of Leicester
NHS Trust

LEICESTER'S m
)\% RESEARCH* University Hospitals

UNIVERSITY OF LEICESTER
&

UNIVERSITY HOSPITALS OF LEICESTER NHS TRUST
JOINT RESEARCH SUPPORT OFFICE

STANDARD OPERATING PROCEDURES <\

UHL Research Support;;_éffiée
SOP S$-1016 UHL v8 Ap_"ril 2020

Standard Operating Procedure'for Procedure in the Event of Non-
Compliance.in-Research sponsored by
University Hospitals of Leicester NHS Trust (UHL)

"\ “/PCG Reference No: C19/2014

OFFICE BASE

Research & Innovation
Leicester General Hospital
Gwendolen Road
Leicester
LE5 4PW



LEICESTER'S . . m
<2 RESE ARCH | University Hospitals

of Leicester
INHS Trust

1. Introduction

This Standard Operating Procedure (SOP) describes the process for responding to any form of
non-compliance identified in research sponsored by University Hospitals of Leicester NHS Trust
(UHL), including audit findings, protocol & / or regulatory deviations / violations, contractual
issues, and whistleblowing not requiring implementation of SOP S-1019 UHL Suspected Fraud
and Misconduct in Research.

2. Scope

This SOP applies to all individuals conducting research sponsored by the UHL N {g@

g

W
3. Definitions . ‘*ﬁ%
* ;‘3’

Forms of non-compliance are described as critical, major or other in line witﬁ%&_‘j}‘dit and
inspection processes of regulatory authorities. {%

% O

¢ A critical non-compliance can include instances where: K,m ()
AS

o The safety, well-being or confidentiality of pamc! gﬁ?{ has been jeopardised or
has the potential to be jeopardised. %

o Reported data are unreliable or absent.

o Inappropriate, insufficient or untimely orieQ Ive action has taken place regarding
major non-compliance

o Lack of adequate documentation «ia? |Iable to reconstruct the study or failure to

maintain an appropriate Trial M@g;ter File (TMF).
e A major non-compliance can inclucfgijpstances of :

o Significant and unjft?ﬁé on-compliance with relevant legislation or Good
Clinical Practice\(ICF\GCP).

o A number of brgaches of legislation or GCP within one area, indicating
systematic qkja y-assurance failure.

o A failuret Q,Qmﬁly with legislative requirements mcludmg annual reporting
requuremegts

e An other, flrggjng can be identified as :
. ¢
o@ l}ny other finding that is neither critical nor major.
O
ON\-
4, Prdﬁedures

Non-compliance identified by whatever means, will be investigated using appropriate monitoring
and audit processes by the Sponsor. The procedures described below are general, and each
instance of non-compliance will be assessed and responded to on a case by case basis. Failure
to respond to reported non-compliance will result in escalation from other to major to critical,
and finally by referral to SOP S-1019 UHL Suspected Fraud and Misconduct in Research.
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4.1 Critical Non-Compliance

On identification of a critical non-compliance as defined in Section 3 the Chief Investigator (CI)
will be alerted by the Sponsor. Depending on the nature of the critical non-compliance-it may be
necessary to give a notification by email with an outline of immediate action required. The initial
notification will be followed up within 7 calendar days with a detailed report.

Dependent on the nature of the non-compliance the study may be suspended with immediate
effect.

The Sponsor may suspend all studies associated with the Cl at their discretion in consuitation
with the Director of Research and Innovation. Identification of a critical non- complianc@ay
prompt audit and close monitoring of associated studies.

Suspension of the study will be notified by the Sponsor to the Research Ethi&mmmae
(REC), HRA, all active research sites, and the MHRA as appropriate.

The Cl must respond within 30 calendar days from the date of receipt of a%%lled notification.
It is expected that the Corrective Action Preventative Action (CAPA)Template as detailed in
SOP S-1012 UHL will be used in all cases. This will ensure that t@} . explains clearly what
action they will take. It is not necessary that all the action will sbeen taken within the 30
days but it is expected that a plan of completion is outlined. No onse within this timeframe
will lead to suspension of the study in all cases, and possible,s ensmn of associated studies.

