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1. Introduction

This Standard Operating Procedure (SOP) describes the process for the identification
and reporting of serious breaches or deviations of Standard Operating Procedures
(SOPs), Data Protection Regulations, International Conference on Harmonisation of
Good Clinical Practice(GCP) and/ or the approved Protocol/Clinical Investigation Plan
(CIP) in all research studies sponsored by the University Hospitals of Leicester NHS
Trust (UHL).

The outcome is that the management of all Serious Breaches or Deviations of SOPs,
GCP and / or Protocol/ CIP Deviations are documented and appropriate Corrective
Action and Preventative Action (CAPA) undertaken.

2. Scope
This SOP applies to all researchers conducting research studies sponsored by the UHL.

3. Definitions

Protocol/ CIP deviation: A protocol/ CIP deviation is any un-intended change or
departure from the protocol/ CIP, e.g. a protocol/ CIP visit date deviation, which does not
result in harm to the trial subjects or significantly affect the scientific value of the trial.

Serious breaches of the protocol/ CIP and / or GCP: For the purposes of this
regulation, a "serious breach” is a breach which is likely to effect to a significant degree:

a) The safety or physical or mental integrity of the subjects of the trial; or
b) The scientific value of the trial

Urgent safety issues: A protocol deviation/change may be implemented in response to
an immediate hazard to a trial subject without prior approval from the
Sponsor/HRA/MHRA/REC. This is defined as an urgent safety measure under UK
Regulation 30. Urgent safety measures are covered in a separate SOP S-1026 UHL

4, Procedure

In each case, all serious breaches must be reported to the Sponsor by the Chief
Investigator (Cl) or any member of the research team within 24 hours of them becoming
aware of the breach. Protocol/ CIP deviations not resulting in urgent safety measures, do
not need to be immediately reported to the Sponsor.

4.1 Serious Breaches

The initial report to the Sponsor may be by email to UHLSponsor@uhl-tr.nhs.uk.
The email must detail the name of the study, and give a brief outline of the
suspected breach identified.

The C | or member of the research team must submit an initial report by email
attaching the Serious Breach Notification Form (Appendix 1) to the Sponsor\ via
UHLSponsor@uhl-tr.nhs.uk within 24 hours of becoming aware of the breach.
The Sponsor will make contact with the C | to discuss the nature of the breach,
and to give guidance on completion of a CAPA in line with the CAPA SOP S-
1012 UHL.
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In addition the Sponsor will satisfy it's responsibilities under Regulation 28A of
the Medicines for Human Use (Clinical Trials) Regulations 2004 [S] 2004/1031]:
"29A (1) The Sponsor of a clinical trial shall notify the licensing authority in writing
of any serious breach of — ;

a) The condition and principles of GCP in connection with that trial; or

b) The protocol relating to that trial, as amended from time to time in
accordance with regulations 22 to 25, within 7 days of becoming aware
of that breach.

Further guidance can be found on the MHRA website, Guidance for notification
of serious breaches of GCP or the trial protocol: MHRA Guidance

The Sponsor will allocate a number to the serious breach. The Sponsor will
notify the MHRA, HRA, R&l at the site & REC as appropriate within 7 days of
becoming aware of the breach and will update as required following completion
of a CAPA. All actions and documentation resulting from the CAPA must be filed
in the Trial Master File (TMF)/Investigator Site File (ISF) and relevant Sponsor
files.

The Sponsor will add information about the serious breach using the relevant
workflows on EDGE.

All files relating to the serious breach must also be uploaded‘t'o EDGE
4.2 Protocol/ CIP Deviation

Single deviations that are not deemed to be serious do not need to be reported to
the Sponsor but must be documented in the Case Report Form and TMF / ISF
for multi-centre studies, using a signed and dated file note available (Appendix 2)
on the R&| web pages. All protocol/ CIP deviations must also be logged on the
Protocol/ Clinical Investigations Deviation Tracking Log (Appendix 3) which must
be retained in the TMF / ISF. Where required and particularly when a deviation is
noted on more than one occasion, appropriate corrective and preventative action
must be taken in accordance with CAPA SOP S-1012 UHL in order to avoid
reoccurrence of the deviation.

