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Executive summary

The study context

The Australian Government established the Clinical Trials Action Group (CTAG), in October
2009, to boost Australia’s profile as a preferred destination for conducting clinical trials. The
CTAG report, containing 11 recommendations endorsed by the Australian Government, was
released by Ministers Roxon and Carr in March, 2011 with a commitment to implementation.
Recommendation C of that report requires that the Independent Hospital Pricing Authority
(IHPA) be directed to develop a table of standard costs associated with conducting clinical trials
in Australia. Accordingly, Minister Plibersek issued a Ministerial Direction to IHPA, dated 28"
November 2012, to determine the national efficient price (NEP) for a list of standard items
(developed by the National Health and Medical Research Council (NHMRC)) associated with
conducting clinical trials in Australia.

Methodology

HealthConsult was engaged by IHPA on 5" March, 2013, to undertake a project to “develop a table
of standard costs for conducting Clinical Trials in Australia”. The project objective was to develop, in
consultation with stakeholders, a robust set of calculations and NEPs for the NHMRC’s list of
standard items associated with conducting clinical trials in Australia. The methodology used to
complete the project featured the development of a discussion paper as the basis of a call for
public submissions; a broad stakeholder consultation process involving visits to 10 public and
three private hospitals, three organisations involved in clinical trials in the primary and
community services sector, as well as discussions with representatives of trial sponsors, trial
collaboratives, and other key interested parties; and a detailed analysis of the information
generated to determine a standard cost for each of the 61 items on the NHMRC list.

Developing the table of standard costs

HealthConsult observed that the 61 items on the list do not reflect a classification for a relatively
homogenous set of services (even at the level of the three sub-lists). Accordingly, the study
started by developing draft definitions for each item on the NHMRC list (by supplementing what
was in the NHMRC paper defining the list), and then seeking stakeholder input into finalising the
definitions. It should be noted that, consistent with the Ministerial Direction, there was no scope
to alter the list for the purpose of developing the table of standard costs, so the study
concentrated on defining the scope of services to be included in each item on the list.

A mixture of approaches was needed to derive standard costs for each item on the NHMRC list.
Standard costs for some items are based on an analysis of prevailing fees (as the items were
defined as fees incurred or charged) whereas standard costs for other items are determined from
first principles using activity based costing. Where activity based costing was used, the study
examined current practice in designing and implementing clinical trials in Australia through the
visits to clinical trial host sites. The information generated through the investigative processes
was used to determine the standard costs by application of a series of best practice costing
principles that were applied to determine the approach to costing each item on the NHMRC list.

Importantly, the methodology focussed on determining the cost experienced by trial host sites, as
the concern expressed in the CTAG report was that the perceived increase in the costs of hosting
trials had detracted from Australia’s competitiveness as a potential destination for multi-national
clinical trials. Through the fieldwork and the public submissions process, it became clear that
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there are a number of items on the NHMRC where the associated costs are typically not incurred
by trial host sites (they are incurred by the trial sponsor or the sponsor’s agent). For many of
these items, there was insufficient evidence to determine a standard cost. The items for which
standard costs have not been derived are clearly indicated as ‘not determined’ in the table of
standard costs.

Where a determination was possible, a typical or representative standard cost for each item has
been derived. The standard cost for each item is intended to be the NEP for the item, consistent
with the cost recovery principle required by the Ministerial Direction. It is recognised that in
specific trial citcumstances, the actual cost may be different from the standard cost. However, by
publishing a reference standard cost, it leaves potential trial host sites and trial sponsors free to
use the standard cost as a starting point for discussing the unique features of the trial being
proposed and the associated costs, as part of negotiating the trial budget.

Using the table of standard costs

In using the table of standard costs, it is important to note that this study was required to focus
on the NHMRC list of items that was developed as a result of the CTAG process (which enjoyed
substantial input from the pharmaceutical industry, but lower levels of participation from other
commercial trial sponsors).  This costing study deliberately pursued broad stakeholder
consultation, including with commercial and non-commercial trial sponsors. In that process,
some stakeholders, including the Medical Technology Association of Australia (MTAA), were
concerned that the NHMRC list was largely focussed on pharmaceutical trials. As a result, it is
considered that further work is required to ensure the applicability of the NHMRC list to medical
device trials, and until such time as this work is carried out, the table of standard costs should not
be used for device trials.

In any case, there is not expected to be any compulsion to use the table of standard costs in
negotiating trial budgets, it is intended only as a guideline or reference point. Nonetheless, it is
considered that there is considerable value in the Australian table of standard costs, particularly if
users of the table have regard to the following factors in negotiating trial budgets:

e Standard care versus trial specific care. It is important to note that the standard costs are
intended to be applied only for those activities that are over and above standard of care i.c.
the determined standard costs should not be applied to services that patients would have
received in any case, if they had not been enrolled in a clinical trial.

e Type of trial. Although, the standard costs have been developed without reference to the
type of trial, there may be a need to consider adjustments to the standard costs depending on
the nature of the intervention on trial (e.g. pharmaceutical trials, radiation oncology trials,
surgical trials, service model trials, observational trials, etc.).

e Target population of trial. Some trials will target populations where there will be different
costs experienced relative to the typical adult population, there may be a need to consider
adjustments to the standard costs for trials that are likely to involve high proportions of
participants from smaller target groups.

e DPhase of trial. Pharmaceutical trials are normally categorised into phases from Phase 1
through to Phase 4. The phase of the trial was found to impact on costs, so there may be a
need to consider adjustments to the standard costs depending on trial phase.
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e Setting for the trial. The auspice organisations conducting clinical trials represent a range of
settings, from hospitals to primary and community services, through to purpose built
facilities. The study found that there are different experiences of the cost of trials depending
on the setting, so there may be a need to consider adjustments to the standard costs based on
the setting in which the clinical trial will be conducted.

e Location of trial sites/trial participants. Some trial sites may be located in regional/ rural
areas, where there may be higher cost experiences. Also, metropolitan area-based trials may
provide access to patticipants tesiding in regional/rural areas through the use of tele-health
technology, or subsidised travel to and from the regional/rural location. Accordingly, there
may be a need to consider adjustments to the standard costs for trials where the trial site
and/or the trial participants are in located in regional/rural areas.

e Complexity of trial. There are potentially a number of factors associated with trial
complexity that may impact on cost. It is considered that the judgement about trial
complexity needs to be made in context as general rules are too difficult to develop, but it
may be relevant to consider an adjustment to the standard costs based on trial complexity.

A number of the public submissions also made reference to the potential to adjust the standard
costs depending on the trial sponsor (e.g. industry, collaborative, or investigator initiated). The
study found that in most situations the trial sponsor is not a cost issue, rather it is a funding issue.
It was observed that trial sites often did not seek the same level of funding to host collaborative
or investigator initiated trials that they did to host industry sponsored trials. But the activities
involved were generally very similar, and so were their associated costs. It is a matter for trial
sites to decide whether they will negotiate trial budgets at levels lower than the standard costs for
collaborative and investigator initiated trials, it is not a matter that influences the standard costs.

Opportunities to refine the NHMRC list of items

The study has identified seven opportunities to improve the NHMRC list of activities associated
with conducting clinical trials, as follows:

e develop a clearer definition of the scope of activities to be included on the list (i.e. only costs
incurred by trial host sites, or all costs, including sponsor costs, associated with clinical trials);

e reworking the list so all items are defined as activities associated with conducting clinical
trials, and all references to fees in item definitions are removed;

e restructuring the list so that it is based on the clinical trial life cycle, compared to whether the
activity is a clinical service, a clinical support service, or a non-clinical support service;

e cxtending sub-list one so that it is more inclusive of clinical services not covered by the MBS,
as well as services associated with overnight stay and outpatient/day stay;

e specifically including activities undertaken by the supporting departments (in addition to the
pharmacy department) on the list; and

e removing the overlap in some of the activities listed in sub-list two, with a particular focus on
the pharmacy and biospecimen items; and

e removing the duplication between items on sub-lists two and three, which would be partly
addressed by eliminating the fee based items.

Opportunities to refine the costing of the NHMRC list of items

Three opportunities have been identified for improving the costing of the items on any revised
list of activities associated with clinical trials, as follows:
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e re-costing all the items on the revised list that were previously defined as fee items on the
basis of the resource units required for the underlying activities, rather than the typical fees
charged;

e undertaking the costing on a prospective basis, so as to generate data that can be used to
determine loading factors for the standard costs that reflect trial characteristics (e.g. paediatric
trials, drug, device, or service model trials, hospital versus community based trials, etc.); and

e developing costing templates for clinical trials (different templates reflecting key variations in
trial characteristics) that could be used by trial sponsors and trial host sites to determine trial
budgets (i.e. mirror the related developments in the UK).

Maintenance of the table of standard costs

Like any schedule of costs/prices there will be a need to maintain the currency of the table of
standard costs. This work may be as simple as ensuring appropriate escalation of the standard
costs to reflect the increases in input prices experienced in the health system. However, the
environment in which clinical trials are being conducted is changing fairly rapidly. There are
efforts across the country to streamline the processes associated with obtaining ethics and
institutional approvals for clinical trials. There are also the initiatives that will result from
implementation of the other ten recommendations of the CTAG report. These developments
are likely to impact on the costs of conducting clinical trials. In the circumstances, it is suggested
that recalculation of the standard costs, over and above reflecting input price escalation, may be
required two-yearly.

Evaluating the impact of the table of standard costs

Although the fieldwork found widespread support for the development of the table of standard
costs, there were a few stakeholders who expressed concerns about the possible negative impact
of the initiative. Like any significant intervention, there is a need to formally evaluate the impact
of the table of standard costs on both the number and costs of clinical trials conducted in
Australia. It is noted that the initial work on evaluating the production of costing templates for
clinical trials in the UK (the parallel initiative in the UK to the production of the table of standard
costs in Australia) has generally produced positive results. Accordingly, it is suggested that an
evaluation of the impact of the table of standard costs on clinical trials in Australia be undertaken
within three years of the publication of this report.
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1

Introduction

HealthConsult was engaged by the Independent Hospital Pricing Authority (IHPA) on 5" March,
2013, to undertake a project to:

“develop a table of standard costs for conducting Clinical Trials in Australia”

This Chapter presents the project background and objectives; and summarises the methodology
used by HealthConsult to conduct the assignment.

1.1 BACKGROUND - COMPETITIVE CLINICAL TRIALS IN AUSTRALIA

Clinical trials represent a vital component of the Australian health care system. Their conduct
confers many benefits including improved access for patients to leading edge treatment and care;
creating an environment that fosters research and innovation thereby attracting and/or retaining
high quality scientists and clinicians to the Australian health care system; and attracting research
and development funds to Australian hospitals. Like any enterprise in this global environment,
there is competition for clinical trials funds. Recognising the need to remain world-competitive,
in October 2009, the Australian Government established the Clinical Trials Action Group
(CTAG) to boost Australia’s profile as a preferred destination for conducting clinical trials.

The CTAG report was released by Ministers Roxon and Carr in March, 2011. The report
contains 11 recommendations endorsed by the Australian Government. Ministers Roxon and
Carr committed the relevant Government departments and agencies to work on implementing
those 11 recommendations in the time-frames outlined in the CTAG report. Specific to this
project, Recommendation C requires that IHPA be directed to develop a table of standard costs
associated with conducting clinical trials in Australia. To that end, Minister Plibersek issued a
Ministerial Direction to IHPA on the Performance of its Functions (No. 1 of 2012), dated 28"
November 2012, to determine the national efficient price (NEP) for a list of standard items
(developed by the National Health and Medical Research Council (NHMRC)) associated with
conducting clinical trials in Australia.

It is relevant to note that the Australian Government’s Industry and Innovation Statement, 4
Plan for Australian Jobs, included $9.9 million over five years for a new initiative, Expediting Clinical
Trial Reform in Australia’.  This initiative aims to accelerate the implementation of
recommendations from the CTAG report to ensure Australia maintains its competitive advantage
as a global leader in clinical research and improves its attractiveness as a destination for
investment in clinical research. The initiative includes funding to support the work being done
by IHPA on the development of the table of standard costs for conducting clinical trials in
Australia.

! http://www.aussiejobs.innovation.gov.au/programs/Pages/ clinical-trial-reform.aspx
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1.2 PROJECT OBJECTIVES

The project objective was to develop, in consultation with stakeholders, a robust set of
calculations and National Efficient Prices (NEP) for the NHMRC’s list of standard items
associated with conducting clinical trials in Australia. This overall objective was specifically set in
the context of addressing the requirements of Schedule 1 of the Ministerial Direction, which
stated:

1 Functions

(i) By 30" June 2013, the Pricing Authority must determine the national efficient price for a list of standard
ttems (provided to it by the NHMRC) associated with conducting clinical trials in Australia.

(ii) At the first meeting of the Standing Conncil on Health after 30" June 2013, the Pricing Authority must
provide a report on its performance of the activity referred to in Item 1(i) of this Direction to the Minister for
Health and Ageing and to the Minister having responsibility for health in each State and Territory.

2. Matters the Pricing Authotity s to have regard to

(1) In performing the activity described in Item 1 of this Schedule, the Pricing Authority must have regard to the
matters set out in subsection 131(3) of the Act.

(iz) In addition, the Pricing Authority may, so far as the Act permits, have regard to the following matters:
a.  the actual activity of each item;
b.  principles of cost-recovery; and
¢.  submissions from relevant parties, including clinical trial sponsors and private hospitals.

1.3 PROJECT METHDOLOGY

Figure 1.1 presents the six stage methodology designed by HealthConsult to achieve the
outcomes sought by the IHPA. Briefly, the six stages were:

(1)  Stage 1: Project planning which included the development of stakeholder engagement and
risk management plans;

(2)  Stage 2: First round stakeholder consultations with CTAG and NHMRC representatives;
and the development of a discussion paper, which was used as the basis of a call for public
submissions. This paper provided stakeholders with the opportunity to comment on the
draft definitions developed by HealthConsult on the scope of services to be included in
each of the 61 items on the standard list, as well as the proposed approach to costing each
item;

(3) Stage 3: A brief literature review to examine the international experience in costing the
activities associated with clinical trials, which input into the development of the
infrastructure necessary to ensure that the best value would be derived from the site visit
process;

(4)  Stage 4: Broad stakeholder consultation which included one to two day visits to ten public
and three private hospitals, three organisations involved in clinical trials in the primary and
community services sector, as well as discussions with representatives of trial sponsors (e.g.
pharmaceutical companies) and other key interested parties (e.g. Medical Technology
Association of Australia, Centre for Biostatics and Clinical Trials, Victorian Comprehensive
Cancer Centre, Cancer Trials Australia);

(5) Stage 5: Analysis of the gathered data (from written submissions; secondary data sources
(e.g. Medicare Benefits Schedule(MBS), Awards), site visits, etc.) to determine a standard
cost for each item on the NHMRC list of activities associated with clinical trials in
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Australia, including review by the Steering Committee (using a modified version of the
Delphi process);

(6)  Stage 6: Preparation of the final report (this document).
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Stage 1

Figure 1.1: Overview of the six stage methodology used
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1.4 PURPOSE OF VISITS TO CLINICAL TRIAL HOST SITES

As there was not sufficient time to conduct a prospective study to measure costs for each item on
the standard list across trial sites; a protocol based costing methodology was used. The evidence
for the costing process was derived principally from a series of visits to 13 hospitals and three
organisations operating in the primary and community service sector involved with the design
and implementation of clinical trials. Analysis of the information obtained from these site visits
became the basis for refining the draft definitions developed by HealthConsult and for
determining the standard cost for each item on the NHMRC list.

For the items on the NHMRC list where costing from first principles (i.e. activity based costing)
was attempted, the site visit information was used to develop process maps, identify resource
units required for each process step, and then apply (externally sourced) standard unit costs, to
derive an overall standard cost. For other items, the standard costs were based on external
reference points including labour rates (e.g. relevant Awards), fee schedules (e.g. MBS fees,
prevailing HREC fees) and costs measured for other purposes (e.g. the National Hospital Costs
Data Collection).

1.5 ORGANISATIONS SELECTED FOR SITE VISITS

Two members of the HealthConsult team visited the 13 hospitals and three organisations
operating in the primary and community service sector to generate the evidence base to underpin
the development of the standard table of costs (see Table 1.1). All sites visited were involved
with the design and implementation of clinical trials.

Table 1.1: Organisations participating in the study site visits

State/Territory Public Hospitals Private Hospitals Primary and community
health organisations
New South Wales Prince of Wales Sydney Adventist Family Planning NSW
The Children’s Westmead Hornsby Hospital (in respect
of community-based trials)
Dubbo Base (by Northern Clinical School,
teleconference only) University of Sydney (in

respect of trials based in
general practices)

Victoria Royal Melbourne Cabrini
Royal Children’s
Barwon Health
Queensland Royal Brisbane Greenslopes
Western Australia Royal Perth
South Australia Royal Adelaide

Northern Territory | Royal Darwin

It was intended that the nominated sites would be reasonably representative of the settings in
which clinical trials are conducted in Australia (i.e. provide coverage across trial and site
characteristics including type of intervention in clinical trial (e.g. drug, surgical, diagnostic),
jurisdiction (six states and two territories), type of site (general hospital, specialist hospital,
primary and community health service); location of site (metropolitan, regional); and sector of
site (public, private)). Due to the logistics associated with organising the site visits in a short
timeframe, paediatric hospitals were over-represented, and regional hospitals were under-
represented in the final sites visited.
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2

Definitions for the list of standard items for clinical trials

This Chapter presents the NHMRC list of standard items associated with clinical trials and the definitions for each item on the list.

21 DEVELOPMENT OF THE NHMRC LIST OF STANDARD ITEMS

The NHMRC list was developed in 2012 in response to recommendation C of the CTAG report. HealthConsult’s analysis of the list identified 61 individual
items (at the most granular level), which group up into 16 categories, and then into three sub-lists titled “Clinzcal — Tests and Procedures”, “Clinical — Trial Support
Services” and “Non clinical services”. To set the context for the costing study, the explanatory notes provided by the NHMRC to accompany the list were;

“The CI'AG report states that the purpose of the list is to reduce uncertainty around clinical trial costs in the public health system.

The term ‘standard item’ has been interpreted as referring to those items that are common to the conduct of clinical trials generally, including non-clinical items such as resources,

project review, start-up and ongoing administrative costs. Items that are uncommon or common only to a narrow range of clinical trials are not included. 1t is acknowledged that all

items included on the list do not apply to all clinical trials.

o The items listed may be items that are standard clinical trial costs of commercial sponsors, trial coordination groups and/ or institutions conducting a trial. The items in the list are
not categorised or distinguished in this respect.

o The item “institutional overbead” or “departmental overbead” was not included as a separate item due to the difficulties in defining the scope of this item, particularly in addition to
the items listed.

o Costing issues are not within the scope of this document. Nevertheless, in developing this list, NHMRC recognises that stakebolders have raised a number of issues related to the

costing of clinical trials such as

> the use of the list for both commercially-sponsored and non-commercial clinical trials, including differential costing applied in those contexts

> the complexities involved in determining which tests, procedures or services are provided pursuant to standard care for a patient who is also a trial participant, and which items
are trial-specific tests, procedures or services provided to a participant as part of a clinical trial.”

The costing study took the NHMRC advice into account in designing and executing the costing methodology. As there were no definitions provided by the
NHMRC, the study needed to start by formulating draft definitions of the scope of services to be included in each item in the classification.

lndcpcndcnt Hospita] Pricing Authority Page 10
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2.2 OVERVIEW OF THE NHMRC LIST OF STANDARD ITEMS

For the purposes of the costing study, HealthConsult developed a reference numbering for the NHMRC list. The reference numbers are structured as a.b.c,
where ‘@’ is the sub-list number, ‘b’ is the category number, and ‘c’ is the item number within each category. Table 2.1 presents a brief description of the
features of the list, including the number of sub-lists; and the number of categories and items within each sub-list.

Table 2.1: Brief descriptive analysis of NHMRC list of standard items associated with clinical trials

Sub-list Sub-list label Numbel.‘ of Nu'mber of Comments
Number categories items
1 Clinical — Tests 7 8 Represents the clinical services provided to participants in a clinical trial. Most items are defined using the MBS,
and procedures which suggests the use of the MBS fee as a surrogate for the standard cost for most items. The standard costs ate

presented on a per service basis (i.e. not per trial). For those items not on the MBS (e.g. some PET scans),
alternative approaches were investigated for deriving the standard cost per service.

2 Clinical — T'rial 6 21 Represents a diverse mix of support services, some of which occur only once (e.g. Departmental reviews of the
supportt services Trial Protocol), whereas others occur numerous times (e.g. bio-specimen collection and processing) in the course
of a clinical trial. Stakeholder consultation and investigation was used to establish clear definitions; then develop
processes maps (where necessary), assign resource units and identify appropriate standard unit costs, in order to
derive a standard costs for each item.

3 Non clinical 3 32 Represents a very diverse mix of services that again includes one-off and repeated activities; also includes
services participant related costs. Some services were difficult to define (e.g. staff training, data analysis and recruitment
activity) whereas others reflect fees paid or charged (e.g. Lead HREC/Lead site fee, participant/carer parking).
Again, stakeholder consultation and investigation was used to establish clear definitions; then develop processes
maps (where necessary), assign resource units and identify appropriate standard unit costs, in order to derive a
standard costs for each item.

Total l 16 l 61 l

HealthConsult observed that the 61 items on the list do not reflect a classification for a relatively homogenous set of services (even at the level of each sub-
list). Accordingly, the study started by developing draft definitions for each item on the NHMRC list (by supplementing what was in the NHMRC paper),
and seeking stakeholder input into finalising the definitions via the public consultation process; through site visits to 13 hospitals and discussion with three
organisations involved in trials conducted in the primary and community services sector; and through a number of consultation with interested stakeholder
groups (including industry and trial collaboratives). It should be noted that, consistent with the Ministerial Direction, there was no scope to alter the list for
the purpose of developing the table of standard costs (the NHMRC undertook a stakeholder consultation process in 2012 as part of developing the list), so
the study concentrated on drafting and refining definitions of the scope of services to be included in each item on the list.
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2.3 THE CLINICAL - TESTS AND PROCEDURES ITEMS

The first sub-list itemises clinical tests and procedures (including clinical services). Table 2.2 shows that there are eight items on this sub-list in seven
different categories. It contains the refined definitions for each item, commentary on how the standard cost associated with the item might be used in
formulating clinical trial budgets, as well as suggestions as to how the definition of the item could be further refined in any subsequent review of the

NHMRC list.

Table 2.2: The NHMRC sub-list of standard items associated with clinical trials for clinical — tests and procedures with the refined definitions and associated comments

Major category

Reference
number

Definition

Comments

Screening Visit and | Clinical services provided 1.11 e Comprises a range of clinical services provided for the purposes of The screening visit and health assessment might ovetlap as the
Health Assessment | specifically for the ) trial participant screening including physical examination, obtaining baseline visit for some eligible patticipants.
purposes of screening and a medical history, measuring vital signs, diagnostic tests, imaging The screening visit and health assessment often includes a range of
health assessment examinations, confirmation of diagnosis (which may include procedures and/or consultations from sub-list one: 1.2.1 — 1.7.1.
genomic eligibility confirmation), providing information about the S . isit and health ¢ mav includ ltati
clinical trial, explaining the requirements of involvement, ensuring c;ecnm% V.ISII and health assessmen dn:jay m; uhe consu al on
understanding and, where appropriate, obtaining consent to <W ere clinica’ services are not provice ~) with the principa
. . . ) investigator, research nurse and/or clinical research coordinator,
participate in the clinical trial. which should be determined based on the houtly rate in items 2.6.3,
2.6.4 and 2.6.5 respectively.
Laboratory Laboratory tests and 121 As per the MBS Schedule Groups P1-P9. For example, includes Any laboratory activities related to biospecimen collection,
Tests/Procedures procedures itemised under pathology, histopathology, haematology, chemical, microbiology, processing, analysis, storage and/or destruction for the sole
the MBS immunology, tissue pathology, cytology, genetics, etc. purpose of the clinical trial that are not tested locally should be
included under items 2.5.1 — 2.5.4, as applicable.
Medical Imaging Imaging examinations and 131 Includes diagnostic radiology (e.g. plain radiography, computed No comment.
procedures itemised under tomography (CT), magnetic resonance imaging (MRI), ultrasound
the MBS and nuclear medicine).
PET-FDG/FLT scans not 13.2 Includes Positron Emission Tomography (PET) scans using the PET-FLT scans are not currently covered under any MBS item
itemised under the MBS radiopharmaceuticals fluorodeoxyglucose (FDG) or numbers.
fluorothymidine (FLT)
Radiation Therapy | Radiation therapy planning 1.4.1 Includes radiation therapy planning, external beam radiation Only for non-standard of care radiation therapy planning and
and treatment itemised therapy, brachytherapy, etc. treatment.
under the MBS
Other Clinical Tests | Other clinical tests or 1.5.1 Includes surgical and non-surgical procedures (e.g. diagnostic and This item does not cover instances where a trial protocol may
or Procedures procedures itemised under treatment related procedures) performed by clinically and/or require tests and/or procedutes not covered by the MBS. Such
the MBS scientifically qualified staff. instances are not covered in the current NHMRC list.
Specialist Medical Specialist medical 1.6.1 Includes all specialist medical consultations (including GPs, Only for non-standard of care specialist medical consultations.
Consultations consultations itemised

under the MBS

dentists, etc.).
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Major category

Reference

number

Definition

Comments

Nursing / Allied Nursing/ Allied Health ® Includes all nursing and allied health services. ® Only for non-standard of care nursing and allied health services.
Health consultations not itemised

[ Consultations under the MBS
2.4 THE CLINICAL - TRIAL SUPPORT SERVICES

The second sub-list itemises clinical trial support services. Table 2.3 shows that there are 21 items on this sub-list in six different categories. It contains the
refined definitions for each item, commentary on how the standard cost associated with the item might be used in formulating clinical trial budgets, as well
as suggestions as to how the definition of the item could be further refined in any subsequent review of the NHMRC list.

Table 2.3: The NHMRC sub-list of standard items associated with clinical trials for clinical — trial support services with refined definitions and associated comments

Major category

Reference
number

Definition

Comments

Administration Fees

Departmental Departmental Protocol 211 e Includes the Heads (or nominees) within the clinical trial host unit | ® Departmental protocol review is often considered one aspect of the
Protocol Review Review (e.g. oncology unit, respiratory unit, etc.) in addition to the site selection including site feasibility assessment process.
supporting departments (e.g. pharmacy, pathology, radiology,
radiation therapy, other clinical specialties, clinical trials
office/governance office, etc.) reviewing the clinical trial protocol.
The process may involve individuals or a panel drawn from the
above mentioned departments to review the protocol for
scientific metit and local feasibility.
Departmental Departmental 2.2.1 ® The Departmental Establishment/Set up Fees includes the fees Fee practices for this item vary by site but often cover activities of
Establishment/Set | Establishment/Set up Fees associated with each Department involved in clinical trial set up items covered elsewhere on the NHMRC list. Hence caution
up Fees activities which may include, but not restricted to preparing trial should be given to this item as there is potential to duplicate the
specific tequest forms, coordination with investigators and/ot activities of other items (i.e. item 2.3.1, 3.1.2, 3.1.3, 3.1.4, 3.1.8, 3.1.9
meeting with sponsors, instructions and identification of locations and 3.2.1).
for storage of samples, development of supporting
documentation and/or IT/data management.
Departmental Departmental Ongoing 231 e This is a fixed fee that covers all activities associated with the Fee practices for this item vary by site but often cover activities of
Ongoing Administration Fees ongoing administration of a clinical trial including: items covered elsewhere on the NHMRC list. Hence caution

»  organising and making available materials for monitors visits
(i.e. includes printing and photocopying, etc.); and

»  management of clinical trial resources including human and
infrastructure.

should be given to this item as there is potential to duplicate the
activities of other items (i.e. item 2.6.1, 2.6.2, 2.6.3, 2.6.4, 3.2.6, 3.2.9
and 3.2.10).
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Major category Item number Definition

241

Reference ‘ Comments ‘

Pharmacy / Staff training (drug specific) Includes training undertaken by pharmacy staff on the protocol e This item should not get confused with item 3.1.9 which is for

Investigational
Drug-related

(including site specific dispensing guidelines), use of Interactive
Voice Response System (IVRS)/Interactive Web Response
System (IWRS) randomisation systems, as well as educating other
pharmacists (i.e. those on watds etc.) as well as doctors, nurses
etc. on the drug-specific aspects of the clinical trial protocol (e.g.
in drug handling etc.).

general staff training which is not specific to the pharmacy
department.

On call and call in/call back 242 Includes fees associated with being on call, call in or call backs of | @ These fees typically include the first three hours of labour following

fees pharmacy staff to deal with events specifically associated with the call in/call back, with any additional hours being charged at an
clinical trial. hourly rate.

Drug stocking 2.4.3 Includes the receiving of pharmacy stock for the clinical trial, e Any review of the NHMRC list of activities should consider
completing an inventory check (online or manual), downloading consolidating some of the pharmacy items as there are a number of
temperature log (if applicable), sending any required data (e.g. closely related item which are difficult to make mutually exclusive.
checked inventory list) about the receipt of stock to trial sponsor For example, the process of “drug storage and temperature
and transferring the stock to the required storage location (e.g. monitoring” (item 2.4.7) and “drug dispensing and accountability”
shelf, fridge, freezer etc.). The drug stocking activity also includes (item 2.4.5) are often thought to be patt of drug stocking (item
stock management which includes expiry management activities 2.4.3).

(e.g. recording and storing used/returned drugs; data entry
associated with returning any expired or unused drugs, returning
unused/used drugs to sponsor etc.)

Drug preparation, labelling ZAL4 Includes the manufacturing of the drugs (if applicable) or the e Wide variation in the activities involved (e.g. not all clinical trials

and re-labelling preparation of the drugs (e.g. aseptic, cytotoxic or placebo involve drug manufacturing) which are dependent on the type of
preparation) required for the clinical trial as well as the associated drug trial (e.g. cytotoxic drug vs. tablet) and number of drugs
general consumables (e.g. intravenous fluids, filters, etc.); the involved in the trial.
development and maintenance of special dosage forms (including e For the purposes of mutual exclusivity between items 2.4.4 and
the activities associated with the randomisation process if 2.4.5, the activities associated with “preparation” (which includes
applicable), labelling and re-labelling (e.g. due to extension of the labelling) is included under item 2.4.4 but the activity associated
expiry date of the drug) of all drugs involved in the clinical trial. with “giving out” the drug (including the associated pharmacy

consult) is included under item 2.4.5.

e Any review of the NHMRC list of activities should consider
consolidating some of the pharmacy items as there are a number of
closely related item which ate difficult to make mutually exclusive.
For example, the process of “drug dispensing and accountability”
(item 2.4.5) are often thought to be part of “drug preparation,
labelling and re-labelling” (item 2.4.4).

Drug dispensing and 245 Includes the conduct of dispensing (including the provision of ® [t was recognised that drug preparation and labelling is often part of

accountability counselling to clinical trial participants), review of clinical trial the drug dispensing process.
patticipants’ adherence to the trial protocol and recording details | o

of the clinical trial in the participant’s medical record (paper based
or electronic).

