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1 Context

The SOP was developed by the WP3 on adverse events reporting,
reviewed by the WP6 on standard operating procedures and validated by
the WP3.

This SOP will be discussed at the beginning of the next ECRIN project to
comply with the objectives of the Quality Unit and the different delegation
models to be used for the pilot project.
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1. PURPOSE

The purpoze of this S0P is to describe the general procedure and the role of the ECRIN team and their
cooperation with the sponsor for the reporting of adverse events in multinaticnal clinical trials.

2. SCOPE

Thiz SOP concerng clinical triale on medicinal products within the scope of Directive 2001/20EC. The
reguirements for other categories of clinical research will be developed in ancther S0P,

Thiz procedure will cover all clinical trials selected by the ECRIN scientific board which will be performed
within the ECRIN network

The procedure describes the general requirements in term of collection, documentation, investigation,
assessment, submiszion and follow-up of AE which occcur in the course of a clinical frial
The procedure also describes the general responsibiliies and deadlines regarding the annual safety report
and other events.

Specific responsibiliies or delegation of respongibilitiss will be specified in a contract delegation form.

3. DEFINITIONS and AEBREVIATIONS

AE_ Adverse Event: Any untoward medical occurrence in a clinical frial paricipant administered a medicinal
product and which does not necessarily have a causal relationship with this treatment.

AR_ Adverse Reaction © Al untoward and unintended resgonses to an investigational medicinal groduct
related to any doss administered.

Diata monitoring committes (DMC) & committes that is usually independent of the investigators, fundsr and
sponzor of a frial. A DMC reviews the accruing frial data on a regular basis to assess whether there are any
safely iszsuss that investigators or participants should be aware of. A number of different titles are used for
ODMCs, for example: Independent Data Monitoring Committee (IDMC), Data and Safety Monitoring Board
(DEMEB), Independent Safety Monitoring Committes (ISMC) and Data Monitoring and Ethics Committes
{(DMEC).

SAE_ Serious Adverse Event

SAR_ Serious Adverse Reaction

Any untoward medical occurrence or effect that at any doze:

-resuliz in death,

- or ia life-threatening

O reguires hospitalisation or prolongation of existing

hozpitalization

or results in persistent or significant disability or incapacity

or consistz of a congenital anomaly or birth defect

Medical judgement should be exercized in deciding whether an adverse eventireaction should be classified
as sericus in other situations. Important adverse sventsireactions that are not immediately life-threatening or
do not result in death or hospitalisation, but may jecpardize the paricipant or may require infervention fo
prevent ong of the other outcomes listed in the definition above, should also be considered serious.
*Life-threatening in the definition of a sericus adverse event or serous adverse reaction refers to an event in
which the paricipant wasz at risk of death at the time of the event. It doeg not refer to an event which
hyoothetically might have caused death if it were more severs. The definiion of serousnsss above reflects
the definition used in the EU Directive, and from EudralT guidance. "Other impertant medical condition” is
taken from ICH E2A and can alzo be used to define an SAE.

SUSAR_ Suspected Unexpected Sericus Adverse Reaction

& suzpected adverse reaction related fo an investigational medicinal product (the tested investigational
medicinal products and comparators) which cccur in the concerned trial, and that iz both unexpected and
SErous

ECRIN AE-SOPZE1-Vid page 213
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UAR_ Unexpected Adverze Reaction An adverse reaction, the nature or severity of which iz not consistent
with the applicable product information (e.g. Investigator's Brochure {IB) for an unapproved investigational
product or Summary of Product Characteristics (SmPC) for an authorized product

4, RESPONSABILITIES

Commen elements Ceountry specific elements

Investigator: iz responzible for collecting and notifying all AE and SAEs
according to the protocol requirements to the sponsor. SAEs should be
notified immediately.

Sponsor (or delegated entity or person): is responsille for the continua
evaluation of the safety of the IMP | of the notification of data that affects
the safety of the paricipaniz to the authoritize, ethic committees and
investigators and of the sef-up of rules and written procedures to guaranty
the quality of the process (collection of AE, documentation of AE,
validation, evaluation, notification, archiving )

Must maintain written records of all SAEs.

