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1.0 Introduction / Background

International Council for Harmonisation (ICH) Good Clinical Practice (GCP) describes the
activities that need to occur during study start up for clinical trials. The clinical trials Start
up encompasses all the steps required to initiate a study at the site. The process is
complex and must be facilitated by multiple stakeholders including the Sponsor/ Contract
Research Organisation (CRO), the Human Research Ethics Committee (HREC), Research
Governance Office (RGO), the Clinical Trials team and supporting departments.

Investigators and Institutions must review trial design, resourcing requirements, ethics
review process, regulatory oversight, institutional policies, research governance, just to
name a few, during the start-up phase.

2.0 Objective

To describe the clinical trials, start up for South Western Sydney Local Health District
(SWSLHD) and Ingham Institute under the instruction of the named Principal Investigator
(PI) during the study negotiation and start-up phase. This is applicable to all phases of
clinical trials.

3.0 Scope

This SOP applies to all staff involved in clinical trials at SWSLHD and the Ingham Institute.

4.0 Ownership and Responsibility

It is the responsibility of the clinical trial Sponsor to ensure that the Pl and other key staff
have the necessary expertise and experience to successfully conduct the proposed clinical
trial. The Sponsor/ CRO will also need assurance that efficient start up times and
recruitment targets are met in accordance with the fully executed Clinical Trials Research
Agreement (CTRA).

It is the Pls responsibility to ensure that the staff members who work on their clinical trials
have the necessary expertise and experience in order to successfully conduct the
proposed clinical trials. The Pl also needs to assess whether the clinical trial is suitable to
conduct at the site with reference to participant cohort, staffing requirements and
financial viability.

This suitability will be reviewed and approved by the RGO through the Site Specific
Assessment process delegated on the Delegation Manual by the Chief Executive.
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5.0 Associate Documents
SOP_CTSU_01 Risk Assessment for Clinical Trials

SOP_CTSU_02 Investigator Responsibilities

SOP_CTSU_03 Communication with Human Research Ethics Committee, Trial Sponsor and
Insurer

SOP_CTSU_05 Budgets and contracts

SOP_CTSU_06 Financial Management: billing compliance, invoicing, financial conflict of
interest

SOP_CTSU_07 Identifying and contracting suppliers and sub-contractors
SOP_CTSU_ 09 Investigator Site File and Essential Documents
SOP_CTSU_ 10 Site Initiation and Activation

FM_042_ Site Feasibility Checklist

6.0 Procedure

6.1 Identification of sites by a Sponsor/ CRO

Identifying high performing clinical trial sites is one of the most critical decisions made by
the Sponsor. For a Sponsor, choice of site is a key driver to ensuring recruitment is
completed on time and high-quality data is completed within a timely and accurate window.
Site-specific study data across all sponsors are stored in a centralized, cloud-based database
that can be accessed with proper credentials from anywhere, at any time. Sponsors can gain
a complete picture of a site’s performance by adding in historical data from other industry
sources.

Key focus areas include:
¢ Historical patient enrolment performance and site population demographics

e Presence of site infrastructure and staff resource required to fulfil the protocol
requirements.

e Previous site experience with clinical trials of a similar therapeutic area, size and
complexity

o Study start up performance which includes HREC and RGO review and approval
timelines

To facilitate this process, clinical trials teams have adopted the following processes:
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e Shared Investigator Platform (SIP) is a platform where Investigators and Institutions
can register their capabilities for feasibility and consideration from Sponsors. The
majority of SWSLHD clinical trial teams have registered in this platform and it is
recommended that if your team are not registered that you do. The platform
reduces administrative burden, reduces study start up timelines and increased
collaboration. For more information https://www.sharedinvestigator.com/home

e Central services provided by the Clinical Trial Support Unit (CTSU) offering Sponsors
a streamlined approach to engaging with appropriate Investigators and facilitating
the Confidential Disclosure Agreement (CDA) process. Refer to SOP_CTSU_05 Budget
and Contract negotiation for more information.

e Existing collaboration between Investigators and Sponsors across SWSLHD that
govern current and future clinical trials activity.

The study start-up phase sets the tone for a clinical trial and is crucial to its overall success.
The critical nature of this stage places significant pressure on all stakeholders. The strength
of the relationship between the site and Sponsor/ CRO during study start-up is an important
factor in creating a successful study outcome. Rather than a customer and vendor
relationship, sites and Sponsors/ CROs should endeavour to develop strategic partnerships
that establish the foundation for future opportunity.