Development of trial specific protocols, manuals, procedures etc.
should be captutred under the Departmental Establishment/Set up
Fee (item 2.1.1).
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Major category

Ite

Drug transfer

Reference
number
2.4.6

Definition

Includes the cost associated with drugs being transferred from
one institution to another, or delivered to patients by courier,
which would involve:

> transpott costs;

» education/information;

» quality assurance for handling/transpott; and

» administration/paperwotk.

® Not all pharmacies are involved in drug transfer.

Comments ‘

Drug storage and‘ ) 2.4.7 Includes the shelf, fridge and/or freezer storage of Often not related to any specific clinical trial.

UrEXEANTRS EONTOITY medications/drugs being used throughout the clinical trial; storage
of returned stock and temperature monitoring (including log
recording) of the refrigeration and/or freezer facilities.

Drug destruction 248 Involves the destruction of drugs according to the institutions Drug destruction processes vaties depending on the type of drugs
policy, sponsor requirements (if applicable), safe operating involved in the clinical trial (e.g. from emptying the vials down the
practices and the requirements of the trial. sink to transferring drugs to commercial facilities for destruction

(e.g. high temperature incinerators).
This process is sometimes covered by the pharmacy department
ongoing administration fee (item 2.3.1).

Biospecimen-related | Biospecimen collection and 251 Includes the collection, processing and transport costs (e.g. Activities related to training/accreditation for biospecimen related

processing (central and quarantine permits, etc.) of clinical trial biospecimens. Examples activities should be captured under item 3.1.9.

local) of biospecimens include blood and other body fluids, tissues,
nucleic acids, and other direct detivatives from human tissues.

Processing of biospecimens includes those activities involved in
preparing the biospecimen for analysis following collection and
those activities involved in the arrangement of transfer of the
biospecimen(s) to local or central laboratories.

Biospecimen analysis 2.5.2 Includes the analysis and reporting of biospecimens (including Activities related to training/accreditation for biospecimen related

(central and local) blood and other body fluids, tissues, nucleic acids, and other activities should be captured under item 3.1.9.
direct derivatives from human tissues) collected as part of the
clinical trial whete the test/procedute is not covered under the
MBS.

Biospecimen storage (central 253 Includes the storage and management of biospecimens (including Activities related to training/accreditation for biospecimen related

and local) blood and other body fluids, tissues, nucleic acids, and other activities should be captured under item 3.1.9.
direct derivatives from human tissues) collected as part of the
clinical trial that are not covered under the MBS.

Biospecimen destruction 2.5.4

(central and local)

Includes the destruction of biospecimens (including blood and
other body fluids, tissues, nucleic acids, and other direct
derivatives from human tissues) collected as part of the clinical
trial that are not covered under the MBS.

Activities related to training/accreditation for biospecimen related
activities should be captured under item 3.1.9.
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. Reference ..
Major category Item Definition Comments
number
Tissue repository set-up and 255 ® Includes the central project management set up, tracking and ® No clinical trial site that was visited was involved in the
management administration for establishing the tissue repository and ongoing establishment or management of a tissue repository.
management.
Clinical Coordmatmg principal 2.6.1 ® The stated additional time multiplied by unit labout cost (hourly ® Principal investigators are almost always senior medical doctors.
Staff/ Resource investigator surcharge rate plus on-costs, overtime, overheads and CPI increases) that the
Allocation coordinating principal investigator is expected to spend on
coordinating the clinical trial.
Investigator allocation 2.6.2 ® The stated time allocation multiplied by unit labour cost (bourly ® Investigators tend to be senior medical doctors.
rate plus on-costs, overtime, overheads and CPI increases) for each
investigator (who is listed on the ethics approval) is expected to
be involved in the clinical trial.
Research nurse allocation 2.6.3 ® The stated time allocation multiplied by unit labour cost (hourly ® Research nurses will be involved in the majority of the activities
rate plus on-costs, overtime, overheads and CPI increases) for the research included in sub-lists 2 and 3.
nurses that are expected to be involved in the clinical trial.
Clinical research coordinator 2.6.4 ® The stated time allocation multiplied by unit labour cost (hourly ® (Clinical research coordinators will be involved in the majority of the
(non—rc.:search nurse) rate plus on-costs, overtime, overheads and CPI increases) for the clinical activities included in sub-lists 2 and 3.
allocation research coordinator (e.g. personnel with scientific qualification,
etc.) that are expected to be involved in the clinical trial.
Clinic/theatre usage 2.6.5 ® The estimated amount of time (in houts) clinic and/or theatre e No site visited had factored clinic/theatre usage charges, as a stand-
usage is expected to be required to conduct the clinical trial alone item, into a clinical trial budget.

2.5 THE NON-CLINICAL SERVICES

The third sub-list itemises non-clinical trial services. Table 2.4 shows that there are 32 items on this sub-list in three different categories. It contains the
refined definitions for each item, commentary on how the standard cost associated with the item might be used in formulating clinical trial budgets, as well
as suggestions as to how the definition of the item could be further refined in any subsequent review of the NHMRC list.

Table 2.4: The NHMRC sub-list of standard items associated with clinical trials for non-clinical services with the refined definitions and associated comments

g Reference 2 Comments
Major category Definitions
number
Preparation of research 311 e Includes the preparation of the initial research synopsis, research [ ® This item refers to activities undertaken only for investigator
Project proposal proposal, grant application, the detailed clinical trial protocol and initiated clinical trials (i.e. non-industry sponsored clinical trials).
Development other matenal' required for an ethics submission (e.g. Inve'st'lgators
Brochure, Patient Information and Consent Form, advertising and
information materials, etc.).
lnchcndcnt Hospital Pricing Authority Page 16
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Major category

Item

Site selection including site
feasibility assessment process

Reference

number
3.1.2

Definitions

Includes the:

> assessment of study feasibility at a site including the completion
of feasibility questionnaire/s;

» budget review and negotiation;

> legal review and institutional sign off; and

» the site selection/feasibility visit.

Comments

® Some clinical trial sites capture the activities associated with site
selection in their Departmental Establishment/Set Up fees.

Preparation and submission 313 Preparation and submission of applications to HREC: ® Some sites include the activities associated with preparation and
f)f a‘ppl‘ications to HREC and Includes the preparation and submission of the human research submission of applications to HREC and institution in the
Institutions ethics committee (HREC) application form (or equivalent) and “departmental establishment/set up fee” (item 2.2.1).
supporting documentation which includes the site specific ® The additional time taken to prepare and submit the HREC
participant information and consent form (PICF), processing of application by a lead site should be captuted under this item.
country specific regulatory documents (e.g. the Clinical Ttial However the additional time involved in managing the ongoing
Notification (CTN) Scheme form), insurance and indemnity coordination of the clinical trial, due to being the lead site, should
documents, trial agreements, recruitment and advertising materials, be captured under the Lead HREC/Lead site fee which is item
etc. Also includes revisions to applications according to ethics 3.1.7.
committee requests.
Preparation and submission of applications to institutions:
Includes the preparation and submission of the Site Specific
Assessment (SSA) application forms which involves completion of
the form, obtaining authorising signatures, liaising with inter-
institutional Departments (e.g. radiology, pharmacy, etc.), adapting
the Lead HREC approved master PICF(s) with site specific
letterhead and contact details; submission of SSA to the research
governance officer (RGO) for review; liaison with sponsor,
responding to RGO queries, forwarding copies of relevant
authorisations and associated correspondence/documentation to
Sponsor.
Radiation safety and/or 314 Includes the preparation and submission of the safety and/or ® No comment.
biosafety reports biosafety reports
HREC (ethical) review fee 315 Is the fee charged by the Ethics Committee for the review of the | ® The activities associated with preparation and submission of
HREC application applications to HREC and institutions should be captured under
item 3.1.3 and not this item.
® The activities associated with the review of the site assessment
application should be captured under item 3.1.6.
Institutional (site assessment) 3.1.6

review fee

Is the fee charged by the research governance office for the review
of the site specific assessment (or equivalent) application

® The activities associated with preparation and submission of
applications to HREC and institutions should be captured under
item 3.1.3 and not this item.

® The activities associated with the review of the HREC (ethical)
application fee should be captured under 3.1.5.
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] Reference " Comments
Major category Item number Definitions

Lead HREC/Lead site fee 317 ® s the fee charged by the lead site for the ongoing coordination ® The additional personnel time required for the preparation and
and management of all the nominated sites participating in the submission of the lead HREC application to the HREC and
clinical trial institutions should be captured under item 3.1.3 and not 3.1.7.

® The activities associated with the review of the lead HREC (ethical)
application should be captured under 3.1.5 and not this item.

Investigator meetings 3.1.8 ® Includes the organisation and the attendance of principal ot co- e No comment.
investigators and/or Clinical Ttials Manager/Cootdinator at
meetings about the clinical trial

Staff training 319 e Includes any training (e.g. detailed protocol, eCRF, GCP) of staff |® Activities associated with pharmacy staff undertaking training
directly involved in the clinical trial (excluding staff training that specific to pharmacy work involved in clinical trials is included
occurs during the start-up meeting). under item 2.4.1.

® Staff training that occurs on the day of the start-up meeting should
be captured under item 3.2.1.

Trial—speciﬁc equipment 3.1.10 e Includes the hire and/or purchase of any equipment (excluding I'T | ® This item excludes any activities required to maintain trial-specific
hire/purchase infrastructure) required for the purposes of conducting the clinical equipment or time required to return trial specific equipment that
trial. has been loaned’. These activities should be captured under item

3.2.6 “ongoing administration, monitoring and reporting” and
3.2.11 “Study close-out activity including preparation for audit”

respectively.
IT §et—up, equipment and 3111 e Includes the purchasing and/or hiting of the I'T equipment ® Any staff training related to IT equipment should be captured under
maintenance required for the clinical trial as well as the required set- item 3.1.9 “staff training”.
up/customisation of the I'T infrastructute so that it is suitable for | e This item excludes any activities required to maintain trial-specific
use in the clinical trial. IT equipment or activities required to return trial specific IT

equipment that has been ‘loaned. These activities should be
captured under item 3.2.6 “ongoing administration, monitoring and
reporting” and 3.2.11 “Study close-out activity including preparation
for audit” respectively.

Trial centre set-up and 3112 e Including the central (i.e. across all trial sites) set up and ® The inclusion of this item in the list should be reviewed as no
development development of all clinical trial support materials including grants, clinical trial sites visited were involved in this activity.
budgets, Case Report Forms (CRFs), databases, randomisation
procedures, statistical plan, quality assurance, etc.

Project ) Start-up meeting 3.2.1 ® The meeting that occurs at the start of the clinical trial, where the |® Any staff training that occurs at the start-up meeting should be
Implementation sponsor representative attends the clinical trial site for a series of captured under this item and not item 3.1.9 “staff training”.
meetings with personnel to be involved in the trial.
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Major category Ite

Pre-screening activity

Reference

‘ Definitions

® Involves the activities directly linked with clinical trial cohort

identification which includes:

» database and medical records review;

» the development of recruitment plans including suggested
strategies, timelines and costs;

» the development and execution of consultation plan to support
study recruitment as well as provide opportunities to increase
awateness about clinical research and opportunities to
patticipate;

» interviewing potential participants which includes asking
questions to address the specific inclusion/exclusion ctitetia for
the study and other issues of suitability (either by telephone or
face-to-face); and

» documenting pre-screening trial activity (irrespective of

® The boundaty between pre-screening activities, recruitment and the

Comments

clinical tests and procedures conducted as part of the
screening/health assessment visit is not always clear. Caution
should be taken so as to not double count these activities.

Activities where screening of patient records was undertaken when
reviewing the protocol initially should be captured under item 2.1.1
“Departmental Protocol Review”.

Activities where screening of patient records takes place as part of
feasibility assessment should be captured under “site selection
including site feasibility assessment process” (i.e. item 3.1.2).
Activities where a patient may attend a site for further pre-screening
assessment (i.e. pre recruitment activities) should be captured under
this item and not under item 3.2.3 “recruitment activity”.

eligibility).
Recruitment activity 323 e Includes all activities involving potential and rectuited clinical trials | ® The boundary between pre-screening activities, recruitment and the
participants between the completion of pre-screening and the final clinical tests and procedures conducted as part of the
determination of the assessment for suitability. Such activities screening/health assessment visit is not always clear. Caution
include the provision of education and information to possible should be taken so as to not double count these activities.
clinical trial participants, the informed consent process, organising In particular the line between pre-screening and recruitment is
the screening visit (which includes any required assessments blurred — therefore activities pre gaining informed consent (which
and/ ot tests), and documenting all the recruitment activity includes a consultation with the PI and/or CTC/M prior to
(irrespective of the number of potentially eligible participants that informed consent being obtained) should be captured under item
fail the screening assessment). 3.2.2.
Medical records set-up, 3.2.4 ® Includes the work undertaken by the medical records departments Some sites include the activities associated with the establishment of
access and storage to access the medical record, for the purposes of the clinical trial the medical and/or clinical trial record, as well as accessing and
only, and provide to the clinical trial host unit for clinical trial storing the medical record under item 2.2.1 “Departmental
monitoring requirements. Establishment/Set up Fees”. To prevent double counting it is
suggested that the activities associated with the setup of the medical
and/or clinical trial record is included under the establishment
fee/set up fee (item 2.2.1).
Interpreter services 3.2.5

® Includes the fees associated with using interpreter services for the

purposes of the clinical trial.

Few instances of interpreter services in clinical trials were reported
at the site visits.
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Major category

Item

Ongoing administration,
monitoring and reporting

Reference

Definitions

® Ongoing administration activities include administration tasks
that occur post the establishment phase and includes managing
clinical ttial documentation, rettieving medical and/or clinical
records, invoicing, preparing materials for monitoring visit, VPN
access etc.;

® Ongoing monitoring activities include liaison with investigators
and/ot sponsor (including the monitots), CRF completion, data
entry, endpoint recording, involvement in monitor visits, review of
SAE reports, etc.; and

® Ongoing reporting activities include: accrual reporting, safety
and adverse event reporting, annual reporting, annual ethics
report, etc.

Comments

® This item overlaps with the “Departmental Ongoing Administration

fee” (item 2.3.1) and the “Departmental Establishment/set up fee”
(item 2.2.1). Care should be taken to not double count
administration activities.

It is suggested that in any review of the NHMRC list that may be
commissioned specifically consider whether it is necessary to
continue to have both items 2.3.1 and 3.2.6. There may be an
opportunity to consolidate these items or remove the administration
component from item 3.2.6 so it just represents the ongoing
monitoring and reporting required for clinical trials.

Data analysis (+/- study 3.2.7 ® Includes the time spent in undertaking the clinical trial data Not an activity typically undertaken by the clinical trial site.
report) analysis and/or producing the study tepott.
Trial centre data 3238 ® Includes the CRF design, CRF annotation, database designing, Not an activity typically undertaken by the clinical trial site.
management, data analysis data-entry, data validation, discrepancy management, medical
and (?ngf)ing administrgtion, coding, data extraction, and database locking in compliance with
monitoring and reporting regulatory standards. It also includes the continual monitoring and
reporting of the data in the trial centre database.
Amegdrpent preparation and 3.2.9 ® Includes the preparation and submission of protocol amendments This item does not capture the activity associated with the RGO
submission to the HREC and RGO including amendments to the PICFs, and/otr HREC reviewing the submitted amendments. Review of
investigator brochures and any other trial information which has the amendments by the RGO and/ot HREC is included under item
been updated/amended 3.2.10 “amendment review”’.
Amendment review 3.2.10 ® This includes the fee charged by the RGO and/or HREC to This item does not capture the activities associated with the clinical
review an amendment. The time spent by the clinical trials unit to trials units preparing and submitting the amendments to the RGO
prepare and submit the amendment to the RGO and/or HREC is and/ot HREC. These activities are included under item 3.2.9
included under item 3.2.9. “amendment preparation and submissions”.
Study close-out activity 3211 ® Includes the activities undertaken to confirm that each site’s The activities associated with preparing records for archiving are
inclgding preparation for clinical trial obligations have been met and post study obligations included in this item.
audit are understood. The closeout activities include verifying that the
study procedures have been completed, data is collected, and, if
relevant, study intervention is returned to the responsible party or
prepared for destruction. For example, if the clinical trial is a
randomised, double-blind clinical trial, the close-out should
include plans to unblind/unmask and debrief site staff and
subjects upon trial completion. The boxing up of all trial material
ready for archiving/storage is also included under this item.
Archiving of trial records 3.2.12 o) Nolcomment,

® Includes the storage fee charged for archiving of clinical trial
related documents for up to the agreed number of years of
storage.
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Major category Ite

Participant payment

Definitions

® Includes a payment made to clinical trial participants to join in the
clinical trial. Such payments are generally described in the Clinical
Trial Agreement and in the Patient Information and Consent
Form and may be paid in a lump sum at the beginning of the trial
or the conclusion of the trial or in instalments at each visit.

Comments

® Any activities associated with invoicing participant payments should

be captured under item 3.2.6 “ongoing administration, monitoring
and reporting”.

® There is need for this item to be reviewed along with all participant

payment related items. The only activities that are relevant to trial
sites are the activities associated with administering the participant
payment process. The amount of participant payments, where they
are considered ethical, is discretionary, and should be propetly be
determined by the trial sponsor.

-Part1c1p;n‘1t/ carer time and 332 e Includes a payment, provided to a clinical trial participant, which is Comments as per item 3.3.1.

Inconvenience linked to the time involved in participating in the clinical trial and

reimbursement inconvenience created. Such payments are generally described in
the Clinical Trial Agreement and in the Patient Information and
Consent Form and may be paid in a lump sum at the beginning of

o the trial or the conclusion of the trial or in instalments at each
Participant- visit
related Partici ] 3 - — - - - — -
articipant/ carer trave 333 e Includes participant/carer out-of-pocket travel costs as described Sites often include the participant/carer parking allowance under
in the Clinical Trial Agreement and in the Patient Information and participant/carer travel. Further sites often include the
Consent Form. participant/carer meals allowance under participant/carer travel.
Care should be taken to not double count.
Comments as item 3.3.1.

Participant/carer parking 334 ® Includes participant/carer out-of-pocket parking costs as Sites often include the participant/carer parking allowance under
described in the Clinical Trial Agreement and in the Patient participant/carer travel. Care should be taken to not double count.
Information and Consent Form. Comments as per item 3.3.1.

Participant/carer meals 3.35 e Includes participant/carer out-of-pocket meal costs as desctibed in Sites often include the participant/carer meals allowance under
the Clinical Trial Agreement and in the Patient Information and participant/carer travel. Care should be taken to not double count.
Consent Form. Comments as per item 3.3.1.

Participant/ caret 3.3.6 ® Includes participant/carer out-of-pocket accommodation costs as Comments as per item 3.3.1.

accommodation

described in the Clinical Trial Agreement and in the Patient
Information and Consent Form.
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g - Comments
Major category Ite Definitions
Pamgpant ) e Includes any out-of-pocket costs incurted by clinical trial ® Overnight stays form part of a clinical services and should be
inpatient/overnight stay participants for an overnight stay in a participating clinical trial captured in sub-list one. However, currently, no items on sub-list 1
institution. relate to the non-health professional costs associated with overnight

stays, as there is a reliance on the MBS for almost all the clinical
tests and procedures items.

® There is no place in the list to deal with the hospital
accommodation cost. The trial site can cover the cost of the
professional service (medical, nursing or allied health time) but not
the institution cost.

® This issue should be dealt with as part of a review of the NHMRC
list, to eliminate redundancy in the categories and to ensure that all
necessary clinical services are exhausted by the categories

Participant outpatient/day 3338 e Includes any out-of-pocket costs incurred by clinical trial e Outpatient/day stays form part of a clinical services and should be
stay participants for an outpatient visit or day stay in a participating captured in sub-list one. However, currently, no items on sub-list 1
clinical trial institution. relate to the non-health professional costs associated with

outpatient/day stays, as there is a reliance on the MBS for almost all
the clinical tests and procedures items.

® There is no place to deal with the day procedure suite cost, if the
clinical tests and procedures service requires admission as a day
patient. The trial site can cover the cost of the professional service
(medical, nursing or allied health time) but not the institution cost.

® This issue should be dealt with as part of a review of the NHMRC
list, to eliminate redundancy in the categories and to ensure that all
necessary clinical services are exhausted by the categories.
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3

Literature review on experiences in costing of clinical trials

This Chapter reports on a brief review of the international literature that examined developments
in measuring costs and/or setting prices associated with clinical trials.

31 COSTING COMMERCIAL RESEARCH STUDIES IN THE NHS

Similar to Australia, the UK National Health Services (NHS) noted wide variation in processes
and prices for commercial trials; as well as widely variable operating overheads; and prolonged set
up times (due to cost negotiations). Other issues identified included that England has a
comparatively higher cost of living to the United States and parts of Europe; and that the cost
effectiveness associated with undertaking clinical trials in the UK was lagging behind other
developed nations.” As a result, it was decided to develop a clinical trials costing template in the
UK, which aimed to:

e increase investment and commitment in clinical research by addressing industry’s needs and
aligning strategies;

e ecnable industry to quickly cost research for the UK and, engage investigators at an earlier
stage;

o greatly increase the UK’s profile as innovators and help ensure buy-in with future global drug
development programs;

e increase the amount and diversity of research and treatments available to patients; and

e ensure that the NHS is fully reimbursed for undertaking all commercial research.

e As a result, in early 2007, the National Institute of Health Research (NIHR) costing project
set objectives and goals for the development of its costing model3:

e provide clear methodologies and transparent prices for both the NHS and industry;

e cnsure that the NHS is fully reimbursed for commercial research activities, in accordance
with operating and financial requirements;

o identify standard rates for essential research activities that are both common and differing
across the whole of the NHS;

e create a focused negotiating framework to facilitate timely and accurate study costing;

e supplement all costing activities with clear guidance and support; and

e cnsure that costing process and negotiations can be implemented through the NIHR
networks.

The costing project was developed with the advice and support of three key groups: the UK
Clinical Research Collaborative Industry Road Map Group, the UK Clinical Research Network
Costing Group and the UK Clinical Research Network Pharmacy Sub Group. Representatives
included pharmaceutical industry, Contract Research Organisations, NHS R&D Forum, NHS
R&D staff, Department of Health, University/academic sector, NIHR Topic and

2 Burdette C, Using and implementing the industry costing template within the NHS; NHS R&D Forum Annual Conference. Available from:
http://www.rdforum.nhs.uk/confrep /annual09/CBurdette.pdf

3 Ibid.
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Comprehensive Clinical Research Networks, and NHS Pharmacy Services.*

Figure 1 outlines the

costing project including consulting agencies involved in informing the final output, which was

the costing template.

Figure 1: Agencies and organisations engaged in developing the Industry Costing Template

Fundamental Questions To Address...

r"

Cilear methodaologies B
with consistent and
transparent prices for
both the NHS and
industry

Agreement?

o

7 ™
Ensure Full Recovery
Of NHS Costs For
Industry Studies

- A

e
Standardized Rates
Tor staff time, overhead
costs, capacity building,
sunpot sewvice casts
and investigations

. .

~ =,

How to? Operation?

Costing Process

\, y

Development? Collaboration?

Applicability? Agreeability?

Consulting Agencies & Organizations:

Pharmaceutical, Biolechnology &
Medical Device Industries

NHS R&D
Department of
< Forum
NHS R&D Staft NHS Pharmacy
Services

University - Academic

Sactor MIHR Clinical Resaarch

Networks & Investigators

Network lmplemented . ,qin0 Models? Best Cases?

Source: Burdette C, Using and implementing the mdustry costing template within the NHS; NHS R&D Forum Annual Conference. Available

from: http:

Following wide consultation and the development of the costing template it was tested in two

parts:

e retrospective benchmarking: to ascertain what research is actually costing in the UK and

why there is such variability —

in total 85 iterations were developed, five companies involved,

11 studies were provided, and five potential rates for overheads and capacity building were

tested; and

e DPiloting the template: a real-time benchmarking six-month pilot completed in January 2008,
12 studies were run through the template; nine companies were involved, and all
Translational Research Cancer Networks were involved.

In trying to address the variability in overhead charges, the costing template built in research
overheads and tested them through the benchmarking studies. Benchmarking demonstrated that
70% overheads and 20% capacity building elements added to direct, best fit commercial research

COStS.5

The overhead rate is to cover the cost of infrastructure (indirect costs), which allows

clinical trial activity to take place. The capacity building overhead of 20% is added to basic staff
costs intended to contribute to the development of research activities by the Trusts i.e. training,

4 UK Clinical Research Unit, Costing Industry Sponsored Studies through the NIHR Networks (Pharma/biotech contract research in secondary care). Available from:
http://www.sabp.nhs.uk/aboutus/policies/ A-C/clinical-trials /0010%20 Appendix%620D%20-%20Costing%20Clinical ¥o20Trials.pdf/at download/file

5 Burdette C, Using and implementing the industry costing template within the NHS; NHS R&D Forum Annual Conference. Available from:

http://www.rdforum.nhs.uk/confrep/annual09/CBurdette.pdf
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education, material and equipment. The work on the costing template is ongoing with regular
updates and benchmarking activities.

As a result, the NHS has developed a set of costing templates for commercial research to provide
transparency, consistency and predictability for companies, whilst ensuring full cost recovery for
the healthcare site.” There are four current versions of the industry costing templates covering
drug or device based research in either a primary care (e.g. GP practice) or secondary care (e.g.
hospital) setting.” The templates generate set-up, per patient and additional costs that are based
on the time taken to perform a task using standardised houtly rates and price lists. To account
for location cost weighting when using national rates, the Department of Health’s Payments by
Results Market Forces Factor is applied.”

The costs are guidance only and local negotiation may still be needed to agree a suitable price
with each site involved to reflect the site facilities and practice. To date the costing templates
have been reviewed positively by commercial companies and NHS trusts. They appear to have
improved the negotiation process, by providing a good and transparent starting point for
negotiations.” No evaluation or further research on the impact of the costing template was
identified.

3.2 LITERATURE ON MEASURING COSTS IN CLINICAL TRIALS

The following section briefly describes some of the literature on the measurement of costs in
clinical trials. The material is not as relevant as that identified for the UK, because it mainly
attempts to measure the aggregate cost of a clinical trial, rather than cost the activities associated
with conducting clinical trials.

3.2.1 Approach undertaken by University of California

The University of California, San Francisco published guidelines on best practice in clinical trial
budgeting." Factors affecting budgets include: (1) research personnel and composition and (2)
the type, phase, acuity, or complexity of the protocols involved, the actual time it takes to do the
work, organisation of clinical trial research services within the research centre, long-term follow-
up (particularly if the end-point is death) and indirect costs. They also note that industry
sponsored trials tend to be more labour intensive and cooperative trials are more driven by
disease site.

The university finds that measuring actual work (task times) instead of the number of patients or
protocols managed by a Clinical Research Centre (CRC) seems to be the best approach.
However, the National Institute of Health (NIH)/ National Cancer Institute (NCI) recommends:

e one FTE manages 25 patients on study and 50 in follow-up (not clear on whether this covers
only data management or also includes nursing and regulatory activities).

The Society of Clinical Research Associates recommends:

ONational Institute for Clinical Research (NICR), 2013 Commercial Study Costing Templates. Available from:
http://www.crncc.nihr.ac.uk/Lifetsciences+industry/Set-up/costing

7 Ibid

8 Clinical Discovery, Counting the cost of clinical trials in the NHS, 5 march 2009. Available from: http:
9 Ibid.

10 Kellen JL, Clinical Trials Budgeting: methods and best practice. Available from: http://or.ucsf.edu/cg/7893-DSY /version/default/part/4/data
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e one FTE handling all responsibilities (i.e. regulatory, IRB, patient monitoring, data
management, sponsor encounters/audits) could effectively manage approximately 30 new
patients per year.

The Universities ballpark recommendations around study team labour include:

e allow 4-12 hours per visit or 1-2 hours per time point for CRC labour;

e allow 1-3 hours per visit for faculty labour;

e allow 1-2 hours per visit for nursing, if applicable; and

e screening for accrual: 10 patients will need to be screened in order to accrue one participant.

Missed costs tend to include: a lengthy consent form process; screening for accrual (10 patient
screens for every one patient); supplies (office supplies, furniture, etc.); pharmacy costs; storage
costs; and principal investigator conference calls.

3.2.2 Measuring oncology clinical trial costs

A study conducted by Penberthy et al'' measured the effort required in screening for cancer
clinical trials through the Clinical Trial Eligibility Database (CTED) used at the Virginia
Commonwealth University. The estimation of cost was based on the following:

e cost for eligibility determination per enrolled patient was attributed according to the average
salary for a research nurse or clinical research associate;

e hourly cost was allocated based on an 80% attribution of effort associated with eligibility
screening by research nurses and 20% by clinical research staff (CRS).

This estimated cost per enrolled patient was then used in combination with the number of
enrolled patients and evaluations from CTED to calculate the total cost of screening for each
clinical trial phase during the study period as well, as the annualised total eligibility screening cost
to the cancer centre. The average time spent to find, screen, and enrol a patient varied from 3.4
to 8.8 hours, and cost varied from $129 to $336, respectively. The hours per enrolment were
greatest for phase one trials and lowest for observational trials. Time taken to enrol patients was
longer for phase three over phase two trials. The published literature estimates screening costs
from $120 to $2,508 per enrolled patient. This difference relates to variations in cost estimation
methods used in the published literature, such as retrospective data capture, inclusion of non-
therapeutic trials, and inclusion of recruitment-related costs (e.g., advertising).

Emanuel et al'* collected data from 21 clinical sites, on the numbers of hours associated with 13
activities necessary to the conduct of clinical research. The hours were based on enrolling 20
patients in a 12-month randomised placebo-controlled trial of a new chemotherapeutic agent.
This study systematically determined the actual time and non-clinical costs required to initiate and
manage successfully a clinical research trial. The hours spent on each activity by specified staff
were converted into costs using the actual 1999 salary and fringe benefit rates provided by each
site. Table 3.1 provides a breakdown of findings by activity and institute type.

11 Penberthy, L. T., B. A. Dahman, et al. (2012). "Effort Required in Eligibility Screening for Clinical Trials." Journal of Oncology Practice 8(6): 365-370.

12 Emanuel Ej et al, The costs of conducting clinical research, Journal of Clinical Oncology; 21 (22); 4145-4150; 2003
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Table 3.1: Average time required for conducting randomised, controlled clinical research study

Number of hours to enrol and treat 20 subjects

Activity NIH sponsored Industry sponsored
Hours Range Hours Range

Pre-IRB submission and initiation of study 57 5-177 6-223
Subject recruitment and informed consent 201 63-453 190 63-223
Randomisation and dispensing of drugs 113 10-295 156 17-487
Office visits 2,846 1,047-10,809 2,691 988-11,611
Management of adverse events 69 1.5-225 72 14-225
Data management and analysis 640 1.5-225 652 40-3,301
Audits and communications with the 65 2156 112 12235
sponsor

Post study follow-up and meetings 21 2-120 48 1-155

Total hours 1,512-13,319 1,735-15,699
Source: Emanuel Ej et al, The costs of conducting clinical research, Journal of Clinical Oncology; 21 (22); 4145-4150; 2003

On average, slightly less than 4,000 cumulative hours (range, 1,512 to 13,319 hours) were
required to conduct a randomised, controlled clinical trial of 20 subjects. There was no
significant difference in the total hours between the NIH- and industry-sponsored clinical
studies. The distribution of hours by the three major types of professionals involved in clinical
research showed that physicians account for about 9% of the hours; nurses 32%, and data
managers, 36%. Other professionals, such as pharmacists and administrative staff, contribute the
remaining time. Non-clinical activities accounted for 28% of NIH sponsored trials and 32% of
industry sponsored trials.

