clinical trials?.

! More information about the new clinical trials regulation is provided on the website of the Danish Medicines Agency.
2 |CH guideline E19 on a selective approach to safety data collection in specific late-stage pre-approval or post-
approval clinical trials is available at the website of the EMA



https://laegemiddelstyrelsen.dk/en/licensing/clinical-trials/new-european-clinical-trial-regulation-from-the-31th-january-2022/
https://www.ema.europa.eu/en/documents/scientific-guideline/ich-guideline-e19-selective-approach-safety-data-collection-specific-late-stage-pre-approval-post_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/ich-guideline-e19-selective-approach-safety-data-collection-specific-late-stage-pre-approval-post_en.pdf
https://www.ema.europa.eu/en/ich-guideline-e19-selective-approach-safety-data-collection-specific-late-stage-pre-approval-post#current-version---effective-from-16/03/2023-section
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2,

Requirements in relation to risk adaptation in adverse event management

Sponsors intending to apply risk adaptation in adverse event management in clinical trials should pay
attention to the following:

1.

Any risk-adapted adverse event management must be justified in the purpose and design of the
specific trial protocol and also in the risk assessment. The protocol must include this justification
along with a description of the risk-based approach intended to be applied and a description of the
processes in place for adverse event management. Guidance on these areas is given in the following
sections:

> Process for assessing adverse events in a clinical trial (section 3)

> Risk assessment of a clinical trial (section 4)

» Risk-adapted adverse event management in a clinical trial (section 5)

The sponsor must establish whether the medicinal products in a clinical trial are subject to stricter
reporting requirements. This must be documented. Risk adaptation is usually not possible for
authorised medicinal products subject to stricter reporting requirements. The list of human
medicinal products subject to stricter reporting requirements is updated by the Danish Medicines
Agency every other Monday.

Risk-adapted adverse event management may only be implemented in relation to the recording and
reporting of adverse events and adverse reactions from investigator to sponsor. For information
about the sponsor’s reporting obligations, reference is made to the requirements of the CTR3.

If adverse reactions are recorded as part of the clinical trial’s primary and secondary endpoints, these
may possibly be exempted from the requirement for immediate reporting (reported to the sponsor
within 24 hours) if justified in the protocol, see Annex Ill, section 2.5 point (21) of the CTR. In these
cases, it is generally required that a Data Safety Monitoring Board (DSMB) be established or that the
continuous safety monitoring be ensured in some other way, and this must be specified in the
protocol.

The annual safety report (ASR) must describe the risk-adapted approaches to which the ASR has been
prepared. The sponsor is obligated to include in the ASR any serious adverse reactions (SARs) and
suspected unexpected serious adverse reactions (SUSARs) reported by the investigator. The protocol
must also state if a single safety report is submitted for all investigational medicinal products used in
the clinical trial, see article 43(2) of the CTR.

Events exempted from the recording obligation as described in this guidance are not expected to be
recorded separately. However, the investigator remains responsible for ensuring that the medical
records of trial participants are updated continuously with clinically relevant information for
healthcare professionals who are otherwise involved in the patient’s present and/or future
treatment. The Danish Medicines Agency will pay particular attention to how entries in medical
records are handled at its inspections of clinical trials.

In the case of a full risk assessment of the trial, which must be included in the preparation of the
trial’s monitoring plan, reference is made to this document: Risk proportionate approaches in clinical

3 The sponsor’s obligations in relation to reporting to the authorities are provided in articles 42 and 43 of CTR
536/2014.


https://laegemiddelstyrelsen.dk/en/sideeffects/side-effects-of-medicines/medicines-with-stricter-reporting-requirements/
https://laegemiddelstyrelsen.dk/en/sideeffects/side-effects-of-medicines/medicines-with-stricter-reporting-requirements/
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trials - Recommendations of the expert group on clinical trials for the implementation of Regulation
(EU) No 536/2014 on clinical trials on medicinal products for human use (25 April 2017)*.