6.2 Feasibility and Pre study visit and Risk assessment

Conducting clinical trial feasibility is one of the first steps in clinical trial operational conduct.
Robust feasibility ensures a realistic assessment and capability for the site to conduct the
clinical trial, inclusive of all required supporting departments such as Pharmacy. As a site,
the following items are key considerations during this initial period;

e Determining whether the disease under study is relevant to the patient population.

e Do we have competing trials?

e Will the Sponsor/ CRO support translation of PICF and other documents as required,
to support the culturally and linguistically diverse (CALD) population in SWSLHD?

e What are the anticipated Ethics and/or Governance challenges?

e Are we adequately resourced in terms of staffing, equipment, and facilities?

e Do we have the support of other departments as appropriate?

e Will the translation service provided by the hospital(s) be able to support participant
recruitment as required?

e Are there any potential risks to implementing this protocol? Do we need to
document new work processes to implement the protocol safely and mitigate any
potential risk?

Please refer to the FM_42_Site Feasibility Checklist for a thorough guide to this process and
refer to the SOP_CTSU_01_Risk Assessment for Clinical trials to assist in the review of each
protocol and form revised work plans to mitigate risk as appropriate.
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6.3 Supporting Departments

Supporting departments can be varied across multiple clinical trials. A robust review for
each study protocol during the feasibility period will provide the site with the relevant
information needed to determine what support is required.

Once determined, for example the need for the department of Pharmacy, the supporting
department will need to be contacted by the clinical trials team to discuss requirements
for the study. Generally, the supporting department will review the study protocol,
provide the site with a budget as appropriate and be invited to the Site Start up visit or
equivalent. Supporting departments within the SWSLHD facilities do not require
individual service level agreements. Please refer to SOP_CTSU_ 10 Site Initiation and
Activation

Similarly, if the site requires the use of a vendor such as NSW Pathology or Radiology,
communication regarding the proposed clinical trial and associated information needs to
be mutually negotiated. A Service Level Agreement will be required for all vendors for all
clinical trials. Alternatively, a list of Master Service Agreements has been set up with our
most used vendors. Please refer to SOP_CTSU_07 Identifying and contracting suppliers
and sub-contractors for more information.

All equipment that is required for clinical trials will follow the GL2023 009 Engineering
Services Guidelines and each facility specific guidelines such as LH GL2020 A07.04
Engineering Services Requisitions. Service, calibration and maintenance records are
maintained by the hospital biomedical engineering department and new equipment will be
maintained on their register.

6.4 Confidentiality Agreements (CDA), Budget negotiation and Clinical Trial Research
Agreement execution

The CTSU has developed a Site Schedule of Fees which encourages a streamlined approach
to budget negotiation. Clinical Trials Site Schedule of Fees are provided to all clinical trial
teams on request to the CTSU via SWSLHD-ClinicalTrialsSupportUnit@health.nsw.gov.au. If
the site requires support from a supporting department, standard fees also apply. These
fees are available on request from the named department following review of the study
protocol and associated documents.

The initial budget provided by the Sponsor/ CRO may be provided in a number of ways.
Most commonly using a budget spreadsheet associated directly to the clinical trial protocol.
The costing provided reflects participant visit requirements and execution. Associated costs
will also be included such as, but not limited to Pharmacy, Pathology and site start up fees.
The overall budget provided to the site also reflects the type of Sponsor. Industry,
Collaborative and Investigator led trials will have varied resources which may limit budget
negotiation capabilities. Please refer to the following document for further information and
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assistance, SOP_CTSU_O05 Budgets and Contracts
6.5 HREC and RGO submission and review

The SWSLHD Ethics and Governance Office provides overall guidance with requirements for
submission via REGIS. Please refer to the following website for further information and
essential contact details; https://www.swslhd.health.nsw.gov.au/ethics/how.html

The named Sponsor will nominate a Lead Site to manage the HREC application processes for
the duration of the trial. SWSLHD can act as a Lead Site. This will include, but not limited to
the initial Human Research Ethics Application (HREA) submission, amendments, annual
reports and addition of sites as advised by the Sponsor. The lead site will be required to
have a robust rapport with the named Sponsor/ CRO to ensure all regulatory requirements
are met, and that all associated sites are supported for the duration of the study. Refer to
SOP_CTSU_03 Communication with Human Research Ethics Committee, Trial Sponsor and
Insurer. A fee will be charged for SWSLHD or the Ingham Institute to be the Lead Site.

If the sponsor has invited you to participate in the clinical trial, guidance through the
duration of the study will be provided by the Sponsor/ CRO and Lead site. The nominated
Clinical Research Associate (CRA)/ Monitor must also provide support and guidance
throughout the study.