Overall, it costs it just over $6,000 (range, $2,098 to $19,285) per oncology subject to participate
in the randomised controlled trial, excluding costs for diagnostic tests, blood work, and overhead.
Of this amount non-clinical services cost $2,000 on average. The authors note considerable
variation in the overall time and costs required to conduct clinical research trials between group
practices and academic and cancer centres.

3.3 SUMMARY OF FINDINGS

Overall, the literature is limited in this field. Although it is likely that pharmaceutical companies
and other clinical trial sponsor groups have a basis for determining trial costs and/or have done
benchmarking work to understand trial costs, this information is not publically available. This
literature review has found that the work undertaken by the NHS in developing costing templates
represents the most comprehensive contribution to the field, and is relevant to Australia. The
issues identified regarding variations in clinical trial costs around the UK in the mid-2000s parallel
those currently faced by Australia. And, it is reported that the templates developed to improve
the transparency of costs and to ensure cost recovery by trial sites seem be having a positive
impact.

In terms of informing this study, it is noted that there are similarities between the NHS items and
the current NHMRC items. But, the NHS costing templates are only for industry trials whereas
the Australian study must consider all clinical trials, whether industry, collaborative groups or
investigator driven. For commercial trials, the NHS has produced four costing templates that
recognise differences in costs between device and drug trials, as well as in trials conducted in
primary and secondary care settings. The main difference between the templates is that set-up
and close-out fees for trials conducted in primary care services are less than for trials in secondary
health services. Also of note, the medical device template includes costs associated with the
supply and management of the device, but the parallel costs are not included on the drug trial
template.
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The NHS costs for clinical and non-clinical activities associated with clinical trials are mainly
derived by estimating the time of the key personnel involved. There is an institutional overhead
(70%) and a capacity building overhead (20%) charged on top of the houtrly rate for clinical,
nurse, pharmacy and other departmental staff. Costs and fees have been allocated for set-up,
close out, archiving, and administration. In the NHS templates, pharmacy costs accord a separate
tab, and the main differentiating feature in determining the cost relates to the type of drug
dispensed i.e. aseptic vs. dispensary based (if required). The NHS costing template also makes
clear distinctions between per patient costs, variable costs and set-up costs, which are bundled
under these headings.

There are many important lessons from the NHS approach that have been taken forward into the
methodology developed for the current study. There is one key difference, the NHS costing
templates are designed for determining the full cost of a trial with the end product being the
‘study budget total.” The templates are intended to be used by sponsors first and then by clinical
trial units with the aim of providing a more streamlined approach to negotiations. The current
study is designed only to produce a standard cost for each item on the NHMRC list, with the
decision of how the list is used to determine a trial budget being left to trial sponsors and trial
host sites. Given the NHS work, a natural extension of the current study would be to build
costing templates (probably multiple templates to take account of the variety of factors that
impact on clinical trial costs) to assist with the negotiation of the trial budget (as per the UK
approach).
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4

Costing the list of standard items for clinical trials

This Chapter presents the approach taken to derive a standard cost for each item on the NHMRC list. It starts with a discussion of the costing principles
used, and then presents the three sub-lists along with the approach used to derive a standard cost for each item.

4.1

PRINCIPLES TO BE USED IN COSTING THE LIST OF STANDARD ITEMS FOR CLINICAL TRIALS

HealthConsult’s assessment of the NHMRC list was that a mixture of approaches was needed to derive standard costs for each item. Accordingly, standard
costs for some items are based on an analysis of prevailing fees (as the items were defined as fees incurred or charged) whereas standard costs for other
items are determined from first principles using activity based costing. Where activity based costing was used, the study examined current practice in
designing and implementing clinical trials in Australia through a series of visits to clinical trial host sites and consultation with other key stakeholders. The
information generated through the investigative processes was used to determine the standard costs by application of the following principles:

Activity based costing based on developed process maps for each item on the list was used wherever possible. Where possible, items were
costed on an activity basis from first principles. A protocol based approach was used that developed process maps (where necessary), defined the
resource units associated with each step in the process map, and determined standard unit costs for each resource. These three pieces of information
were then used to derive an overall standard cost for items on the NHMRC list where activity based costing was used.

Unit costs were externally derived. Where items on the NHMRC list were costed from first principles, the unit costs for the resource units used to
determine standard costs came from secondary sources (e.g. the MBS or other published fee schedules; the National Hospital Costs Data Collection
(Round 15) held by the IHPA; various Awards, classifications and pay rates under which hospital staff are employed; various charges levied by ethics
committees, clinical trial auspice/coordinating bodies; and so on). Local (i.e. those measured at trial host sites) unit costs were not used (i.e. the local
rate of pay for the principal investigator), but local resource units were used (i.e. the number of hours required by the principal investigator to complete
the activities associated with various items on the list (e.g. preparation of ethics submissions, attendance at project start-up meeting, etc.)).

Standard costs were based on normal (typical) practices. The timeframe and resources available to the study were such that constructing a
prospective data collection to measure actual costs for each item across a series of clinical trials was not possible. The study determined standard costs
by investigating the actual processes used across a series of trial sites, but the standard costs were not be based on the mean of a series of measurements.
Rather, standard costs were based on a synthesis of the process maps derived from the fieldwork that identified normal or typical practices.
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e Standard costs/price schedules were used without amendment. Where costing from first principles was not possible, generally accepted standard
cost/price schedules (e.g. MBS fees for diagnostic tests) were used without amendment, as there was insufficient time and resources available to the
study to validate pre-existing cost/price schedules. The use of a multiplier to reflect the fact that there may be a different cost expetience associated with
services provided in the clinical trial context (compared to a standard care context) was contemplated, but the relativities in the published price schedules
were not altered. Where there were multiple cost/price schedules available for an item, all available cost/price schedules were examined and the most
commonly accepted cost or price was used to determine an estimate of the standard cost.

e Actual practices were investigated in a number of clinical trial sites through fieldwork. As, for items costed from first principles, the standard
costs were not calculated as the mean of a series of measures, purposeful random selection of fieldwork sites was not required. However, the sampling
strategy ensured that the sites selected for fieldwork were reasonably representative of the settings in which clinical trials are conducted in Australia (i.e.
provided coverage across trial and site characteristics including (type of intervention in clinical trial (e.g. drug, surgical, diagnostic), jurisdiction (six states
and two territories), type of site (general hospital, specialist hospital, community organisation); location of site (metropolitan, regional); and sector of site
(public, NGO, private)). Most of the selected sites were hospitals, consistent with fact that the great majority of clinical trials are based in hospitals.

e The standard costs were developed on a fully absorbed cost basis. Consistent with the other costing processes conducted by the IHPA, the
standard costs were derived on a fully absorbed basis. This approach is also consistent with the NHMRC decision to not include specific institutional or
departmental overhead items on the standard list. So all the determined standard costs include absorbed overheads (both salary related overheads and
other institutional overheads); it is not intended that the standard costs be loaded by a factor that reflects overheads. Knowing that the table of standard
costs includes overheads, users are free to refer to it as they wish for the processes of negotiating budgets for the establishment of clinical trials.

e The costing process is transparent. For each item on the NHMRC list, potential users of the table of standard costs know the basis on which the
standard cost was derived, including any associated limitations. Where external (to the study) cost/price schedules and/or unit costs are used to derive
the standard cost of an item, they will be referenced (subject only to any limitations imposed by commercial confidentiality). Appendices A to C provide
all of the information needed to understand the basis for determination of the standard cost for each item on the NHMRC list.

e Standard costs were measured, not prices. The study has produced a table of standard costs, of necessity some standard costs are based on an
analysis of prevailing fees or charges, as that is the way some items were defined by the NHMRC. However, in all cases, there is no mark-up on
measured costs for pricing purposes (i.e. as with the NEP for public hospitals set by the IHPA, the NEP for items associated with clinical trials, that
IHPA is required to produce by Ministerial Direction, equals the measured standard cost). Users of the table of standard costs are free to refer to it as
they wish for the purposes of negotiating budgets for the establishment of clinical trials.

These principles were used to determine the best approach to costing each item on the NHMRC list. For some items, costing options were limited by the
available evidence. Importantly, the methodology focussed on determining the cost experienced by trial host sites, as the concern expressed in the CTAG
report was that the perceived increase in the costs of hosting trials had detracted from Australia’s competitiveness as a potential destination for multi-
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national clinical trials. Through the field work and the public submissions process (see, in particular, the submission by the Centre for Biostatics and Clinical
Trials at the Peter MacCallum Cancer Institute), HealthConsult observed that there are a number of items on the NHMRC where the associated costs are
typically not incurred by trial host sites (they are incurred by the trial sponsor or the sponsor’s agent).

For many of these items, there was insufficient evidence to determine a standard cost, as the methodology focussed on trial host sites. As a number of these
items related to costs that are typically incurred by trial sponsors or their agents, for industry sponsored trials, in particular, it is unlikely that the costs would
have been made available for the purposes of the study (to preserve commercial confidentiality). The items for which standard costs have not been derived
are clearly indicated as ‘not determined’ in the tables that follow. It is suggested that any future review of the NHMRC list consider again the question of the
scope of the activities on the standard list, and whether the list should be restricted to activities where the cost is typically incurred by trial host sites, or
whether it should cover all costs associated with clinical trials. If it is the former, based on the evidence gathered in this study, some items could be removed
from the list, and if it is the later some items would need to be added to the list and the commercial confidentiality issue would need to be resolved.

4.2 COSTING THE CLINICAL TESTS AND PROCEDURE SUB-LIST

Table 4.1 provides details of the method used to determine the standard costs for the eight items on the clinical tests and procedures (including clinical
consultation services) sub-list.

Table 4.1: The NHMRC sub-list of standard items for clinical tests and procedures (including clinical consultation services) with associated costing method

Costing Develop Method for determining resource Method for determining standard
process map? units and unit costs cost
1.1.1 Clinical services provided specifically | Reference to per service No Use the trial protocol to identify e Multiply the number of services
for the purposes of screening and standard cost applicable items on the NHMRC list required by the standard cost for
health assessment for relevant and the associated standard cost each service for the relevant items on
items on the NHMRC list, then sum to artive
NHMRC list at trial-specific standard cost
21 Laboratory tests and procedures Reference to per setvice No Identify applicable items on the MBS Use the relevant MBS fee and the
itemised under the MBS MBS fees multiplier to detive the standard cost
1.3.1 Imaging examinations and procedures| Reference to per service No Identify applicable items on the MBS Use the relevant MBS fee and the
itemised under the MBS MBS fees multiplier to detive the standard cost
1.3.2 PET-FDG/FLT scans not itemised Reference to per service No Identify nearest equivalent PET- Use the chosen MBS fee and the
under the MBS MBS fees FDG/FLT item on the MBS multiplier to derive the standard cost
1.4.1  [Radiation therapy planning and Reference to per setvice No Identify applicable items on the MBS [ e Use the relevant MBS fee and the
treatment itemised under the MBS MBS fees multiplier to derive the standard cost
1.5.1 Other clinical tests or procedures Reference to per service No Identify applicable items on the MBS Use the relevant MBS fee and the
itemised under the MBS MBS fees multiplier to derive the standard cost
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Item
number

Costing
method

H Costing basis

Develop
process map?

Method for determining resource
units and unit costs

Method for determining standard
cost

1.6.1 Specialist medical consultations Reference to per service No e Identify applicable items on the MBS [e Use the relevant MBS fee and the
itemised under the MBS MBS fees multiplier to detive the standard cost
1.7.1 Nursing/Allied Health consultations Reference to per service No o Identify applicable categoties on the |e Use the published price weight
not itemised under the MBS IHPA NHCDC Tier 2 Clinic list multiplied by the national efficient
published prices price to derive the standard cost
4.3 COSTING THE CLINICAL TRIALS SUPPORT SERVICES SUB-LIST

Table 4.2 provides details of the method used to determine the standard costs for the 21 items on the clinical trials support services sub-list.

Item
number

Table 4.2: The NHMRC sub-list of standard items for clinical trials support services with associated costing method

Costing
method

Costing basis

Develop

Method for determining resource
units and unit costs

Method for determining standard
cost

process map?

2.1.1 Departmental Protocol Review Primary costing, [ per protocol yes Identify resource units (minutes of Choose typical labour hours (median
activity based review labour) based on the process map of observations) and multiply by unit
and determine fully absorbed unit labour cost, then sum to derive the
labour cost from external source standard cost
2.2.1 Depattmental Establishment/Set up Reference to per involved no Identify typical fees charged by the Choose typical fee (25* percentile of
Fees typical fees | department per involved departments to observations) for each involved
trial appropriately establish a clinical trial department as basis for standard cost
2.3.1 Depattmental Ongoing Reference to | per department no Identify typical fees charged by the Choose typical fee (25" percentile of
Administration Fees typical fees per trial per involved departments for ongoing observations) for each involved
annum clinical trial administration department as basis for standard cost
241  |Staff training (drug specific) Primary costing, per trial yes Identify resource units (minutes of Choose typical labour hours (25%
activity based labour) based on the process map percentile of observations) and
and determine fully absorbed unit multiply by unit labour cost, then
labour cost from external source sum to derive the standard cost
242 On call and call in/call back fees Reference to | per service (call no Identify typical fees charged by the Choose typical fee (median of
typical fees in/call back) pharmacy department for call in/call observations) as the basis for
back of a clinical trial pharmacist standard cost
243  |Dtug stocking Primary costing, per stock yes Identify resource units (minutes of Choose typical labour hours
activity based shipment labour) based on the process map (minimum of observations) and
received

and determine fully absorbed unit
labout cost from external source

multiply by unit labour cost, then
sum to derive the standard cost
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Item
number

Costing
method

Costing basis

Develop
process map?

Method for determining resource
units and unit costs

Method for determining standard
cost

244 Drug preparation, labelling and re- Primary costing, per drug yes (for drug For drug preparation, identify e For drug preparation, choose typical
labelling activity based; preparation; preparation resource units (minutes of labour) labour hours (25 percentile of
and and only) based on the process map and observations) and multiply by unit
Reference to per batch determine fully absorbed unit labour labour cost, then sum to derive the
typical fees labelled/re- cost from external source standard cost
labelled For drug labelling and relabelling, For drug labelling and relabelling,
identify typical fees charged by the choose typical fee (25t percentile of
pharmacy department per batch observations) as the basis for
standard cost
2.45  |Drug dispensing and accountability | Primary costing, | Per participant yes Identify resource units (minutes of Choose typical labour hours (median
activity based per service labour) based on the process map for of observations) and multiply by unit
dispensing (simple and complex), labour cost, then sum to derive the
accountability, and counselling standard cost for dispensing (simple
separately; and determine fully and complex), accountability, and
absorbed unit labour cost from counselling separately
external source
24.6 |Drug transfer Primary costing, [  per service yes Identify resource units (minutes of Choose typical labour hours (median
activity based | (drug transfer) labour) based on the process map of observations) and multiply by unit
and determine fully absorbed unit labour cost, then sum to derive the
labour cost from external source standard cost
2.4.7 Drug storage and temperature Primary costing, | per trial per no Identify resource units (minutes of Choose typical labour hours (median
monitoring activity based annum labour) based on the process map of observations) and multiply by unit
and determine fully absorbed unit labour cost, then sum to derive the
labour cost from external source standard cost, then adjust for the
likely number of trial and non-trial
drugs stored per annum
2.4.8 | Drug destruction Primary costing, [  per service yes Identify resource units (minutes of Choose typical labour hours
activity based (drug labout) based on the process map (minimum of observations) and
destruction) and determine fully absorbed unit multiply by unit labour cost, then
labour cost from external source sum to derive the standard cost
2.5.1 |Biospecimen collection and Primary costing, [  per service yes Identify resource units (minutes of Choose typical labour hours (25t
processing (central and local) activity based (biospecimen labour) based on the process map petcentile of obsetvations) and
collection and and determine fully absorbed unit multiply by unit labour cost, then
processing) labour cost from external source sum to derive the standard cost
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Item
number

Costing
method

Costing basis

Develop
process map?

Method for determining resource
units and unit costs

Method for determining standard
cost

252 Biospecimen analysis (central and Reference to per service No Identify nearest equivalent test item |® Use the chosen MBS fee and the
local) MBS fees (biospecimen on the MBS multiplier to derive the standard cost
analysis)
253 Biospecimen storage (central and Not costed N/A yes (but not Not determined Not determined (deemed to be
local) used in costing) included with biospecimen analysis)
2.54 | Biospecimen destruction (central and Not costed N/A yes (but not Not determined Not determined (deemed to be
local) used in costing) included with biospecimen analysis)
2.5.,5 |Tissue repository set-up and Not costed N/A no Not determined Not determined (cost typically not
management incurred at trial host sites)
2.0.1 Coordinating principal investigator Reference to per hour no Agree coordinating principal Multiply agreed coordinating
surcharge external Awards investigator hours and determine principal investigator hours by unit
fully absorbed unit labour cost using labour cost to derive the standard
AMA published full-time Specialists cost
Minimum Remuneration levels
2.6.2  [Investigator allocation Reference to pet hour no Agtee investigator hours and Multiply agreed investigator houts by
external Awards determine fully absorbed unit labour unit labour cost to derive the
cost using AMA published full-time standard cost
Specialists Minimum Remuneration
levels
2.6.3 Research nurse allocation Reference to per hour no Agree research nurse houts and Multiply agreed research nurse hours
external Awards determine fully absorbed unit labour by unit labour cost to detive the
cost using the National Nurses standard cost
Award
2.6.4 Clinical research coordinator (non- Reference to per hour no Agree clinical research coordinator Multiply agreed clinical research
research nurse) allocation external Awards hours and determine fully absorbed coordinator hours by unit labour cost
unit labour cost using the NSW and to derive the standard cost
Victorian Medical Scientists Award
2.6.5 Clinic/theatre usage Not costed N/A no Not determined Not determined (no reasonable basis,

and cost typically not charged by trial
host sites, theatre use is usually for
standard of care services)
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4.4 COSTING THE NON-CLINICAL SERVICES SUB-LIST

Table 4.3 provides details of the method used to determine the standard costs for the 32 items on the non-clinical services sub-list.

Table 4.3: The NHMRC sub-list of standard items for non-clinical services with associated costing method

Costing

Develop

Method for determining resource

Method for determining standard

method

H Costing basis

process map?

units and unit costs

cost

3.1.1 | Preparation of research proposal Primary costing,| per research yes Identify resource units (minutes of Choose typical labour hours (median
activity based proposal labour) based on the process map of observations) and multiply by unit
and determine fully absorbed unit labour cost, then sum to derive the
labour cost from external source standard cost
3.1.2 Site selection including site feasibility | Primaty costing, per site yes Identify resource units (minutes of Choose typical labour hours (median
assessment process activity based selection labour) based on the process map of observations) and multiply by unit
and determine fully absorbed unit labour cost, then sum to derive the
labour cost from external source standard cost
3.1.3  [Prepatation and submission of Primary costing, [ per application yes Identify resource units (minutes of Choose typical labour hours (median
applications to HREC and activity based | per clinical trial labour) based on the process map of observations) and multiply by unit
institutions for lead and and determine fully absorbed unit labour cost, then sum to detive the
non-lead sites labour cost from external source standard cost
3.1.4 | Radiation safety and/or biosafety Primary costing,|  per report yes Identify resource units (minutes of Choose typical labour hours (median
reports activity based labour) based on the process map of observations) and multiply by unit
and determine fully absorbed unit labour cost, then sum to derive the
labour cost from external source standard cost
3.1.5 HREC (ethical) review fee Reference to per HREC no Identify typical fees charged by the Choose typical fee (median of
typical fees application HREC to review a clinical trial obsetvations) as the basis for
application standard cost
3.1.6 Institutional (site assessment) review Reference to | per institutional no Identify typical fees charged by the Choose typical fee (25" petrcentile of
fee typical fees assessment Research Governance Office to observations) as the basis for
review a clinical trial application standard cost
3.1.7 Lead HREC/Lead site fee Reference to per additional no

typical fees

site per annum

Identify typical fees charged by the
lead HREC/lead site to administer
and/or coordinate the activities
associated with the clinical trial

Choose typical fee (median of
observations) as the basis for
standard cost
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Item
number

Costing
method

Develop
process map?

Method for determining standard

Method for determining resource
cost

units and unit costs

H Costing basis

3.1.8  [Investigator meetings Primary costing, [  per trial per yes Identify resource units (minutes of  [® Choose typical labour houts (median
activity based attendee per labour) based on the process map of observations for overseas,
trial location and determine fully absorbed unit minimum of observations for
(overseas or labour cost from extetnal soutce domestic) and multiply by unit labour
domestic) cost, then sum to derive the standard
cost
3.1.9 Staff training Primary costing, [  per trial per yes Identify resource units (minutes of Choose typical labour hours (median
activity based participant labour) based on the process map of observations) and multiply by unit
and determine fully absorbed unit labour cost, then sum to derive the
labour cost from external source standard cost
3.1.10 |Trial-specific equipment Primary costing, [ per equipment no Identify resource units (minutes of Choose typical labour houts (median
hire/purchase activity based |item (set-up and labour) needed to set up and check of observations) and multiply by unit
check only) the equipment item and determine labour cost, then sum to derive the
fully absorbed unit labout cost from standard cost
external source
3.1.11 |IT set-up, equipment and Primary costing, per IT no Identify resource units (minutes of Choose typical labour hours (median
maintenance activity based [ equipment item labour) needed to set up and check of observations) and multiply by unit
(set-up and the I'T equipment item and determine labour cost, then sum to derive the
check only) fully absorbed unit labour cost from standard cost
external source
3.1.12  [Trial centre set-up and development Not costed N/A no Not determined Not determined (no reasonable basis,
and the cost is typically not incurred
by trial host sites)
3.2.1 Start-up meeting Primary costing, |  per start-up yes Identify resource units (minutes of Choose typical labour hours (25
activity based meeting labour) based on the process map percentile of observations) and
and determine fully absorbed unit multiply by unit labour cost, then
labour cost from external source sum to derive the standard cost
322 Pre-screening activity Primary costing, per trial yes Identify resource units (minutes of Choose typical labour hours (median
activity based labout) based on the process map of obsetvations) and multiply by unit
and determine fully absorbed unit labour cost, then sum to derive the
labour cost from external source standard cost
323 Recruitment activity Primary costing, [ per potential yes Identify resource units (minutes of Choose typical labour houts (25®

activity based

trial participant

labour) based on the process map
and determine fully absorbed unit
labour cost from external source

percentile of observations) and
multiply by unit labour cost, then
sum to derive the standard cost
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Item Costing H Costi . Develop Method for determining resource H Method for determining standard
osting basis . .
number method process map? units and unit costs cost

324 Medical records set-up, access and Reference to per medical yes Identify typical fees charged by the e Choose typical fee (25 percentile of

storage typical fees | record accessed medical record department to observations) as the basis for
retrieve a record solely for the standard cost
purposes of the clinical trial

3.2.5  |Interpreter services Reference to per hour no Agree interpreter hours and Multiply agreed interpreter hours by

external Awards determine fully absorbed unit labour unit labour cost to derive the
cost using the NSW Health standard cost
Employee’s Interpreters State Award

3.2.6 |Ongoing administration, monitoring | Primary costing, per trial yes Identify resource units (minutes of Choose typical labour hours (25t

and reporting activity based | participant per labour) based on the process map percentile of observations) and
annum and determine fully absorbed unit multiply by unit labour cost, then
labour cost from external source sum to derive the standard cost

3.27 | Data analysis (+/- study report) Not costed N/A no Not determined Not determined (no teasonable basis,

and the cost is typically not incurred
by trial host sites)

3.2.8 | Trial centre data management, data Not costed N/A no Not determined Not determined (no reasonable basis,
analysis and ongoing administration, and the cost is typically not incurred
monitoring and reporting by trial host sites)

3.2.9 Amendment preparation and Primary costing, | per amendment yes Identify resource units (minutes of Choose typical labout hours (25%
submission activity based labour) based on the process map percentile of observations) and

and determine fully absorbed unit multiply by unit labour cost, then
labour cost from external source sum to derive the standard cost
3210 [Amendment review Reference to | per amendment no Identify typical fees charged by the Choose typical fee (median of
typical fees HREC or RGO to review an observations) as the basis for
amendment to the clinical trial standard cost
protocol
3.2.11 | Study close-out activity including Primary costing, per trial yes Identify resource units (minutes of Choose typical labour hours (median
preparation for audit activity based labour) based on the process map of observations) and multiply by unit
and determine fully absorbed unit labour cost, then sum to derive the
labour cost from external source standard cost
3.2.12 [ Archiving of trial records Reference to per trial no Identify typical fees charged by the Choose typical fee (25t percentile of
typical fees clinical trial host site to archive the observations) as the basis for
trial records standard cost
3.3.1  |Participant payment Not costed N/A no Not determined Not determined (any payments made

at discretion of the trial sponsor)
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Item Costing . . Develop Method for determining resource Method for determining standard
Costing basis . .
number method process map? units and unit costs

3.3.2  |Patticipant/carer time and Not costed N/A no e Not determined e Not determined (any payments made

inconvenience reimbursement at discretion of the trial sponsor)

3.3.3  |Participant/carer travel Not costed N/A no e Not determined e Not determined (any payments made
at discretion of the trial sponsor)

3.34  |Participant/carer parking Not costed N/A no e Not determined e Not determined (any payments made
at discretion of the trial sponsor)

3.3.5 Participant/carer meals Not costed N/A no e Not determined e Not determined (any payments made
at discretion of the trial sponsor)

3.3.6  |Participant/cater accommodation Not costed N/A no e Not determined e Not determined (any payments made
at discretion of the trial sponsor)

3.3.7 | Participant in-patient/overnight stay Not costed N/A no e Not determined e Not determined (no evidence of
participants being charged in practice
was found)

3.3.8 Participant outpatient/day stay Not costed N/A no e Not determined e Not determined (no evidence of
participants being charged in practice
was found)
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5

Determination of the table of standard costs

This Chapter presents the determination of the table of standard costs. It begins by describing the factors that have been considered in determining the
standard costs; presents the table of standard costs and associated comments for each item on the NHMRC list; and then discusses a series of issues that
should be considered if trial sponsors and trial host sites decide to use the standard costs to determine trial budgets.

5.1 DETERMINING THE TABLE OF STANDARD COSTS

In making the determination, IHPA is required to have regard to the matters set out in Section 131(3) of the National Health Reform Amendment (Independent
Hospital Pricing Authority) Act 2011, as well as additional matters specific to the Ministerial Direction to the Independent Hospital Pricing Authority on the Performance of
its Functions (No. 1 of 2072). These matters are set out in Table 5.1.

Table 5.1: Matters to be considered by IHPA in determining the table of standard costs for activities associated with clinical trials in Australia.

Matters set out in Section 131(3) of the National Health Reform Amendment Matters set out in the Ministerial Direction to the Independent Hospital

(Independent Hospital Pricing Authority) Act 2011 Pricing Authority on the Performance ofits Functions (No. 10f2012)
(a) relevant expertise and best practice within Australia and internationally; (i) In addition, the Pricing Authority may, so far as the Act permits, have regard to the following
(b) submissions made at any time by the Commonmwealth, a State or a Territory; matters:
(c) the need to ensure: a.  the actual activity of each itenm;
(1) reasonable access to health care services; and b.  principles of cost-recovery; and
1) safety and quality in the provision of health care services; an ¢ submissions from relevant parties, including clinical trial sponsors and private hospitals.
(i7) safety and guality in th of health d b Jevant p Iuding clinical trial sp d p hospital.

(i7i) continuity and predictability in the cost of health care services; and
(iv) the effectiveness, efficiency and financial sustainability of the public hospital system;

(d) the range of public hospitals and the variables affecting the actual cost of providing health care
services in each of those hospitals.

These factors were carefully considered in developing the table of standard costs. In respect of clause 131(3) of the Act, a literature review was conducted to
address sub-clause (a); a process of inviting public submissions was undertaken to address sub-clause (b); actual costs were measured and used to determine
standard costs to address sub-clause (c); and visits to ten different public hospitals covering a range of characteristics were conducted to address sub-clause
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(d). In respect of the Ministerial Direction, the actual activity of each item was considered, which resulted in a determination not being made for some items
where there was typically no activity in the trial host sites (sub-clause (iii)(a)); the standard cost is based on the typical cost incurred (sub-clause (iii)(b)); and
public submissions were invited, with the 25 submissions received influencing the final determination of the table of standard costs (sub-clause (iii)(c)).

In particular, there was a choice between determining one standard cost (with no (or minimal) variation) or determining a range for the standard cost for
each item (i.e. lowest to highest) for each item on the NHMRC list. Given that this study had to be done in a short time period and the fieldwork was
necessarily restricted, it was not considered possible to publish a range for the standard cost (a prospective costing study would have been better for this
purpose). Although there were estimates made of the actual costs using data derived from the site visits, as already explained the sample of sites was not
representative, and the logistics of the process prevented the cost of all the items being measured at all visited sites. For this reason, the observed range of
costs may not be fully representative of actual practice, and in any case the range was generally so wide that publishing it as the standard cost would add little
value, and would not be consistent with clause 131(3)(c)(iii) of the Act, which discusses the need for continuity and predictability in the cost of health care
services.

For these reasons, it was thought that determining a single typical or representative standard cost for each item on the NHMRC list was the best approach.
The standard cost for each item is intended to be the national efficient price for the item, consistent with the cost recovery principle required by the
Ministerial Direction. It is recognised that in specific trial circumstances, the actual cost may be different from the standard cost. However, by publishing a
reference standard cost, it leaves potential trial host sites and trial sponsors free to use the standard cost as a starting point for discussing the unique features
of the trial being proposed and the associated costs, as part of negotiating the trial budget. Some matters that trial sponsors and trial host sites might wish to
have regard to when using the standard cost as part of the budget negotiation process are discussed in section 5.3.

5.2 THE TABLE OF STANDARD COSTS

The costing information for all 61 items on the NHMRC standard list of activities associated with clinical trials is presented in the same format, in Appendix
A (clinical tests and procedures), B (clinical — trial support services) and C (non-clinical services) of this report. Within the relevant Appendix, there are
between one and three pages for each NHMRC list item, with the headings and content for each item being as shown in Table 5.2.
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Table 5.2: Description of the contents of the standard cost determination for each item

Identifying data including the Includes the item’s reference number, description, sub-list, category, definition (modified as a result of the fieldwork and consideration of
determined standard cost submissions) and the determined standard cost.

Related items Describes the items that are related to the item being presented, as a number of items on the list were found to have possible overlapping content.
Learning from site visits Summarises the key learning relevant to determining the standard cost that was derived from the site visits.

Derived process map For those items where primary costing is attempted, the process map that has been derived from the information generated by the site visits is

presented as the basis of the standard cost estimate.