The protocol template published by the Danish Medicines Agency can be used to prepare the protocol. The
template describes the particulars to be included in the protocol for compliance with the CTR.

3. Process for assessing adverse events in a clinical trial

It is essential for the safety of trial participants and the data integrity that the sponsor, investigator and other
relevant staff understand and have received training in the processes for assessment, recording and reporting
of adverse events and adverse reactions. The processes for assessment of adverse events and the definitions
of relevant terms must therefore be sufficiently described in the protocol.

The process for assessing whether it is a serious adverse event (SAE), a serious adverse reaction (SAR) or a
suspected unexpected serious adverse reaction (SUSAR) is described below (Figure 1). You will find the full
flow chart for assessment of all events in Appendix 1 and a description of relevant terms in Appendix 2.

These processes must be in place irrespective of whether risk-adapted recording and reporting of adverse
events is implemented.

Figure 1. Assessment of serious adverse events and adverse reactions.

SAE (serious adverse event) A serious adverse event (SAE) means any untoward medical occurrence that at
any dose requires inpatient hospitalisation or prolongation of existing
hospitalisation, results in persistent or significant disability or incapacity, results
in a congenital anomaly or birth defect, is life-threatening, or results in death.

Causality assessment — is the serious adverse event related to the IMP?

In determining whether an adverse event is an adverse reaction, consideration
shall be given to whether there is a reasonable possibility of establishing a causal
relationship between the event and the investigational medicinal product (IMP)
based on an analysis of available evidence.

See the reference provided in Appendix 2 for guidance on the causality
assessment

SAR (serious adverse reaction) A serious adverse reaction (SAR) is an SAE that is assessed to be related to the
IMP, i.e. the treatment provided in the clinical trial.

4 Risk proportionate approaches in clinical trials - Recommendations of the expert group on clinical trials for the
implementation of Regulation (EU) No 536/2014 on clinical trials on medicinal products for human use (25 April 2017)
is available at Eudralex - Volume 10 - Clinical trials guidelines.



https://laegemiddelstyrelsen.dk/en/licensing/clinical-trials/new-european-clinical-trial-regulation-from-the-31th-january-2022/%7E/media/41831F6278DA42FF9B4C5D06823269BE.ashx
https://health.ec.europa.eu/system/files/2017-08/2017_04_25_risk_proportionate_approaches_in_ct_0.pdf
https://health.ec.europa.eu/system/files/2017-08/2017_04_25_risk_proportionate_approaches_in_ct_0.pdf
https://health.ec.europa.eu/medicinal-products/eudralex/eudralex-volume-10_en
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Is the serious adverse reaction expected or unexpected?
The determination of whether an event is expected or unexpected is assessed
based on the reference safety information (RSI).

Example: In the case of authorised medicinal products, the RSl is often section
4.8 of the summary of product characteristics (SmPC). Therefore, an adverse
reaction appearing in the SmPC section 4.8 is expected, and an adverse reaction
not appearing in the product information is unexpected.

SUSAR (suspected unexpected serious A suspected unexpected serious adverse reaction means a serious adverse
adverse reaction) reaction, the nature, severity or outcome of which is not consistent with the RSI.
ASR (annual safety report) Annual safety report: It is expected that any relevant safety information will be

described in the annual safety report. The report is expected to include a list of
SARs and SUSARs and an assessment of whether these events give rise to
updating the protocol.

Likewise, the annual safety report is expected to include an assessment of
whether the benefit-risk balance is changed or unchanged, meaning if the trial
may continue or if a protocol amendment is required for it to continue.

Annual safety reports must be prepared and reported for all trials

Once a year, the sponsor must summarise cumulative safety information in the annual safety report. Based
on this report, the safety of the trial is evaluated, including if the benefit-risk balance has changed and
whether, on the basis thereof, the trial may continue. The annual safety report ensures the continuous safety
assessment and may therefore not be excluded despite any applied risk-adapted recording and reporting of
adverse reactions.

