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1.0 GLOSSARY

Chief Investigator (CI) - A Registered Physician, Dentist, Pharmacist or Registered Nurse
who has overall responsibility for the conduct of the trial.

Clinical Trial - Any investigation in human participants, other than a_non-interventional trial
intended to discover or verify the clinical, pharmacological and/or other, pharmacodynamic
effects of one or more medicinal product and/or to identify any adversesreactions to one or
more such products and to study absorption, distribution, metabolism and excretion of one or
more such products with the object of ascertaining the safetyiand/or efficacy of those
products.

Clinical Trial Authorisation (CTA) — Authorisation to conduct*a,clinical trial granted by the
competent authority within a Member State.

Competent Authority (CA) — Organisational Body responsible for the regulation of clinical
trials within a Member State.

Co-Sponsors — Where two or more organisations take responsibility for the initiation,
management and financing (or arranging the finaneing, in relation to a clinical trial, those
organisations will allocate responsibility for carrying eut.the sponsor functions of that trial.

Data Lock Point — Day prior to the DIBD. The Spensor can designate this as the last day of
the month prior to the month of the DIBD.

Development International Birth Date (DIBD)* Date of the first authorisation to conduct a
clinical trial of a specific investigational mediginal product in any country worldwide.

Development Safety Update Report (DSUR) - A common standard for periodic reporting on
drugs under development (including marketed drugs that are under further study) among the
ICH regions. In the EU it replaces the annual safety report.

Good Clinical Practice (GCP) - as defined in the Regulations.

Health Research Authority (MRA) — An authority in England established in 2011. The
authority exercises functions in cannection with the facilitation and promotion of research and
the establishment of research ethics committees

Investigational Medicinal,Preducts (IMP) - means a pharmaceutical form of an active
substance or placebo being,teésted or used as a reference in a clinical trial. This includes a
medicinal product which has a marketing authorisation but is, for the purposes of the trial -

(a) used or assembled»(formulated or packaged) in a way different from the form of the
product authorised under the authorisation,

(b) used for angindication not included in the summary of product characteristics (or
equivalent ‘document) under the authorisation for that product, or

(c) used to gain further information about the form of that product as authorised under the
authorisation

Integrated Research Application System (IRAS) - A single system for applying for the
permissionsand approvals required to ensure compliance with regulatory and governance
requirements for conducting research within the United Kingdom.

King’s Health Partners — (KHP) King’'s Health Partners Academic Health Science Centre is
a pioneering collaboration between one of the King’s College London (University) and three of
London’s most successful NHS Foundation Trusts — Guy’s & St Thomas’, King’s College
Hospital and the South London & Maudsley.
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King’s Health Partners Clinical Trials Office (KHP-CTO) - Established in 2006 by Kings
College London, Guy’s & St Thomas’ NHS Foundation Trust, South London and Maudsley
NHS Foundation Trust and King’s College Hospital NHS Foundation Trust to provide a
streamlined approach for all aspects of trial administration.

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

KHP-CTO Standard Operating Procedures (SOPs) - Detailedy written instructions to
achieve uniformity of the performance of a specific function, SOPs “are the base on which
Quiality Systems and Processes are conducted and monitored against.

Medicines & Healthcare products Regulatory Agency (MHRA)®* UK Competent Authority
responsible for regulation of clinical trials.

Research & Development Dept (R&D) — NHS department responsible for confirmation of
capacity and capability for all clinical research.

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.

Sponsor - The organisation taking responsibility foer the initiation, management and financing
(or arranging the financing) in relation to a clinical trial. The Sponsor organisation has
responsibility for carrying out the sponsor (functions of that trial (as defined in the
Regulations).

The Regulations - The Medicines forgHuman Use (Clinical Trial) Regulations 2004
transposed the EU Clinical Trials Directivé into UK legislation, as Statutory Instrument 2004
1031. This became effective on the 1%,May 2004. An amendment to implement Directive
2005/28/EC was made to the Regulations as Statutory Instrument 2006 no 1928. As
amended from time to time.

Trial Master File (TMF) - a standard filing system which contains all essential documents
which individually and collectively ‘permits the evaluation of the conduct of a trial and the
quality of the data produced. The filing system can be in the form of a single project file or a
number of files/filing cabinets, depending on what is deemed most appropriate for a particular
clinical trial given its size and,complexity. The regulatory documents and approvals within the
TMF will be maintained alongside case report forms and source documentation.