Considerations for deriving the cost | Discusses the options considered for deriving the cost of the item, including a summatised presentation of any secondary data that was accessed.
Table of standard costs Describes the determination that has been made, including where available presenting a summary of the data points (observations) used. Includes
a discussion of the rationale for the choice of the representative standard cost.

In determining the standard cost, it was found that the 61 items on the NHMRC list represent a mixture of services and activities for which costs can be
derived using activity based costing, as well as a number of items that simply describe prevailing fees. These fees are often levied to cover one or more
activities that appear elsewhere on the list. For example, the ‘Departmental Establishment/Set-up Fee’ often covers ‘Site Selection Including Site Feasibility
Assessment’, and ‘Preparation and Submission of Applications to HREC and Institutions’ both of which appear as items elsewhere on the list. The
‘Departmental Ongoing Administration Fees’ often covers ‘Pre-screening Activity’, Amendment Preparation and Submission’; and ‘Ongoing Administration,
Monitoring and Reporting, all three of which appear elsewhere on the list. In the short term, this potential duplication means that some items on the list
should not be used together with other specific items on the list when negotiating budgets (otherwise there will be duplication of costs). These items are
highlighted in the determined table of standard costs (see Table 5.3) so that users may take the potential for duplication into account in negotiating trial
budgets.

Table 5.3: Table of standard costs for the NHMRC list of items associated with conducting clinical trials in Australia

Reference

Major category Item Standard cost Comments to guide use of the standard cost
number

Sub-List 1 — Clinical Tests and Procedure Items

Screening Visit Clinical services 111 e Calculated per service based on trial protocol e The cost of undertaking a “screening visit and health assessment” is trial protocol dependent
and Health provided specifically using standard costs for items 1.2.1, 1.3.1, 1.3.2, and will vary according to the nature of the tests and procedures undertaken and the
Assessment for the purposes of 1.5.1,1.6.1,1.7.1, 2.6.2, 2.6.3, and 2.6.4 consultations required with staff involved in the clinical trial.

screening and health

e The cost of undertaking a “screening visit and health assessment” will also vary according to

assessment whether components of the screening visits and health assessment are considered standard
of care or are in addition to standard of care.
e 'The screening visit and health assessment often includes a range of procedures and/or
consultations from sub-list one: 1.2.1 — 1.7.1. All these activities should be costed according
to their respective items.
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Major category ‘

Laboratory

Item

Laboratoty tests and

Reference

number
1.2.1

Standard cost

o 140% of the MBS fee per laboratory test and/or

Comments to guide use of the standard cost

e The MBS loading reflects the additional reporting requirements required for the clinical trial

Protocol Review

Protocol Review

Tests/Procedures | procedures itemised procedure and/or different procedutes (e.g. non-standard parameters for paediatric trials) that need to
under the MBS be followed to meet the protocol requirements.
e In some instances, there are tests undertaken locally, for which there is no item listed on the
MBS. The costs of these tests should be dealt with under items 2.5.1 — 2.5.4.
e Only for non-standard of care laboratory tests and procedures.
Medical Imaging | Imaging examinations 131 e 140% of the MBS fee per imaging examination [e The MBS loading reflects the additional reporting requirements associated with imaging
and procedures and/ot procedure examinations and/or procedutes on ttial patticipants.
itemised under the e There are a number of trial specific issues (e.g. imaging examinations in paediatric trials
MBS generally take longer and hence are more costly), which may need to be dealt with on a case
by case basis with reference to the standard cost.
e Only for non-standard of care imaging examinations and/or procedures.
PET-FDG/FLT scans 1.32 e 140% of the nearest equivalent MBS fee for e PET-FLT scans are not currently covered under any MBS item numbers. The principal
not itemised under the PET-FDG per scan difference in the cost of PET-FDG and PET-FLT would be in the costs of the
MBS radiopharmaceutical. It was not possible to obtain data that allowed this cost difference, if
there is any, to be quantified.
o In the interim, where PET-FLT is used as an alternative to PET-FDG, the PET-FDG MBS
fee for that same site should be used.
e Only for non-standard of care radiation therapy planning and treatment.
Radiation Therapy | Radiation therapy 1.41 e 140% of the MBS fee including ROHPG e The MBS loading reflects the trial specific activities (e.g. extra reporting, image transfer)
planning and component per service associated with radiotherapy services provided to trial participants.
treatment itemised e Only for non-standatd of care radiation therapy planning and treatment.
under the MBS
Other Clinical Other clinical tests or 1.5.1 e 140% of the MBS fee per service e The MBS loading reflects the trial specific activities (e.g. extra reporting, image transfer)
Tests or procedures itemised provided to trial participants.
Procedures under the MBS e Only for non-standard of care other clinical tests or procedures.
Specialist Medical | Specialist medical 1.6.1 e 140% of the MBS fee per specialist medical e The MBS loading reflects the trial specific activities (e.g. extra reporting, extra information)
Consultations consultations itemised (including GP) service provided to trial participants.
under the MBS e 100% of ADA fee per specialist dental service [e The ADA Fee is unadjusted because it allows for a return on investment component in
setting the fee.
e Only for non-standard of care specialist medical consultations.
Nursing / Allied | Nursing/Allied Health 1.7.1 e 100% of the published IHPA price for public e Only for non-standard of care nursing and allied health services.
Health consultations not hospital outpatient services
Consultations itemised under the
MBS
Sub-List 2 — Clinical Trial Support Services
Departmental Departmental 2.1.1

® §171 per protocol review

® The costs associated with the departmental protocol review are often not included in any
clinical trial budget, as the activities occur before site selection, and are considered part of
the tendering process for site selection.
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Major category ‘ Item ‘ Reference Standard cost Comments to guide use of the standard cost
number
DeparFmental Depar.tmental 2.2.1 ® $2,000 for clinical trial unit per clinical trial ® Fee practices for this item vaty by site but often cover costs of items covered elsewhete on
Establishment Establishment/Set up ® $990 for pharmacy department per clinical trial the NHMRC list. Hence caution should be exercised in using this item as there is potential
/Set up Fees Fees o .. . to duplicate the cost of other items (i.e. item 2.3.1, 3.1.2, 3.1.3, 3.1.4, 3.1.8, 3.1.9 and 3.2.1).
$425 for pathology department per clinical trial
. 05 q ® Fee charged once per clinical trial by host department (i.e. clinical trial unit) as well as by
® $550 for radiology department per clinical trial . . L
most supporting departments (i.e. pathology, pharmacy, imaging etc.).
® Generally if a Departmental Establishment/Set up fee is charged then the Departmental
Ongoing Administration Fee (2.3.1) is not charged until year two of the clinical trial.
Dcpar'tmcntal Dcpat{tmental 231 ® §$1,005 for clinical trial unit per annum (from ® Tee practices for this item vary by site but often cover costs of items covered elsewhere on
Onggmg ) Ong(?lrjlg ) year two of the clinical trial) the NHMRC list. Hence caution should be exercised in using this item as there is potential
?dmmlstratlon Administration Fees ® $500 for pharmacy department per annum to duplicate the cost of other items (i.e. item 2.6.1, 2.6.2, 2.6.3, 2.6.4, 3.2.6, 3.2.9 and 3.2.10).
ces from year two of the clinical trial ® This fee is generally charged annually by host department as well as by most supportin,
y g Y & ¥ b} P ¥ pp g
e $398 for pathology department per annum departments (i.e. pathology, pharmacy, imaging etc.).
(from year two of the clinical trial) ® Generally if a Depattmental Establishment/Set up fee is charged (item 2.2.1) then the
e $200 for radiology department per annum (from Departmental Ongoing Administration Fee is not charged until year two of the clinical trial.
year two of the clinical trial)
Pharmacy / Staff training (drug 241 e $224 per clinical trial e Charged by pharmacy department only.
Investigational specific)
Drug-related On call and call in/call 2.4.2 e $400 per call in/call back ® This fee includes the first three houts of labour following call in/call back, with any
back fees additional hours being charged at an houtly rate.
Drug stocking 2.4.3 e $45 per stock shipment received e Often included as part of the dispensing fee (item 2.4.5).
Drug‘ pteparation, 244 e $37 per drug preparation e There is wide variation in drug preparation time dependent on the type of drug trial and
labelling and re- e $85 per 25 containers either labelled or number of drugs involved in the ttial, these costs may need to be negotiated on a per trial
labelling relabelled basis with some reference to this standard cost.
Drug dispf:r.xsing and 245 o Dispensing — simple $37.00 per patticipant per | ® Developing a standard cost for dispensing activities was difficult due to the wide variation
accountability service which is dependent on the type and number of drugs involved in the trial.
° Dispens'ing — complex $92.50 per participant ® (linical trial budgets may need to be negotiated on a per trial basis with reference to the
P SEEILEE standard cost.
e Accountability - $12.75 per participant per
service
e Counselling - $14.80 per participant per service
Drug transfer 24.6 e $49 per drug transfer (excluding e Costs associated with drug transfer activities is variable depending on the number of drugs
transport/ coutier costs) that need to be packaged and sent, the type of drugs (e.g. tablets vs. cytotoxic drugs); the
transport fees (which varies depending on type of drug and requirements of transfer (e.g.
ambient temperature ot -20°C etc.). These variations will need to be considered when
negotiating clinical trial budgets.
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Major category ‘ Item ‘ eri‘:l::;e Standard cost Comments to guide use of the standard cost

Drug storage and 247 ¢ $50 per annum per clinical trial ® Standard cost assumes about 40 different types of drugs will be monitored at any one time

USTRPEII® per clinical trial site.

monitoring This cost is often included under “departmental ongoing administration fees” (item 2.3.1) or
“Drug dispensing and accountability” (item 2.4.5).

Drug destruction 248 $77 per drug destruction service (excluding off- Drug destruction is not always undertaken by the clinical trial sites, and may in fact be

site destruction fees) undertaken by the CRA, which results in no cost being incurred by the clinical trial site. This
practice should be reflected in the clinical trial budget negotiated.
The cost of drug destruction is sometimes included in the pharmacy department ongoing
administration fee (item 2.3.1).
Biospecimen- Biospgcimen 251 $30 per biospecimen collected for analysis by The cost associated with this item only applies when clinical trial staff are collecting and
related COHCCUQH and central laboratories (excludes transport costs processing biospecimens which will be analysed by central laboratories (i.e. no MBS fee (or
processing (central (e.g. courier costs, any required quarantine equivalent) is charged by the clinical trial site).

and local) permits, etc.) as Fhese costs vary depending on When clinical trial staff collect and process a biospecimen that will be analysed by the local

the amount of b1(.)spec1men§ b.emg trans.ported, laboratoty, then the cost incurred by the clinical trial site is covered by the MBS fee
the delivery location (e.g. within Australia or (particularly when the suggested 1.4 loading is applied).

overseas) as well as the temperature at which

the biospecimens need to be transported at).

Biospecimen analysis 252 140% of the MBS fee for the nearest equivalent The MBS loading associated with item 1.2.1 “Laboratoty Tests/Procedures” and item 1.5.1

(central and local) test listed on the MBS “Other Clinical Tests or Procedures” already incorporates the additional time and hence
costs associated with biospecimen analysis for tests covered under the MBS.

Biospecimen storage 253 Not determined, deemed to be included in 2.5.2 Comment as per item 2.5.2.

(central and local) The nearest equivalent MBS fee and loading associated with item 2.5.2 “Biospecimen
analysis (central and local)” already incorporates the additional time and hence costs
associated with biospecimen analysis for tests and procedures not covered under the MBS.
Hence item 2.5.3 should include biospecimen storage for only biospecimens that are not
tested and reported locally.

Biospeci'men 2.54 Not determined, deemed to be included in 2.5.2 No relevant data could be obtained from sites. Hence the fee for local analysis (testing and

destruction (central reporting) of the biospecimen includes the cost of biospecimen destruction. This fee would

and local) be charged under either items 1.2.1, 1.5.1 or 2.5.2. No separate standard cost for this item
has been determined.

Tissue repository set- 2.55

up and management

Not determined as cost is typically not incurred
at trial sites

As no relevant data were able to be obtained from sites, no separate standard cost for tissue
repository, set up and management has been determined.

The inclusion of this item in the list should be reviewed. If the intention is to capture or set
reasonable costs to assist in the setting of budgets for sites involved in clinical trials, as no
sites visited are involved in the set up or management of tissue repositories, inclusion of this
item on the list does not seem warranted.
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Major category ‘
Clinical
Staff/Resource
Allocation

Item ‘

Coordinating principal
investigator surcharge

Reference

‘ Standard cost

® §$215 per hour

Comments to guide use of the standard cost

® This item should only be used whete the clinician is acting in his/her capacity as an
investigator and should not include items costed on a per service basis (i.e. sub-list 1).

® The quoted houtly rate represents a fully absorbed costs which is made up of: 60% for direct
salary costs + 15% for salary on-costs + 25% for institutional overheads.

Investigator allocation

2.6.2

® §$215 per hour

® This item should only be used whete the clinician is acting in his/her capacity as an
investigator and should not include items costed on a per service basis (i.e. sub-list 1).

® This item is used to set the reasonable unit cost for investigator time, which is then used to
calculate the costs of many of the other activities in sub-lists 2 and 3. If item 2.6.2 is used
together with items such as site selection including feasibility and prepating ethics
submissions care should be taken to avoid double counting.

® The quoted houtly rate represents a fully absorbed costs which is made up of: 60% for direct
salary costs + 15% for salary on-costs + 25% for institutional overheads.

Research nurse
allocation

2.6.3

® $60 per hour

® This item should only be used whete the tesearch nurse is acting in his/her capacity as an
researcher and should not include items costed on a per setvice basis (i.e. sub-list 1).

® This item is used to set the reasonable unit cost for research nurse researcher time, which is
then used to calculate the costs of many of the other activities in sub-lists 2 and 3.

® The quoted houtly rate represents a fully absorbed costs which is made up of: 60% for direct
salary costs + 15% for salary on-costs + 25% for institutional overheads.

Clinical research
cootrdinatot (non-
research nurse)
allocation

2.6.4

® $75 per hour

® This item is used to set the reasonable unit cost for a clinical research coordinator time,
which is then used to calculate the costs of many of the other activities in sub-lists 2 and 3.

® The quoted houtly rate represents a fully absorbed costs which is made up of: 60% for direct
salary costs + 15% for salary on-costs + 25% for institutional overheads.

Clinic/theatre usage

2.6.5

® Not determined, as there was no reasonable
basis, and cost typically not charged by trial host
sites, theatre use is usually for standard of care
services

Sub-List 3 — Non clinical services

® As no relevant data were able to be obtained from sites, no separate standard cost for
clinic/theatre usage has been determined.

® The need for this item should be reviewed with regard to how the clinical tests and
procedutes items are handled and whether the clinic/theatre resoutrces needed to provide
those services should be an absorbed cost.

assessment process

Preparation of 311 ® $80,858 per research proposal (for non-industry | ® Only applicable to investigator initiated clinical trials (i.e. non-industry sponsored clinical
research proposal sponsored trials only) trials).
® No cost is incurred by clinical trial sites for the preparation of a research proposal for
industry sponsored clinical trials as this activity is undertaken by the industry sponsor.
Project Site selection including 312 ® $2,597 per site selection (including site ® The costs associated with site selection including the site feasibility assessment process is not
Development site feasibility feasibility assessment process) often included in any budget negotiated with clinical trials sponsors (or their agents) as the

activities occur before the clinical trial begins.

® However some clinical trial sites capture the cost associated with site selection in their
“Departmental Establishment/Set Up fees” (item 2.2.1). Hence care should be taken to
avoid duplication.
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Standard cost Comments to guide use of the standard cost

number
3.1.3

‘ Reference

Major category ‘ Item

Preparation and
submission of

e HREC (non-lead) and SSA = $3,098 per ® Some sites include the costs associated with personnel time spent on preparing and

applications to HREC
and institutions

application per clinical trial

e HREC (lead) and SSA $3,953 per application
per clinical trial

submitting the applications to HREC and institution in the “departmental establishment/set
up fee” (i.e. item 2.2.1). Hence care should be taken to avoid duplication.

The costs associated with the extra time taken to prepare and submit the HREC application
by a lead site should be captured under this item. However the costs associated with the
additional time involved in managing the ongoing coordination of the clinical trial, due to
being the lead site, should be captured under the Lead HREC/Lead site fee (item 3.1.7).

Radiation safety 3.14 ® $99 per radiation safety and/or biosafety report No comment

and/or biosafety

reports

HREC (ethical) review 315 ® $3,000 per HREC (ethics) application The cost associated with preparation and submission of applications to HREC and

fee institutions is included under item 3.1.3 and not this item.
The fee associated with the review of the site assessment application is included under item
3.1.6.

Institutional (sit'e 3.1.6 ® §750 per institutional (site assessment ) The cost associated with preparation and submission of applications to HREC and

assessment) review fee application institutions are included under item 3.1.3 and not this item.
The fee associated with the review of the HREC (ethical) application fee is included under
3.1.5.

Lead HREC/Lead site 317 ® $400 per additional site per annum This standard costs represents the input time of the lead site in the ongoing coordination

fee and management of all the nominated sites participating in the clinical trial
The additional cost associated with personnel time required for the preparation and
submission of the lead HREC application to the HREC and institutions are included under
item 3.1.3 and not 3.1.7.
The fee associated with the review of the lead HREC (ethical) application are included under
3.1.5 and not this item.

Investigator meetings 3.1.8 e $1,020 per Clinical Ttials Manager/Cootdinator The standard costs exclude travel time and travel expenses. Travel expenses are generally

attending an international investigator meeting

® $3,440 per Principal Investigator attending an
international investigator meeting

OR

e $287 per Clinical Ttials Manager/Cootdinator
attending a domestic investigator meeting

® $882 per Principal Investigator attending an
domestic investigator meeting

covered by the trial sponsor whereas travel time is generally not covered by the sponsors.

The costs of a PI and/or CTC/M attending the investigator meeting is generally not charged

by clinical trials sites for the following reasons:

» most PI’s and/or CTC/M consider it inappropriate to have their time paid for at the
investigator meetings as it could be seen as ‘conflict of interest’;

» most PI and/or CTC/M see it as an important networking and professional development
exercise;

» most CTC/M are not highly paid personnel and see it as a benefit of the job;

» most sites recognise that the costs of travel from Australia to Europe and/or Asia are
much greater than from other potential trial host countries, and most Australian sites do
not want to lose access to this privilege so do not ask for their time to be covered.
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Major category ‘

Item

Staff training

Reference

number
3.1.9

Standard cost

® $638 per Clinical Trials Manager / Coordinator

required to undertake staff training per clinical
trial.

$430 per Principal Investigator required to
undertake staff training per clinical trial.

Comments to guide use of the standard cost

® Tor the purposes of determining standard costs for items on the list, it has been assumed

that no staff training is included in the “Departmental Establishment/Set up Fees” (item
2.2.1) and/or “Departmental Ongoing Administration fees” (item 2.3.1).

Costs associated with pharmacy staff undertaking training specific to pharmacy work
involved in clinical trials is included under item 2.4.1.

The costs associated with staff training that occurs on the day of the start-up meeting is
included under item 3.2.1.

Trial-specific
equipment
hire/purchase

3.1.10

$75 per trial-specific equipment hire/purchase
for a biomedical engineering check

The costs associated with any time required to maintain trial-specific equipment or time
required to return trial specific equipment that has been loaned’ are not included. These
costs are included under item 3.2.6 “ongoing administration, monitoring and reporting” and
3.2.11 “Study close-out activity including preparation for audit” respectively.

IT set-up, equipment
and maintenance

3.1.11

$37.50 per trial-specific I'T equipment item for
set-up

Any staff training related to IT equipment should be captured under item 3.1.9 “staff
training”.

The costs associated with any time required to maintain trial-specific I'T equipment or time
required to return trial specific IT equipment that has been ‘loaned’ are not included. These
costs are included under item 3.2.6 “ongoing administration, monitoring and reporting” and
3.2.11 “Study close-out activity including preparation for audit” respectively.

Trial centre set-up and
development

3.1.12

Not determined, as cost typically not incurred
by trial sites

If intention is to capture or set reasonable costs to assist in the setting of budgets for sites
involved in clinical trials, then the item is not required as trial sites are typically not involved
in the set up or management of a trial centre.

Project
Implementation

Start-up meeting

321

$1,815 per start-up meeting

The costs associated with the start-up meeting are generally not charged by clinical trial sites
ot are included under the “Departmental Establishment/Set up fees” (i.e. item 2.2.1).

The costs associated with any staff training that occurs at the start-up meeting are included
in this item and not under item 3.1.9 “staff training”.

Pre-screening activity

322

$4,003 per clinical trial

It is recognised that the cost associated with pre-screening is trial-dependent (e.g. in some

trials, patients are recruited from an existing relatively small patient group that was already
attending the site regularly for treatment compared to involving extensive review of a large
number of patient records).

Variations should be negotiated on a per trial basis with reference to the standard cost.

Recruitment activity

323

$349 per potential clinical trial participant
screened and assessed

Reasonable cost is based on explaining the clinical trial, gaining informed consent, organising
the tests and procedures, and providing the potential clinical trial participant with the results.
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Major category ‘

Item

number

‘ Reference

Medical records set-

324

Standard cost

Comments to guide use of the standard cost

® §$10 per medical record accessed (for clinical ® TFor non-standard of care needs only.
up, access and storage tr.ia.l visits only i.e. excluding standard of care ® This standard cost excludes the cost associated with the setup of the medical and/or clinical
visits) trial record, as this cost is included under the establishment fee/set up fee (item 2.2.1).

® This item represents a cost borne by the medical records department only. The costs
associated with (1) the clinical trials unit requesting the medical records; or (2) storing the
clinical trials record long term is included in the standard costs for item 3.2.6 “ongoing
administration, monitoring and reporting’ and item 3.2.12 “archiving of trial records”
respectively.

® The cost incutred by medical records departments to retrieve a medical record for the sole
purpose of the clinical trial is often not charged.

Interpreter services 325 ® $52 per hour ® The quoted houtly rate represents a fully absorbed costs which is made up of: 60% for direct
salary costs + 15% for salary on-costs + 25% for institutional overheads.

Ongf)igg i 326 ® $470 per participant per annum ® As this item overlaps with the “Departmental Ongoing Administration fee” (item 2.3.1) and

adm{nlst.ranon, the “Depattmental Establishment/set up fee” (item 2.2.1), the standard cost has been

monitoring and determined, as far as was possible, on the ongoing monitoring and reporting requirements.
reporting

Data analysis (+/- 3.2.7 ® Not determined, as cost typically not incurred | ® Not a cost typically incutred by clinical trial sites.

Sl e by trial sites ® The inclusion of this item in the list should be reviewed. If the intention is to capture or set
reasonable costs to assist in the setting of budgets for sites involved in clinical trials, then the
item is not tequired as trial sites are typically not involved in data analysis and/ ot preparation
of the study report.

Trial centre data 3.2.8 ® Not determined, as cost typically not incurred | ® Not a cost typically incutred by clinical trial sites.

marllagemegt, data- by trial sites ® The inclusion of this item in the list should be reviewed. If the intention is to capture or set

aga ys{stand ongoing reasonable costs to assist in the setting of budgets for sites involved in clinical trials, then the

admunistra on(,i item is not required as trial sites are typically not involved in the activities covered by trial
monitoting an centre data management.

reporting

Amendn.lent 3.2.9 ® $343 per amendment (excluding fee charged by | @ ‘This standard cost does not capture the fee chatged by the RGO and/or HREC for review

RICparatiu and the RGO and/or HREC for review) of the amendments. The fee charged by the RGO and/or HREC for review of the

submission amendments is included under item 3.2.10 “amendment review””.

Amendment review 3.2.10 °

® §$275 per amendment reviewed

This standard cost does not capture the time spent by clinical trials units to prepare and
submit the amendments to the RGO and/or HREC. The cost associated with petsonnel in
the clinical trials unit preparing the amendment submissions is included under item 3.2.9
“amendment preparation and submissions”.
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Major category Tt Standard cost Comments to guide use of the standard cost

Study close-out $693 for study close out per clinical trial ® The costs associated with preparing the clinical trial records for archiving is included in this

activity including standard cost.

reparation for audit .. . .. . » .. . ’
prep u ® The fees for archiving trial records is included under item 3.2.12 “archiving of trial records”.

® If study close out activities are undertaken by the CRAs then this cost should either not be
present in the clinical trial budget or reduced to reflect the actual time required by the clinical
trial site personnel involved in assisting the CRA in study close out activities.

Archiving of trial 3.2.12 ® $750 per clinical trial ® The storage fee associated with archiving the clinical trials records is included in this item.
records The costs associated with prepating clinical trials records for archiving is included under item
3.2.11 ‘study close-out activity including preparation for audit”.
Participant payment 331 ® Not determined, any payments made at ® The standard costs associated with any invoicing of participant payments is included under
discretion of the trial sponsor item 3.2.6 “ongoing administration, monitoring and reporting”.

® There is need for this item to be reviewed along with all participant payment related items.
The only costs that are relevant to trial sites are the costs of administering the participant
payment process. The amount of participant payments, where they are considered ethical, is
discretionary, and should be properly be determined by the trial sponsor.

Patti-cipant/ carer ime 332 ® Not determined, any payments made at e Comments as per item 3.3.1.
an.d nconvenience discretion of the trial sponsor
reimbursement
Participant/ carer 333 ® Not determined, any payments made at e Comments as per item 3.3.1.
travel discretion of the trial sponsor
. Patti‘cipant/ carer 334 ® Not determined, any payments made at e Comments as per item 3.3.1.

Participant-related | parking discretion of the trial sponsor
Participant/ carer 335 ® Not determined, any payments made at e Comments as per item 3.3.1.
meals discretion of the trial sponsor
Participant/ carer 3.3.6 ® Not determined, any payments made at e Comments as per item 3.3.1.
accommodation discretion of the trial sponsor
Parugpant ) 3.3.7 ® Not determined, as no evidence of participants |® There is no place in the list to deal with the hospital accommodation cost. The trial site can
inpatient/overnight being charged in practice was found. cover the cost of the professional service (medical, nursing or allied health time) but not the
stay institution cost.
Participant 3338 ® Not determined, as no evidence of participants | ® Outpatient day stays form part of a clinical services and should be captured in sub-list one.
outpatient/day stay i i i . . . . .

p /day stay being charged in practice was found. ® There is no place to deal with the day procedure suite cost, if the clinical tests and

procedures service requires admission as a day patient. The trial site can cover the cost of
the professional service (medical, nursing or allied health time) but not the institution cost.
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5.3 USING THE TABLE OF STANDARD COSTS

In using the table of standard costs, it is important to note that this study was required to focus on the NHMRC list of items that was developed as a result
of the CTAG process (which enjoyed substantial input from the pharmaceutical industry, but lower levels of participation from other commercial trial
sponsors). This costing study deliberately pursued broad stakeholder consultation, including with commercial and non-commercial trial sponsors. In that
process, some stakeholders, including the Medical Technology Association of Australia (MTAA), were concerned that the NHMRC list was largely focussed
on pharmaceutical trials. As a result, it is considered that further work is required to ensure the applicability of the NHMRC list to medical device trials, and
until such time as this work is catrried out, the table of standard costs should not be used for device trials.

In any case, there is not expected to be any compulsion to use the table of standard costs in negotiating trial budgets, it is intended only as a guideline or
reference point. It is recognised that the determination of a single standard cost for each item on the NHMRC list is an over-simplification of reality (e.g.
compare to the UK approach where four costing templates are produced that cover only industry sponsored trials, one template for each combination of
pharmaceutical and device trials conducted in primary and secondary care settings). Nonetheless, it is considered that there is considerable value in the
Australian table of standard costs, particularly if users of the table costs have regard to the following factors in negotiating trial budgets.

e Standard care versus trial specific care. Although strictly speaking this is not a costing issue, it is important to note that the standard costs are
intended to be applied only for those activities that are over and above standard of care i.e. the determined standard costs should not be applied to
services that patients would have received in any case if they had not been enrolled in the trial. It was not possible within the context for the study to
develop guidance on what services represent standard of care, as this concept was found to be trial-specific. Thus, users of the table of standard costs
should determine whether a service is standard of care in a given trial context, before applying a standard cost and seeking to include that cost in the trial

budget.

e Type of trial. It was observed that the NHMRC list was constructed mainly with reference to the experience of pharmaceutical trials, an observation
that was also made by a number of authors of public submissions. Although, the standard costs have been developed without reference to the type of
trial, there may be a need to consider adjustments to the standard costs depending on the nature of the intervention on trial (e.g. pharmaceutical trials,
radiation oncology trials, surgical trials, service model trials, observational trials, etc.).

e Target population of trial. Some trials will target populations where there will be different costs experienced relative to the typical adult population.
For example, the study found that it is usually more expensive to conduct paediatric trials (although separate standard costs for paediatric trials are not
published). It was also found that trials that involve significant participation of patients from known special need groups e.g. people from Indigenous or
culturally and linguistically diverse backgrounds are likely to have higher costs. Accordingly, there may be a need to consider adjustments to the standard
costs for trials that are likely to involve high proportions of participants from smaller target groups.

e DPhase of trial. Pharmaceutical trials are normally categorised into phases from Phase 1 where researchers test an experimental drug or treatment in a
small group of people (typically 20 to 80) for the first time to evaluate its safety, determine a safe dosage range, and identify side effects through to Phase
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4 which are post-marketing studies that delineate additional information, including the treatment risks, benefits, and optimal use. The Phase of the trial
was found to impact on costs, so there may be a need to consider adjustments to the standard costs depending on trial phase (e.g. there are typically
higher pre-screening costs associated with for Phase 1 trials).

e Setting for the trial. The auspice organisations conducting clinical trials represent a range of settings, from hospitals (public or private) through to
primary and community services, through to purpose built facilities (particularly for Phase 1 trials). The study found that there are different experiences
of the cost of trials depending on the setting in which it is conducted. It is also relevant to note that separate costing templates have been developed in
the UK for trials conducted in primary and secondary care settings. Accordingly, there may be a need to consider adjustments to the standard costs
depending on the setting in which the clinical trial will be conducted.

e Location of trial sites/trial participants. Some trial sites may be located in remote regional and rural areas, where it is known that there may be
higher cost experiences (e.g. for participant travel, or for the unit cost of clinical labour). It may also be relevant for a metropolitan area-based trial to
consider providing access to participants residing in regional/rural areas through the use of telehealth technology, or perhaps to subsidise (pay for) travel
to and from the regional/rural location. Accordingly, there may be a need to consider adjustments to the standard costs for trials where the trial site
and/or the trial participants are in located in regional/rural areas.

e Complexity of trial. There are potentially a number of factors potentially associated with trial complexity that may impact on cost. A few of the public
submissions made reference to this point, but it is considered that the judgement about trial complexity needs to be made in context, general rules are
too difficult to develop. In some cases it may be clear, for example, some pharmaceutical trials might require complex on-site preparation of a medicine,
whereas other involve only standard dispensing of a pre-prepared medicine. But there will be other cases, for example, trials targeted at very small
population groups (e.g. patients with rare diagnoses) that need to be assessed in context. So it may be relevant to consider an adjustment to the standard
costs based on the complexity of the trial.