A brief overview of the key elements in submitting an HREC and RGO application is provided
below:

e In the first instance when starting a clinical trial, HREC approval needs to be in place
in line with the NHMRC National statement on the Ethical Conduct in Human
Research and associated guidelines such as ICH GCP and TGA requirements.

e The HREA is a streamlined ethics application provided using the REGIS platform
which covers NSW, TAS and ACT. The HREA is submitted either under a greater
than low risk, or low risk pathway. The SWSLHD HREC strongly advises that a
Decision Aid is completed so that they can determine the best application
pathway for your clinical trial. Completed decision aids can be emailed to the
Ethics office via SWSLHD- Ethics@health.nsw.gov.au to enable feedback. The
decision aid is located via the following link -
https://www.swslhd.health.nsw.gov.au/ethics/forms.html

If the clinical trial incorporates more than one Australian state or territory the
National Mutual Acceptance (NMA) national system provides mutual
acceptance of scientific and ethical review for multi-centre clinical trials
conducted in publicly funded health services.

e Radiation Exposure review (if appropriate) aligns with the Code of Practice —
Exposure of Humans to lonizing Radiation for Research Purposes which outlines the
requirements a researcher must take to ensure participants are notified of additional
radiation exposure. The Code of Practice requires researchers to have dose
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calculations and associated risk information provided to participants and HREC's
checked by independent medical physicists in the relevant field. The SWSLHD Ethics
and Governance office in this case requests a letter from the Pl stating that radiation
exposure is part of routine care or if radiation exposure is additional to standard
practice, an independent assessment report will be completed by a Medical
Physicist.

e Research governance refers to the processes used by any Public Health Institution to
ensure that they are accountable for the research conducted under their auspices.
Refer to NSW Health Ethics and Research Governance Policy. To be properly
governed, research must be conducted according to established ethical principles,
guidelines for responsible research conduct, relevant legislation and institutional
policy.

e Public health organisations are required to undertake a Site Specific Assessment
(SSA) of each research project, thereby allowing the organisation to consider
whether the project is suitable for the site, including whether it has the capacity to
conduct the research at that site. This SSA involves consideration of staff resourcing
including supporting departments, finance arrangements, insurance and indemnity.
Standard templates for clinical trial agreements and indemnities have been
developed by Medicines Australia and should be used wherever possible in order to
minimise the need for external legal review. Research governance also overseas
credentialing and training of researchers, ensuring supporting departments are
engaged and managing institutional risk. Refer to SOP_CTSU_05 Budgets and
Contracts for more information.

e The SSA and HREC ethical and scientific review may occur in parallel, however the
decision to authorise or not authorise the commencement of a research project is
only made by the public health organisation when the responsible HREC has granted
approval and the SSA has been satisfactorily completed.

e Finally, clinical trials conducted using unapproved therapeutic goods that have not
been evaluated by the Therapeutics Goods Administration (TGA) for quality, safety
and efficacy are required to make use of the Clinical Trial Notification (CTN) or
Clinical Trial Approval (CTA) schemes. This is because such products are considered
experimental and do not have general marketing approval. Such goods include, but
are not limited to, pharmaceutical substances and medical devices. The named
Sponsor of the clinical trial is responsible for submitting the CTN/CTA to the TGA via
their online platform.

6.6 Setting up an Investigator Site File and Essential Documents

Essential documents that are required to be filed as ‘those documents which individually
and collectively permit evaluation of the conduct of the trial and the quality of the data
produced’. ICH GCP 4.9.4 states that “The Investigator/ Institution should maintain the trial
documents as specified in Essential Documents for the Conduct of a Clinical Trial”
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SWSLHD and the Ingham Institute have an electronic Investigator Site File (elSF) to be used
for all clinical trials. Access to the elSF will be administered through the CTSU. Please refer
to Veeva Site Vault Working Instructions, for a copy please email swslhd-
clinicaltrialssupportunit@health.nsw.gov.au.

Training will be provided to all clinical trial staff members using the elSF. Please also refer to
SOP_CTSU_09 Investigator Site File and Essential Documents.

6.7 Post Approval

All clinical studies conducted within SWSLHD must undergo a set process for site initiation.
This process directly follows HREC, RGO approval and TGA acknowledgement if a CTN/CTA is
required. These processes are a mandatory requirement prior to subject recruitment.

The PI may delegate the clinical trial start up activities to a member of the clinical trial team.
This delegation of duties must be formally documented in the Delegation of Responsibility
Log. Refer to SOP_CTSU_10 Site Initiation and Activation for guidance.

7.0 References

ICH GCP (E6 R2): Good Clinical Practice Guidelines - Annotated by TGA

National Statement on Ethical Conduct in Human Research (2018)

Australian Code for the Responsible Conduct of Research (2018)

PD2010 055 Ethical and Scientific Review of Human Research in NSW Public Health
Organisations

PD2017 031 Ethics and Governance: Monitoring Human Research
8.0 Amendment History

Version Date Amended by Details of Amendment
2.0 October 2023 Nacha Han Updated to adhere to
accreditation requirements.
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