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Guideline for management and reporting of
serious breaches_ Sites
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Jeannine Refos Senior Global Clinical Project Manager (CPM)
Marlies Groenendijk Pharmacovigilance coordinator (PV coordinator)
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This document provides instructions, guidelines and background information regarding
the Breach Database using the Electronic Data Capture (EDC) system of ALEA, as
implemented by HOVON.
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1. Glossary

Affected Member State
(AMS)

AMS |s the Member State directly affected by the serious breach. For example
the Member State where the sponsor is based (as they have overall
responsibility), the Member State where patients are affected by the breach, or
it could be the Member State where the breach occurred.

Member State
Concerned (MSC)

Means the Member State where an application for authorisation of a clinical trial
or of a substantial modification has been submitted under Chapters Il or Il of
the Regulation (EU) No 536/2014 respectively.

Reporting Member
State ( RMS)

RMS is the Member State Concerned elected in line with requirements of Article
5 of the Regulation (EU) No 536/2014, in the lead for the validation and
assessment of part | phases.

CTIS

Clinical Trials information System.

Protocol deviation

Protocol deviation or violation is any non-compliance from the study procedures
or treatment plans as specified in the IRB-approved protocol.

Sponsor

An individual, organization or group which has taken on responsibility for
securing the arrangements to initiate manage and finance study.

Suspected serious
breach

A deviation that is judged by the reporter as a possible serious breach but has
yet to be formally confirmed as a serious breach by the sponsor.

Serious breach (SB)

Any deviation of the approved protocol version or the clinical trial regulation
that is likely to affect the safety, rights of trial participants and/or data reliability
and robustness to a significant degree in a clinical trial.

Reporter

Reports the breach (Site Pl or other authorized site staff, authorized
HOVON personnel)

HOVON breach
coordinator

HOVON Breach coordinators, will assess any reported breach.

ALEA study BREACHES

HOVON Breach database/eCRF developed for the reporting of all
(suspected) serious breaches in the HOVON ALEA database.

Breach Report
number

This is a unique number generated by ALEA for every reported breach.
(HOVON_ BR (=Breach)_year_number X)
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2. Introduction and Scope

As of January 31, 2022, the regulation (EU) No. 536/2014 (Clinical Trial Regulation, CTR) applies for
conducting clinical trials with drugs.

Under this regulation the sponsor has a primary responsibility for determining whether any
suspected breach meets the definition of a serious breach in a clinical trial.

This is defined by Regulation (EU) No 536/2014, in Article 52:

1. The sponsor shall notify the Member States concerned about a serious breach of this Regulation or
of the version of the protocol applicable at the time of the breach through the EU portal without
undue delay but not later than seven days of becoming aware of that breach.

2. For the purposes of this Article, a ‘serious breach’ means a breach likely to affect to a significant
degree the safety and rights of a subject or the reliability and robustness of the data generated in the
clinical trial.

3. Actions to report serious breaches

Any suspected serious breach must be reported as soon as possible to HOVON via the ALEA BREACH
database (eCRF) or via the paper CRF:

A. Complete a report of the suspected breach in ALEA study BREACHES.
or
B. Send a completed breach paper CRF (see appendix A) to hovonbreaches@erasmusmc.nl

3.1 What needs to be reported ?

Any breach of:

 The Regulation (EU) No 536/2014.

or

* The clinical trial protocol version applicable at the time of the breach

That is likely to affect to a significant degree:
1. The safety of a trial participant.
and/or
2. The rights of a trial participant.
and/or
3. The reliability and robustness of the data generated in the clinical trial.
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3.2 Reporting steps of a suspected serious breach:

After becoming aware of a suspected serious breach, the breach must be reported to
HOVON as soon as possible.

Reporter: from becoming aware of a (suspected) serious breach, assesses and investigates in
a timely manner if the breach may have a significant impact on safety or rights of participants
and/or the reliability and robustness of the data.

Reporter: makes every effort to substantiate that the breach is a (suspected) serious breach.
Reporter: does not wait to obtain all of the details related to the breach prior to the
notification of HOVON.

Reporter: (if applicable) informs the site Pl of the possible breach and (if applicable) inquires
more information from patient physician /local lab/local pharmacy.

Reporter: provides updates to HOVON whenever further information becomes available.
HOVON has the primary responsibility for determining whether any suspected breach meets
the definition of a serious breach..

3.3 Timelines for HOVON to report a serious breach in CTIS

On reasonable grounds based on evidence to believe that a serious breach has occurred, HOVON
must report the serious breach via the secure module of the Trials information System (CTIS) within
7 calendar days after becoming aware of the serious breach.