A number of the public submissions also made reference to the potential to adjust the standard costs depending on the trial sponsor (e.g. industry,
collaborative, or investigator initiated). The study found that in most circumstances the trial sponsor is not a cost issue, rather it is a funding issue. It was
observed that trial sites often did not seek the same level of funding to host collaborative or investigator initiated trials that they did to host industry
sponsored trials. But the activities involved were generally very similar and so were their associated costs. It is a matter for trial sites to decide as to whether
they will negotiate trial budgets at levels lower than the standard costs for collaborative and investigator initiated trials, it is not a matter that influences the
standard costs.
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6

Opportunities for further development

The study gathered a very considerable evidence base relating to the activities on the NHMRC
list and the costs of conducting clinical trials in Australia. This Chapter discuses a number of
identified opportunities to improve the list and the associated table of standard costs.

6.1 REFINEMENTS TO THE NHMRC LIST OF ITEMS

The study has identified a number of opportunities to improve the NHMRC list of activities
associated with conducting clinical trials. First, a clearer definition of the scope of activities to be
included on the list is required. Most of the activities on the current list are undertaken by clinical
trial host sites (e.g. protocol review) but some are not (e.g. trial centre set-up and development).
If it is intended to include all work associated with conducting clinical trials, then a number of
activities typically not undertaken by clinical trial sites need to be included in the list (e.g. those
carried out by the sponsor). Otherwise, if restricted to activities undertaken by clinical trial host
sites, then a number of items need to be removed from the list (e.g. set up or management of a
trial centre).

The second opportunity involves reworking the list so all items are defined as activities associated
with conducting clinical trials. If this opportunity is pursued, all references to fees in the
definition of the items would be removed, and hence the observed duplication between the
‘umbrella’ fee items and the activity items would be eliminated. In some circumstances this
rework would involve changing the fee items (e.g. HREC fee) to the underlying activity i.e.
review of the ethics application by an appropriately constituted HREC, and then costing this item
on an activity basis. In other circumstances, it may be that the fee item is deleted from the list
and the implied activity is covered by another item (e.g. medical records set-up, access and
storage).

The third opportunity would be to restructure the list so that it is based on the typical life cycle
(or different stages) of a clinical trial, as opposed to whether the activity is a clinical service, a
clinical support service, or a non-clinical support service. This opportunity was also identified in
a number of public submissions. An alternative structure would be to reflect the, at least, four
distinct stages in a clinical trial including:

e Development stage;

e Establishment stage;

e Implementation stage; and
e C(Close out stage.

By re-structuring the list using this suggested framework (or something similar) it is considered
that the current duplication of activities (e.g. Departmental Establishment/Set up fees (item,
2.2.1), Department Ongoing Administration Fees (2.3.1) and ongoing administration, monitoring
and reporting (item 3.2.6)) would be removed. The restructured list would then provide a more
transparent basis for allocation of costs to particular activities, rather than drafting definitions
that attempt to remove overlap in closely related items, so as to allow partitioning of costs.
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The fourth opportunity is to extend sub-list 1 so that it is more inclusive of clinical services not
covered by the MBS, as well as services associated with overnight stay and outpatient/day stay.
There is currently no place in the list to deal with hospital accommodation cost or day procedure
suite cost (if the clinical tests and procedures service requires admission as a day patient). The
trial site can cover the cost of the professional service (medical, nursing or allied health time)
under the current sub-list 1 but not the institution cost. It is thought that these items were not
included, as it is expected that they would normally represent standard of care, but this may not
be the case for all trials, and their inclusion would make the lists of items exhaustive of clinical
services.

The fifth opportunity would be to specifically include activities undertaken by the supporting
departments on the list. The current list has a strong focus on pharmacy activities, at the
exclusion of other supporting departments (e.g. imaging, pathology, etc.). Depending on the type
of clinical trial, pharmacy departments may not be involved (or be less important). For example,
in a radiation oncology clinical trial, the radiation therapy and imaging departments would be
more involved and undertake specific activities for the clinical trial (e.g. radiology feasibility
studies which include activities such as staff qualification checking; and quality and transmission
testing of the technical equipment). Ensuring that the list includes activities undertaken by
supporting departments would enable better costing of these activities to be undertaken, rather
than relying on them being covered by umbrella fees (e.g. department establishment/set up fees,
etc.).

The sixth opportunity would be to remove the overlap in some of the activities listed in sub-list
2. For example, under the Pharmacy related/investigational drug related activities (i.e. items 2.4.1
to 2.4.8), the process of “drug storage and temperature monitoring” (item 2.4.7) and “drug
dispensing and accountability” (item 2.4.5) are often thought to be part of drug stocking (item
2.4.3). There is also considerable overlap in some of the activities listed under the Pharmacy
related/investigational drug telated activites (i.e. items 2.4.1 to 2.4.8) and the “Department
Establishment/Setup fee” (item 2.2.1). Accordingly, it is suggested that in any review of the
NHMRC list, the opportunity to consolidate pharmacy related items should be considered.

The seventh opportunity would be to remove the duplication between sub-lists 2 and 3, which
would be partly addressed by removing fee based items. For example, some sites include the
activities associated with preparation and submission of applications to HREC and institution
(item 3.1.3) in the “departmental establishment/set up fee” (item 2.2.1). Also, staff training (item
3.1.9) creates considerable confusion with item 2.4.1 staff training (drug specific). In developing
the definitions, it has been attempted to create mutually exclusivity between the items, as the list
could not be altered. However, a better process would be to remove duplication in the item
labels themselves, which would in turn result in simplified definitions.

6.2 REFINEMENTS TO THE TABLE OF STANDARD COSTS

There are also a number of opportunities for improving the costing of the items on any revised
list of activities associated with clinical trials. The first is to re-cost all the items on the revised list
that were previously defined as fee items on the basis of the activities that those items cover (e.g.
the ‘Institutional (site assessment) Review Fee’ would be costed based on the typical hours
required for the review, rather than the typical fee charged). A similar activity based costing
approach to that used in this current study would be appropriate. This development would
meant that the only use of prices as the basis for costing would be for those services that are
acquired by trial host sites (e.g. archival of trial records), i.e. where the cost to the trial host site is
a purchased service.
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The second opportunity is to undertake the costing on a prospective basis. Prospective costing
would be much more labour intensive than this study. It would involve the design of purpose
specific data collection infrastructure, and the roll-out of that infrastructure across an
appropriately representative sample of clinical trial sites across Australia. The collection would be
managed over, say, a six to twelve month period, and the resultant data would be centrally
collated and analysed. Such an approach would produce statistically more reliable measures of
the cost of each item than the current study, and also provide the potential to quantify loading
factors (as IHPA currently does for the NEP for public hospital services using the NHCDC).
The merit of such a study would need to be considered on a cost benefit basis.

The third opportunity is to develop costing templates for clinical trials that could be used by trial
sponsors and trial host sites. Such an approach would mirror developments in the UK. Specific
templates could be produced that reflect the circumstances of clinical trials (e.g. the trial type, the
trial setting, the trial location, the trial phase, and so on). The standard costs developed in this
study could be used to partially populate the templates, supplemented as required by additional
information that would be derived through the template development process. Again the merit
of developing clinical trial costing templates would need to be considered on a cost benefit basis,
but pursuing this opportunity would put Australia on a par with the UK.

6.3 MAINTENANCE OF THE TABLE OF STANDARD COSTS

Like any schedule of costs/prices there will be a need to maintain the currency of the table of
standard costs. This work may be as simple as ensuring appropriate escalation of the standard
costs to reflect the increases in input prices experienced in the health system. However, the
environment in which clinical trials are being conducted is changing fairly rapidly. There are
efforts across the country to streamline the processes associated with obtaining ethics and
institutional approvals for clinical trials. There are also the initiatives that will result from
implementation of the other ten recommendations of the CTAG report. These developments
are likely to impact on the costs of conducting clinical trials. In the circumstances, it is suggested
that recalculation of the standard costs, over and above reflecting input price escalation, may be
required two-yearly.

6.4 EVALUATING THE IMPACT OF THE TABLE OF STANDARD COSTS

Although the fieldwork found widespread support for the development of the table of standard
costs, there were a few stakeholders who expressed concerns about the possible negative impact
of the initiative. Like any significant intervention, there is a need to formally evaluate the impact
of the table of standard costs on both the number and costs of clinical trials conducted in
Australia. It is noted that the initial work on evaluating the production of costing templates for
clinical trials in the UK (the parallel initiative in the UK to the production of the table of standard
costs in Australia) has generally produced positive results. Accordingly, it is suggested that an
evaluation of the impact of the table of standard costs on clinical trials in Australia be undertaken
within three years of the publication of this report.
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Reference number 1.11

Item Clinical services provided specifically for the purposes of screening and health
assessment

Sub-list Clinical tests and procedures items

Category Screening visit and health assessment

Comprises a range of clinical services provided for the purposes of trial participant
screening including physical examination, obtaining a medical history, measuring vital
signs, diagnostic tests, imaging examinations, confirmation of diagnosis (which may

Definition include genomic eligibility confirmation), providing information about the clinical trial,
explaining the requirements of involvement, ensuring understanding and, where
appropriate, obtaining consent to participate in the clinical trial.

Calculated per service based on trial protocol using standard costs for items 1.2.1, 1.3.1,

Standard Cost 1.3.2,1.5.1,1.6.1,1.7.1,2.6.2, 2.6.3, and 2.6.4

Related items

Table A.1 presents other items which are related (i.e. not necessarily mutually exclusive from) to
item 1.1.1 “Screening Visit and Health Assessment”.

Table A.1: Items related to screening visit and health assessment

Item Reference Number ‘ Comment

Laboratory Tests/Procedutes 121 Screening visit and health assessment typically involves a range of
laboratory tests and procedures.

Medical Imaging 1.3.1 and 1.3.2 Screening visit and health assessment often includes medical
imaging services.

Other Clinical Tests or Procedures 1.5.1 Screening visit and health assessment often includes other clinical
tests and procedures (e.g. lung function, ECG, etc.).

Specialist Medical Consultations 1.6.1 Screening visit and health assessment typically includes a
consultation with a medical specialist.

Nursing/Allied Health Consultations 1.7.1 Screening visit and health assessment often includes consultation

with nursing and/or allied health professionals

Screening visit and health assessment may include consultation
with the principal investigator. The cost of this time may be

Investigator allocation 2.6.2 . . . . . .
& captured under item 1.6.1 if the investigator is a medical
specialist, otherwise it is costed into the screening and health
assessment item at the houtly rate in 2.6.2.
Screening visit and health assessment may include consultation
. with the research nurse. The cost of this time may be captured
Research nurse allocation 2.6.3 ) P

under item 1.7.1 if the research nurse also provides clinical
nursing services, otherwise it is costed into the screening and
health assessment item at the houtly rate in 2.6.3.

Screening visit and health assessment may include consultation
Clinical research cootdinator 2.6.4 with the clinical research coordinator (who may or may not be
the research nurse). This time should be costed into the
screening and health assessment item at the hourly rate in 2.6.4.

Learnings from site visits

Screening visits are often the longest visit in the trial and could overlap as the baseline visit for
eligible participants. Reports on the duration of screening visits across sites ranged from one
hour to a full day (i.e. eight hours) and typically included consultations with multiple staff
involved in the clinical trial and a range of medical (including physical and psychological)
assessments. The trial coordinator/manager was often involved in arranging participant
attendance and booking appropriate tests and consultations. At the time of the screening visit, or
sometimes prior to the screening visits, informed consent was obtained from the participants and
this task often involved time with the principal investigator in addition to the clinical trial
coordinator/manager.
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The screening visit is used to determine or confirm a participant’s eligibility to participate in the
trial and not all people attending screening visits will go on to be included in the trial (i.e. they
may fail to meet a part of the inclusion criteria). Those participants identified as ineligible for
trial participation are termed ‘screen fails’. Trial sites were typically paid per enrolled participant
therefore some trial budgets included a fee for ‘screen fails’ at a rate negotiated during the
development of the trial contract (e.g. all potential participant screening is paid up to a capped
20% screen failure rate). This fee was to cover the cost of consultations, tests and procedures
undertaken for screening participants that was in addition to or above usual standard of care.
Screen fail rates reported by trials ranged zero to 80%.

Detived process map for “screening visit and health assessment”

Not applicable

Considerations for deriving the cost of “screening visit and health assessment™

The cost of undertaking a “screening visit and health assessment” is trial protocol dependent and
will vary according to the nature of the tests and procedures undertaken and the consultations
required with staff involved in the clinical trial. It will also vary according to whether
components of the screening visits and health assessment are considered standard of care or are
in addition to standard of care. Thus cost of the ‘screening visit and health assessment will be
made up of the costs of other items in the Clinical —Tests and Procedure items including those
items listed in Table A.1 as appropriate to each trial.

Table of standard costs for “screening visit and health assessment”

The standard costs for the screening and health assessment services in a trial will be calculated
using Table A.2, based on the trial protocol.

Table A.2: Typical personnel, resources and unit costs for “screening visit and health assessment”

I}ngs:: Item Service volume Unit cost ‘ Standard cost
1.2.1 Laboratory tests/procedures No. services as per 1.2.1 volume * unit cost
1.3.1 Imaging setvices itemised under MBS No. services as per 1.3.1 volume * unit cost
1.3.2 PET FDG/FLT scans not itemised under the MBS No. services as per 1.3.2 volume * unit cost
1.5.1 Other clinical tests or procedures No. setvices as per 1.5.1 volume * unit cost
1.6.1 Specialist medical consultations” No. services as per 1.6.1 volume * unit cost
1.7.1 Nursing/allied health consultations” No. setvices as per 1.7.1 volume * unit cost
2.6.2 Investigator allocation No. hours as per 2.6.2 hours * unit cost
2.6.3 Research nurse allocation No. hours as per 2.6.3 hours * unit cost
2.6.4 Clinical research coordinator No. houts as per 2.6.4 hours * unit cost
1.1.1 Screening visit and health assessment per service N/A ‘ Sum of above

* Where available, the MBS items that reflect an initial (rather than subsequent visit) should be used

As can be seen, Table A.2 provides a basis for using the standard costs determined for the clinical
service items and the relevant labour rates, together with the trial protocol to determine a trial
specific cost for the screening and health assessment item. Given the wide variation in the
complexity, and hence resource usage, of the services that make up the screening visit and health
assessment, determination of a single standard cost to be applied across all clinical trials is not
considered appropriate.
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Reference number 121

Item Laboratory tests and procedures itemised under the MBS

Sub-list Clinical tests and procedures items

Category Laboratoty tests/procedures
As per the MBS Schedule Groups P1-P9. For example, includes pathology,

Definition histopathology, haematology, chemical, microbiology, immunology, tissue pathology,
cytology, genetics, etc.

Standard Cost 140% of the MBS fee per laboratory test and/or procedure

Related items

Table A.3 presents other items which are related (i.e. not necessarily mutually exclusive from) to
item 1.2.1 “Laboratory tests and procedures itemised under the MBS”.

Table A.3: Items related to laboratory tests and procedures

Reference

Item Comment
Number

Biospecimen collection and The cost involved in the collection and processing of biospecimens collected
processing (central and for the sole purpose of a clinical trial that are not tested locally, is included
local) 251 under item 2.5.1 and not 1.2.1. The term “processing” in this context is not
- related to the processing of the biospecimen in an analytical instrument or
examination in the laboratory, but rather activities associated with the labelling,
recording and centrifugation (if required) of the biospecimen.

Biospecimen analysis The cost involved in any additional analysis required of biospecimens collected

(central and local) 252 for the sole purpose of clinical trials, that are not tested locally, is included
under item 2.5.2 not item 1.2.1.

Biospecimen storage The cost involved in the storage of biospecimens collected for the sole purpose

(central and local) 2.5.3 of a clinical trial, that are stored locally (whether or not part of the biospecimen
is processed centrally) is included under item 2.5.3 not item 1.2.1.

Biospecimen destruction The cost involved in the destruction of biospecimens collected for the sole

(central and local) 2.5.4 purpose of a clinical trial, that are stored locally (whether or not part of the

biospecimen is processed centrally) is included under item 2.5.4 not item 1.2.1.

Learnings from site visits

Most clinical trials will involve pathology testing of biospecimens from clinical trial participants at
multiple points during the trial. The required pathology tests and required testing time points are
detailed in the trial protocol. In some instances trial personnel are responsible for collecting the
sample, storing, packing and sending (via courier) to a central laboratory (e.g. within Australia or
overseas). In other instances, pathology testing and analysis is completed at the facility/site
where the clinical trial is being undertaken.

Most consulted sites invest time in identifying pathology tests that are considered part of
standard of care and those that are considered clinical trial specific. Those laboratory tests and
procedures considered as part of standard of care, are billed according to normal hospital
practices. Whereas, those tests that are considered clinical trial specific are included in the costs
of, and hence budget for the trial. A small proportion of sites did not make any distinction and
passed on all test/procedure costs to the trial sponsor, irrespective if it was usual standard of
care. Some of these sites argued that although the test may be considered part of standard of
care the reporting was clinical trial specific and therefore the full cost was included in the clinical
trial budget.

Derived process map for “laboratory tests and procedures”

Not applicable.
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Considerations for deriving the cost of “laboratory tests and procedures”

Discussions at site visits indicated that some pathology laboratories had developed local measures
of the unit costs of common tests. However, this practice was not widespread, and it was not
possible to verify these costs (task too complex within the time and resources available).
Accordingly, research was undertaken to ascertain alternative secondary sources for the cost of
pathology tests that could be used for the process of costing a clinical trial.

Most sites consulted stated that the budget derived for pathology testing often referred to the
MBS but included a loading on the MBS to reflect the additional reporting requirements required
for the clinical trial and/or different procedures (e.g. non-standard parameters for paediatric
trials) that need to be followed to meet the protocol requirements. It should be noted that the
MBS has a number of features that reflect its use for reimbursement under Medicare. In
particular, there are complex rules regarding multiple supply and episode linking of tests, when
they are performed concurrently. These rules as not considered relevant to clinical trials (i.e. the
test is trial specific and so called ‘coning rules’ should not apply). Consequently, the reference
point for the purposes of setting the standard costs is the individual cost of tests being drawn
from the MBS.

It is important to note, however, that in some instances there are tests undertaken for the
purposes of a clinical trial are not listed on the MBS. Where the costs of such tests are not
directly met by the trial sponsor, an estimate will need to be made on a test by test basis and dealt
with under item 1.5.1 ‘Other clinical tests or procedures itemised under the MBS’.

Table of standard costs for “laboratory tests and procedures”

MBS is a system for determining benefits payable to patients, it has regard to costs but it is not
based on costs. But, it is appropriate for use in this circumstance, as bottom up costing could
not be attempted, and most sites negotiate trial budgets based on an MBS multiplier. Table A.4
presents a number of reference points for the MBS multipliers applied by the visited sites.

Table A.4: MBS multipliers for laboratory tests and procedures

Resource Unit (MBS multiplier) Multiplier to

25th 75th Unit cost derive

Min 8 Median 8 Max
percentile percentile standard cost

[Laboratory BS fee with adjustment
‘ests/Procedures factor

As can be seen, there were very different MBS multipliers applied by sites to set trial budgets
often depending on whether the trial was investigator initiated, collaborative sponsored, or
industry sponsored. Hence, the wide range between the min and max multipliers, where the min
is more often applied to investigator initiated trials (usually including collaborative sponsored
trials) and the max is more often applied to industry sponsored trials. This practice reflects cross-
subsidisation by trial sites and is not relevant to a study seeking to determine reasonable costs.

For this reason, multipliers at the lower and higher end of observed practice are not considered
relevant. The site visits clearly show that there are often trial specific processes (e.g. extra
reporting) associated with tests on trial participants that would justify an MBS multiplier greater
than one. There are also a number of trial specific issues (e.g. lab tests in paediatric trials are
generally more costly), which may need to be dealt with on a case by case basis with reference to
the standard cost. On this basis the multiplier of 1.4 is considered reasonable to reflect a
standard cost, with variations to be negotiated based on the relative complexity of the testing
processes required by the trial.
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Reference number 1.3.1

Item Imaging examinations and procedures itemised under the MBS
Sub-list Clinical tests and procedures items

Category Medical imaging

Includes diagnostic radiology (e.g. plain radiography, computed tomography (CT),

Definition magnetic resonance imaging (MRI), ultrasound and nuclear medicine)
Standard Cost 140% of the MBS fee per imaging examination and/or procedure
Related items

Table A.5 presents other items which are related (i.e. not necessarily mutually exclusive from) to
item 1.3.1 “imaging examinations and procedures”.

Table A.5: Items related to imaging examinations and procedures

‘ Reference Number ‘ Comment

Item 1.3.2 covers PET-FDG/FLT scans not itemised under the
MBS, whereas item 1.3.1 covers PET-FDG/FLT scans covered
under the MBS (note that PET-FLT scans are not covered under
any MBS item number).

PET-FDG/FLT scans 1.3.2

Learnings from site visits

Many clinical trials require imaging examinations and procedures to be performed as part of the
trial protocol. These services were typically performed using the hospital’s normal arrangements
for imaging, either onsite or through an external provider. Discussions with participating sites
indicated that imaging costs need to be considered as a mix of reimbursement for the procedure
(whete these do not form part of standatrd of care) and payment for additional services/activities
beyond those normally included in the imaging procedure (such as additional reporting).

Process map for “imaging examinations and procedures itemised under the MBS”

Not applicable.

Considerations for deriving the cost of “imaging examinations and procedures itemised
under the MBS”

As with pathology, perhaps even more so, most sites consulted stated that the clinical trial budget
derived for imaging examinations and procedures referred to the MBS with some adjustment.
The adjustment was either an additional fixed amount (e.g. range $50-$100 per imaging activity)
or an add-on loading to the MBS fee to cover the extra work associated with any different
processes that need to be followed to meet the trial protocol, additional reporting requirements,
tracking requests, billings, etc. Putting a loading on MBS fee was the more common approach,
particularly where the trial host site outsourced the imaging service to another (usually private)
provider.

Trial sites advised that there were other activities relating to trial specific imaging examinations
and procedures that required additional time and costs including:

® protocol review;

e staff training;

e setting up request stationery and billing procedures;

e additional reporting such as Response Evaluation Criteria In Solid Tumors (RECIST)
reporting, which is usually charged based on time;
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e production of CD containing images; and
e data extracts which is usually charged based on time.

Some sites covered the “additional costs” in their fixed establishment/set up fee or the ongoing
administration fees. For simplicity, and to level the playing field between sites that provide the
imaging services ‘in-house’ and those that outsource, it is considered, as with laboratory tests, that
these costs are best reflected by using a multiplier on the MBS fee.

Table of standard costs for “imaging examinations and procedures itemised under the
MBS”

MBS is a system for determining benefits payable to patients, it has regard to costs but it is not
based on costs. But, it is appropriate for use in this circumstance, as bottom up costing could
not be attempted, and most sites negotiate trial budgets based on an MBS multiplier. Table A.6
presents a number of reference points for the MBS multipliers applied by the visited sites.

Table A.6: MBS multipliers for imaging examinations and procedures

Resource Unit (MBS multiplier) Multiplier to

Basis . 25th o 75th Unit cost derive
Min . Median . X
percentile percentile standard cost

1 1 1.2 1.3 1.8 N/A 1.4

rocedures factor

As can be seen, there were different MBS multipliers applied by sites to set trial budgets often
depending on whether the trial was investigator initiated, collaborative sponsored, or industry
sponsored. Hence, the wide range between the min and max multipliers, where the min is more
commonly applied to investigator initiated trials (usually including collaborative sponsored trials)
and the max is more commonly applied to industry sponsored trials. This practice reflects cross-
subsidisation by trial sites and is not relevant to a study seeking to determine reasonable costs.

For this reason, multipliers at the lower and higher end of observed practice are not considered
relevant. The site visits clearly show that there are often trial specific processes (e.g. extra
reporting) associated with imaging examinations on trial participants that would justify an MBS
multiplier greater than one. There are also a number of trial specific issues (e.g. imaging
examinations in paediatric trials generally take longer and hence are more costly), which may need
to be dealt with on a case by case basis with reference to the standard cost. On this basis the
multiplier of 1.4 is considered reasonable to reflect a standard cost, with variations to be
negotiated based on the relative complexity of the imaging examinations required by the trial.
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Reference number 1.3.2

Item PET-FDG/FLT scans not itemised under the MBS
Sub-list Clinical tests and procedures items

Category Medical imaging

Includes Positron Emission Tomography (PET) scans using the radiopharmaceuticals

Definition fluorodeoxyglucose (FDG) or fluorothymidine (FLT)
Standard Cost 140% of the nearest equivalent MBS fee for PET-FDG per scan
Related items

Table A.7 presents other items which are related to item 1.3.2 “PET-FDG/FLT scans not
itemised under the MBS”. Although, given the way they are defined, these items are mutually
exclusive, it is considered that subsequent versions of the standard list of items associated with
clinical trials should include all PET services under one item.

Table A.7: Items related to imaging examinations and procedures

‘ Reference Number ‘

Item 1.3.1 covers PET-FDG/FLT scans itemised under the MBS,
whereas item 1.3.2 covers PET-FDG/FLT scans not itemised
under the MBS (note that PET-FLT scans are not covered under
any MBS item number).

Imaging examinations
and procedures itemised 1.3.1
under the MBS

Learnings from site visits

PET scans are often included in oncology clinical trial protocols. There are MBS items for PET
scans however they are only for those where the contrast media is FDG not FLT. It is important
to note that the FDG-PET scans currently listed under the MBS are for specific clinical
indications only (e.g. performed for the staging of proven non-small cell lung cancer, for the
evaluation of suspected residual, metastatic or recurrent colorectal carcinoma or melanoma in
patients considered suitable for active therapy etc.).

It was also observed that some sites manufacture their own contrast media (e.g. FDG or FLT)
whereas others buy the contrast media from a manufacturer.

Derived process map for “PET-FDG/FLT scans not itemised under the MBS”
Not applicable

Considerations for detiving the cost of “PET-FDG/FLT scans not itemised under the
MBS”

There were only a few sites where information was able to be obtained about PET scans. As
with other imaging examinations, there was a disposition to use an adjusted MBS fee to set the
clinical trial budget. The issue is that MBS only covers PET scans using FDG as the contrast
medium. From first principles, the cost of PET scans can be considered is three parts:

e Radiopharmaceutical costs: the cost of the radioactive element that is used to produce the
images (FDG or FLT);

e Procedure costs: the cost of conducting the procedure covering facility, labour, and
equipment; and

e DProfessional Fees: the cost associated with having the radiologist interpret the test result.
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On this basis the principal difference in the cost of PET-FDG and PET-FLT should be in the
costs of the radiopharmaceutical. It was not possible to obtain data within the time available for
this study that allowed this cost difference to be quantified.

Table of standard costs for “PET-FDG/FLT scans not itemised under the MBS”

MBS is a system for determining benefits payable to patients, it has regard to costs but it is not
based on costs. But, in the absence of any other data, it is appropriate for use in this
circumstance, as bottom up costing could not be attempted. Table A.8 indicates that insufficient
data on the charging practices applied in the visited sites was able to be obtained.

Table A.8: MBS multipliers for PET-FDG/FLT scans not itemised undetr the MBS

Resource Unit (MBS multiplier) Multiplier to

Unit cost derive
standard cost

th th
Min 25 q Median 75 q Max
percentile percentile

PET procedures IMBS fee for nearest equivalent
IPET-FDG procedure with N/A N/A N/A N/A N/A N/A 1.4

adjustment factor

In the absence of any other data it is considered that the best approach is to use the MBS fee for
the nearest equivalent PET procedure using FDG contrast medium. Where PET-FDG is used
for tumour sites where there is no MBS item, the PET FDG fee for the most similar site should
be used. Where PET-FLT is used as an alternative to PET-FDG, the PET-FDG MBS fee for
that same site should be used. This arrangement is not entirely satisfactory, as it is known that
FLT is better than FDG for certain tumours and vice versa for others.

As the main difference in the cost is likely to be the contrast medium (i.e. the costs of the
procedure and the costs of the radiologist interpreting the image are likely to be fairly
independent of the contrast medium used), the use of the PET-FDG MBS fee as a base for
estimating the cost of PET-FLT scans is the best available option. As with other imaging
examinations and procedures a multiplier of 1.4 is considered reasonable to reflect a standard
cost, with variations to be negotiated based on the relative complexity of the PET examinations
required by the trial.
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Reference number 141

Item Radiation therapy planning and treatment itemised under the MBS

Sub-list Clinical tests and procedures items

Category Radiation Therapy

Definition zlccludes radiation therapy planning, external beam radiation therapy, brachytherapy
Standard Cost 140% of the MBS fee including ROHPG component per service

Related items

None.

Learnings from site visits

Radiation therapy procedures are often a component of oncology clinical trials. Although the
majority of procedures are standard of care, some additional services may be required to satisfy
the trial protocol. Additional time to undertake certain trial specific activities was noted at the
sites visited (e.g. time taken to upload files/images to sponsors).

Detived process map for “radiation therapy planning and treatment”

Not applicable.

Considerations for deriving the cost of “radiation therapy planning and treatment”

The MBS was the only source for information relating to radiotherapy costs that was identified.
It includes items related to all types of radiation therapy services and represents the most logical
basis for estimating costs and setting trial budgets. Similar to imaging services, some sites adjust
the relevant MBS fee when developing their clinical trials budgets either using an additional fixed
amount (e.g. $50-§100 per service) or an add-on percentage to the MBS fee to cover the extra
work associated with services provided to trial participants (e.g. reporting, tracking requests, and

billings).

It should also be noted that the current MBS fee does not incorporate a payment for the capital
cost of the radiation therapy machines (e.g. linear accelerators, CTs for treatment planning, etc.).
Capital costs are reimbursed through a separate Radiation Oncology Health Program Grant
(ROHPG) that provides a fixed amount according to the MBS item (range $8 to $1,145 per
treatment). The amount of ROHPG payable for the equipment is determined from time to time
by the Department of Health and Ageing and the per service amount is paid for each service (in
addition to the MBS fee) until the capital balance is exhausted.

Table of standard costs for “radiation therapy planning and treatment”

MBS is a system for determining benefits payable to patients, it has regard to costs but it is not
based on costs. But, it is appropriate for use in this circumstance, as bottom up costing could
not be attempted, and most sites negotiate trial budgets based on an MBS multiplier. Table A.9
indicates that insufficient data on the multipliers applied in the visited sites was able to be
obtained.
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Table A.9: MBS multipliers for radiation therapy planning and treatment

Resource Unit (MBS multiplier) Multiplier to
25th 75th Unit cost derive

§ Median § Max
percentile percentile standard cost

and treatment itemised ROHPG capital
nder the MBS component with
adjustment factor

As can be seen, it is considered appropriate to add the MBS per service fee to the ROHPG per
service fee to derive the standard cost, irrespective of the funded status of the equipment (i.e.
fully amortised or not) used to provide the service. Such an approach is justified as the basis of
the study is reasonable costs, which would normally include an amortised capital cost.

