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1.0 BACKGROUND AND PURPOSE

Statutory Instrument 2004/1031 — the Medicines for Human Use (Clinical Trials) Regulations
2004 transposed the European Union Directive 2001/20/EC for Clinical Trials into UK law
effective from the 15tMay 2004. The original UK regulations were amended in August 2006 to
incorporate the EU Good Clinical Practice Directive (2005/28/EC) as Statutory Instrument
2006/1928.

the MHRA and conducted according to the Principles of GCP efined in the Amended

The Regulations state that Clinical Trials involving medicinal pgcts MUST be authorised by
Regulations and any subsequent amendments.

&
Regulation 29A of the Regulations state that: .k\

“The sponsor of a clinical trial shall notify the licensi
breach of:
(a) The conditions and principles of good clinical p@c't/ce in connection with that trial; or

(b) The protocol relating to that trial, as amendw time to time in accordance with

n@i hority in writing of any serious
[

Regulations 22 to 25, within 7 days of becomi are of that breach.”

This SOP describes the process for the identi@[ion and notification of serious breaches of
GCP or the approved trial protocol. 0

2.0 SCOPE Qo

All clinical trials sponsored, co-sp red, managed or hosted by the Partner Organisations
as bound by the Quality Policy. \\

It is the responsibility of a trial nsor to ensure monitoring (which may be risk adapted) for
compliance with GCP and t entrial protocol is performed. All Clinical trials sponsored by one
or more of the Partner Or hations will be monitored by the KHP-CTO CRAs or, if
outsourced, the KHP-CTQ,will retain oversight of the monitoring. Trials sponsored by
organisations other thﬁb\e Partner Organisations may be monitored by KHP-CTO CRAs

from time to time; ho r this responsibility lies with the Sponsor Organisation.
3.0 PROCEDUEE

3.1 Responsibility

It is the responsibility of the trial Sponsor or a person legally authorised by the Sponsor to
carry out the notification procedure within 7 days of becoming aware of the breach.
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3.2 Serious Breach or Minor Deviation?

Minor deviations from clinical trial protocols and GCP can occur in clinical trials. The majority
of these instances are technical deviations that do not result in harm to the trial participants,
nor significantly affect the scientific value of the reported results of the trial.

These cases will be documented appropriately on the protocol deviation log, in the monitoring
visit reports and/or explained in File Notes filed within the Trial Master File or Investigator Site
File. Corrective and preventative actions (CAPA) will be taken re appropriate. In addition,
these deviations will be included and considered when the clinigal study report is produced,
as they may have an impact on the analysis of the data. %,

considered and assessed as a potential serious breac wever, not every deviation from

Protocol “waivers” or deviations to inclusion/exclusion criF‘l’a are NOT permitted and are
the protocol needs to be reported to the MHRA/RECQ serious breach.
N

The MHRA define a serious breach as: L O
» Any serious breach of: Q}Q

(a) the conditions and principles of g @Iinical practice in connection with that trial
(as defined in UK legislation); or 0

(b) the protocol relating to that s s amended from time to time in accordance with
regulations 22 to 25.

For the purposes of this regulation@Qerious breach” is a breach which is likely to effect to a
significant degree: \\

(a) the safety or physice@r mental integrity of the trial participants of the trial or

(b) the scientific valéf the trial.

<

The judgement on whetr@a breach is likely to have a significant impact on the scientific
value of the trial depe on a variety of factors e.g. the design of the trial, the type and
extent of the data a@ed by the breach, the overall contribution of the data to key analysis
parameters, the impatt of excluding the data from the analysis etc.

It is the responsibility of the Sponsor to assess the impact of the breach on the scientific value
of the trial. If a potential serious breach is identified by KHP-CTO staff or if the KHP-CTO is
alerted to a potential serious breach, the Sponsor Organisation will be notified as soon as
possible by a member of the KHP-CTO Quality Team.