European correspondent:

- is the contact point and the local support to the sponser in hisfher
country

- iz charge of facilitating the interaction between the sponsor, the
investigators, the sthics committee and competent authorities.

- Iz in charge of enguring that the process iz in place (with the
support of itz national network and any structure in place)

- May be involved in the translation of follow up reports

5. DESCRIPTION

5.1. Flow chart

The following flow chart describes a common framework for notifying adverse events, SAEs and SUSARs
during a clinical trial on medicinal products.

ECRIN AE-SOPZ&1-V& .1 page /13
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5.2. Reporting from investigator to Sponsor

The investigator should evaluate all individual adverse events with respect to relatedness and
expectedness.

He should report all the SAE to the Sponsor immediately, except those defined in the protocol as
exempt from expedited reporting.

In addition, the investigator must provide any follow-up information requested.

WHO WHAT WHERM HOW To WHOM
Investigator’ s responsibilities
INVESTIGATOR SAE A5 soon as aware of | Fax, phone or mail }Sponsor (and/or any other
the event structure specified in the
{and in line with protocol)
requirements of the SAE Form
protocol) (firsz motification must [ I m e

be fallowed by

detailed report) stated in the protoco

In addition in case of
death

¥ Ethics committes
Either directly or through
the coordinating
investigator

INVESTIGATOR AE Curing the trial and Case Report Form | Spansor
according to the
protocol
requireaments

Country-specific elements:

In Denmark: all expedited reporting in clinical triale with medicinal products is made by the sponscr and
excluzively to the competent authority, the Danizsh Medicines Agency. Adverze events arsing from thess
trials are only reported to the ethics committee during the annual and end of trial report, by the sponszor or
‘the person responsible” for the trial. If, however, the adverse events cause the safety of the trial participants
to be quesficned, the trial to be re-evaluated, or prematurely terminated, then the investigator must report
thiz to the ethics committze immediately.

LIK: Written report must be provided in the UELIF the initial immediate report iz by phone SAR reporis must
include a written report. Alzo where a death has been reported fo the ethics committee, any follow-up
information reguested by the commities must be provided

ECRIN AE-SOP2&1-VE 1 page 513
How to support adverse events reporting in multinational clinical frials on medicinal products

Deliverable 20 page 11/19



5.3. Reporting from Sponsor to Competent Authorities
5.3.1. General rules

The sponsor - (in conjunction with investigator) - is responsible for the ongoing safaty
evaluation of the investigational medicinal product.

The sponsor is responsible for the evaluation of expectedness which is based on knowledge of the
adverse reaction and any relevant product information and relatedness

WHO WHAT WHEN HOW To WHOM

Sponsor’ s responsibilities

Sponsor (and if SUSARs As soon 3s Through -Eudravigilance
needed E“J"Ffa"[th possible but not Eudravigilance -Competent
EE;r::f:D:f t‘:‘ei:‘" later than Clinical Trial zuthorities
national network ) -7 daysfﬁ:\r fatal Module or paper
SUSAR (+ 8 days raports (CIOMs=
far follow-up) forms) Investigators
-15 days for %"—J ~
other SUSAR -Ethics committees
Annual safety Cnce a year Report
report during the
duration of the
clinical trial

Other safety issues | is soon as
possible but no
later than 13
days

In Denmark:

The sponsor interacts with competent authorities. In general, the investigator or “the person
responsible for the trial” interacts with the ethics committees. However, the sponsor or “the person
responsible for the trial” can submit the annual report to the ethics committee.

In Italy, the sponsor interacts with competent authorities and ethics committees, the investigator
only with ethics committees in case of fatal adverse events.

Sweden: The Sponsor should report SUSARs electronically to the Swedish MPA wvia the
EudraVigilance database. In parallel a paper report of the event is sent to the EC. Direct
communication with the Investigator may be initiated by MPA andfor EC if complementary
information is requested. There is nomally no interaction between MPA and EC.