Consistent with the other clinical services items, the site visits clearly show that there are often
trial specific activities (e.g. extra reporting, image transfer) associated with radiotherapy services
provided to trial participants that would justify an MBS multiplier greater than one. There are
also a number of trial specific issues (e.g. radiotherapy services in paediatric trials generally take
longer and hence are more costly), which may need to be dealt with on a case by case basis with
reference to the standard cost. As with other clinical service items, an MBS multiplier of 1.4 is
considered reasonable to reflect a standard cost, with variations to be negotiated based on the
relative complexity of the radiotherapy services required by the trial.
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Reference number 1.5.1

Item Other clinical tests or procedures itemised under the MBS
Sub-list Clinical tests and procedures

Category Other clinical tests or procedures

Includes surgical and non-surgical procedures (e.g. diagnostic and treatment related

Definition procedures) performed by clinically and/or scientifically qualified staff
Standard Cost 140% of the MBS fee per service
Related items

Table A.10 presents other items which are related (i.e. not necessarily mutually exclusive from) to
item 1.5.1 “other clinical tests or procedures itemised under the MBS”.

Table A.10: Items related to other clinical tests or procedures itemised under the MBS

Ttem Reference Comment

€ Number omme
Laboratory tests and procedures . . .
itemised under the MBS 1.2.1 Costed according to MBS fee adjusted by a loading
Imaging examinations and 1.3.1 Costed according to MBS fee adjusted by a loading

procedures itemised under the MBS

PET-FDG/FLT scans not itemised 132 Costed according to the MBS fee for the nearest equivalent
under the MBS o PET-FDG item adjusted by a loading

Radiation therapy planning and
treatment itemised under the MBS

1.4.1 Costed according to MBS fee adjusted by a loading

It is also possible that a trial protocol may require tests or procedures to be performed that are
not covered by the MBS. Such tests would not be covered by this item, but they are not
obviously covered elsewhere. It was not possible to fully investigate this situation in site visits, so
the nature of such tests or procedures is unknown. Perhaps the issue could be further considered
in any future revision to the standard list of items associated with undertaking clinical trials.

Learnings from site visits

A number of trials required tests or procedures that fit into this category (e.g. respiratory function
tests, ECGs, etc.). These services were typically provided on-site by the relevant hospital service
(e.g. respiratory laboratory, echocardiography laboratory, etc.). Similar arrangements to the other
diagnostic services (i.e. laboratory tests, imaging examinations and procedures, etc.) that might be
used for participants in a clinical trial generally applied.

Detived process map for “other clinical tests or procedures itemised under the MBS”

Not applicable.

Considerations for detiving the cost of “other clinical tests or procedures itemised under
the MBS”

The MBS was the only source for information relating to the costs of “other clinical tests or
procedures itemised under the MBS” that was identified. By definition it will include all the
services covered by this item and represents the most logical basis for estimating costs and setting
trial budgets. Similar to other types of clinical tests and procedures, sites seem to adjust the
relevant MBS fee when developing their clinical trials budgets, usually by applying an add-on
percentage to cover the extra work associated with services provided to trial participants (e.g.
reporting, tracking requests, and billings).
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Table of standard costs for “other clinical tests or procedures itemised under the MBS™

MBS is a system for determining benefits payable to patients, it has regard to costs but it is not
based on costs. But, it is appropriate for use in this circumstance, as bottom up costing could
not be attempted, and most sites negotiate trial budgets based on an MBS multiplier. Table A.11
indicates that insufficient data on the multipliers applied in the visited sites was able to be
obtained.

Table A.11: MBS multipliers for other clinical tests or procedures itemised under the MBS

Resource Unit (MBS multiplier) Multiplier to

25t 75t Unit cost derive

Min ] Median ] Max
percentile percentile standard cost

Consistent with the other clinical services items, the site visits clearly show that there are often
trial specific activities (e.g. extra reporting, test results transfer) associated with “other clinical
tests or procedures itemised under the MBS” provided to trial participants that would justify an
MBS multiplier greater than one. As with other clinical service items, an MBS multiplier of 1.4 is
considered reasonable to reflect a standard cost, with variations to be negotiated based on the
relative complexity of the “other clinical tests or procedures itemised under the MBS” services
required by the trial.
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Reference number 1.6.1

Item Specialist medical consultations

Sub-list Clinical tests and procedures items

Category Specialist medical consultations

Definition Includes all specialist medical consultations (including GPs, dentists, etc.)
140% of the MBS fee per specialist medical (including GP) service

Standard Cost 100% of ADA fee perr)specfahst dental serviée £ e

Related items

None.

Learnings from site visits
Specialist medical consultations featured in clinical trials in one of three ways:

e aclinical trial participant attends a consultation considered part of standard of care;

e a clinical trial participant attends a consultation considered for the most part as standard of
care but additional time is required due to clinical trial requirements; or

e a clinical trial participant attends a consultation only for the purpose of meeting clinical trial
requirements.

In the case of the third option, when an additional consultation is scheduled that is not part of
standard of care the trial budget usually includes the full cost of the medical consultation. In the
case where additional activities and time is added to a consultation that is part of standard of care
the proportional cost (or usually time) is identified and included in the trial budget.

Derived process map for “specialist medical consultations”

Not applicable.

Considerations for detiving the cost of “specialist medical consultations”

The investigation into a basis for setting the standard cost of specialist medical services identified
a number of options. The MBS, the Australian Medical Association (AMA) Fee Schedule, and
the Department of Veterans’ Affairs (DVA) Fee Schedule all represent approaches that are
consistent with common billing practices. Table A.12 provides a comparison of some relevant
items from the three Schedules. It is noted that the AMA is consistently highest (representing a
premium of 75% to 86% of MBS), with the DVA fee in the middle of the range.

Table A.12: Comparison of Fee Schedules (amounts rounded)

Item \ MBS AMA DVA
Item 36 GP Attendance Level C (20-39 minutes) $70 $126 $81
Item 104 Specialist Consultation Initial $86 $150 $116
Item 105 Specialist Consultation Follow up $43 $80 $58

For simplicity MBS is best used as the reference point as I'T systems will generally be set up with
the MBS listing. Through the site visits, examples of sites using the MBS fee with an add-on
percentage to recognise that additional administrative time is required to manage the trial billings
as a reference for setting the trial budget were found. There were also examples of sites using the
AMA fee with an add-on percentage. In short, trial budget setting practices varied significantly.
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Although only one site was identified as undertaking any clinical trials relating to dentistry, it is
important to note that generally, the MBS does not cover any dental clinical tests or procedures.
In circumstances where dental services are provided to clinical trial participants, then either the
DVA Dental Fee Schedule or Australia Dental Association (ADA) Fee Schedule are referenced.

Table of standard costs for “specialist medical consultations”

MBS is a system for determining benefits payable to patients, it has regard to costs but it is not
based on costs. There are other Fee Schedules for medical specialist services, notably the AMA
and DVA Schedules. To retain consistency with the other items in the clinical test and
procedures sub-list, MBS is also used as the basis for classifying and setting the standard costs for
specialist medical services (except dental services). Use of the MBS fee as a reference point is
appropriate, as bottom up costing could not be attempted, and most sites negotiate trial budgets
based on an MBS multiplier. Table A.13 indicates that insufficient data on the multipliers applied
in the visited sites (not all sites used MBS) was able to be obtained.

Table A.13: MBS multipliers for specialist medical services

Resource Unit (MBS multiplier) Multiplier to
- 25t - 75t ' Unit cost derive
n petcentile edian petcentile standard cost
Spcclahst‘ medical MBS fee with adjustment N/A N/A N/A N/A N/A N/A 1.4
consultations factor
Spcclahst‘ dental ADA fee, unadjusted N/A N/A N/A N/A N/A N/A 1.0
consultations

Consistent with the other clinical services items, the site visits clearly show that there are often
trial specific activities (e.g. extra reporting, extra information to be provided to trial participants)
associated with specialist medical consultations that would justify an MBS multiplier greater than
one. It is difficult to justify a multiplier of around 1.8 which is typical of the relevant items in the
AMA Fee Schedule (it is argued that at this level, there is a return on investment component
included, i.e. not just reasonable costs). Therefore, as with the other clinical service items, an
MBS multiplier of 1.4 is considered reasonable to reflect a standard cost, with variations to be
negotiated based on the relative complexity of the medical specialist services required by the trial.

The same approach cannot be used for dental services as there are no MBS items for most
services. In the circumstances, the use of the ADA Fee Schedule is considered appropriate. The
ADA Fee Schedule is considered similar to the AMA Fee Schedule, in that it allows for a return
on investment component in setting the fee (i.e. it is not a measure of costs). The investigations
conducted for the purposes of the study did not produce any basis for adjusting the fees in the
ADA Schedule, so it is considered that the best approach is to use the Schedule without a
multiplier (i.e. the return on investment component of the ADA fee is considered roughly equal
to the additional cost of providing dental service to clinical trial participants). Variations to the
ADA fee can then be negotiated based on the relative complexity of the dental services required
by the trial.
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Reference number 1.71

Item Nursing/Allied Health Consultations

Sub-list Clinical tests and procedures items

Category Nursing/Allied Health Consultations

Definition Includes all nursing and allied health services

Standard Cost 100% of the published IHPA price for public hospital outpatient services
Related items

None.

Learnings from site visits

Nursing consultations feature in the vast majority of clinical trials and allied health consultations
feature to a lesser degree. Either the participant is seen for trial activities as part of a standard of
care visit or as a separate clinical trial specific visit. In the latter case, the trial budgets typically
include the cost of a full nursing/allied health consultation setvice. In the case of a shared visit,
and where the time on trial activities is matetial, a proportion of the cost of the nursing/allied
health service is often included in the trial budget.

The issue of setting the costs for consultation services provided by a pharmacist was raised by a
tew of the sites visited. For the purposes of this list, it is considered that a pharmacist is an allied
health professional, and that the same process for deriving a standard cost should apply. Note
that it is consultation services provided by a pharmacist that are addressed here, not the drug
dispensing related services that are covered under sub-list 2 “Clinical — Trial Support Services”.

Detived process map for “nursing/allied health consultations”

Not applicable.

Counsiderations for detiving the cost of “nursing/allied health consultations”

The investigation into a basis for setting the standard cost of nursing and allied health services
identified a number of options. The MBS, and the Australian Medical Association (AMA) Fee
Schedule represent approaches that are consistent with common billing practices. Table A.14
provides a comparison of some relevant items for fees associated with nursing consultations.
Both these items relate to assessment services, and their MBS fees are very similar. The AMA
fees are in a range, with the maximum representing a premium of about 30% over the MBS fee.

Table A.14: Comparison of Fee Schedules, Nurse Consultations (amounts rounded)

Item MBS AMA
Item 10986-Practice Nurse Consultation $58 $34-376
Item 82215-Nurse Practitioner Consultation $59 $34-8$76

Allied health consultation fee schedules are generally state based rates, particularly for
occupational therapy and physiotherapy. For comparison purposes only NSW, Vic and WA are
included along with national rates taken from the Comcare website in Table A.15. There is wide
variation in these fees and for practical purposes, it is difficult to set a reference point. There are
also some items in the MBS that can be claimed by allied health professionals (e.g. the provision
of psychological therapy services by a psychologist or clinical psychologist, or the provision of
services by a physiotherapist to a person with a chronic condition who has complex care needs).

Table A.15: Allied health fee schedules
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Allied health

Type of consultation NSW ‘ Vic WA National

professional
Initial consult (1-15 mins) n.a n.a n.a $61.00
Initial consult (16-30 mins) n.a n.a n.a $119.00
Psychology -
Subsequent consult (1-15 mins) n.a n.a n.a $61.00
Subsequent Consult (16-30 mins) na n.a na $119.00
Occupational Initial consultation < 1 hour n.a $53.23 $127.55 n.a
therapy Standard consultation < 30 minutes na $42.84 $51.60 n.a
Physiotherapy Initial consult $83.70 $92.26 $75.40 n.a
Standard consult $70.90 $48.45 $60.55

Source: http:

Another possible source of data is the national efficient price determined by the Independent
Hospital Pricing Authority (IHPA) for the purposed of activity based funding in public hospitals.
These prices are determined based on the average costs derived National Hospital Costs Data
Collection, which covers a very large proportion of public hospital services provided in Australia.
Table A.16 sets out the prices published by IHPA for 2013/14 for allied health and nursing
clinics.

Table A.16: Nursing and allied health outpatient clinic costs, as published by IHPA for 2013/14

Item Price weight Price (based on NEP of $4,993)

Nursing

Pre-admission and pre-anaesthesia (indicator for nursing) 0.0595 $297

Pharmacy

Clinical Pharmacy 0.0762 $380

Allied Health

Audiology 0.0800 $399
Neuropsychology 0.1071 $535
Nutrition/Dietetics 0.0261 $130
Occupational Therapy 0.0379 $189
Optometry 0.0212 $106
Orthoptics 0.0267 $133
Physiotherapy 0.0376 $188
Podiatry 0.0713 $356
Psychology 0.0577 $288
Social Work 0.0506 $253
Speech Pathology 0.0434 $217

Table of standard costs for “nursing/allied health consultations”

There are wide variations in cost/prices of nursing/allied health services detived from the
potential sources investigated. While it may be appropriate to use MBS as the basis for the
classification of the services, as MBS has been used for all the other clinical services, there is
insufficient information in the MBS to cover all nursing and allied health services. On that basis
use of the prices published by IHPA is the preferred option. Table A.17 indicates the preferred
approach (it is not based on data on the cost in the visited sites), as such data were not
obtainable.

Table A.17: Approach to determining standard cost for nursing/allied health services

Resource Unit Multiplier to

Mi 25th Medi 75th Unit cost derive
n q cdian .
percentile percentile standard cost

Nursing/allied health IHPA price with no

consultations adjustment

N/A N/A N/A N/A N/A N/A 1.0
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In the circumstances, the use of the IHPA prices, which are based on average cost, is considered
most appropriate. There is variation in these costs relative to the other possible indicators of cost
examined, but the NHCDC is considered the most robust source, and the accuracy of the costs
will improve as IHPA carries out further, more detailed, costing studies (a study is in progress).
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Reference number 2.1.1

Item Department Protocol Review
Sub-list Clinical Trial Support Services
Category Department Protocol Review

Includes the Heads (or nominees) within the clinical trial host unit (e.g. oncology unit,
respiratory unit, etc.) in addition to the supporting departments (e.g. pharmacy, pathology,
radiology, radiation therapy, other clinical specialties, clinical trials office/governance

Definition office, etc.) reviewing the clinical trial protocol. The process may involve individuals or a
panel drawn from the above mentioned departments to review the protocol for scientific
merit and local feasibility.

Standard Cost $171 per protocol review

Related items

Table B.1 presents other items which are related to item 2.1.1 “Departmental Protocol Review”.

Table B.1: Items related to Departmental Protocol Review

Reference Number ‘ Comment
Site selection including site 3.1.2 Departmental protocol review is often considered one
feasibility assessment process aspect of the site selection including site feasibility

assessment process. However to create mutual
exclusivity between 3.1.2 and 2.1.1, item 2.1.1 does not
include any activities covered under 3.1.2.

Learnings from site visits

According to informants at the site visits, the costs associated with the departmental protocol
review are not included in any budget negotiated by the trial site with the trial sponsor (or
nominee), as the activities occur before site selection. The time spent reviewing a protocol
depends on a range of factors such as the length of the protocol (i.e. a protocol may vary from a
few page summary to a full 100 pages), the complexity of the trial and the relationship between
the sponsor (or nominee) and the clinical trial host department. In cases where the host
department and the sponsor have a long-standing relationship, the time required to review the
protocol is minimal. In addition to a potential lead investigator on-site being directly approached
by a clinical trial sponsot, some clinical trials units hold monthly meetings to discuss/assess
clinical trial interest; others consult more broadly (i.e. with supporting departments to make sure
there is capacity and interest), whereas others involve the potential on-site lead investigator
and/or clinical trials manager only reviewing a synopsis of a clinical trial protocol. There was no
consistency between or within sites.

Derived process map for “Departmental Protocol Review”

Figure B.1 presents the typical process involved in reviewing a trial protocol.
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Figure B.1: Process map of the activities involved under “Departmental Protocol Review”

Principal Investigator (PI) and/or Clinical Trials Coordinator/Manager
(CTC/M) are contacted by a potential clinical trial sponsor (either by
phone or email) about a potential clinical trial.

Principal Investigator (PI) and/or Clinical Trials Coordinator/Manager
(CTC/M) inform potential clinical trial sponsor that there may be interest
to participate

Principal Investigator (PI) signs a confidentiality agreement

Principal Investigator (PI) and/or Clinical Trials Coordinator/Manager
(CTC/M) review full protocol or protocol synopsis and decide whether
there is any interest to participate

Pharmacy Department discuss clinical trial at

departmental meeting

Imaging Department discuss clinical trial at

departmental meeting

Pathology Department discuss clinical trial at
departmental meeting

Discuss potential clinical
trial(s) at a Departmental
meeting (usually held
monthly)

- “typical” steps in pathway
- “optional” steps in pathway
- “alternate” options in pathway

Principal Investigator (PI) and/or Clinical Trials Coordinator/Manager
(CTC/M) inform Sponsor that there is interest from the site to proceed to
the site selection process (refer to item 3.1.2)

Considerations for detiving the cost

In order to derive a reasonable cost associated with protocol review, time (in hours) was chosen
as the most suitable basis due to the activities involved various personnel reviewing a protocol.
As the process varied in terms of who was involved in the initial protocol review, costing for this
activity was based on the typical process which involved the potential principal investigator and
the clinical trials coordinator/manager (who was a registered nurse in 75% of cases and a medical
scientist in 25% of site visits). The referenced unit cost is the hourly rate determined in item
2.6.2 for the Principal Investigator and a combination of the houtrly rate determined for items
2.6.3 Research Nurse (75% allocation) and 2.6.4 Clinical Research Coordinator (25% allocation).
Only industry or collaborative sponsored trials undertake protocol review. For investigator
initiated trials (i.e. those funded under NHMRC grants etc.), the costs associated with protocol
development and review are included in item 3.1.1.

It was not possible to cost the involvement of other departments reviewing the protocol as there
was too much variability, in that supporting departments were not always involved in protocol
review and who within the department would review the protocol also varied.

Table of standard costs for “Departmental Protocol Review”

Table B.2 presents the resource units, in hours, required for each activity by specific personnel.
Only the typical steps in the process map (i.e. those in blue) are costed.

Table B.2: Typical personnel, resources and unit cost involved in Departmental Protocol Review

Resource unit (hours) ‘ Unit cost Standard
Item Basis X 25th X 75th (per labour cost
Min ‘ percentile Median percentile Max hour) (median)
Departmental IPrincipal Investigator 0.3 0.5 0.5 1.0 42.0 $215.00 $107.50

protocol review  Clinical Trials Coordinator/Manager 03 1.0 1.0 2.0 48.0 $63.75 $63.75
Other departmental input

n/a
$171.00

n/a

The “max” was driven by two sites, one was a paediatric clinical trial unit that stated that
thorough investigation of all protocols (e.g. they investigate patient population, possible eligible
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patient numbers, reviewing logistic of specimen collection and storage etc.) is undertaken prior to
moving to the site feasibility and selection phase (covered under item 3.1.2) and the other was a
metropolitan hospital reviewing a Phase 1 trial protocol.

The most typical process identified at the sites was an exchange of confidentiality agreements and
a review of the synopsis or summary of the protocol by the potential lead investigator on-site,
and the potential study coordinator on-site. This time has been costed at the observed median,
and on that basis the standard cost is set at $171.
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Reference number

221

Item Departmental Establishment/Set up Fees
Sub-list Clinical Trial Support Services
Category Departmental Establishment/Set up Fees
The Departmental Establishment/Set up Fees includes the fees associated with each
Department involved in clinical trial set up activities which may include, but not
Definition restricted to preparing trial specific request forms, coordination with investigators
and/or meeting with sponsors, instructions and identification of locations for storage
of samples, development of supporting documentation and/or I'T/data management.
$2,000 for clinical trial unit per clinical trial
Standard Cost $990 for pharmacy department per cli'ni.cal tri.al
$425 for pathology department per clinical trial
$550 for radiology department per clinical trial
Related items
Table B.3 presents other items which are related to item 2.2.1 “Departmental Establishment/Set
up Fees”.
Table B.3: Items related to Departmental Establishment/Set up Fees
Item Reference Number Comment
Departmental Ongoing 2.3.1 If ongoing administrative tasks (i.e. post the set up phase of a
Administration Fee clinical trial) are included in the Departmental
Establishment/Set up Fees (i.e. item 2.2.1), then activities
described under item 2.3.1 would also be captured in item 2.2.1.
Hence only one fee should be charged in the first 12 months.
Site selection including site 3.1.2 Activities associated with site selection should be captured
feasibility assessment under item 3.1.2 and not 2.2.1.
process
Preparation and 3.1.3 Activities associated with preparing and submitting the ethics
submission of applications application and/or governance application should be captured
to HREC and institutions under item 3.1.3 (for personnel time) and 3.1.5 (for associated
ethics and/or governance fees) and not 2.2.1.
Radiation safety and/ot 3.14 Activities associated with prepating the radiation safety and/or
biosafety reports biosafety reports should be captured under item 3.1.4 and not
2.2.1.
Investigator meetings 3.1.8 Any activities/costs associated with personnel attending the
investigator meeting should be captured under item 3.1.8 and
not 2.2.1.
Staff training 3.1.9 Any staff training activities associated with the start up of a
clinical trial (e.g. GCP, eCREF, etc.) or other protocol
requirements should be captured under item 3.1.9 and not 2.2.1.
Start-up meeting 321 Attendance of any study personnel at site initiation meeting
should be excluded from item 2.2.1 and should be captured
under 3.2.1.

Learnings from site visits

Most clinical trial host departments charge an establishment/set up fee that covers various
activities. In addition most supporting departments (i.e. pathology, pharmacy, imaging etc.) also
charge a departmental establishment/set up fee. The fee charged is usually varied depending
whether the site is a lead or non-lead site and how many different activities are attempted to be
captured under the “Departmental Establishment/Set up Fee” (e.g. preparation of ethics
applications were sometimes included under the Departmental Establishment/Set up Fees and
other times a separate fee for the ethics application was included).
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As we identified that the activities included under the establishment/set up fee varies from
departments within the same hospital to departments across hospitals Table B.4 attempts to
capture the activities that we believe should be included under the establishment/set up fee by
each type of department to prevent any duplication.

Table B.4: Activities included under Departmental Establishment/Set up Fees

Department Activity

Clinical trial e Review and familiarisation of protocol and the investigator brochure by all study personnel;

unit e Preparation of documents/proformas required for the study;

e Liaison with investigator(s), clinical trial/study coordinator(s) and/or clinical trial research
associates;

e Liaison with supporting departments (e.g. radiology, pathology, pharmacy etc.);

e Development of information leaflets for participants or health professionals about the study;

e Provision of education to medical, nursing, allied health personnel outside the clinical trial unit
as a means of promoting the study; and
e Receipt, acknowledgement, storage of clinical trials materials prior to commencement of trial.

Pathology e Review and familiarisation of protocol and the investigator brochure by all study personnel;

department e Review and/or development of any pathology - clinical trial specific manuals (including any
logistic planning);

e Prepatation of clinical trial specific tequest and/ot reporting forms;

e Identifying and soutcing (i.e. hire and/or purchase) additional equipment (if required); and

e Identification of appropriate storage areas (if required).

Pharmacy e Review and familiarisation of protocol and the investigator brochure by all study personnel;

department ¢ Review and/or development of any pharmacy - clinical trial specific

protocols/manuals/procedures (e.g. randomisation guidelines, dispensing guidelines,

inventory log, IVRS and eCRF accounts, logistic planning etc.);

e Preparation of clinical trial specific tequest and/or reporting forms (e.g. presctiption forms,
drug accountability, manufacture of special dose forms, etc.);

e Preparation of other clinical trial specific forms (e.g. subject/carer education cards, study
information sheets, etc.);

e Identifying and sourcing (i.e. hire and/or purchase) additional equipment and/or medicines;

e Identification of appropriate storage areas (if required).

Radiology e Review and familiarisation of protocol and the investigator brochure by all study personnel;

department e Review and/ot development of any radiology - clinical trial specific manuals (including any
logistic planning);

e Preparation of clinical trial specific request and/or reporting forms;

e Identifying and soutcing (i.e. hire and/or purchase) additional equipment; and

e Identification of appropriate storage areas (if required).

Detived process map for “Departmental Establishment/Set up fees”

Not applicable.

Considerations for deriving the cost

As this item was a fees item, the relevant consideration was the range of fees charged by the
visited sites rather than the cost associated with activities captured under item 2.2.1. In fact, it
was not possible to cost the activities that might underlie each component of the fee to assess if
the set fees were reasonable, as there was considerable variability as to what sites included in the
department establishment/set up fees and whether they charged a department establishment/set
up fee or not. However the basis for the units/departments setting the fee seemed to, in most
cases, have little reference to cost. Some pharmacy departments have attempted to cost the set-
up fee they were charging but there was so much variability in terms of the requirements based
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on phase of trial and complexity of the clinical trial that the published fees did not necessarily
match the charged fees for specific trials.

Table of standard costs for “Departmental Establishment/Set up fees”

Table B.5 presents the fee range charged by various visited clinical trials sites around Australia.
In determining the standard cost it was considered that the fee practices observed at the sites
visited often covered the costs for items that are dealt with elsewhere on the NHMRC list (for
which a separate standard cost has been determined). Also, determination of the standard cost
needed to take account of the fact that a number of exclusions from what is covered by the
Departmental Establishment/Set up fee (as described in Table B.3) have been suggested to
improve the homogeneity, and narrow the scope of the work, covered by this item on the
NHMRC list. For these reasons, the standard cost, which is actually a reasonable establishment
fee for each of the Departments participating in the clinical trial, is determined based on the 25"
percentile of the observed range.

Table B.5: Typical fees associated with Departmental Establishment/Set up fees

Resource unit (fee)

Standard
Unit cost cost (25%

25th . 75th .
. Median . Max percentile)
percentile percentile

Clinical trial unit Typical fees $500 $2,000 $3,000 $5,000 $40,000 n/a $2,000
Pharmacy department Typical fees $500 $990 $1,150 $1,400 $2,000 n/a $990
[Pathology department Typical fees $200 $425 $550 $650 $800 n/a $425
[Radiology department Typical fees $500 $550 $600 $900 $1,200 n/a $550

The large variation seen in the establishment/start up is due to the inclusion of some phase 1
trials. If a Departmental establishment fee is used, it should be negotiated between the trial site
and trial sponsor with reference to the reasonable costs, and the number of cost based items that
are to be included in the trial budget.
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Reference number 2.3.1

Item Departmental Ongoing Administration Fees
Sub-list Clinical Trial Support Services

Category Departmental Ongoing Administration Fees

This is a fixed fee that covers all activities associated with the ongoing administration

of a clinical trial including:

Definition e organising and making available materials for monitors visits (i.e. includes printing
and photocopying, etc.); and

e management of clinical trial resources including human and infrastructure.

$1,005 for clinical trial unit per annum (from year two of the clinical trial)

Standard Cost $500 for pharmacy department per annum (from year two of the clinical trial)

$398 for pathology department per annum (from year two of the clinical trial)

$200 for radiology department per annum (from year two of the clinical trial)

Related items

Table B.6 presents other items which are related to item 2.3.1 “Departmental Ongoing
Administration Fees”.

Table B.6: Items related to Departmental Ongoing Administration Fees

Item Reference Number Comment

Coordinating principal 2.6.1 Time required by the coordinating principal investigator for

investigator surcharge attendance at meetings with the monitors should be captured
under 2.3.1 and not 2.6.1.

Investigator allocation 2.6.2 Time required by any investigator for attendance at meetings
with the monitors should be captured under 2.3.1 and not 2.6.2.

Research nurse allocation 2.6.3 Time required by the research nurse to manage ongoing clinical

trial documentation; organise and making available materials for
monitors visits and attend meetings with the monitors should
be captured under 2.3.1 and not 2.6.3.

Clinical research 2.6.4 Time required by the clinical research coordinator to manage
coordinator (non- ongoing clinical trial documentation; organise and making
research nurse) allocation available materials for monitors visits and attend meetings with
the monitors should be captured under 2.3.1 and not 2.6.4.
Ongoing administration, 3.2.6 Activities associated with submission and review of setious
monitoring and reporting adverse event; and/or ongoing maintenance of training and
qualifications should be captured under 3.2.6 and not 2.3.1.
Amendment preparation 329 Activities associated with amendment preparation and
and submission submission should be captured under 3.2.9 and not 2.3.1.
Amendment review 3.2.10 Any fee associated with amendment review should be captured

under 3.2.10 and not 2.3.1.

Learnings from site visits

Not all departments at the sites consulted, although some did, included a “Departmental
Ongoing Administration Fee” in their clinical trial budgets. Some sites captured the expected
time to be spent on administrative tasks as part of their per patient time allocation by the
specified personnel. Other sites stated they just had an establishment fee which attempted to
capture their ongoing administration costs. Those sites with ongoing administration fees
sometimes charged them in the first year but most often they started in the second year of the
trial as they felt their establishment/set up fee captured the first year administration costs. For
those sites that had an ongoing annual administration fee, they also typically added a yearly
increase which varied from 3% to 10%.
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Detived process map for “Departmental Ongoing Administration Fees”

Not applicable.

Considerations for detiving the cost

Again, as this item was a fees item, the relevant consideration was the range of fees charged by
the visited sites rather than the cost associated with activities captured under item 2.3.1. It was
not possible to cost each component of the fee to assess if the set fees were reasonable or not.
In fact, there was considerable variability as to what sites included in the departmental ongoing
administration fees, and whether they charged a departmental ongoing administration fee or not.
However the basis for the units/depattments setting the ongoing administration fee seemed to,
in most cases, have little reference to cost.

Table of standard costs for “Departmental Ongoing Administration Fees”

Table B.7 presents the fee range charged by various visited clinical trials sites around Australia.
In determining the standard cost it was considered that the fee practices observed at the sites
visited often covered the costs for items that are dealt with elsewhere on the NHMRC list (for
which a separate standard cost has been determined). Also, determination of the standard cost
needed to take account of the fact that a number of exclusions from what is covered by the
Departmental ongoing administration fee (as described in Table B.6) have been suggested to
improve the homogeneity, and narrow the scope of the work, covered by this item on the
NHMRC list. For these reasons, the standard cost, which is actually a reasonable ongoing
administration fee for each of the Departments participating in the clinical trial, is determined
based on the 25" percentile of the observed range.

Table B.7: Typical fees associated with Departmental Ongoing Administration Fees

Resource unit (fee per annum) Standard
Basis Unit cost cost (25"
258 . T q
q Median q > percentile)
percentile percentile
Clinical trial unit fee Typical fee $385 $1,005 $1,500 $2,000 $3,000 n/a $1,005
Pharmacy department fee | Typical fee $195 $500 $630 $1,025 $2,200 n/a $500
Pathology department fee Typical fee $295 $398 $500 $850 $1,200 n/a $398
Radiology department fee | Typical fee $200 $200 $200 $225 $250 n/a $200

If a Departmental ongoing administration fee is used, it should be negotiated between the trial
site and trial sponsor with reference to the reasonable costs. It should also not duplicate the cost
for other items that that have been determined on an activity basis.