4.3 ' Data Protection Regulations

Breaches of data protection regulations should be managed in accordance with
the Sponsor / host organisation policies and procedures.

5. Multi-Centre Studies

The instructions detailed in 4 above must be followed. It is expected that the Cl will
coordinate collation of information from the sites. The Sponsor will track the information
flow on the appropriate EDGE workflow. It is expected that Protocol/ CIP deviations will
be reported to the Sponsor at regular quarterly intervals.
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Responsibilities

Responsibility

Cl/Investigating
Team/ Clinical
Trial Monitor

Undertaken by

Cl/Investigating
Team/Clinical
Trial Monitor

NHS

University Hospitals

of Leicester
NHS Trust

Activity
Identify and document all protocol deviations in the

CRF and Master/Site File, in order for appropriate
corrective and preventative actions to be taken.

Cl/Investigating
Team/ Clinical

Cl/Investigating
Team/ Clinical

Report all potential serious breaches of the protocol/
clinical investigations plan and/or GCP to the Sponsor

Trial Monitor Trial Monitor within 24 hours of becoming aware of the breach,
supplying as much information as possible

Sponsor Head of If the breach is confirmed as 'serious’ according to the
Research MHRA definition, the Sponsor must complete a
Operations or ‘Notification of Serious Breach of GCP or Trial
their delegate _ | Protocol Form’

Sponsor Head of The completed notification form must be forwarded to
Research GCP.SeriousBreaches@mbhra.gsi.qov.uk OR

Operations or
their delegate

GCP Inspectorate, MHRA, 2a Hunter house, 57
Goodramgate, York, YO1 7FX within 7 days of
becoming aware of that breach i

Legal Liability Statement

Guidelines or Procedures issued and approved by the Trust are considered to represent
best practice. Staff may only exceptionally depart from any relevant Trust guidelines or
Procedures and always only providing that such departure is confined to the specific
needs of individual circumstances. In healthcare delivery such departure shall only be
undertaken where, in the judgement of the responsible healthcare professional it is fully
appropriate and justifiable — such a decision to be fully recorded in the patient's notes

and in the research site file.
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Study Title

Study Number:

IRAS

Number:

Reason for File Note Explanatory/Other [l
Deviation [l
Serious Breach [
If deviation is this from the
Protocol [J
GCP O
SOP |
Other [0
N/A O
Date of incident
Details
Corrective Action(s)
Preventative Action(s)
Impact on Patient Safety
! Impact on Research
Integrity
Title Name Signature Date
Author
Cl/PI
Sponsor informed: Yes [0 No N/A O | Date sponsor informed:

SOP S$-1013 UHL Appendix 2 Version 9 April 2020




401

0207 [UdY 6 UOISIBA

S0 Buppoes] UOIEIASP |020304d € XIpuaddy THN ETOT-S dOS

JOUI0 'H [eAJSIUI/BINPAYDS HSIA 'S Sainpedoid/siuswissasse AlojelogeT ‘4 Sainps2old Apnis '3

108)42 92Inap asiaApe pajediojueun/Buipodal Jusas 9SIaAPY SNOLAS D)

‘BUS)LUD UOISN|OX3/UoISN|oU] g

Buisop Bnip Apnjs/sainpasold uoneziwopuey "q

‘ainpaoold Jussuo) 'y :S9po7) uonelrad

aleq ainjeubig Jojebisanu|
Juswpuawe |[0o0j0id ‘B8 2po)d sien/al ON
S0UBLINOS. PIOAE O] USYE) UOHIY DAIBIUSASIG/ SAII08LI0TD uonensqg uopeira( Jo uopduosag Juedopey s)eq uang | jusa3

“THN £L0L-S JOS 49d se Josuods ay}

0} papodal 8q p|NOYS pue Yydeaiq SNOLISS B 9IN}isuod Aew siy} sawoayno Apnys Jo Ajejes juaned uo joedwi ue Sey uoneIAap ay} .