ECRIN AE-SOPEE1-VE 1 page 6/13
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5.3.2. 5SUSARs Reporting

Common element

Country specific elements

The zponzor of a clinical trial (Phass I-1V) with at
least one investigator site in the Community must
report SUSARs according to the following scenarios:
a) SUSAR= which cccur within the concerned frial are
subject to expedited reporting.

UK As per UK legislation (see 512004710231, part &,
regulation 23).

b} SUSAR= which cccur outside the concerned
clinical trial

FINLAMD: The National Agency for Medicines need not be
notified of adverse reactions cccurring in clinical trials not
conducted in Finland. Unespected sericus adverze reactions
occurring abroad are reported only to the European
Medicines Agency

DEMMARE: SUSARs from other frials should only be
reported if they may affect ongoing trialz in Denmark. When
thiz occurg, an amendment to the protocol must be
submitted.

{1

Where the investigaticnal medicinal product has a
marketing authorisation in a Member State, and the
sponsor is the marketing autherization helder, the
reporting of SUSAR:s which ocour

{i} outside the concemed clinical frial and cutzide any
other clinical tnal (including SUSARSs arizing from any
organized data collection aystem other than
interventional clinical trials) should be in accordance
with the Regulation (EC) Mo. T28/2004, Dirsctive
2001/83/EC and

{ii) if it occurs in a clinical rial according the ‘Detailed
guidance on the European databasze of Suzpected
Unexpected Serious Adverse Reactions
{Eudravigilance — Clinical Trial Module)'.

DEMMARE: SUSARs from other frials, or from third
countries should only be reported if they could affect
ongoing frials in Denmark. When this cccurs, an amendment
fo the protocol must be submitted.

UK As per LK legislation (see 51 1994/3144 Arficle 7,

item 1 & 2 and 51 2004 /3224).

SUSARs ccouring in & clinical trial should be reported in
accordance with UK legislation (zee S12004/1031, part 5,
regulation 23). EudraVigilance reporting will suffice for
informing other Member States howswver for UK trials the
MHRE.& must be informed according to the insfructions on
their website

(hitp/fwewmbra.gov ukiHowwerequlate/Medicines/Licensin
gofmedicines/Clinicaltrials/Safetyre porting-

SUSARSandASRslindex htm

{2) For investigational medicinal products that have a
marketing authorisation in a Member State and the
sponzor is not the marketing avthorisation holder.
Where the investigational medicinal product has a
marketing authorisation in any Member State, and
the sponzor is not the markefing authorisation holder,
any SUSARSs associated with the investigationa
medicinal products that ccour in another trial
conducted by the same gponscr in a third country
should be reported.

DEMMARE: SUSARs from third counfries should only be
reported if they may affect ongoing trialz in Denmark. If this
is the case, an amendment to the protocol must be
submitted

UK As per UK legislation (S12004/10231 part 5, 32(3]),

a sponzor shall ensure that, in relation to each clinical trial in
the United Kingdom for which he iz the sponsor, the
investigators responsible for the conduct of a trial are
informed of any suspected unexpectad sericus adverss
reaction which occurs in relation to an investigational
medicinal product used in that trial, whether that reaction
occurs during the courze of that trial or another trial for

ECRIN AE-SOP@E@1-VE 1
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which the sponszor iz rezponzible.

UK legislation does not directly specify expedited reporting
requirements for SUSAR=2 occurring in another trial in a third
country however as per UK legizlation SI12004/1031 Part 4,
regulation 28 and subsequently ICH-GCP article 5.1.6.2.
“the sponsor should promptly notify all concerned
investigators and regulatory authorities of findings that could
affect adversely the safety of zubjects, impact the conduct
ceveeenne. the trial”.

The gponsor iz alzo reguired to include this type of
information in the annual safety report (S12004/1031 part 5,
3501 A0

{3) For investigational medicinal products that do not
have a marketing authorization in any Member State
of the Community:

Where the investigational medicinal product does not
have a marketing authorization in any Member State
of the Community, any SUSARs associated with the
investigational medicinal products are subject to
expedited reporting, as 2oon as the sponsor
becomes aware of them. This includes:

- SUSARs which occur in ancther trial conducted by
the same sponsor either in the Eurcpean Community
or in & third country {i.e. in EEA counfries),

- or which are identified by spontanecus reports or a
publication,

- or which are transmitted to the sponsor by ancther
regulatory authority.