Inc]cpenc]ent Hospital Fﬁcing, Authon’tg Fagc B.s
Dcvclopmcnt of a table of standard costs for conclucting C]inical Tn'als in Austra]ia
]:inal chort ~ APPcndix B —-Tal)lc of Standard Costs for Clinical Tria]s SuPPort Services




HcalthConsult

Reference number 2.4.1

Item Staff training (drug specific)

Sub-list Clinical trial support services
Category Pharmacy/Investigational Drug-related

Includes training undertaken by pharmacy staff on the protocol (including site specific
dispensing guidelines), use of Interactive Voice Response System (IVRS)/Interactive
Definition Web Response System (IWRS) randomisation systems, as well as educating other
pharmacists (i.e. those on wards etc.) as well as doctors, nurses etc. on the drug-specific
aspects of the clinical trial protocol (e.g. in drug handling etc.).

Standard Cost $224 per clinical trial

Related items

No related items, however this item should not get confused with 3.1.9 which is for general staff
training which is not specific to the pharmacy department.

Learnings from site visits

According to the representatives consulted during the site visits, currently the cost associated
with drug specific training is either absorbed by the pharmacy department or captured in the
ongoing administrative fee or start-up fee which some pharmacy departments charge. The
amount of time spent on drug specific training varied depending on the complexity of the drug
(e.g. cytotoxic drugs vs. drugs of dependence, etc.) being manufactured and/or dispensed.
Anywhere between two to four pharmacists may undertake drug specific training per trial. There
may also be instances where the trials pharmacist has to train nurses, doctors or other
pharmacists on the specific trial drug. Again this is dependent on the type and complexity of the
drug being dispensed.

Derived process map for “staff training (drug specific)”

Figure B.2 presents the typical process involved in drug specific training. The blue boxes
represent the typical process. The red boxes represent the optional processes in the typical
pathway that are dependent on the actual clinical trial (e.g. complexity of drugs being prepared
and dispensed).

Figure B.2: Process map of activities included under staff training (drug specific)”

Pharmacy personnel complete drug B “cypical” steps in pachway
specific training: train on protocol and Bl optional” steps in pathway
specific dispensing guidelines
Training on drug manufacturing if
required

Nominated pharmacy personnel develop
training manual from the protocol to
support the clinical trial

Ongoing dispensing training as required

Educate other pharmacists, doctors and

nurses as required

Considerations for detiving the cost

The reasonable cost was based on two pharmacists (one grade 2 and one grade 3) undertaking the
pharmacy specific training for each trial. As not all trials involve training for manufacturing, no
cost has been allocated, although the variables collected are presented in Table B.8.
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The fully absorbed houtly rate for the grade 2 and 3 pharmacist was calculated using an average
of the NSW and Victorian pharmacist awards. We calculated a fully absorbed houtly rate (based
on five days per week, 7.5 hours per day) for a grade 2 pharmacist to be $61 (Vic) to $75 (NSW)
and $74 (Vic) to $87 (NSW) per hour for a grade 3 pharmacist. The average for a grade 2
pharmacist used was $68 and for a grade 3 pharmacist ($81).

Table of standard costs for “staff training (drug specific)”

Table B.8 presents the resource units, in hours, required for staff training drug specific resulting
in a standard cost of $224 per clinical trial.

Table B.8: Typical personnel, resources and unit cost involved staff training (drug specific)

Resource unit (hours) Standard

. 25th . 75t Unit cost cost (25
Min percentile Median percentile percentile)
Staff training Pharmacist - Grade 2 0.5 1.5 2.25 3 11 $68 $102
(drug Pharmacist - Grade 3 0.5 1.5 2.25 3 11 $81 $122

specific)

Activities Personnel Involved

Manufacturing Pharmacist 0.5 0.5 1 1 1 n/a n/a

The typical cost is chosen at the 25" percentile for staff training (drug specific), as it was
considered that there was an observational bias in the responses to the question (i.e. the times
provided tended to relate to the more complicated instances of training).
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Reference number 2.4.2

Item On call and call in/call back fees
Sub-list Clinical trial support services
Category Pharmacy/investigational drug related

Includes fees associated with being on call, call in or call backs of pharmacy staff to

Definition deal with events specifically associated with the clinical trial.
Standard Cost $400 per call in/call back
Related items

No related items were identified

Learnings from site visits

On call and call in/back events were not found to be common to clinical trials involving drugs.
However if they are incurred they are usually charged per occasion at the on-call fee for the
specified pharmacist. The professional discipline of the pharmacist on call is usually a grade two
or three pharmacist (or equivalent). We found that on-call fees range from $200 to $640 charged
on a per-event basis. Some sites also charge an on-call telephone recall fee which is usually in the
range of $100-$170 per call. We also found that some sites will include a minimum number of
hours in the call out fee (e.g. minimum of three hours) independent of the hours actually worked.

Most sites advised that this item should include more than just pharmacy staff as other clinical
trial staff (e.g. trial coordinators, principal investigators etc.) often work outside of “normal”
working hours (e.g. weekends etc.) recruiting patients etc. However as this item is specific to
pharmacy, and it is outside the scope of this project to modify the items, such activities would
need to be captured under items 2.6.2 (principal investigator allocation), 2.6.3 (research nurse
allocation) and/or 2.6.4 (clinical research coordinator allocation).

Detived process map for “on call and call in/call back fees”

Not applicable.

Considerations for detiving the cost

Again, as this item was a fees item, Table B.9 represents the fees charged by the sites rather than
the cost associated with activities captured under item 2.4.2. It was not possible to cost each
component of the fee to assess if the set fees were reasonable or not as it is variable depending
on the type of clinical trial and minimum hours to be paid based on State based awards. There
were only two sites visited that had a specified “on-call telephone recall” charge. This fee was
lower than there call in/call back fee as it did not require the on call pharmacist to attend the
clinical trial site. We have not factored in the “on-call telephone recall” fee within the “on call
and call in/call back fees” due to very few sites providing this information, however we have kept
this information in Table B.9 for information. It is important to note that this fee is seen as a
loading on the hours actually worked by the pharmacist, although it usually covers up to the first
three hours before the usual houtly rate is applied.

Table of standard costs for “on call and call in/call back fees”

Table B.9 presents the typical minimum on call and call in/call back fee for pharmacy personnel.
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Table B.9: Typical fee charged for on call and call in/call back fees

Fee (per call in/call back)

Standard cost

Activities 25th . . 75th . Unit cost (median)
percentile percentile

On call and callin/call |.p o) fee $200 $360 $400 $450 $640 n/a $400

back fees

On-call telephone recall | Typical fee $100 $118 $135 $153 $170 n/a n/a

These fees typically include the first three hours of labour following call in/call back, with any
additional hours being charged at an houtly rate.
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Reference number 2.4.3

Item Drug stocking

Sub-list Clinical trial support services
Category Pharmacy/Investigational Drug-related

Includes the receiving of pharmacy stock for the clinical trial, completing an inventory
check (online or manual), downloading temperature log (if applicable), sending any
required data (e.g. checked inventory list) about the receipt of stock to trial sponsor and
Definition transferring the stock to the required storage location (e.g. shelf, fridge, freezer etc.). The
drug stocking activity also includes stock management which includes expiry management
activities (e.g. recording and storing used/returned drugs; data entry associated with
returning any expired ot unused drugs, returning unused/used drugs to sponsor etc.)

Standard Cost $45 per stock shipment received

Related items

Table B.10 presents other items which are related but are consider mutually exclusive from item
2.4.3 “drug stocking”.

Table B.10: Items related to drug stocking

Item HE S Comment
Number
Drug preparation, labelling and 2.4.4 The labelling, in addition to preparation and re-labelling, of
re-labelling received clinical trials stock is included in item 2.4.4 as opposed
to 2.4.3 “drug stocking”
Drug storage and temperature 2.4.7 The process of storage and temperature monitoring is not
monitoring considered part of 2.4.3 “drug stocking” but should be
captured under 2.4.7.

Learnings from site visits

Most sites stated that the cost associated with drug stocking is either absorbed by the pharmacy
department (i.e. not charged to the sponsor or captured in the ongoing administrative fee or
establishment/start-up fee, which some pharmacy departments charge). The cost associated with
drug stocking is influenced by the amount of stock (i.e. a large stock delivery will take much more
time to unpack and process compared to a smaller delivery). Drug stocking may be automated or
require a pharmacy technician to do the inventory by hand. Some sites commented that although
web-capture and automated processes have advantages in terms of ‘real time’ and interactive data
management they are not always time-efficient. Most sites commented that drug stocking is
undertaken by a pharmacy technician with some over sight from a grade 2 or 3 level pharmacist.

Detived process map for “drug stocking”

Figure B.3 presents the typical process involved in the drug stocking process. The blue boxes
represent the typical process.
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Figure B.3: Process map of activities included under “drug stocking”
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Considerations for deriving the cost

As stated, the amount of time required to undertake the drug stocking (including expiry date
management) is variable with the amount of stock received. Typically, sites reported that drugs
would most often arrive in smaller rather than larger quantities. Accordingly, the most suitable
basis for setting the standard costs was thought to be the hours spent by a pharmacy technician,
with oversight from a grade 2/3 pharmacist. The costs associated with storage (shelf-space) in
the pharmacy were considered to immaterial due to the fact that just-in-time inventory
approaches are increasingly being used, therefore there is no need to stock large quantities.

The fully absorbed houtly rate for the grade 2 and 3 pharmacist was calculated using an average
of the NSW and Victorian pharmacist awards. We calculated a fully absorbed hourly rate (based
on five days per week, 7.5 hours per day) for a grade 2 pharmacist to be $61 (Vic) to $75 (NSW)
and $74 (Vic) to $87 (NSW) per hour for a grade 3 pharmacist. The average for a grade 2/3
pharmacist used was $74. The fully absorbed hourly rate for the pharmacy technician was based

on a grade 1 pharmacist (using an average between NSW and Victoria again) and was calculated
at $51/hour.

Table of standard costs for “drug stocking”

Table B.11 presents the resource units, in hours by pharmacy staff, required for each stock
shipment received. The fact that dugs are typically received in small quantities and that there is
increased use of just-in-time inventory approaches to drug stocking led to the minimum of the
observed range being assessed as the most suitable basis for setting the standard costs.

Table B.11: Typical personnel, resources and unit cost involved in drug stocking

Resource Unit (hours) Standard

Personnel Involved X 25th i 75th - Unit Cost cost
percentile ean | sercentile o (minimum)

Drug Pharmacy technician

stocking Pharmacist - Grade 2/3
Total

The extreme between the maximum and minimum indicated the degree variation reported by
sites for drug stocking activity involves. It is considered that part of the reason for the observed
variation the fact there are a number of closely related items for pharmacy activities associated
with clinical trials. In any review of the NH&MRC list of activities, the opportunity to
consolidate some of the pharmacy items should be considered.
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Reference number 244

Item Drug preparation, labelling and re-labelling
Sub-list Clinical trial support services
Category Pharmacy/Investigational Drug-related

Includes the manufacturing of the drugs (if applicable) or the preparation of the drugs (e.g.
aseptic, cytotoxic or placebo preparation) required for the clinical trial as well as the
associated general consumables (e.g. intravenous fluids, filters, etc.); the development and
maintenance of special dosage forms (including the activities associated with the
randomisation process if applicable), labelling and re-labelling (e.g. due to extension of the
expiry date of the drug) of all drugs involved in the clinical trial.

Definition

$37 per drug preparation

Siteradiid (o $85 per 25 containers either labelled or relabelled

Related items

Table B.12 presents other items which are related to item 2.4.4 “drug preparation, labelling and
re-labelling”.

Table B.12: Items related to “drug preparation, labelling and re-labelling”

Reference Number Comment
Drug dispensing 2.4.5 Drug preparation and labelling is often a part of drug dispensing (i.e.
and accountability medicines are prepared and giving out as one process). For the purposes

of mutual exclusivity between items 2.4.4 and 2.4.5, the activities
associated with “preparation” (which includes labelling) is included under
item 2.4.4 but the activity associated with “giving out” the drug
(including the associated pharmacy consult) is included under item 2.4.5.

Learnings from site visits

Drug preparation, labelling and re-labelling comprises a number of steps depending on whether
there are requirements to make a placebo; whether patients are being randomised; whether drugs
are being manufactured on-site (e.g. cytotoxic drugs manufactured on-site require closed system
facilities), as well as the type of drug being manufactured (i.e. tablets; injections; cytotoxic drugs).
Manufacturing drugs on-site adds substantially to pharmacy labour costs. A number of sites
reported avoiding drug manufacture for clinical trials, as they felt the cost of this service is not
adequately covered. Some sites charge a preparation fee for manufacturing (e.g. $100 for an
industry sponsored trial and $80 for an investigator initiated trial).

Re-labelling tends to be invoiced as it occurs with charges typically around $100 per hour, or a
charge base on the number of items that are required to be re-labelled (e.g. $54 for every ten
labels). Not all sites charge for re-labelling, where not charged the cost was reported as being
absorbed into ongoing administrative fees. Re-labelling can occur several times during the one
clinical trial.

Derived process map for “drug preparation, labelling and re-labelling”

Figure B.4 presents the typical process involved in drug preparation, labelling and re-labelling
process. The blue boxes represent the typical process. The red boxes represent the optional
processes in the typical pathway that are dependent on the actual clinical trial (e.g. if double blind
RCT, then a randomisation process would need to be followed). The green boxes represent the
optional processes in the typical pathway that are dependent on the actual clinical trial (e.g. cancer
drug trial would involve preparation of cytotoxic drugs).
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Figure B.4: Process “drug preparation, labelling and re-labelling”
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Considerations for deriving the cost for “drug preparation, labelling and re-labelling”

Wide variation was identified in the “drug preparation, labelling and re-labelling” activities
depending on the type of drug trial and number of drugs involved in the trial. Also, most sites
found it difficult to separate the time spent on preparation and dispensing activities. Typically,
we were advised that two pharmacists were required for preparation and dispensing activities. To
disaggregate the reported cost, the standard cost is set on the basis that only one pharmacist is
involved in preparation activities.

Again, the fully absorbed hourly rate for the grade 2 and 3 pharmacist was calculated using an
average of the NSW and Victorian pharmacist awards. The fully absorbed hourly rate (based on
five days per week, 7.5 hours per day) for a grade 2 pharmacist was calculated as $61 (Vic) to $75
(NSW) and $74 (Vic) to $87 (NSW) per hour for a grade 3 pharmacist. The average for a grade
2/3 pharmacist was used, which was calculated at $74 per hour.

It is also important to note that labelling and re-labelling fees (which were often not
distinguished, i.e. same fee set) were often charged per event and included on average 25
containers. Given that a per container approach to charging labelling fees reflects prevailing
practice, this approach has been used to set the standard cost.

Table of standard costs for “drug preparation, labelling and re-labelling”™

Table B.13 presents the resource units, in hours, required for drug preparation, labelling and re-
labelling. Given the differences in prevailing practices, the standard costs for drug preparation is
set separately to that for labelling/re-labelling activities.

Table B.13: Typical resources and unit cost involved in drug preparation, labelling and re-labelling

Resource Unit (hours or fee) ‘

Standard
25th 75tk Unit Cost | cost (25t

Min § Median q Max percentile)
percentile percentile

Drug preparation Pharmacist - Grade 2/3 0.5 . 3 3 6 $§74 $37

Labelling/re-labelling fee | Typical fee per 25 containers $85 $85 $100 $119 $125 n/a $85

For drug preparation, the typical cost is based on the 25" percentile, as it was considered that
many of the observations made at the site visits were of the more complex instances of drug
preparation (i.e. respondents tended to answer in respect of the more complex drug trials).
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Reference number |[2.4.5

Item Drug dispensing and accountability
Sub-list Clinical trial support services
Category Pharmacy/Investigational Drug-related
Includes the conduct of dispensing (including the provision of counselling to clinical trial
Definition participants), review of clinical trial participants’ adherence to the trial protocol and recording

details of the clinical trial in the participant’s medical record (paper based or electronic).

Dispensing — simple $37.00 per participant per service

Dispensing — complex $92.50 per participant per service

Standard Cost
ancarc Tos Accountability - $12.75 per participant per service

Counselling - $14.80 per participant per service

Related items

Table B.14 presents other items which are related to item 2.4.5 “drug dispensing and
accountability”.

Table B.14: Items related to “drug dispensing and accountability”

Item Reference Number Comment

Departmental 2.1.1 The review and/or development of any pharmacy - clinical trial specific

Establishment/ protocols/manuals/procedures (e.g. randomisation guidelines,

Set up Fees dispensing guidelines etc.) should be captured under item 2.1.1.

Drug 2.4.4 It is recognised that drug preparation and labelling is often part of the

preparation, drug dispensing process. For the purposes of mutual exclusivity

labelling and re- between items 2.4.5 and 2.4.4, the activities associated with

labelling “preparation” (which includes labelling) is included under item 2.4.4 but
the activity associated with “giving out” the drug (including the
associated pharmacy consult) is included under item 2.4.5.

Learnings from site visits

Most sites commented it is impossible to cost drug dispensing and accountability as it varies
depending on whether it is a simple (e.g. provision of tablets) or a complex dispensing procedure
(e.g. involves narcotics, or the pharmacy department conducts the randomisation process, or it is
a Phase 1 trial, or multiple packs are involved); and whether the pharmacy or the clinical trial unit
is providing the participant counselling on the medication. Typically, we were advised that two
pharmacists were required for preparation and dispensing activities.

Most representatives from the site visits also commented about the confusion in the list in
regards to “drug preparation, labelling and re-labelling” and “drug dispensing and accountability”.
However as changing any of the items is out of scope of the current project, work was done with
sites to create at least some separation in items 2.4.4 and 2.4.5. Any future revisions to the list
should consider some consolidation of the items relating to pharmacy.

Derived process map for “drug dispensing and accountability”

Figure B.5 presents the typical activities/processes involved in s drug dispensing and
accountability. The blue boxes represent the typical process. The green boxes represent the
optional processes in the typical pathway that are dependent on the actual clinical trial (e.g.
whether the pharmacy is involved in dispensing of the drug to the trial participant or whether the
clinical trial unit is involved in the dispensing of the drug to the trial participant, etc.).
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Figure B.5: Process map of the activities included under “drug dispensing and accountability”
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Considerations for deriving the cost

Wide variation was identified in the “drug dispensing and accountability” activities depending on
the type and number of drugs involved in the trial. Also, most sites found it difficult to separate
the time spent on preparation and dispensing activities. However representatives of trial sites
were asked to estimate the average time spent on various drug dispensing and accountability
activities and the types of personnel involved. There were broad ranges provided, and Table
B.13 presents the sites best estimates of typical times, recognising the difference between simple
and complex dispensing (no criteria were set, the distinction is left as a matter of judgement).

Again, the fully absorbed hourly rate for the grade 2 and 3 pharmacist was calculated using an
average of the NSW and Victorian pharmacist awards. We calculated a fully absorbed houtly rate
(based on five days per week, 7.5 hours per day) for a grade 2 pharmacist to be $61 (Vic) to $75
(NSW) and $74 (Vic) to $87 (NSW) per hour for a grade 3 pharmacist. The average for a grade
2/3 pharmacist was used, which was calculated as $74 per hour. The fully absorbed houtly rate
for the pharmacy technician was based on a grade 1 pharmacist (using an average between NSW
and Victoria again) and was calculated at $51 per hour.

Table of standard costs for “drug dispensing and accountability”

Table B.15 presents the resource units, in hours, required for drug dispensing and accountability.
Given the differences in resources used, separate standard costs have been set for dispensing
(simple and complex), accountability, and counselling activities at the median of the observations.

Table B.15: Typical personnel, resources and unit cost involved in drug dispensing and accountability

Resource Unit (hours) Standard
Activities Personnel Involved Unit cost cost
25t . 75%h .
8 Median 8 (median)
percentile percentile
Dispensing - simple Two Pharmacists - Grade 2/3 0.10 0.13 0.25 0.25 1.00 $74.00 $37.00
Dispensing -complex | Two Pharmacist - Grade 2/3 0.25 0.44 0.63 1.00 3.00 $74.00 $92.50
Accountability Pharmacy technician 0.10 0.25 0.25 0.50 1.50 $51.00 $12.75
Counselling Pharmacist - Grade 2/3 0.10 0.18 0.20 0.20 0.25 $74.00 $14.80
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Reference number 2.4.6

Item Drug transfer

Sub-list Clinical trial support services
Category Pharmacy/Investigational Drug-related

Includes the cost associated with drugs being transferred from one institution to
another, or delivered to patients by courier, which would involve:
®  transport costs;

Definition . .
e education/information;
e  quality assurance for handling/transport; and
e administration/paperwork.
Standard Cost $49 per drug transfer (excluding transport/coutier costs)
Related items
None.

Learnings from site visits

Not all pharmacies are involved in drug transfer. Some pharmacies (sometimes referred to as
“central clinical trials pharmacies”) are involved in the preparation and labelling of clinical trials
drugs for clinical trials units in locations other than where the pharmacy is situated. Central
pharmacies usually exist in circumstances where there is either no pharmacy at other clinical trials
sites; or the sponsor wants to centralise the pharmacy process; or other clinical trial site
pharmacies do not have the capacity to undertake the work. It is in any of these circumstances
that drug transfer activities are undertaken by the nominated “central pharmacy”. The other
circumstance where drug transfer may occur is when some clinical trial sites are running low on
clinical trial drugs whereas other sites have an over-supply, so clinical trials drugs are transferred
from the over-supplied site to the under supplied site.

The actual drug transfer activity involves the packaging of the trial drugs, organisation of the
courier/transport, the courier/transport fees, undertaking quality assurance for handling and
transport purposes, provision of education/information to the site where the clinical trial drugs
are being transferred to and the administration/paperwork associated with drug transfer.

Again the costs associated with any one of these above mentioned steps is variable depending on
the number of drugs that need to be packaged and sent, the type of drugs (e.g. tablets vs.
cytotoxic drugs); the transport fees (which varies depending on type of drug and requirements of
transfer (e.g. ambient temperature or -20°C etc.).

Detived process map for “drug transfer”

Figure B.6 presents the typical activities/processes involved in drug transfer.
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Figure B.6: Process map for the activities included under drug transfer
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Considerations for deriving the cost

Sites were asked to estimate the average time each resource would spend on various activities
involved in a drug transfer. A broad range of values was provided, with Table B.16 presenting
various estimates of typical times for each activity involved in a drug transfer.

Again, the fully absorbed hourly rate for the grade 2 and 3 pharmacist was calculated using an
average of the NSW and Victorian pharmacist awards. We calculated a fully absorbed houtly rate
for a grade 2 pharmacist to be $61 (Vic) to $75 (NSW) and $74 (Vic) to $87 (INSW) per hour for
a grade 3 pharmacist. The average for a grade 2/3 pharmacist was used, which was calculated as
$74 per hour. The fully absorbed hourly rate for the pharmacy technician was based on a grade 1
pharmacist (again using an average of NSW and Victoria) and was calculated at $51 per hour.

It is important to note that the “transport costs” associated with the drug transfer are not
captured in Table B.16 due to the variability in the charge, based on the size of the package and
the temperature that it needs to be delivered at (e.g. ambient vs. refrigerated). These charges are
levied by the courier, and typically met directly by the trial sponsor, and therefore not included.

Table of standard costs for “drug transter”

Table B.16 presents the resource units, in hours, required for drug transfer, which result in a
standard cost of $49 per drug transfer (excluding transport/courier costs) based on the median of
the observations from trial host sites.

Table B.16: Typical personnel, resources and unit cost involved in drug transfer

Resource Unit (hours) Standard
Activities Personnel Involved Unit Cost | costs
. 25t . 50 .
Min . Median q Max (median)
percentile percentile

Pack cl_mlcal trlz_tls drugs, Pharmacy technician 0.2 0.25 0.25 0.25 0.25 $51 $13
according to guidelines
Prepare reclulred . Pharmacist - Grade 2/3 02 02 0.2 0.275 05 $74 $15
education/information
Quath assurance process for Pharmacist - Grade 2/3 01 01 01 0.25 0.25 $74 §7
handling and/or transport
Organise transport /coutier Pharmacy technician 0.1 0.1 0.175 0.3125 1 $51 $9
Comp_le_te pa_perwork Pharmacy technician 01 01 01 0.2125 1 $51 35
/administrative tasks

Total - Drug transfer
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Reference number 2.4.7

Item Drug storage and temperature monitoring

Sub-list Clinical trial support services

Category Pharmacy/Investigational Drug-related
Includes the shelf, fridge and/or freezer storage of medications/drugs being used

Definition throughout the clinical trial; storage of returned stock and temperature monitoring
(including log recording) of the refrigeration and/or freezer facilities.

Standard Cost $50 per annum per clinical trial

Related items

Table B.17 presents other items which are related to item 2.4.7 “drug storage and temperature
monitoring”.

Table B.17: Items related to “drug storage and temperature monitoring”

Item Reference Number Comment

Drug stocking 2.4.3 The activities associated with the transfer of stock from the
delivered packages to the required storage location (e.g. shelf,
fridge, freezer, etc.) are included under item 2.4.3.

Drug dispensing and 2.45 Some sites reported that temperature monitoring was a cost
accountability included in the fee for drug dispensing and accountability.
Departmental Ongoing 2.3.1 A number of sites included drug storage and temperature
Administration Fees monitoring in their annual administration fee.

Learnings from site visits

Medications/drugs associated with clinical trials are stored in the pharmacy. The amount of
medication/drug stock per clinical trial varies, and therefore the amount and type (e.g. shelf,
fridge or freezer space) of required storage also varies. There are also different storage protocols
to be followed depending on the type of drug. For example, Schedule 4, 8 or 11 drugs, which
include drugs of dependence, must be stored in a locked facility (i.e. the storage facilities must be
secured at all times other than during authorised transactions). For cytotoxic drugs, the storage
area needs to be separate, include refrigeration, and be clearly marked.

The process involved in temperature monitoring requires pharmacy staff, usually the technician,
to daily check the temperature monitors, record the temperature in the log book (which may be
online), and undertake any other electronic data entry that may be required. In addition, most
drug storage facilities are required to have temperature alarm monitoring, therefore responding to
any alarms (in or out of hours) is also part of the activities associated with temperature
monitoring. Across sites, the reported time taken for temperature monitoring per week was
consistent and minimal; and the times were reported for per week, rather than per trial (all
pharmacy departments visited had multiple trials in progress).

It was noted that, whilst weekly time for temperature monitoring was an activity that covered all
trials for which drugs were being stored, if a temperature excursion occurred, then it was
necessary to contact and notify each trial sponsor. It was also noted that some sites set fees for
storage, ranging from $228 (§57 per quarter) for room temperature storage to $350-$500 a year
for refrigerated storage for bulky items. These latter fees include temperature monitoring. Also,
many sites teported that activities/time associated with temperature monitoring are covered as a
component of the dispensing fees.
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Derived process map for “drug storage and temperature monitoring”

Figure B.7 presents the typical activities/processes involved in drug storage and temperature
monitoring. The blue boxes represent the typical process. The red boxes represent the
processes that may or may not occur in the pathway (e.g. dealing with a temperature alarm).

Figure B.7: Process map of the activities included under “drug storage and temperature monitoring”
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Considerations for deriving the cost

Sites were asked to estimate the typical time spent on the various activities involved in drug
storage and temperature monitoring, and they typically reported a total weekly time. This time
covered all trials for which drugs temperature monitoring was occurring, not the time for one
drug trial. Therefore, to calculate a cost per trial, adjustments needed to be made to reflect the
fact that the temperature monitoring activity usually covered multiple trials (up to 100 at some
sites), and also usually covered both trial and non-trial drugs.

It is important to note that “attending to the temperature alarm” was not costed, as it was not
part of the typical pathway as part of drug storage and temperature monitoring. Also, clinical trial
sites sometimes incur a cost (or charge a fee) associated with drug storage (i.e. bulk storage or in
the refrigerator). These fees are also excluded as the figures provided were too variable and the
fee was not typically charged (it was usually covered somewhere else (e.g. the dispensing fee).

So the typical time per week involved in a drug storage and temperature monitoring has been
used as the basis for setting the standard cost. Again, the fully absorbed hourly rate for the
pharmacy technician was based on a grade 1 pharmacist (using an average between NSW and
Victotia again) and was calculated at $51/hout.

Table of standard costs for “drug storage and temperature moanitoring”

Table B.18 presents the resource units, in hours, required for storage and temperature
monitoring. The median cost is considered representative of the time per week across all trials.
It represents $1,976 per annum. Given that this cost is typically spread across many trials as well
as non-trial drugs, it is considered that a standard cost of $50 per annum per trial is reasonable.

Table B.18: Typical resources and unit cost involved in drug storage and temperature monitoring

Resource Unit (hours per week) Standard

Personnel involved X 25th . 75th Unit cost cost
Min . Median . Max ke
percentile percentile (median)

Pharmacy technician 0.2 0.25 0.75 1 1 $51 $38

Drug storage and
temperature monitoring

It is suggested that that in any review of the NHMRC list of activities associated with clinical
trials, the possibility of consolidating this item into the drug dispensing item (consistent with
prevailing practice regarding fees) is explicitly considered.
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Reference number 2.4.8
Item Drug destruction
Sub-list Clinical trial support services
Category Pharmacy/Investigational Drug-related
. Involves the destruction of drugs according to the institutions policy, sponsor
Definition requirements (if applicable), safe operating practices and the requirements of the trial.
Standard Cost $77 per drug destruction setvice (excluding off-site destruction fees)
Related items
None.

Learnings from site visits

Drug destruction processes vary depending on the type of drugs involved in the clinical trial (e.g.
from emptying the vials down the sink to transferring drugs to commercial facilities for
destruction (e.g. high temperature incinerators). Occasionally sites are also required to retain vials
or outer packaging for dispensation reconciliation during the trial monitor visits.

Detived process map for “drug destruction”

Figure B.8 presents the typical activities/processes involved in drug destruction. The blue boxes
represent the typical process. The green boxes represent the optional processes in the typical
pathway that are dependent on the actual clinical trial (e.g. whether the pharmacy can undertake
the drug destruction on site or requites sending the unused/expired clinical trials drugs to an
offsite commercial drug destruction facility).

Figure B.8: Process map of the activities included under drug destruction
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Considerations for detiving the cost

Sites were asked to estimate the typical time spent on the various activities involved in drug
destruction. Again there was considerable variability which was dependent on the type of drug
requiring destruction. Table B.19 presents various estimates on typical time per activity per drug
destruction service, which are the basis for the standard cost. Again, the fully absorbed houtly
rate for the pharmacy technician was based on a grade 1 pharmacist (using an average between
NSW and Victoria) and was calculated at $51/hour.

It is important to note that the actual destruction cost, if off site, has not been costed due to the
variable fees charged by different commercial facilities, and the fact that drug destruction is often
done by the trial sponsor. In circumstances where off-site destruction is required, additional cost
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would be incurred including drug transfer and the drug destruction fee. Fees for this service, if
required would need to be negotiated on a case by case basis.

Table of standard costs for “drug destruction™

Table B.19 presents the resource units, in hours, required for drug destruction. As this activity
most often relates to preparing the drugs for transfer to a destruction services (which may be the
trial sponsor) and completing the appropriate documentation, the reported minimum was
considered to be the most suitable basis for the standard cost of §77 per drug destruction service
(excluding any off-site destruction charges).