ua) e} 3¢ 3Snw Uoijoe aAnejussald pue aAloalod ajeldolddy isisepy/e)s [Bl] pue 439 3yl ul

pajuawnaop aq jshw ng Josuods ayj 0] pajodal ag 0} paau Jou op 9sal] “[ell} 3U} JO an|eA 211IUSI0S ay) 19aue Apueaiubis Jo s1oalgns [eu) ay) 0} wiey ul Jjnsal
Jou S3op Yalym ‘UoheIASp 33ep JISIA d|D /lodojoud e B8 ‘4|9 /|000304d ay3 woly ainpedsp papusiui-un AUe si UOHIEIABP d[D /[020304d Y :uolIBIASQ d|D /|02010id

B[S

Jojebnseau| [ediduld

J3quinN Syl

(g139a3) usqunN Apnig

BhL Apnig

B0 Bunjoel] UOREIASQ (dIJ) Ueld UOREDSAAU] [E31UlD /090701

isni) SHN
J215901917 Jo
s|eydsoH Ayisianiun

SHN

- SHAISIAE

HOHV3S3Y <LK




z40¢
0202 |11dy 6 UOISISA
80| Suppoes} UoneINdp [030304d € Xipuaddy THN ETOT-S dOS

"Jojebisanu) [edioulld ayy Aq paubis pue 819|dwoo ale Swloy [[e ainsua ‘Apnis ay] JO UOISN|DU0D BUl 1Y
"uoNoSs ay} Jo Juoly 8y} Je peoe|d Boj oy} jo sebed jsemau sy} yim ‘Jeplo [ea1B0joucIyd asIanal Ul pajl) g pinoys sabeq e
Jooojod (el 8y} Ypm Jo (suoneirsq d|O /|09030.d)
uonoss pajjeqe] oyoads e Jayyis Ul (3|14 S)S/s|ld Ielsel [el] 1) Jap|o sjuswnoo( [euSsSST 8y} ul pajy aq pinoys Boj syl e
"L ou yum Buipuswwiod ‘Ajjenusnbas paisquinu 8¢ p|noys SJUSAT e
‘(Jooolo0id
B} 0} Juswpuswe ‘a'l) ‘pPeplodal pue pa}s|dwod uooe aAlUaASId BAIJ081I00 PUB PAMBIASI 4 PINOYS SUONBIAS( SY | e
‘pale|dwod usaq sey Ji Jaye wio) yoes ubis pjnoys |d susayl e
"ejep jo Aoeinooe pue sssusie|dwod ainsus 0} ‘In220 Asy) se Boj Bunjoel) sy} Ul suoieiAsp d410 7|020j0.d ploosy e
Swiioy ||e uo paje|dwo aie s|iejsp a)s pue |d/losuods JaquinN Apnig/epil Apnig ainsug e

:6oj ay3 jo uonsjdwion

‘ “THN £L0L-S dOS 4od se sanuoyiny Aiojenbay pue losuodg ayj} o}
|od0j0id 9y} jo sayoealq snolss |enusjod Jiodad 03 Juswalinbal ayj ‘aoe|dal Jou seop pue ‘03 Arejuswajdwod si 0o} ay |

salpn}s YyoJeasal [eoluljo [BUOUSAISIUI PUB [eUOI}BAISSqO
yjoq Joy paiinbal si 3| “ays Apnis e Je uno20 Jey) suoljeinsp [09030.d ||e Jo isi| eAisusyaidwod e apiroid pinoys Boj Bupjoesy siy |

_.mp_w Apnis B e $1n220 jey} suoneInsp d|o /|oo03oid e plodal o

:juswinaop siy} jo asoding

JusWwiNd0p aouepinb |00] - bo| Bupdel] UoieIAeq Ue[d UONEDBNSaAU]| [EdIUI[D /]020j0id

Isn4L SHN 2
SEEELTEY WL
sjeydsoy Aysianiun *Iumwmmmwmﬂ