In case of fatal and life-threatening SUSARSs, the
competent authority and the Ethice Committee in the
concerned Member States should be notified as soon
as pozzible but no later than 7 calendar days after
the sponzor has first knowledge of the minimum
criteria for expedited reporiing.

In each caze relevant follow-up information should be
sought and a report completed as zoon as posszible. It
should be communicated fo the competent authority
and the Ethicz Committes in the concemed Member
States within an additional eight calendar days.

The non fatal and non life-threatening SUSAR: and
safety iszuss must be reported to the competent
authority and the Ethics Commities in the concerned
Member States as soon ag possible but no later than
15 calendar days after the sponsor has firat
knowledge of the minimum criteria for expedited
reporting. Further relevant follow-up information
should be given a= zoon as possible.

Save in exceptional circumstances electronic
reporting should be the expected method for
expedited reporting of SUSARSs to the competent
authority(iez) and EudraVigilance.

AUSTRIA: The relevant follow-up information after a fatal or
life-threatening SUSAR has to be reported within an
additicnal 3 days.

The non-life threatening SUSARs have only to be reported
fo the relevant competent authorities (nof to the Ethics
commitiee) no later than 15 calendar days. Once a year the
sponsor has to provide a list of all SUSARSs to the authorities
and the Ethics commities.

DEMMARE: Immediate reporting of SUSARS to ethic
commitiess iz not reguirsd.

Mon-commercial sponsors without access to the
EudraVigilance databaze must report on a CIOMS form.
UK:

&z per UK legislation (zes 51 20041031, Part 5, Regulation
3301-8)).

GERMAMNY: Motification of other investigators iz not part of
the obligations from sponzor to authorities in the strict sensze
In case of fatal and life-threatening SUSARs, the competent
authority, the Ethice Committze (and the investigators
involved in the trial) in the concerned Member States should
be notified as so0on as poszible but no later than 7 calendar
days after the sponzor has first knowledge of the minimum
criteria for expedited reporting.

The non fatal and non [fe-threatening SUSARs and safety
izaues must be reported to the competent authority, the
Ethics Commities (and the invesfigators involved in the trial)
in the concerned Member States az =oon as poszsible but no
later than 15 calendar days after the sponzsor has first
knowledge of the minimum criteria for expedited reporiing.

IRELAMD: In IE competent authority will accept paper
reporting if academic sponzor and agreed in advance with
them

FINLAMD: Registration with EMEA's EudraVigilance is
mandatory for commercial sponzors. Registered sponsors
must submit electronic reporis via EudraVigilance. If the
sponsor iz not registered with EudraVigilance, a report must
be made in writing to the Mational Agency for Medicines.
The report may not be submitted by fax or email. It can be
made in the form of a free-form letter or with the CIOMS-I
farm.

ECRIN AE-SOP@E1-VE 1
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UK:

UK legislation zpecifize expadited reporting requirements for
any SUSAR: occurring in a frial conducted in the UK but it
does not direchly specify expedited reporiing requirements
for SUSARs occurring in frials conducted outside the UK, or
spontansous reports such as the examples given.

However as per UK legizlation see SI12004/1021 Part £,
regulation 28 and subsequently ICH-GCP arficle 5.1.6.2, the
sponscr should promptly notify all concerned investigators
and regulatory authorities of findings that could affect
adversely the safety of subjectz, impact the conduct ..._..__..
the frial®.

In addition, a sponsor shall ensure that, in relation to each
clinical trial in the United Kingdom for which he is the
sponscr, the investigators rezponsible for the conduct of a
frial are informed of any suspected unexpected senous
adverse reaction which ccours in relation to an
investigational medicinal product uzed in that rial, whether
that reaction cccurs during the course of that trial or another
frial for which the sponsor iz responsible (S12004/1031 part
5, 33(5)h.