The annual safety report must describe the risk-adapted approaches as provided in the trial protocol subject
to which the report has been prepared.

4. Risk assessment of a clinical trial

The level needed for adverse event recording and reporting depends on the evidence base of the investigated
medicinal product. As mentioned earlier, risk-adapted adverse event management must be justified on the
basis of a trial-specific risk assessment.

A risk assessment means the identification of potential risks associated with the concerned trial, based on
the safety of the participants, the investigational medicinal product and the trial design and methods. A
number of different factors influence the extent to which the safety of the trial participants is affected in the
trial, e.g. the status, type and safety profile of the medicinal product, the difference between intervention
and normal clinical practice, and the complexity of the trial. The risk assessment procedure and the
associated categorisation of a trial are described below (Figure 2).
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Figure 2. Risk assessment of a trial for the purpose of applying risk-adapted adverse reaction management

1) Consider the RISK FACTORS likely to impact the safety of the trial participant

At least the following points must be considered and addressed in a risk assessment:

»  Whether the medicinal product is authorised, including the total exposure of the medicine and whether the data basis for
the safety of the medicinal product provides sufficient grounds to implement risk-adapted adverse event management.

Y V V V

The type of medicinal product/intervention (e.g. mechanistic characteristics, pharmaceutical form, route of administration)
Indication, including the difference between intervention and normal clinical practice

Population, including age, gender and other patient characteristics
Dose and treatment regimen compared to the authorised dose and treatment regimen described in the product

information, including the use of combination therapy or other medicines given concurrently, including an assessment of
whether this may lead to serious or more frequent adverse reactions, new adverse reactions or new drug interactions

»  Complexity of the trial design

See Appendix 3 for more considerations of risk factors likely to impact the safety of trial participants.

2) Assess the RISK LEVEL based on the difference between intervention and normal clinical practice
What is the risk posed to the patient compared to the standard treatment?
What are the risks, and how can they be handled?

INCREASED RISK FOR PATIENTS

“Low-risk” trial = risk level 1

» The investigational medicinal
product(s) is/are authorised

» The intervention is comparable
to standard treatment

» The intervention and the
medicinal product’s evidence
base and safety profile are
robust, also in relation to rare
adverse reactions

» Expected new signals are
minimal

Application of risk-adapted adverse
event management can generally be

justified.

See examples in Appendix 4.

“Medium-risk” trial = risk level 2

» The investigational medicinal product(s)
are authorised, but are used for an
unapproved indication

» The intervention is not significantly
different from the standard treatment,
and the safety profile is expected to be
comparable

» The safety profile of the medicinal
product is robust

Application of risk-adapted adverse event
management can be justified if based on a
trial-specific risk assessment.

The risk assessment and justification should
address the risk factors listed under point 1)

of this figure.

See examples in Appendix 4.

“High-risk” trial = risk level 3

» Investigational medicinal product
or indication is not authorised

» The intervention has not been
studied before or is significantly
different from the standard
treatment

» The intervention and the safety
profile of the medicinal product
have not been sufficiently
studied, and evidence on the
efficacy and safety of the product
is insufficient

» The investigational medicinal
product is authorised but subject
to stricter reporting requirements

Thorough adverse event management
is needed to safeguard patient safety
and to ensure the collection of data on
the safety profile of the medicinal
product.

Full adverse event management is
expected, unless adaptation can be
justified on robust grounds based on a
trial-specific risk assessment.

See examples in Appendix 4.
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3) Assess if risk-adapted adverse event management may be justified
Based on the above risk assessment, a risk-adapted approach to recording and reporting of adverse events may be possible if
sufficiently justified.

Even so, borderline cases may exist, which means that an assessment of the individual protocol and trial design is needed to
determine the required level of adverse event management. In borderline cases, variables like the duration of treatment, whether
or not a life-threatening disease is involved, knowledge of the product’s mechanistic effects, as well as non-clinical signals, along
with data from the clinical development and the total exposure of the medicinal product, may determine which approach is
justifiable. This must be seen in the context of the robustness of the safety profile, also in relation to rare adverse events.