Type A Clinical Trial = A clinical trial with no higher risk than standard medical care. The
medicinal product must, be licensed in an EU Member State and the trial relates to the
licensed range of indications, dosage and form or, the trial involves off-label use (such as in
paediatrics and in_oneelogy), if this off-label use is established practice and supported by
sufficient published evidence and/or guidelines.

Type B Clinical rial — A clinical trial with somewhat higher risk than standard medical care
and involving amedicinal products licensed in any EU Member State if such products are used
for a new indication (different patient population/disease group), or substantial dosage
modifications_are made for the licensed indication or if they are used in combinations for
which interactions are suspected. Also, trials involving medicinal products not licensed in any
EU Member State if the active substance is part of a medicinal product licensed in the EU

Type C Clinical Trial - A clinical trial with markedly higher risk than standard medical care
and involving a medicinal product not licensed in any EU Member State. A grading other than
Type C may be justified if there is extensive class data or pre-clinical and clinical evidence.
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2.0 BACKGROUND & PURPOSE

The purpose of this SOP is to describe the procedures for applying for and maintaining a
Clinical Trial Authorisation for Trials sponsored, co-sponsored or managed by King’s Health
Partner Organisations in order to comply with UK Regulations and European Law.

3.0 SCOPE

All clinical trials sponsored, co-sponsored or managed by one or more of King's Health
Partners organisations and conducted in the United Kingdom.

4.0 PROCEDURE
4.1  Clinical Trial Authorisation application

The CTA submission package will be prepared and ‘submitted by the KHP-CTO CRA or
delegate and Chief Investigator Team as required. King’s Health Partner Pharmacy
Departments will review and approve the IMP label for the submission package as per their
“Development and approval of labelling text forrlMPs and NIMPs” SOP.

4.1.3 The CTA Application and Submission

Applications for a Clinical Trial Authorisation will be made in accordance with the EC
Guidance document - ‘Detailed guidance for the request for authorisation of a clinical trial on
a medicinal product for human use,to the competent authorities, notification of substantial
amendments and declaration of.the‘end of the trial’ (see Section 6.3).

Detailed information on whatsto submit and how to submit the application is available on the
MHRA website (https://www.gov.uk/guidance/clinical-trials-for-medicines-apply-for-
authorisation-in-the-uk) (See"Section 6.2).

The application is donewia the Combined Review IRAS System which combines the ethics
application along with an,MHRA (medicines information) form.

The KHP-CTO Quality Manager or delegate will be the “contact” for the Sponsor. This is to
ensure that all correspondence from the MHRA is sent to the KHP-CTO.

A copy of theysubmitted application form and supporting documents will be filed in the Trial
Master Filevand the Sponsor File.
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4.1.4 Competent Authority Review

4.1.4.1 Type A Clinical Trials

All interventional trials of an IMP conducted in the UK require an approved CTA from the
MHRA before they may commence. However, the majority of Type A_trials conducted in the
UK will only require submission to the MHRA under the natification scheme.

This will involve the sending of the standard CTA application as detailed in section 4.1.3 and
accompanying documents in the usual way. A letter of acknowledgement will be sent to the
KHP-CTO by the MHRA with an accompanying note to say that thestrial may go ahead after
14 days from receipt of notification, if the MHRA has not raised any*objections.

Therefore, the acknowledgement letter will act as the gauthorisation. Further details are
provided on the MHRA website (see Section 6. 2).

NB - Ethics Committee role: All interventional trials ofyan IMP conducted in the UK will
continue to require a positive opinion from a Research Ethics Committee before they may
commence. This includes type A trials.

4.1.4.2 Types B & C Clinical Trials

The CTA will be validated on receipt at the MHRA,and an acknowledgement letter will be sent
to the KHP-CTO (as “Sponsor contact”).

If the application is valid then the assessment period will begin. This starts from the date of
receipt of a valid application.

If the application is not valid the MHRA will inform the Sponsor “Contact” (KHP-CTO Quality
Manager or delegate). The full submission package may need to be re-submitted, however
the MHRA will advise.

Each application should be assessed by the MHRA within 30 days from the date of validation
of the application. They shauldyprovide an initial response to all valid applications within 30
days of receipt.

Any Request for Information (RFI) required by the MHRA to the application or submitted
documents must be reviewed and agreed by the KHP-CTO before resubmission.

If the Notice of Aceeptance letter from the MHRA places any conditions on the Clinical Trial
Authorisation these,must be responded to and a confirmation of satisfactory resolution
received from the, MHRA for the approval to be valid.

All correspondence relating to the CTA will be filed within the TMF with copies in the Sponsor
File.