If deemed appropriate, submission of a substantial %dment to restart the study will be
permitted by the Sponsor once the non-compliance is= 9Ived or adequate plans are in place to
prevent repeat incidents. gée

Studies sponsored by UHL that have been ? spended will be closely monitored, prior to
restarting, after the first new participant i ed and regularly thereafter until the Sponsor is
satisfied the study remains fully compliar

On identification of a critical non- @ance all research staff will be required to retrain in Goed
Clinical Practice and to be asséssed¥/Teassessed in taking consent.

4.2 Major Non- Compllﬁ%@
On identification of m@% non-compliance as defined in Section 3 the CI will be alerted by the
Sponsor.

It should be i‘?ﬁthat evidence of several major non-compliance events has the potential to
escalate fmd o the level of critical non-compliance.

O\n %E%g;\cahon of a major non-compliance the ClI will have 30 calendar days in which to
regpgnd and complete the CAPA plan. This requires the Cl to explain what action they will take,
not necessarily take the action at this point.

Failure to respond to notification of major non-compliance within 30 caleridar days will constitute
a critical non-compliance as per section 3 and may result in suspension of the study.
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4.3 Other Non-Compliance

On identification of other non-compliance, that is neither major nor critical as defined in section
3 the Cl will be alerted by the Sponsor.

From the date of notification to the Cl there will be 30 calendar days allowed in which to
formulate an action plan in response to the non-compliance. This requires the Cl to explain
what action they will take, not necessarily take the action. A CAPA must be completed as for
418&4.2

Failure to respond to notification of non-compliance will constitute a major non-complia@as

per-Section 3 Q,
‘ 2 &
5. Multi-Centre Studies {'\

Where non-compliance is identified at any site, the Sponsor, in collabora with the Chief
Investigator and the Principal investigator / R&D/ Manager at the site, willmanage instances in
line with Sponsor SOPs. 3 (?3
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6. Responsibilities

Responsibility

. Undertaken by

INHS

University Hospitals
of Leicester
NHS Trust

Activity

1 | Chief Chief The Chief Investigator is responsible for ensuring that the
Investigator Investigator | study complies with legislation, Good Clinical Practice,the
protocol and Sponsor standard operating procedures
2 | Chief Chief The Chief Investigator is responsible for responding to
Investigator Investigator notifications of non-compliance in line with this SOP.
3 | Chief Chief The Chief Investigator is responsible for ensuring th
Investigator Investigator research team are appropriately trained, experien
qualified to deliver Good Clinical Practice, take in Gr%
participant consent and deliver the protocol (se
1008 UHL Training for Staff Engaged in R,e%r
SOP S-1006 UHL Informed Consent for ReSearch)
4 | Sponsor Head of The Sponsor will undertake to monitor an \UtTlse quality
Research assurance audit for studies, accordlng isk assessment
Operations or | which will be influenced by finding &éf,bnon compliance
: delegate £
5 | Sponsor Head of The Sponsor will report no —@@Qpﬁance to the Chief
Research Investigator and request regponse from them
Operations or 2
delegate
6 | Sponsor Head of The Director of Re§gareh and Innovation will take the final
Research decision whethg uspend a study and associated
Operations studies
and R&l
Director
7 | Sponsor Head of The a; 3d/0f Research Operations will decide when action
Research nt to reinstate a trial or trials.
Operations o @
their delegafy }
8 | Sponsor Head of ¥The Head of Research Operations will advise in respect of
Research non-compliance and provide access to GCP training and
ge{ﬁ‘f%s or | consent assessment as appropriate.
th g gate
9 | Sponsor ‘?ﬂ’ The Sponsor will escalate action if response is insufficient.
; W\ 4 arch
Na ;Operations or
% | their delegate
1 | Sponsdr, j " | Head of The Sponsor will undertake close monitoring and audit of
0 . %tj Research reinstated studies.
4 {3& 3 Operations or
N %\ delegate
NT :
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