If there are doubts about whether the evidence base of the product’s safety is sufficiently known or whether the intervention may
expose the patient to a risk, conservative/full adverse event management must be applied.

See section 5 on risk adaptation in the management of adverse reactions.

N

4) Dedicate a section in the protocol specifically to the justification of risk-adapted adverse event management
This justification must at least include the following:
>  Risk assessment of the trial and justification of the level of risk chosen for the trial
»  Description of risk-adapted adverse event management, including reasons why certain SAEs are not be recorded
» Considerations about the risks associated with the chosen risk-adapted adverse event management:
o  For trial participants?
o For data integrity?
»  How risks in the trial can be prevented and/or reduced?

The extent of the justification depends on the level of risk associated with the trial.

5. Risk-adapted adverse event management in a clinical trial

Generally, all adverse events and adverse reactions must be recorded and reported by the investigator to the
sponsor, unless the risk-adapted adverse event management is supported by the risk assessment provided
and documented in the protocol.

Authorised medicinal products have generated a sufficient evidence base for their use with respect to the
populations and indications described in the summary of product characteristics (SmPC), and the safety is
monitored on an ongoing basis (see Appendix 5). In relation to trials with authorised medicinal products, it
may therefore be possible to adapt safety monitoring proportionate to the risk level of the trial. Conversely,
it can usually not be justified to reduce the recording and reporting of adverse reactions for trials with non-
authorised medicinal products.

The possibility of applying a risk-adapted approach to the recording and reporting of adverse events and
adverse reactions from investigator to sponsor is described below (Table 1).
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Table 1. Risk-adapted adverse reaction management based on the level of risk associated with the trial

Risk level: Risk level 1 Risk level 2 Risk level 3
"LOW" llMedium" llHigh”
RECORDING
Iritr:lcilr(;i?:apfst:ij;lggr . — AE recotcl-jisn can be YES Lo
Ep ' & — AE recording can be excluded —all AEs must be recorded
excluded
Is risk-adaptation for SAE YES?)
recording possible? YES — SAEs pursuant to a predefined NOY)
— SAE recording can be list in the protocol can be
. — all SAEs must be recorded
excluded excluded from recording
Is risk-adaptation for SAR
recording possible? YES YES?)
—only suspected unexpected | —SARs pursuant to a predefined NOP)
serious adverse reactions list in the protocol can be — all SARs must be recorded
(SUSARs) must be recorded excluded from recording
REPORTING from investigator to sponsor
e - 5)
Is risk-adaptation for SAE VES YES! NOY)

reporting to sponsor possible? —immediate reporting of

— SAZ TNz Ean oz recorded SAEs can be excluded,

— all SAEs must be reported

excluded s e i e AR immediately to sponsor
Is risk-adaptation for SAR
reporting possible? YES
— only suspected unexpected NOPb) NOP)
serious adverse reactions —all recorded SARs must be — all SARs must be reported
(SUSARs) must be reported reported immediately to sponsor immediately to sponsor

immediately to sponsor

REPORTING from sponsor to an authority

SUSAR reporting SUSARs must always be reported by the sponsor to the EudraVigilance database>.

Annual safety report (ASR) The ASR must always be submitted by the sponsor via CTIS®.

Description of risk-adapted adverse event management

Adverse event management at | The investigator must at least record adverse events satisfying all the following three criteria:

risk level 1:
1) The adverse event must be serious (serious adverse event, SAE)

2) The adverse event must be suspected to be related to the investigational medicinal product
(serious adverse reaction, SAR)

3) The adverse event must not appear in section 4.8 of the summary of product
characteristics.

In reality, it is the investigator who must assess expectedness when only suspected unexpected
serious adverse reaction (SUSARs) are to be recorded.