It is a requirement of the CTA that a favourable opinion of a REC is sought and maintained.
The Chief Investigator is responsible for the submission of the initial application to the REC to
obtain favourable opinion.

Prior to Site Initiation all of the above documents will be checked by the KHP-CTO CRA (see
KHP-CTO SOP 13).
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The IRAS number, CTA number, protocol code and product name must be quoted in all CTA
submissions, amendments, Annual Safety Reports and End of Trial notifications.

4.2 Substantial Amendments

The KHP-CTO Clinical CRA or delegate will prepare substantial amendments to the MHRA
on behalf of the Sponsor organisation. The Investigator and trial team, must inform the KHP-
CTO Clinical Quality Team if they suspect that an amendment tothe Protocol or the CTA is
required and supply supporting information as appropriate.

An amendment is considered to be substantial when it is likély,to*have a significant impact on:

the safety or physical or mental integrity of the participants;
the scientific value of the trial;

the conduct or management of the trial; or

the quality or safety of any IMP used in‘the trial

Therefore substantial amendments may include, but are not limited to:

o Amendments to the trial protocolser.investigator’'s brochure including: -
o Changes to dose
o Change of IMP supplier
o Eligibility criteria
o Statistical review or‘analysis (including sample size)

Amendments to change the sponsor or sponsor name
Urgent safety measures (see KHP-CTO PV Policy)
Temporary halt of,a trial

End of Trial (see Section 4.6)

It is the responsibility of the Spensor to decide whether an amendment is deemed to be
‘Substantial’. On behalf of%the“Sponsor(s) the KHP-CTO Quality Manager or delegate will
review each amendment forsSubstantiality to the MHRA in comparison with the above criteria
and complete a KHP-CT.OsAmendment assessment form (see Section 5). Once completed
this form will be filed in thestrial Sponsor File.

4.2.1 Submission,of a Substantial amendment to the MHRA

Amendments tor a™Clinical Trial Authorisation will be made in accordance with the
requirements as set out in the EC Guidance Document (see Section 6.3). A fee is payable to
the MHRA forsall substantial amendments (see Section 4.9).

Detailed infoepmation on how to submit substantial amendments is available on the MHRA
website (see Section 6.4).

4.2.2 Submission of a Substantial Amendment to the REC/HRA

It is a requirement of the CTA that a favourable opinion of the REC is sought and maintained
if the amendment is considered substantial for ethical review. The Chief Investigator is
responsible for the submission of all amendments to the REC.
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The Chief Investigator is also responsible for submission of amendments to the HRA, this
includes amendments sent for notification only.

4.2.3 Implementation of Substantial amendments

The changes listed in a substantial amendment may NOT be implemented before receipt of
the Notice of Acceptance of Amendment from the MHRA, approval letter from the REC, HRA
approval and local R&D continued confirmation of capacity and capability (if required). Once
all approvals are in place the trial CRA or delegate will notify Site(s) and ensure that the
correct documentation is in place to implement the amendment.

NB Urgent Safety Measures may be implemented immediately without submissions or
approvals as detailed in the current version of the KHP-CTOPharmacovigilance Policy.

4.3 Non-Substantial amendments

Amendments to the protocol that do not significantly“affect the conduct of the trial or change
the initial application form in any way are known as/nen-substantial amendments.
e.g.. -

¢ Administrative changes to the protocel, such as contact details of trial staff
e Change of central technical facility.

Non-substantial amendments do not neéd,to be submitted to the MHRA or REC. Please note
that some non-substantial amendmentssmay need to be submitted to the HRA for review or
notification only. These will still 4equire review and sign off by the KHP-CTO prior to
submission.

Non-substantial amendments will be documented locally and submitted to the MHRA and
REC as part of the next substantial amendment to be submitted for the trial. A summary of
substantial amendments will be /ssubmitted to the REC each year as part of the Annual
Progress Report.

Amendments that make changes to patient facing documents such as the Patient Information
Sheet or Consent Form,sare substantial amendments to the REC but not the MHRA and
therefore do not need to'be reviewed by the MHRA.

Amendments that make significant changes to the initial CTA but not the protocol and do not
significantly affect the conduct of the trial, will be submitted as substantial amendments to the
MHRA — however, these are not required to be submitted to the REC - e.g. — change of IMP
supplier or brandwef IMP.