A potential serious breach occurring in a trial sponsored or co-sponsored by KHP-CTO

Partner Organisations will be reported to the KHP-CTO Quality Manager or Director who will
determine whether the incident constitutes a serious breach of GCP or protocol.
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3.3 Procedure for Notification

The procedure for notification of serious breaches of GCP or the trial protocol can be divided
in to 5 key areas:

Identifying and notifying the sponsor of a serious breach

Assessment of a serious breach

Initial notification to the MHRA/REC

Provision of additional information to the MHRA/REC b

Planning and implementing corrective action o
R

S

3.3.1 Identifying and Notifying Sponsor of a Serﬁg Breach

Any suspected breaches identified in CTIMPs spons %co-sponsored or managed a KHP
Partner Organisations either through monitoring, au@it,or by other means must be reported to
the KHP-CTO Quality Manager or Director within 24,hours of the breach being identified and

confirmed. Q

The following information is required for initia@orting to the KHP-CTO: -
Name of Chief Investigator and Principal Irtv?tigator at the site where the suspected serious
breach occurred and:-

e Full title and IRAS number of Qnical trial.

o Details of the suspected seri breach.

o Details of any initial corre;@ actions already implemented.

3.3.2 Assessment of a %&ous Breach

Upon receipt of an initial ch of trial protocol report the KHP-CTO Quality Manager or
Director will discuss the ﬁpldent with the Chief/Principal Investigator or clinical “expert” to
determine how the b e@ impacts on participant safety and/or the scientific integrity of the
trial. ~ )

The KHP-CTO Team will work with the Chief/Principal Investigator to identify the extent of the
breach and to initiate any Urgent Safety Measures (see PV policy for process) or additional
training or other actions that may be required.

If the breach is not considered a serious breach by KHP-CTO Quality Manager or Director,

the Cl should ensure the CAPA is implemented at all sites as repeated deviations may result
in a serious breach.
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3.3.3 Initial Notification of Breach to MHRA

The Quality Manager or delegate may initially contact the MHRA Inspectorate by telephone to
discuss the breach. The Quality Manager or delegate will follow up with a written notification
within 7 days of the Sponsor becoming aware of the breach.

The KHP-CTO Quality Team led by the Quality Manager will collate all available information
and complete the Notification of Serious Breaches of GCP or the Trial Protocol form (see
related templates).

The form will be submitted via e-mail to the MHRA within the Wy reporting period defined in
the regulations. The form will be sent to:

GCP.SeriousBreaches@mbhra.gov.uk '\Q

S

The Quality Manager or delegate will be the contact Se n for all correspondence with the

MHRA. Whilst the Chief investigator is responsible fi mmunication for the Ethics
Committee a copy of the report will be submitted tqthe’relevant REC at the same time of
sending to the MHRA to ensure consistent comm ation is maintained.

3.3.4 Provision of additional informati@‘to the MHRA

Once the initial notification has been subnﬁ;pd to the MHRA, the KHP-CTO will review the
breach in full to identify the extent of the @ach and any new information will be forwarded to
the MHRA/REC.

The Chief/Principal Investigator willb'lpile a project report for submission to the MHRA/REC
if applicable. The project report »@clude:

N

1. Full title of trial,;?s number, EudraCT number (if applicable), version number
of protocaol, d f commencement
Name of Ch%ﬁvestigator
List of Site
Number

rticipants recruited
tion of the trial
of the breach including any rationale

Sum of actions taken
Assessment of impact of breach to participant safety and/or scientific integrity
of trial

9. Root Cause Investigation

10. CAPA plan

11. Statement from Chief Investigator (if not the person completing the report)

The KHP-CTO will review the project report and submit to the MHRA and REC (if applicable).
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3.3.5 Planning and Implementing Corrective Action

The KHP-CTO Quality Team will work with the Investigator team and Sponsor Organisation to
devise a formal plan of corrective action to address the breach. The corrective action plan
will be submitted to the MHRA/REC on their request.

3.3.6 Notification of Serious Breach to Sponsor Organisation

3.3.6.1 Partner Organisations Sponsore jSals

Where trials have a single sponsor the KHP-CTO.Q@ity Manager or Director will

notify the Sponsor Organisation R&D Manager of tfe serious breach.

Manager in the co-sponsoring NHS Trust, t e Principal (Health Schools) and the
Director of Research Management KCL (if aRp icable) will be informed.