The investigator must report all recorded adverse reactions (subject to the above requirements) to
the sponsor within 24 hours.

5 Find more information about reporting to the EudraVigilance database on the website of the Danish Medicines
Agency (in Danish only)
6 Clinical Trials Information System (https://euclinicaltrials.eu/)



https://laegemiddelstyrelsen.dk/da/godkendelse/kliniske-forsoeg/sikkerhedsrapportering-undervejs-i-kliniske-laegemiddelforsoeg/rapportering-af-formodede,-alvorlige,-uventede-bivirkninger-til-eudravigilance-databasen-for-kliniske-forsoeg-med-laegemidler/
https://laegemiddelstyrelsen.dk/da/godkendelse/kliniske-forsoeg/sikkerhedsrapportering-undervejs-i-kliniske-laegemiddelforsoeg/rapportering-af-formodede,-alvorlige,-uventede-bivirkninger-til-eudravigilance-databasen-for-kliniske-forsoeg-med-laegemidler/
https://euclinicaltrials.eu/
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Adverse event management at
risk level 2:

Generally, all SAEs must be recorded, but the sponsor may include in the protocol a predefined list of
SAEs not to be recorded. This could be SAEs either associated with the investigational medicinal
product or an underlying disease.

SAEs in this category could be administrative/planned hospitalisation, exacerbation of underlying
disease, or in the case of the treatment of intensive-care patients expected to have a critical disease
course involving, for example, multiple organ failure.

SAEs that are related to the investigational medicinal product (=SARs) and are listed in section 4.8 of
the product information (known adverse reactions) may generally be excluded from recording. In
case the trial excludes the recording of other SARs than those expected (known adverse reactions,
see 4.8 of the product information), this must be further justified.

Any SAEs and/or SARs excluded from the recording must always be clearly stated and justified in the
protocol.

The reporting of SAEs to the sponsor within 24 hours can be omitted, however, all SAEs recorded and
deemed related to the intervention (causal relationship) must be reported immediately to the
sponsor.

In other words, all recorded SARs must be reported to the sponsor within 24 hours.

If SARs are excluded from immediate reporting due to the fact that they are recorded as part of the
clinical trial’s primary or secondary endpoints, a Data Safety Monitoring Board (DSMB) must generally
be established, or continuous safety monitoring must be ensured in some other way, and this must
be stated in the protocol.

For SAEs excluded from reporting, pursuant to a predefined list in the protocol, it is important to note
that all SAEs recorded but not reported immediately, must still be reported to the sponsor no later
than before preparation of the ASR, and the specific frequency of reporting must be stated and
justified in the protocol.

Adverse event management at
risk level 3:

It is expected that all AEs/SAEs are recorded, and that all SAEs/SARs are reported to the sponsor
within 24 hours.

Risk-adaptation is generally not possible, unless the sponsor can provide robust justification based on
a trial-specific risk assessment.

3 must always be justified based on the trial-specific risk assessment
b generally not possible, unless robust justification may be provided

The protocol must always provide justification for any risk-adapted approach on the basis of a trial-specific
risk assessment and if there is a risk of new, more serious or more frequent adverse reactions. Regardless of
the selected approach, the investigator must always have the possibility of reporting any event to the sponsor
if the investigator finds this relevant/necessary. This must be described in the protocol.

SUSARs must always be reported by the sponsor to the EudraVigilance database regardless of the risk-
adaptation applied to adverse event management, as stipulated in the CTR. Likewise, the sponsor is required
to submit annual safety reports (ASRs) via CTIS.