Finally as per S12004/1031 part 5, regulation 34, If a clinical
frial iz being conducted at a trial site in a third country in
addition to sites in the United Kingdom, the sponscr of that
frial shall enzure that all SUSARSs occuring at that site are
entered into the Eurcpean databass establizhed in
accordance with Article 11 of the Directive.

UK:
UJze of EudraVigilance website iz acceptable for notification
of SUSARs to other Member States.

For SUSARs to be reporied to the UK authority follow
instructions on MHRA Website

(hitp fwww . mhra.gov.ukiHowweregulate/MedicinesiLicensin
gofmedicines/Clinicaltrials/Safetyreporting-
SUSARSandASRs/index htm). Mandatory electronic
reporting to the UK autherities is being phaszed in for
commercial sponsors. Testing must ke completed prior to
being authorized o submit in this manner.

Common element Country specific elements

The zponzor is responsible for the prompt notification to | DENMARE: For clinical frials on medicinal products,it is

all concemed investigator{z), the ethics commitiee and | only neceszary to give prompt notification to the
competent authority of each concemad Member State competent authority (the Danish Medicines Agency) not o
of findings that could adverzely affect the health of the ethics committee.

participants, impact on the conduct of the trial or altsr
the competent autherity’s authorisation to continue the FRAMNCE : The Regulations require the sponzor to keep
trial. The gponsor is responsible for arranging systems | deftailed records of all adverse events relating fo a clinica

and written standard operating procedurss fo ensure trial which investigators in that trial have notified to them,
that the necessary quality standards are observed in unlezs they have been documented in the protocel as not
every step of the case documentation, data collection, required. The sponsor may e reguired to submit theze
validation, evaluation, archiving and reporting. records to the competent authority (AFS5aP3S) on reguest.

In accordance with naticnal legizlation Member States
may provide that the concerned Ethics Committes only | GERMANY: Directive 2001/20/EC: In Germany. GCP-
receive expedited individual reportz of SUSARS that YVerordnung § 13 [gponscor's responsibilities]

ECRIN AE-SOP&E1-ViE 1 page 913
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cccurred in participants who have been recruited in the | In Germany:

concerned frial in that Member State. In this casze, itis + Expedited individual SUSAR reporfing comprizes
strongly recommended that: all cazes which occur within all CTTs world-wids
a) all SUSARSs from other Member States and, whers with the same IMP.

applicakle, from third countries, are pericdically + Additional periedic line-listings are not required
reporied at least every § months as a line listing

accompanied by a brief report by the sponsor ITALY: Legislative Decree 211/03

highlighting the main pointz of concarn. Thoze pericdic
reporis should only include SUSARSs reporied within the | SPAIN: Each Ethic Committee only receive expedited
pericd coverad by the report. & copy of the report individual reportz of SUSAR that occurred in participants
should be zent {0 the concemed competent authority; who have been recruited in the concerned centre

b} any changes increasing the risk to subjects and any | participating in the trial in Spain.

new izsues that may affect adversely the safety of the

subjects or the conduct of the frial should alsc be UK:
provided as scon az possible, but no later than fifteen In the UK, the sponsor is ultimately responsible for
days. interacting with competent authorities howsever this

interaction may be delegated £.g. fo the Chief Investigator,
provided this is in writing.

The Chief Investigator iz responzible for submitting the
application for ethice committes approval (see 51 2004 7
1031, regulation 14).

Ag per UK legislation see S12004/1031 Part 4, regulation
28 and ICH-GCP article 5.1.6.2.

Az per UK legislation sse S1200£/1021, Schedule 1, Part
2, regulation 13.

The UK clinical trials regulations only specify expedited
reporing requirements for individual reporiz of SUSARS
that occur in subjectz recruited in the concerned trial in the
UK {zee 512004/1031 Part 3, regulation 33) however az
per UK legislation (S12004/1031 Part £, regulation 23 and
ICH-GCP arficle 5.1.6.2) the sponsor iz required to
promptly notify investigators and regulatory authorities of
any findings that may affect safaty.