Once submitted in CTIS, this information will be visible in the secure module of the Member States
that can perform an assessment. The assessment of the serious breach done by the Member States
will lead to the publication of the serious breach and the corresponding evaluation done by the MS
via the CTIS public domain.

Note:

If HOVON determines that the reported (suspected) serious breach is not serious, no breach
will be reported in CTIS. Only breaches hat have been assessed as serious by HOVON are
reported.

For serious breaches occurring at a trial site, HOVON will notify all relevant partners that a
serious breach has occurred.

If HOVON determines that the reported (potential/suspected) serious breach is serious,
HOVON will ensure the reporting of the serious breach to the member states concerned
authorities no later than 7 days of becoming aware of that breach.

If HOVON determines that the reported (potential/suspected) serious breach is not serious,
HOVON will file the documentation in the TMF.
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4. Flowchart actions to report a (suspected) serious breach

—

|;porter: identifies a (suspected) serious breach J

—
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Reporter: completes
breach paper CRF

NOAOH
0} [lew-9

A

HOVON fills in the reported data in
the ALEA breach study

\

Reporter: completes
breach report in ALEA

HOVON: is aware of a new breach
report in ALEA breach study

|

documentation/information)

HOVON: assesses if the reported breach is serious
(if applicable requests the reporter to provide extra

Is the breach serious?

No

Yes

HOVON files all
documentation in TMF

HOVON submits the serious breach in CTIS and
notifies all relevant parties
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5. ALEA Breach study; ALEA instructions

This chapter contains instructions on how to report the suspected serious breach data in the ALEA study
BREACHES database

5.1 Log in in ALEA to register a (potential) serious breach

1. Log in via the URL https://aleaclinical.com/Hovon/DM/DELogin.aspx.
If you have access to multiple studies, you will enter a Study Selection page upon login.

2. Select/Enter the study BREACHES

| 5 Recert | Marked “ [#] Panding [l Open [¥] Suspended  [¥] Closed 2
Shjdy o] [ i e T i i | Open T

3. To register a NEW (potential) breach select “Add new breach”

@) Privacy Gateway Logged in as: r.hollestein@erasmusmc.nl Logged in since; 22-May-2023 21:08:36 On: ACCEPTANCE logout
- BREACHES _ ;
i Study | . Breaches O Queries | [ Monitor | & Ativities | T Reports Options. | User Alea
‘ Elywt| & (B B = Recent breaches | . Add new breach
@ mn
Status ¢ Institute | | - Clinician A || breach key A | | Ciinigian and institute Registration date | . Last update w | i T|Dossie
v 2| 9 7 v =40 e

5.2 Breach registration

Once the form for a new breach is opened, a breach report number (unique breach number) and the initiation
date (current date) will be automatically filled in.

1. Submit the form.

Breach Registration

0. SPONSOR INTERNAL TDENTIFICATION AND INFORMATION ON BREACH

REPORT
0.1 Breach report number HOVON_BR_2023_028
(this will be sutomatically filed in sfter submitting this
farmj) q
0.3 Initiation date ngx-xx-xxxx =

CLICK THE SUBMIT BUTTON TO REGISTER THE BREACH

Continue with the Breach reporting form to report the details of the breach

*breach report number and date are examples
* breach report number = HOVON_ BR (=Breach)_year_number X

2. After you have submit the new breach registration form. You will be returned to the “home”’
study BREACHES page.
3. The initiated breach report still needs to be completed. Refer to paragraph 5.3

5.3 Complete the breach report
The initiated breach report still needs to be completed.
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1.Select/ open your breach number to continue with the report.

& Drivacy Gateway
BREACHES s
i Study | Breaches 1 Queriss ! Reparts Usar « Hles
Elyot | | B B F
Status | ¥ Insttuts Cinician & | breach key A | Clinician and instiute | . Registrationdste  W| . Lastupdate v || I|Dossier |
v Tell ; BE B
iiename HOVON_BR_2023_028 26-May-2023 %-May-2023 094143 | [open| -

2. Open de Breach report

=} Privacy Gateway

-, breach: HOVON_BR_2023_028 Registration date: 25-May-2023  Investigator: AMC

4

| Breach Report i | open | ‘

3. Complete the report. All red fields are mandatory!

> For the full report please refer to appendix A HOVON breach paper CRF and/or ALEA database;
study BREACHES

> After completing the report. Please save the data, and submit the breach report form.

6. Reference

Guideline for management and reporting of serious breaches of regulation ( EU) no 536/2014; 13
December 2021

1. APPENDIX A: HOVON Breach paper CRF - attached as a
separate document

2. APPENDIX B: Examples of serious breaches -- attached as a
separate document

Note: Please refer to the most recent Guideline for the notification of serious breaches of
Regulation (EU) No 536/2014 or the clinical trial protocol
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