7 Find more information about reporting to the EudraVigilance database on the website of the Danish Medicines

Agency (in Danish only)



https://laegemiddelstyrelsen.dk/da/godkendelse/kliniske-forsoeg/sikkerhedsrapportering-undervejs-i-kliniske-laegemiddelforsoeg/rapportering-af-formodede,-alvorlige,-uventede-bivirkninger-til-eudravigilance-databasen-for-kliniske-forsoeg-med-laegemidler/
https://laegemiddelstyrelsen.dk/da/godkendelse/kliniske-forsoeg/sikkerhedsrapportering-undervejs-i-kliniske-laegemiddelforsoeg/rapportering-af-formodede,-alvorlige,-uventede-bivirkninger-til-eudravigilance-databasen-for-kliniske-forsoeg-med-laegemidler/

&2

LAGEMIDDELSTYRELSEN

DANISH MEDICINES AGENCY

6. Appendix

Appendix 1 — Assessment of events and adverse reactions in a clinical trial

Adverse Event (AE)

Severity assessment / \

Serious | | Not serious
| Serious adverse event (SAE) | | Adverse event (AE)
Causality assessment / \ / \
Related to Not related Related to Not related
investigational investigational
medicinal medicinal product
product (IMP) (IMP)
Serious Serious adverse Adverse reaction Adverse event
adverse event (SAE) (AR) (AE)
reaction (SAR)

\ g

Expected >
Serious adverse reaction (SAR)
Expected vs.
unexpected
(expectedness)
assessment
Unexpected Suspected unexpected serious adverse reaction
(SUSAR)
It is a SUSAR if the answer is yes to all the following questions:

— Serious event?
— Related to IMP?
— Unexpected (in relation to RSI)?

10
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Appendix 2 — Description of selected terms

Adverse event (AE):

Any untoward medical occurrence in a subject to whom a medicinal product is administered and which does
not necessarily have a causal relationship with this treatment.

Severity criteria:

The event is serious if at least one of the following criteria applies:

- inpatient hospitalisation or prolongation of existing hospitalisation
- results in persistent or significant disability or incapacity

- results in a congenital anomaly or birth defect

- s life-threatening

- results in death

Serious adverse event (SAE):

Any untoward medical occurrence that at any dose requires inpatient hospitalisation or prolongation of
existing hospitalisation, results in persistent or significant disability or incapacity, results in a congenital
anomaly or birth defect, is life-threatening, or results in death.

Causality assessment:

A causality assessment is used to assess if an event is related to investigational medicine/intervention or not.
In determining whether an adverse event is an adverse reaction, consideration shall be given to whether there
is a reasonable possibility of establishing a causal relationship between the event and the investigational
medicinal product based on an analysis of available evidence.

In the absence of information on causality provided by the reporting investigator, the sponsor shall consult
the reporting investigator and encourage him to express an opinion on this issue. The causality assessment
given by the investigator shall not be downgraded by the sponsor. If the sponsor disagrees with the
investigator's causality assessment, the opinion of both the investigator and the sponsor shall be provided
with the report.

The WHO-UMC’s method may be used to make the causality assessment:
https://www.who.int/docs/default-source/medicines/pharmacovigilance/whocausality-assessment.pdf

Serious adverse reaction (SAR):

Is an SAE in which the event is assessed to be related (see causality assessment) to the investigational
medicine and/or intervention.

11


https://www.who.int/docs/default-source/medicines/pharmacovigilance/whocausality-assessment.pdf
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Suspected unexpected serious adverse reaction (SUSAR):

A serious adverse reaction, the nature, severity or outcome of which is not consistent with the reference safety
information. Whether an incident is unexpected or expected is determined based on the reference safety
information.

Reference safety information (RSI):

The determination of whether an event is expected or unexpected is assessed in relation to the reference
safety information (RSI). Often, parts of the product information or parts of the Investigator's Brochure (IB)
are used as RSI for the investigational medicinal product.

Example:

In the case of authorised medicinal products, the RS is often a part of the summary of product characteristics
(SmPC), i.e. an adverse reaction appearing in the SmPC, often section 4.8, is expected; an adverse reaction
not appearing in the product information is unexpected.

Annual safety report (ASR):

Any relevant safety information is expected to be described in the annual safety report. A list of SARs and
SUSARs is expected, including an assessment of whether these events give rise to updating the protocol.