UK Efhice Committzes require B-monthly safety reportz on
the safety of zubjects in all clinical trialz of the
investigational medicinal product (IMP) for which the
sponsor is responsible worldwide, with a global line listing
of SUSARs cocurring in these irialz in the reporting period
however these are only necessary where the sponsoris a
commercial gponsor and is conducting the trial or other
trials of the IMP outzide the UK. Mon-commercial
sponzorsz, and commercial sponzore conducting trials in
the UK only, will not need to submit any 6-monthly reports,
but are zfill required to submit annual zafety reports both
to the main REC and the MHRA. (s=e

(httpfitwww . nres npsa.nhs ukfapplicants/after-ethical-
review/safetyreportz/zafety-reporis-for-climps/))
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5.3.3. Assessment of Adverse Events in Blinded Trials

Common elements Country specific elements
For blinded trials involving a placebo and an active
drug, seriousness, causality and expectedness should
be evaluated as though the participant was on active
drug. &2 a general rule treatment codes should be
broken by the sponscor before reporting a SUSAR o CA
and EC. Only those events occurring among
participants on the active drug (or in the case of
placebo excipient) should be considered fo be SUSARS:
requiring reporting to the regulatory authority and ethics
committee {in the case of placebo excipient the
reporting iz recommended).

For blinded trials involving two active drugs, the
evaluation iz more complex. Howswver, the person
responsible for the evaluation for causality and
expeciedness might be able to state that if the
participant were on drug & the event would be causal
andfor unexpected, but if on drug B it would ke
expected. If the event were unexpected for either of the
active drugs, the case should be unblinded by the
individual charged with unblinding, who would then
clazsify the event accordingly.

The investigators will be informed about all
potential SUSAR cases (verum and placebo).
Thus they will be blind regarding the treatment

arms of their participants.

ECRIM AE-SOPEE1-VE 1 page 11/13
How to support adverse events reporting in multinational clinical trials on medicinal products

Deliverable 20 page 17/19



5.3.4_ Annual safety report, other events

Common elements

Country specific elements

In addition to the expedited reporting, sponsors shall submit,
once a year throughout the clinical frial or on request a zafety
report to the competent authority and the Ethice Committee of
the concerned Member States, taking into account all new
available safety information received during the reporting
period.

The aim of the annual safety report is to dezscribe concissly al
new safety information relevant for one or several clinical frial{z)
and to assess the safety conditions of participants included in
the concerned rial{s).

The annual safety report should be the same for the competent
authorities concerned and the Ethics Commitize concerned.

DEMMARK: The sponsor or “the person respongitle
for the trial” makes the annual reportz to the ethics
committees,

the sponsor reports to the competent authority, the
Danizh Medicines Agency.

The competent authorities require reporting of SARs
and the ethics want S&4E=. However, in practice the
same report iz accepted. The annual report should
be delivered one year after the first approval,
whether from the CA or EC.

LK

Az per the UK legizlation (zes 51 20041031, Part 5,
Regulation 25). Sponzors may adopt their own
format both for expedited reportz and pericdic safety
reports howsver both Ethics committeess and
competent authoriy in the UK advise provision of
the information set out in the Eurcpean Commissicn
guidance (ENTR/CT3v2

A atandard covering form must accompany al
reports sent fo the Ethics Commities

(httplwww nres . npaa.nhs uk/applicants/after-
ethical-review/safetyrepora/zafety-reporis-for-

climpal)

In addition, the MHRA has specific requirements
with regard to the format of any submizsions it
receives see:

hito:faew mhra.gov uk/Howwerequlate/Medicines
ILicenzingofmedicines/Clinicaltrials/Makingclinicalt
rialsubmissicnstotheMBERANNdex him.

The annual safety report of a clinical trial should have three
parts:

Fart 1: &Analysiz of the participants’ zafety in the concerned
clinical trial.

Fart 2: & line lizting of all suzpected serious adverze reactions
{including all SUSARs) that occurred in the concerned frial,
including also sericus adverze reactions from third countries.
Fart 2: &An aggregate summary tabulation of suspected serious
adverse reactions that cccurred in the concerned frial.