4.4 Temporary Halt of a Trial
If a trial is halted temporarily, the MHRA, REC and R&D dept. must be notified immediately
and no later than 15 days from when the trial is temporarily halted. The notification must be

made as a substantial amendment using the Notification of Amendment form detailing the
reasons for the temporary halt.
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It is the responsibility of the CI to inform the REC, R&D Depts and participating Investigator
sites of the temporary halt, the KHP-CTO Clinical Quality Team will submit notification to the
MHRA.

To restart a trial that has been temporarily halted, a separate substantial amendment is
required. Dependent upon the reason for the temporary halt, evidence'that it is safe to restart
the trial may be required. The CI is responsible for informing the REC, R&D Departments and
participating Investigator sites and the KHP-CTO will submit notification'to the MHRA.

If it is decided not to recommence a temporarily halted trial, the;,MHRA and REC must be
notified within 15 days of this decision, using the End of Study“Declaration form. The KHP-
CTO is responsible for the MHRA noatification, the CI for the REC.

45 Development Safety Update Report

The KHP-CTO will ensure that a DSUR is sent to the, MHRA and REC within 60 days of the
Data Lock Point. The ClI is responsible for submitting“anfAnnual Progress Report to the REC
annually.

A copy of the DSUR will be filed in the TMF andrSponsor file.

4.6 End of a Trial

The end of the trial will be defined/in\the protocol and original CTA application. It is
recommended this is the date ofgsdatabase lock. The signed End of Trial form will be
submitted within 90 days of the endyof the trial to the MHRA and REC as detailed in the EC
guidance (see Section 7.1). If the trial terminates early the signed End of Trial form will be
submitted within 15 days of the end of the trial to the MHRA and REC.

Detailed information on how to(submit and End of Trial Notification can be found on the
MHRA website (see Section 6%7).

The KHP-CTO CRA will submit the End of Trial Form to the MHRA, and copies will be filed in
the TMF and Sponsor file.

If the trial has gone threugh the Combined Review process, then the end of trial declaration
will be submitted via IRAS.

The CI or delegate is responsible for completing the HRA End of Trial Form.

4.7  Final Clinical Study Report

It is a requirement to submit the final trial report within one year of the end of trial date(6
months for pediatric studies). The Sponsor is responsible for uploading the end of trial
summary results to EudraCT, ISRCTN or other publicly accessible database.

The clinical trial summary report does not need to be submitted to the MHRA as well,
however, you must send a short confirmatory email to CT.Submission@mhra.gov.uk once the
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result-related information has been uploaded to the public register. If your clinical trial is not
on a public register, summary results should be submitted to the MHRA. You will not get an
acknowledgment email or letter from the MHRA.

Prior to submission, the Chief Investigator will submit the clinical study report to the KHP-CTO
for final review and the KHP-CTO or delegate will submit the reportsto EudraCT or other
publicly accessible database on behalf of the Sponsor. A copy of the final clinical study report
will be filed within the TMF.

The Chief Investigator should also submit the final report to the Research Ethics Committee
within the same timeframe for reporting the summary of results:

4.8 Other activities

The following also contribute to the maintenance of the €I A but are outside the scope of this
SOP:

e Reporting of serious unexpected adverses«reactions (SUSARs) to the MHRA and
relevant Ethics Committee within the required,time frames (KHP-CTO PV policy)
e Providing the MHRA and relevant Ethics*Committee with a Development Safety

Update Report. (SOP 17 DevelopmentSafety Update Reports)
o Permit inspection of any trial premises by, MHRA inspectors as appropriate.

49 MHRA Fees

The MHRA charge an initial submission fee for all Type B & C trials. A charge is also made
for all substantial amendments _ and ‘DSUR review. All fees must be paid upon receipt of
invoice. The CI or delegate is responsible for ensuring the MHRA invoices are paid.

Details of current fees may be feund on the MHRA website.

5.0 RELATED TEMPLATES

5.1 HRA Amendnment Tool

5.2  Declarationsof the End of a Clinical Trial Form

5.3 Develgpment Safety Update Report Template for MHRA

54 KHR-CTO Amendment Assessment form
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6.0 RELATED DOCUMENTS

6.1 REC Annual Progress Report Process Map

6.2 https://lwww.gov.uk/guidance/clinical-trials-for-medicines-apply-for-
authorisation-in-the-uk

6.3 https://eur-
lex.europa.eu/LexUriServ/LexUriServ.do?uri=0J:C:2020:082:0001:0019:e
n:PDF

6.4  https://www.gov.uk/guidance/clinical-trials-for-medicines-manage-your-
authorisation-report-safety-issues

7.0 APPROVAL and SIGNATURE
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Kirsty Hough Date
Deputy Director
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