The annual safety report must describe the risk-adapted approaches subject to which it has been prepared.

Likewise, the annual safety report is expected to include an assessment of whether the benefit-risk balance
has changed or is unchanged, meaning if the trial may continue or if protocol amendments are required for it
to continue.

It is possible to submit a single safety report on all investigational medicinal products used in a clinical trial,
see article 43(2) of the CT regulation.

12
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Appendix 3 — General considerations about risk factors and risk minimisation measures

The following may be considered in connection with the risk assessment (list is non-exhaustive):

Does the trial population consist of healthy trial subjects or patients?

Is the investigational medicinal product authorised, and is it used in compliance with what has been
approved and described in the product information? If not, consider the following:

» Are there changes to the dosage regime/route of administration?

» Are there changes to the population/indication?

» How will these changes impact the safety of trial participants?

What are the known/expected risks, both in relation to the trial design and/or the investigational
medicinal product?
» Have these risks been addressed in normal clinical practice?
> Ifthe adverse reaction profile of the investigational medicinal product is unknown, what risks
are expected based on non-clinical data and/or based on the knowledge from other
medicinal products containing the same active substance?
> Is the duration of treatment supported by previous experience?
» Is there a risk of dosing errors?

Are there any risks of interactions with other treatments given concurrently that could increase the
risk to trial participants?

Is there a need for further safety monitoring of the trial participant in addition to that provided in
standard treatment? This could be additional laboratory tests, ECG, imaging, biopsy, more frequent
visits to the doctor.

Are further risk minimisation measures needed? The following may be considered:

» Restrictive inclusion and exclusion criteria, e.g. exclusion of persons with a particular risk due
to secondary diseases, resulting from impaired kidney/lung/heart/liver function or the use of
certain medicinal products

» Adjustment of treatment regimen and duration, including sufficient monitoring and facilities,
rescue medicine and the presence of trained (emergency) staff when relevant

» Stopping criteria or (dose) modification of the investigational treatment, e.g. using a
protocol-specified treatment algorithm or an independent Data Safety Monitoring Board
(DSMB)

» Focused recording of adverse events and adverse reactions, e.g. organ-specific events or
events giving cause for specific concern; reporting to the sponsor and authorities must comply
with the legislative requirements at all times.

» Further safety monitoring, e.g. by way of experts in the disease, in its routine treatment and
in the investigational medicinal product/study treatment; an independent DSMB for the
assessment of new safety data and benefit-risk balance.
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Appendix 4 — Examples of clinical trials at the various levels of risk

ﬂxamples “low-risk” trials (risk level 1): \

e Low-intervention trials®
e Trials with authorised medicinal products involving an approved indication in which the intervention is
normal clinical practice
e Trials with authorised medicinal products involving a well-established off-label indication which is
\ normal clinical practice and supported by published evidence j
\

ﬂxamples of “medium-risk” trials (risk level 2):

e Trials with authorised medicinal products involving an unapproved indication in which the studied
indication/population/treatment DOES NOT differ significantly from the authorised indication or
normal clinical practice, and where the safety profile is expected to be the same.

e PK/PD trials with data available from other authorised medicinal products in the same pharmacological

\ class /

8 Under article 2(3) of the CTR, a low-intervention clinical trial is a clinical trial which fulfils all the following conditions:

a. theinvestigational medicinal products, excluding placebos, are authorised;

b. according to the protocol of the clinical trial, i) the investigational medicinal products are used in accordance
with the terms of the marketing authorisation; or ii) the use of the investigational medicinal products is
evidence-based and supported by published scientific evidence on the safety and efficacy of those
investigational medicinal products in any of the Member States concerned; and

c. the additional diagnostic or monitoring procedures do not pose more than minimal additional risk or burden
to the safety of the subjects compared to normal clinical practice in any Member State concerned;