Other safety issues also qualify for expedited reporting wheare
they might materially alter the current benefit-risk assesament
of an investigational medicinal product or that would be
sufficient to consider changes in the investigational medicina
products adminigtration or in the overall conduct of the trial, for
instance:

a) an increase in the rate of occurrence or a qualitative change
of an expected sericus adverse reaction, which is judged fo be
clinically important,

b} post-study SUSARSs that cccur after the participant has
completed a clinical trial and are reporied by the investigator to
the sponsor,

c) new events related to the conduct of the trial or the

DEMMARK: the annual safety report to the ethics
committee should alzo list SAEs. SUSARSs from
other trialz, or from third counfries should only be
reported if they could affect ongoing trials in
Denmark. When this ocecurs, an amendment to the
protocol must also be submitted

FIMLAMD: MAM requires a signed analyziz of the
participant's safety in the trial (=Part 1) every y=ar
from the local perzon in charge of the research
{"Tutkimuksesta vastaava henkild™).

FRAMCE: The report should include a summary of
any publizhed literature relevant to the safety of
participants in the trial, or aggregated reports of any
other relevant unpuilished data known to the
sponzor. It may alzo usefully include a summary of
any concerns or recommendations from the DMC
on safety of participants in the frial.

The reporting time frame for annual reporis startz
from the date of the first authorisation of the clinica

ECRIN AE-SOP@E1-Vid 1

page 12/13

How to support adverse events reporting in multinational clinical frials on medicinal products

Deliverable 20

page 18/19



development of the investigational medicinal products and likelhy
to affect the safety of theparticipants, such as:

- a serious adverse event which could be aszociated with the
trial procedures and which could modify the conduct of the trial,
- a significant hazard to the participant population such as lack
of efficacy of an investigational medicinal products used for the
treatment of a life-threatening dizease,

- a major safety finding from a newly completed animal study
{zuch as carcinocgenicity)

- any anticipataed end or temporally halt of a trial for safety
reasons and conducted with the same investigational medicina
products in another country by the same sponsaor,

d} recommendations of the Data Monitoring Committze, if any,
where relevant for the safety of the participants.

trial (CTA) by a competent authority in any member
state {or from the first authorisation of the trial in a
Eurcpean Economic Area (EEA) state). The
anniverzary of this date s designated as the cut-off
date for data fo be included in the annual report.
The report should be submitted within 60 days of
this cut-off date.

In the case of shor-term frialz {l22s than & months),
the Safety Report may be submitted within 90 days

of the end of the trial together with the notification of
the end of the trial

6. REFEREMCES

ECRIN references

Country Specific references

International Conference on Harmonization -ICH E&
Good Clinical Practices (1936)

Denmark:
httpwww dkma.dk/1024visUKLS Artikel.asp PartikelID=E75

8

Fttp:.l’f'.-.'wx'.r.dkma.d kM024visUKLSAikel.asp PartikellD=618

1

EU directive 2001/20/EC

Detailed guidance on the collection, verfication and
presentation of adverze reaction reporiz arising from
clinical trialz on medicinal products for human wuse {April
2008)

7. REFERENCED GUIDE /SOP

+« ECRIN EC-S0OP @&2
clinical trial on medicinal products”

“Interaction with Ethice Committees before the conduct of a multinaticnal

« ECRIM EC-50P @& 2 “Interaction with Ethice Committees during the conduct of a multinational

clinical trial on medicinal products”

« ECRIM EC-50P @& £ “Interaction with Ethics Commitiess after the conduct of a multinational

clinical trial on meadicinal products
« ECRIN CA-SOP @@ 1
clinical frial on medicinal products”

“Interaction with competent authorities before the conduct of a multinational

« ECRIN CA-S0P @& 2 “Interaction with competent authorities during the cenduct of a multinational

clinical frial on medicinal products”

¢ FECRIMN CA-S0OP @& 2 “Interaction with competent authorities after the conduct of a multinational

clinical trial on medicinal products”

8. APPENDICES
Not applicable
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