<

Where trials are co-sponsored by one or mors %&e Partner Organisations, the R&D

3.3.6.2 Trials Sponsored by -Partner Organisations
The Sponsor contact person design in the Clinical Trials Agreement or trial
protocol will be informed of the bre f GCP or trial protocol in a timely fashion.

QO

4.0 RELATED TEMPLATb
<
N
4.1 MHRA Serious Bre Notification Form

&
O
&
N
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GLOSSARY

Clinical Trial of an Investigational Medicinal Product (CTIMPs) — a type of clinical trial that
investigates the safety and efficacy of a drug or other medicinal product that is not yet
authorised for general use. It can also involve studying how the drug is absorbed, distributed,
metabolised, and excreted, or identifying any adverse reactions.

Date of commencement — The date on which any protocol p dures are initiated. All
permissions must be in place. Itis assumed that the date o mencement is within 12
months of initial CTA approval, unless a waiver is sought,t@blay protocol commencement.

Good Clinical Practice (GCP) — an international et I'and scientific quality standard
for designing, conducting, recording, and reportifig clinical trials. It ensures the safety,
well-being, and rights of trial participants are profbcted while maintaining the
credibility and accuracy of trial data. GCP is cglfeial for safeguarding trial participants
and ensuring clinical trials produce reliable, sCientifically valid results.

King’s Health Partners - King’s Health Part@brings together research, education and an
international ethical and scientific quality st rd for designing, conducting, recording, and
reporting clinical trials. GCP emphasizes tiial participant well-being, proportionality, quality by
design, risk-based quality management comprehensive data governance across the
lifecycle. It ensures the safety, well- b@ and rights of participants are protected while
maintaining the credibility and accu f trial data. GCP is crucial for safeguarding
participants and ensuring clinical tri roduce reliable, scientifically valid results. Clinical
practice across three NHS Foun Trusts - Guy’s and St Thomas’, King’s College
Hospital and South London an dsley - and a world-leading university, King’s College

London. o
S

King’s Health Partners CI'&aI Trials Office (KHP-CTO) — Established in 2006 by King’s
College London, Guy’s & homas’ NHS Foundation Trust, South London and Maudsley
NHS Foundation Trust ing’s College Hospital NHS Foundation Trust to provide a
streamlined approach Il aspects of trial administration. The King’s Health Partners CTO
has two sections: th mercial Team which provides a single interface for those wishing to
conduct trials sponsored by the pharmaceutical industries and the Quality Team that supports
investigators at King’s Health Partners institutions who undertake CTIMP trials where King's
Health Partners are the sponsor or co-sponsor.

KHP-CTO Quality Team — Comprises the Quality Manager, Clinical Research Associate(s),
Clinical Trial Administrator(s), Systems Executive, Training Executive(s) and Training
Assistant

KHP-CTO Standard Operating Procedure (SOP) - "detailed, written instructions to achieve

uniformity of the performance of a specific function," SOPs are the base on which Quality
Systems and Processes are conducted and monitored against.
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Quality Policy - Policy signed by the Medical Directors’ of the Partner Organisations and the
Vice Principal of the Health Schools of King’s College London. The Quality Policy binds all
relevant clinical research activity conducted or managed by the Partner Organisations to the
KHP-CTO Clinical Trial SOPs.

Research Ethics Committee (REC) — The REC undertakes the review of the research
protocol, including the content of the patient information sheet and consent form, rather than
site specific approval for each centre.

Serious Breach of GCP - a “serious breach” of the principles CP that is likely to affect to

a significant degree, the safety or physical or mental integrit e participants of the trial; or
the scientific value of the trial. Q

N
Serious Breach of trial Protocol - a serious breach o protocol that is likely to affect to a

significant degree, the safety or physical or mental in{ y of the participants of the trial; or
the scientific value of the trial. 2N

The Regulations - The Medicines for Human Us
transposed the EU Clinical Trials Directive into
no 1031. An amendment to implement Directiy,
Statutory Instrument 2006 no 1928. As ame

inical Trial) Regulations 2004 which
gislation, as Statutory Instrument 2004
05/28/EC was made to the Regulations as
from time to time.
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