9 Including authorised medicinal products subject to stricter reporting requirements
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Appendix 5 — Sources of adverse reaction data for authorised medicinal products and
exposure

Medicinal products used in clinical trials are categorised as investigational medicinal products whether or not
they have a marketing authorisation. Therefore, adverse reaction data collected in a clinical trial are not sent
to the marketing authorisation holder automatically, but other mechanisms ensure that the marketing
authorisation holder can gain a complete overview of emerging adverse reactions. One mechanism is the
sponsor’s ongoing reporting of SUSARs to EudraVigilance that are searchable by the marketing authorisation
holder. Another mechanism is the literature searchers made by the marketing authorisation holder. These
searches should identify the publications that include adverse reaction data related to the concerned
medicinal product.

Adverse reaction data from

Adverse reaction data from
spontaneous reports

clinical trials handled by the
sponsor of the trial

handled by the marketing
authorisation holder

Reporting from the public, Reporting from trial
patients and healthcare participant and
professionals investigator

Searches forreports madeby g _ _ _ Ongoing reporting of SUSARs
2nd party in EudraVigilance in EudraVigilance

Publication of adverse

Adverse reaction data :
R i _ _ — — _ _ reaction data at the end
from studies P Literature searches < of the trial

As can be seen in the above figure, literature searches will also identify adverse reaction data from other
sources, such as registry-based studies. This reveals a complex body of data sources, which together ensure
the best possible evidence base for the safety of the medicinal product.

Each data source of adverse reactions has their advantages and disadvantages in terms of the quality of the
evidence provided by the source. This also means that all data sources are important to provide the best
possible knowledge about pharmaceutical safety.

The spontaneous reports related to authorised medicinal products represent a huge amount of data, but
since no background frequencies are reported, this is a disadvantage compared to a controlled clinical trial
where frequency comparison is possible. This is also possible in, for example, registry studies, but the
drawback here is the lacking medical causality assessment that is performed for each recorded adverse event
in a clinical trial.

So, the body of adverse reaction data sources is complex when it comes to authorised medicinal products.
Conversely, when it comes to non-authorised medicinal products, the only source of evidence is clinical trials.
In the case of non-authorised medicinal products, the evidence base supporting the profile of adverse
reactions has not been validated by means of a marketing authorisation application, and no monitoring of
adverse reactions from use of the medicinal product in the market has started yet. In this case, thorough
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adverse reaction management is essential, above all to safeguard the safety of patients and, secondly, to
ensure the best possible evidence base for any future marketing authorisation.

4 )
Spontaneous report Clinical trials Studies
All serious adverse reactions with Protocol-specified adverse reaction ; PR ;
y o y . y _ Safety investigations in the form
Implied caus:;,ltn};’ /(\-;-lSAR) received handling received by the sponsor of, for example, registry studies
\_ J
Advantages «Advantages °Ac!vantages
« High exposure and large data volume « Causality assessment by investigator * High exposure and large volume of
* Proactive « Proactive comp_lt_ate (_iata
« Identification of background frequency
Disadvantages Disadvantages .
« Frequency analysis not possible «+ Low exposure and limited Disadvantages
data volume * No causality assessment
* Reactive

Evidence base for pharmaceutical safety

Exposure will be lowest in the development phase and will in many cases grow significantly once the
medicinal product has been rolled out by way of a marketing authorisation. In the first two years after
placement on the market, the medicinal product is subject to stricter reporting requirements'®. The stricter
reporting requirements usually reflect a need for further evidence and can be used as a good starting point
in relation to the assessment of the overall evidence base. The marketing authorisation may have imposed a
prolonged period of stricter reporting, and it is the responsibility of the sponsor to investigate if any such
prolongation applies to the concerned investigational medicinal product. The list of human medicinal
products subject to stricter reporting requirements is updated by the Danish Medicines Agency every other
Monday.

10 Danish executive order no. 1823 of 15 December 2015 on the reporting of adverse reactions of medicinal products,
etc.
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