Table B.19: Typical personnel, resources and unit cost involved in drug destruction

Resource Unit (hours) Standard

Activities Personnel Involved ) 25th di 75th Unit Cost cost
M . Median . Max s
percentile petcentile (minimum)

Pharmacist follows
destruction method
associated with standard Pharmacy technician 1 1 1.5 2 2 $51 $51
operating procedures of the
investigational drug
Document batch and serial
numbers and quantity for
destruction in drug

accountability record
Total for drug destruction ‘ ‘ $77

It is highlighted that there is potential duplication between the activities covered by the pharmacy
related items on the NHMRC list, including, if used, a Department Establishment/Setup fee.
Accordingly, it is suggested that in any review of the NHMRC list of activities, the opportunity to
consolidate some of the pharmacy related items should be considered.

Pharmacy technician 0.5 1 1 1 1 $51 $26
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Reference number 251

Item Biospecimen collection and processing (central and local)
Sub-list Clinical trial support services

Category Biospecimen-related

Includes the collection, processing and transport costs (e.g. quarantine permits, etc.) of
clinical trial biospecimens. Examples of biospecimens include blood and other body
fluids, tissues, nucleic acids, and other direct derivatives from human tissues.
Processing of biospecimens includes those activities involved in preparing the
biospecimen for analysis following collection and those activities involved in the
arrangement of transfer of the biospecimen(s) to local or central laboratories.

Definition

$30 per biospecimen collected for analysis by central laboratories (excludes transport
costs (e.g. courier costs, any required quarantine permits, etc.) as these costs vary
Standard Cost depending on the amount of biospecimens being transported, the delivery location (e.g.
within Australia or overseas) as well as the temperature at which the biospecimens need
to be transported at).

Related items

Table B.20 presents other items which are related to item 2.5.1 “biospecimen collection and
processing”.

Table B.20: Items related to biospecimen collection and processing (central and local)

Item Reference Number | Comment
Laboratory 1.2.1 Item 1.2.1 includes the MBS fee and a loading that will cover the costs
Tests/Procedutes of collection and processing of biospecimens that will be tested and

reported by the onsite pathology department. Item 2.5.1 should only
reflect work done by trial staff (outside the pathology department) to
collect and process biospecimens that will be tested and reported by
central laboratories.

Other Clinical Tests 1.5.1 Item 1.5.1 includes the MBS fee and a loading that will cover the costs
or Procedures of collection and processing of biospecimens that will be tested and
reported by the onsite pathology department. Item 2.5.1 should only
reflect work done by trial staff (outside the pathology department) to
collect and process biospecimens that will be tested and reported by
central laboratories.

Staff training 3.1.9 Activities related to personnel involved in obtaining and/or
maintaining the required level of training/accreditation for
biospecimen related activities (e.g. GCP, dangerous goods handling,
safe transport etc.) should be captured under 3.1.9 and not 2.5.1.

Learnings from site visits

Biospecimen collection in clinical trials occurs at several points throughout the trial including:
during the screening or baseline assessment visit; during the implementation of the trial; and/or
at the completion of the trial. We found that the personnel involved in the collection and
processing of biospecimens varied from the research nurse (who may collect the blood and
centrifuge it ready for analysis by the local pathology provider and/or shipment to the central
pathology laboratory) to the pathology department within the clinical trial site.

All sites had institutional standard operating procedures for the collection and processing of
biospecimens. As well, there were often trial-specific procedures outlined in the trial protocol.
The time taken for collection and processing varied depending on the whether analysis was being
undertaken centrally or locally and whether the participant was an adult or child. We found that
additional time was required in those trials where biospecimens were to be sent to a central
laboratory (e.g. additional time required due to the extra documentation requirements).
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The process map shows the activities involved in a single episode of biospecimen collection and
processing, the total time required in a trial for biospecimen collection and processing will
depend on the number of patients participating and the number of visits requiring biospecimen
collection during the trial. We found that most sites make an estimate of the amount of time per
participant per visit for visits where biospecimen collection and processing will occur.

Detived process map for “biospecimen collection and processing”

Figure B.9 presents the typical process involved in biospecimen collection and processing.
Figure B.9 refers to those process occurring at the clinical trial site only (i.e. not the processes
that are performed at the central laboratory).

Figure B.9: Process map of the activities included under “biospecimen collection and processing”

- “typical” steps in pathway
- - “optional” steps in pathway

|:| “alternate” options in pathway

Considerations for detiving the cost

Clinical trial unit staff were asked to estimate the time it takes them to collect a single
biospecimen (e.g. blood sample) and process it for a central or local laboratory (i.e. bloods are
centrifuged). However, it is our view that when the analysis is done by local laboratories the cost
incurred by the clinical trial site is covered by the MBS fee (particularly when the suggested 1.4
loading is applied). However, where clinical trial unit staff are collecting and pre-processing the
biospecimen for testing and reporting by a central laboratory then no MBS fee (or equivalent) is
charged by the clinical trial site and hence item 2.5.1 should be applicable.

It is also important to note that the determined standard cost does not include the transport costs
(e.g. courier costs, any required quarantine permits, etc.) as these costs varied depending on the
amount of biospecimens being transported, the delivery location (e.g. within Australia or
overseas) as well as the temperature at which the biospecimens need to be transported.

Table of standard costs for “biospecimen collection and processing”

Table B.21 presents the resource units, in hours, required for biospecimen collection and
processing. Consistent with the site visit experience it has been assumed that, if biospecimens are
collected by the clinical trial staff, they are typically collected and prepared by the research nurse.
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Table B.21: Typical personnel, resources and unit cost involved in biospecimen collection and processing

Resource unit (hours) Standard

Personnel involved o o Unit cost 25¢h
Min 25% | Median | Max cost (25
percentile percentile percentile)

Biospecimens collection

. Research Nurse 0.3 0.5 1.0 1.6 4.0 $60 $30
and processing (central)

The typical cost is chosen at the 25" percentile for biospecimens prepared for sending to central
laboratories, as it was considered that there was a respondent bias in answering the question (i.e.

the times provided tended to relate to the more complicated instances of biospecimen collection
and processing).
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Reference number 252
Item Biospecimen analysis (central and local)
Sub-list Clinical-trial support services
Category Biospecimen-related
Includes the analysis and reporting of biospecimens (including blood and other body
Definition fluids, tissues, nucleic acids, and other direct derivatives from human tissues) collected
as part of the clinical trial where the test/procedure is not covered under the MBS.
Standard Cost 140% of the MBS fee for the nearest equivalent test listed on the MBS
Related items

Table B.22 presents other items which are related to item 2.5.2 “biospecimen analysis”.

Table B.22: Items related to biospecimen analysis

Item Reference Number Comment
Laboratory 1.2.1 The MBS loading associated with item 1.2.1 already incorporates
Tests/Procedures the additional time and hence costs associated with biospecimen

analysis for tests covered under the MBS. Hence item 2.5.2
should include biospecimen analysis for only those tests not
covered by an MBS item.

Other Clinical Tests or 1.5.1 The MBS loading associated with item 1.5.1 already incorporates
Procedures the additional time and hence costs associated with biospecimen
analysis for tests covered under the MBS. Hence item 2.5.2
should include biospecimen analysis for only those tests not
included under the MBS.

Staff training 3.1.9 Activities related to personnel involved in obtaining and/or
maintaining the required level of training/accreditation for
biospecimen related activities (e.g. GCP, dangerous goods
handling, safe transport etc.) should be captured under 3.1.9 and
not 2.5.2.

Learnings from site visits

We found that majority of biospecimen analysis for industry sponsored trials occurs at central
laboratories. Thus, when the analysis is undertaken at a central laboratory, the clinical trial site
does not incur a cost. In some investigator led multi-site trials biospecimens were transported
from satellite sites to the lead sites for analysis. Some pathology departments consulted stated
that additional or different analysis is required for some clinical trial specimens, and the analysis is
not standard and/or not covered under the MBS.

Detived process map for “biospecimen analysis (central and local)”

Not applicable.

Considerations for deriving the cost

In practice, it seemed that analysis of biospecimens undertaken by local laboratories not covered
by the MBS did not occur often in practice. For those few biospecimens analysed locally where
the test is not included in the MBS, in the absence of any other data, it has been determined that
the best approach is to choose the nearest equivalent MBS item, as bottom up costing could not
be attempted.
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Table of standard costs for “biospecimen analysis (central and local)”

Table B.23 indicates that no relevant data were able to be obtained from sites, so best approach is
to use the MBS fee for the nearest equivalent test. For consistency the same multiplier (1.4) used
for the clinical tests and procedures in sub-list 1 is proposed. This arrangement is not entirely
satisfactory, but based on the site visits this situation does not occur often in actual practice.

Table B.23: Typical personnel, resources and unit cost involved in biospecimen analysis

Resource unit Multiplier to
25th 75th Unit cost derive

§ Median § Max
percentile percentile standard cost

Biospecimen analysis and MBS fee for nearest

eporting where test is not |equivalent test with N/A N/A N/A N/A N/A N/A 1.4
isted on MBS adjustment factor
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Reference number 253
Item Biospecimen storage (central and local)
Sub-list Clinical-trial support services
Category Biospecimen-related
Includes the storage and management of biospecimens (including blood and other
Definition body fluids, tissues, nucleic acids, and other direct derivatives from human tissues)
collected as part of the clinical trial that are not covered under the MBS.
Standard Cost Not determined, deemed to be included in 2.5.2
Related items

Table B.24 presents other items which are related to item 2.5.3 “biospecimen storage (central and
local)”.

Table B.24: Items related to biospecimen storage (central and local)

Item Reference Number Comment
Laboratory 1.2.1 The MBS fee and loading associated with item 1.2.1 already incorporates
Tests/ the additional time and hence costs associated with biospecimen storage
Procedures for tests covered under the MBS. Hence item 2.5.3 should include
biospecimen storage for only those tests not covered by an MBS item.
Other Clinical 1.5.1 The MBS fee and loading associated with item 1.5.1 already incorporates
Tests or the additional time and hence costs associated with biospecimen storage
Procedures for other clinical tests and procedures covered under the MBS. Hence

item 2.5.3 should include biospecimen storage for only those other
clinical tests and procedures not covered under the MBS.

Biospecimen 252 The nearest equivalent MBS fee and loading associated with item 2.5.2
analysis (central already incorporates the additional time and hence costs associated with
and local) biospecimen analysis for tests and procedures not covered under the

MBS. Hence item 2.5.3 should include biospecimen storage for only
biospecimens that are not tested and reported locally.

Staff training 3.1.9 Activities related to personnel involved in obtaining and/or maintaining
the requited level of training/accreditation for biospecimen related
activities (e.g. GCP, dangerous goods handling, safe transport etc.)
should be captured under 3.1.9 and not 2.5.3.

Learnings from site visits

For some industry sponsored trials, sites commented that there was significant time spent
monitoring and reporting of temperature monitoring data relating to the storage of biospecimens
to sponsors. In some trials (copies of) temperatute monitoring teports/graphs were required to
be printed out and sent to the sponsor or uploaded to the sponsor via the web. The intervals or
frequency at which this monitoring was required was trial dependent. In a number of trials the
temperatute monitoring equipment and/or freezers wete supplied by the sponsor.

Again, we found that the majority of biospecimens collected for industry sponsored trials are
analysed and stored at central laboratories. For these trials, the only storage required by the trial
sites is up until the time they are transported to the central laboratory. However for collaborative
sponsored or other investigator-initiated trials, biospecimens are often stored on site or at an
agreed central (i.e. lead site) location. But most (although not all) biospecimens collected as part
of the non-industry sponsored clinical trials discussed were covered under the MBS.

The standard MBS fee does include storage of the biospecimen and with the additional proposed
loading of 1.4, the costs associated with additional storage or conditions required for clinical trial
biospecimens should be covered under the MBS fee and loading. Even for industry sponsored
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biospecimens stored at the clinical trial site, the MBS fee plus the loading should be sufficient to
compensate for the storage and temperature monitoring activities.

Derived process map for “biospecimen storage (central and local)”

Figure B.10 presents the typical process involved in the biospecimen storage (central and local)
process.

Figure B.10: Process map for activities included under biospecimen storage (central and local)”

Local biospecimen storage Central biospecimen storage

Printing out and uploading (or sending copies

S ; of) temperature reports/graphs to sponsor I “cypical” steps in pathway
onitoring of temperature - “optional” steps in pathway
Responding to monitoring alarms as required I “alternate” options in pathway

Considerations for detiving the cost

The storage of biospecimens used to conduct tests that do not attract an MBS fee did not occur
often, i.e. if testing and hence storage of the biospecimen was required locally, then the test is
likely to be covered by the MBS. Otherwise, the biospecimen is likely to be tested and stored at a
central laboratory and the trial sponsor would meet the cost of the testing and storage directly.
No examples were found where biospecimens were stored locally, but not tested locally.

For those few biospecimens tested and stored locally, and where the test is not included in the
MBS, in the absence of any other data, it has been determined that the best approach is to
consider that the biospecimen storage costs are covered by the nearest equivalent MBS item (as
determined in item 2.5.2), as bottom up costing could not be attempted. This determination
means that the costs associated with item 2.5.3 (and also 2.5.4) would be covered by the MBS fee
and associated loading for the nearest equivalent MBS test determined under item 2.5.2.

Table of standard costs for “biospecimen storage”

Table B.25 indicates that no relevant data were able to be obtained from sites, so best approach is
to consider that the fee for local analysis (testing and reporting) of the biospecimen includes the
cost of biospecimen storage. This fee would be charged under either items 1.2.1, 1.5.1 or 2.5.2.
No separate standard cost for this item has been determined. This arrangement is not entirely
satisfactory, but based on the site visits this situation does not occur often in actual practice.

Table B.25: Typical personnel, resources and unit cost involved in biospecimen storage

Resource unit

Basis 25th . 75th Unit cost Standard cost|
8 Median 8 X
percentile percentile

ILocal biospecimen storage [Included in MBS fee for
nearest equivalent test with N/A N/A N/A N/A N/A N/A N/A

adjustment factor
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Reference number 254

Item Biospecimen destruction (central and local)

Sub-list Clinical-trial support services

Category Biospecimen-related
Includes the destruction of biospecimens (including blood and other body fluids,

Definition tissues, nucleic acids, and other direct derivatives from human tissues) collected as part
of the clinical trial that are not covered under the MBS.

Standard Cost Not determined, deemed to be included in 2.5.2

Related items

Table B.26 presents other items which are related to item 2.5.4 “biospecimen destruction”.

Table B.26: Items related to biospecimen destruction

Item | Reference Number Comment
Laboratory 1.2.1 The MBS loading associated with item 1.2.1 already
Tests/Procedutes incorporates destruction of biospecimens for those

biospecimens covered under the MBS. Hence item 2.5.4
should include biospecimen destruction for only those
biospecimens not included under the MBS.

Other Clinical Tests or 1.5.1 The MBS loading associated with item 1.5.1 already
Procedures incorporates destruction of biospecimens for those
biospecimens covered under the MBS. Hence item 2.5.4
should only include biospecimen destruction for those
biospecimens not included under the MBS.

Biospecimen analysis 252 The nearest equivalent MBS fee and loading associated with
(central and local) item 2.5.2 already incorporates the additional time and hence
costs associated with biospecimen destruction for tests and
procedures not covered under the MBS. Hence item 2.5.3
should include biospecimen destruction for only
biospecimens that are not tested and reported locally.

Staff training 3.1.9 Activities related to petsonnel involved in obtaining and/ot
maintaining the required level of training/accreditation for
biospecimen related activities (e.g. GCP, dangerous goods
handling, safe transport etc.) should be captured under 3.1.9
and not 2.5.4.

Learnings from site visits

For those biospecimen stored on site, we found that biospecimen destruction may be required
for a number of reasons including biospecimen contamination, incorrect temperature storage (or
variation) or for individuals for whom biospecimens were obtained at screening but who did not
meet trial inclusion criteria. Again, we found that most biospecimens stored on site and requiring
destruction are biospecimens taken for tests that attract an MBS fee. As with any biospecimen
being destroyed there are similar procedures followed, therefore it was that if the MBS fee is
charged and the suggested loading is applied, this fee would cover the reasonable cost of any
required biospecimen destruction. The issue that concerned the sites was when the biospecimen
did not attract and MBS fee how they would recover the cost.

Detived process map for “biospecimen destruction (central and local)”

Figure B.11 presents the typical process involved in the biospecimen destruction process.
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Figure B.11: Process map for activities included under “biospecimen destruction”

Considerations for detiving the cost

The storage and subsequent destruction of biospecimens used to conduct tests that do not attract
an MBS fee did not occur often, ie. if testing, and hence storage and destruction of the
biospecimen was required locally, then the test is likely to be covered by the MBS. Otherwise,
the biospecimen is likely to be tested, stored and destroyed at a central laboratory and the trial
sponsor would meet the cost of the testing and storage directly. No examples were found where
biospecimens were stored and destroyed locally, but not tested locally.

For those few biospecimens tested, stored and destroyed locally, and where the test is not
included in the MBS, in the absence of any other data, it has been determined that the best
approach is to consider that the biospecimen destruction costs are covered by the nearest
equivalent MBS item (as determined in item 2.5.2), as bottom up costing could not be attempted.
This determination means that the costs associated with item 2.5.4 (and also 2.5.3) would be
covered by the MBS fee and associated loading for the nearest equivalent MBS test determined
under item 2.5.2.

Table of standard costs for “biospecimen destruction (central and local)”

Table B.27 indicates that no relevant data could be obtained from sites, so best approach is to
consider that the fee for local analysis (testing and reporting) of the biospecimen includes the
cost of biospecimen destruction. This fee would be charged under either items 1.2.1, 1.5.1 or
2.5.2. No separate standard cost for this item has been determined. This arrangement is not
entirely satisfactory, but based on the site visits, this situation does not occur often in practice.

Table B.27: Typical personnel, resources and unit cost involved in biospecimen destruction

Resource unit

25t . 75t Unit cost Standard cost|
percentile Median percentile Max

_ocal biospecimen Included in MBS fee for
destruction ncarest equivalent test with N/A N/A N/A N/A N/A N/A N/A
adjustment factor

Table B.27 indicates that no relevant data were able to be obtained from sites, so best approach is
to use the MBS fee for the nearest equivalent test. For consistency the same multiplier used for
the clinical tests and procedures in sub-list 1 is proposed. This arrangement is not entirely
satisfactory, but based on the site visits this situation does not occur often in actual practice.
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Reference number 255

Item Tissue repository set-up and management

Sub-list Clinical-trial support services

Category Biospecimen-related

Definition Includes the central project management set up, tracking and administration for
establishing the tissue repository and ongoing management.

Standard Cost Not determined as cost is typically not incurred at trial sites

Related items

None

Learnings from site visits

No clinical trial site that was visited was involved in the establishment or management of a tissue
repository. We found examples where sites would collect biospecimens for the purpose of the
clinical trial and send them to a central tissue bank, but we found no sites that had been involved
in the set up or management of a tissue repository.

Detived process map for “tissue repository set-up and management”

Not possible using the study methodology.

Considerations for detiving the cost

Based on the learning that the set up or management of a tissue repository was not undertaken by
any of the clinical trial sites visited throughout the project, and that it tends to be done by
specialised tissue banking and repository services, no reasonable cost was determined. The lack
of a determination is not considered a problem, as clinical trial sites typically do not incur this
cost.

Table of standard costs for “tissue repository set-up and management”

Table B.28 indicates that no relevant data were able to be obtained from sites, so no separate
standard cost for tissue repository, set up and management has been determined. The only cost
incurred at a trial site is the biospecimen collection and processing (covered under 2.5.1) or
biospecimen analysis covered under 2.5.2). If the biospecimen is to be sent to a tissue bank, it
would be transported off-site, and transport cost would be met directly by the trial sponsor.

Table B.28: Typical resources and unit cost involved in tissue repository, set up and management

Resource unit

. 25t . 75t Unit cost Standard cost|
Min ] Median ] Max
percentile percentile

issue repository setup  [No determination possible
and management las cost typically not N/A N/A N/A N/A N/A N/A N/A
incurred by trial sites

The inclusion of this item in the list should be reviewed. If the intention is to capture or set
reasonable costs to assist in the setting of budgets for sites involved in clinical trials, as no sites
visited are involved in the set up or management of tissue repositories, inclusion of this item on
the list does not seen warranted.
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Reference number 2.6.1

Item Coordinating principal investigator surcharge

Sub-list Clinical-trial support services

Category Clinical Staff/Resoutce Allocation
The stated additional time multiplied by unit labour cost (hourly rate plus on-costs, overtinze,

Definition overheads and CPI increases) that the coordinating principal investigator is expected to
spend on coordinating the clinical trial.

Standard Cost $215 per hour

Related items

None.

Learnings from site visits

Most (multi-site) trials have a coordinating principal investigator. The principal investigator is
almost always a senior medical doctor who is responsible for carrying out a clinical trial at a
nominated trial site, and coordinating the trial across one or more other sites. The coordinating
principal investigator would be nominated on the ethics application. We found that there is some
additional work associated with being the coordinating principal investigator, although the
number of hours required was very trial dependent. All the principal investigators involved in
clinical trials were very senior medical doctors with reputations for being expert specialists in
their field. The houtly rates typically charged by sites that we identified from fieldwork varied
from about $200/hour to $350 per hour across both the public and private hospital settings
visited.

Derived process map for “coordinating principal investigator surchazge”

Not applicable.

Considerations for deriving the cost of “coordinating ptincipal investigator surcharge”

Notwithstanding the fact that there are a variety of houtly rates used in practice, the table of
standard costs is developed, as far as possible, on a cost (not charge) basis. Accordingly,
investigations into secondary sources of data on the cost of an hour of principal investigator time
were undertaken. There were numerous choices, many of them were state-based awards. To
obtain a figure that was nationally representative, we chose the AMA published full-time
Specialists Minimum Remuneration levels as shown in Table B.29.

Consistent with the full-absorbed costing principle, it was important to identify a suitable source
of salary on-costs and institutional overheads to apply to the direct salary cost presented in Table
B.29. For this purpose a simple model of a human resources organisation was adopted which
proposed that direct salary costs make up 60% of expenditure, salary on-costs make up 15% of
expenditure and institutional overheads make up the other 25%. There is ample evidence to
support the fact that salary on costs (paid leave, public holidays, superannuation, payroll tax, etc.)
are typically around 15/60 = 25% of direct salary.

The proposition that institutional overheads are around 25/75 = 33% of salary costs has a
weaker evidence base. It is clear that a series of costs will need to be incurred to make a person
in an organisation productive (office space, furniture, equipment, internet and library resources,
administrative support, light, power, insurances, etc.). Without incurring these costs, the
employed person could not effectively discharge the role they occupy. It is acknowledged that
these costs are very organisation dependent, but they are normally quoted in a range of 25% to
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40% of salary costs. On this basis 33% of direct plus indirect salary costs is considered to be
reasonable.

So using the AMA rates, (based on five days per week, 7.5 hours per day) calculated from the
published weekly minimum, the hourly rate for a medical specialist was $94.75-$130.29 per hour.
Applying the ratios needed to convert to fully absorbed costs, Table B.29 shows that the
estimated cost per hour ranges from $157.92 to $217.14.

Table B.29: AMA rates for specialists in public hospitals

AMA Minimum Institutional Fully absorbed

Specialist Hourly Rate Salary Oncost

Weekly Rate Overhead Houtly Rate

Specialist Year 1 $3,553.20 $94.75 $23.69 $39.48 $157.92
Specialist Year 2 $3,791.10 $101.10 $25.27 $42.12 $168.49
Specialist Year 3 $3,938.40 $105.02 $26.26 $43.76 $175.04
Specialist Year 4 $4,092.60 $109.14 $27.28 $45.47 $181.89
Specialist Year 5 $4,251.80 $113.38 $28.35 $47.24 $188.97
Specialist Year 6 $4,417.60 $117.80 $29.45 $49.08 $196.34
Specialist Year 7 $4,504.50 $120.12 $30.03 $50.05 $200.20
Specialist Year 8 $4,770.90 $127.22 $31.81 $53.01 $212.04
Specialist Year 9 $4,885.70 $130.29 $32.57 $54.29 $217.14

Table of standard costs for “coordinating principal investigator surchatge”

As most principal investigators are senior medical specialists, the choice of an houtly rate
between AMA levels 8 and 9 is considered reasonable. On this basis the standard cost is set at
$215 per hour (see Table B.30).

Table B.30: Determination of standard cost for coordinating principal investigator surcharge

Resource unit (hourly rates)

. 5L . 75th Unit cost Standard cost|
Min q Median ] Max
percentile percentile

Coordinating principal
investigator surcharge

Fully absorbed houtly rate $158 N/A N/A N/A $217 $215 $215

Inc]cpenc]ent Hospital Fﬁcing,Authoritg Fagc B.3s
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Reference number 2.6.2

Item Investigator allocation

Sub-list Clinical-trial support services

Category Clinical Staff/Resoutce Allocation
The stated time allocation multiplied by unit labour cost (bourly rate plus on-costs, overtine,

Definition overheads and CPI increases) for each investigator (who is listed on the ethics approval) is
expected to be involved in the clinical trial.

Standard Cost $215 per hour

Related items

Table B.31 presents other items which are related (i.e. not necessarily mutually exclusive from) to
item 2.6.2 “Investigator allocation”.

Table B.31: Items related to Investigator allocation

Item Reference Number | Comment

Laboratory Tests/Procedures 1.2.1 Depending on the clinical speciality of the investigator, he/she
may be involved in providing laboratory tests and procedures.

Medical Imaging 1.3.1 and 1.3.2 Depending on the clinical speciality of the investigator, he/she
may be involved in providing medical imaging services.

Radiation Therapy 141 Depending on the clinical speciality of the investigator, he/she
may be involved in providing radiation therapy services.

Other Clinical Tests or Procedures 1.5.1 Depending on the clinical speciality of the investigator, he/she
may be involved in providing other clinical tests or procedures.

Specialist Medical Consultations 1.6.1 Depending on the clinical speciality of the investigator, he/she
may be involved in providing specialist medical consultations.

Nursing/Allied Health Consultations 1.7.1 Depending on the clinical speciality of the investigator, he/she
may be involved in providing nursing/allied health consultations.

All these items have been costed on a per service basis (see sub-list 1), so it is important that item
2.6.2 is not used to cover clinical services that might be provided by a trial investigator as well.
Item 2.6.2 should only be used where the clinician is acting in his/her capacity as an investigator.

In addition to clinical services, the trial investigators will be involved in the majority of the
activities included in sub-lists 2 and 3. This item is therefore used to set the reasonable unit cost
for investigator time, which is then used to calculate the costs of many of the other activities in
sub-lists 2 and 3. If item 2.6.2 is used together with items such as site selection including
feasibility and preparing ethics submissions care should be taken to avoid double counting.

Learnings from site visits

The investigators involved in clinical trials usually include a principal investigator and sub or co-
investigators. The principal investigator is almost always a senior medical doctor who is
responsible for carrying out a clinical trial at a nominated trial site. The sub or co-investigator(s)
are also generally medical doctors who also participate (e.g. recruit participants etc.) in the clinical
trial, but will not have the same authority over the clinical trial. All investigators would be
included on the ethics application. We found that almost all the investigators involved in clinical
trials were very senior medical doctors with reputations for being expert specialists in their field.
The hourly rates typically charged by sites that we identified from fieldwork varied from about
$200/hout to $350 per hour across both the public and private hospital settings visited.

Derived process map for “investigator allocation™

Not applicable.
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Considerations for deriving the cost of “investigator allocation™

Notwithstanding the fact that there are a variety of hourly rates used in practice, the table of
standard costs is developed, as far as possible, on a cost (not charge) basis. Accordingly,
investigations into secondary sources of data on the cost of an hour of investigator time were
undertaken. There were numerous choices, many of them were state-based awards. To obtain a
figure that was nationally representative, we chose the AMA published full-time Specialists
Minimum Remuneration levels as shown in Table B.32.

Consistent with the full-absorbed costing principle, it was important to identify a suitable source
of salary on-costs and institutional overheads to apply to the direct salary cost presented in Table
B.32. For this purpose a simple model of a human services organisation was adopted which
proposed that direct salary costs make up 60% of expenditure, salary on-costs make up 15% of
expenditure and institutional overheads make up the other 25%. There is ample evidence to
support the fact that salary on costs (paid leave, public holidays, superannuation, payroll tax, etc.)
are typically around 15/60 = 25% of direct salary.

The proposition that institutional ovetheads are around 25/75 = 33% of salaty costs has a
weaker evidence base. It is clear that a series of costs will need to be incurred to make a person
in an organisation productive (office space, furniture, equipment, internet and library resources,
administrative support, light, power, insurances, etc.). Without incurring these costs, the
employed person could not effectively discharge the role they occupy. It is acknowledged that
these costs are very organisation dependent, but they are normally quoted in a range of 25% to
40% of salary costs. On this basis 33% of direct plus indirect salary costs is considered to be
reasonable.

So using the AMA rates, (based on five days per week, 7.5 hours per day) calculated from the
published weekly minimum, the hourly rate for a medical specialist was $94.75-$130.29 per hour.
Applying the ratios needed to convert to fully absorbed costs, Table B.32 shows that the
estimated cost per hour ranges from $157.92 to $217.14.

Table B.32: AMA rates for specialists in public hospitals

Specialist Al\\;[(/éeﬁ;ng:::m Hourly Rate Salary Oncost Ir(l)s:;;lﬁzzr(llal F;-IIIL};?II; s;){r;izd
Specialist Year 1 $3,553.20 $94.75 $23.69 $39.48 $157.92
Specialist Year 2 $3,791.10 $101.10 $25.27 $42.12 $168.49
Specialist Year 3 $3,938.40 $105.02 $26.26 $43.76 $175.04
Specialist Year 4 $4,092.60 $109.14 $27.28 $45.47 $181.89
Specialist Year 5 $4,251.80 $113.38 $28.35 $47.24 $188.97
Specialist Year 6 $4,417.60 $117.80 $29.45 $49.08 $196.34
Specialist Year 7 $4,504.50 $120.12 $30.03 $50.05 $200.20
Specialist Year 8 $4,770.90 $127.22 $31.81 $53.01 $212.04
Specialist Year 9 $4,885.70 $130.29 $32.57 $54.29 $217.14

Table of standard costs for “investigator allocation™

As most investigators are senior medical specialists, the choice of an hourly rate between AMA
levels 8 and 9 is considered reasonable. On this basis the standard cost is set at $215 per hour.

Table B.33: Determination of standard cost for investigator allocation

Resource unit (hourly rates)

. 25t . 75th Unit cost Standard cost|
Min . Median . Max
percentile percentile
nvestigator allocation [Fully absorbed houtly rate $158 N/A N/A N/A $217 $215 $215
Inc]cpenc]ent Hospital Fﬁcing,Authoritg Fagc B.as
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Reference number 2.6.3

Item Research nurse allocation

Sub-list Clinical-trial support services

Category Clinical Staff/Resoutce Allocation
The stated time allocation multiplied by unit labour cost (bourly rate plus on-costs, overtine,

Definition overheads and CPI increases) for the research nurses that are expected to be involved in the
clinical trial.

Standard Cost $60 per hour

Related items

Table B.34 presents other items which are related (i.e. not necessarily mutually exclusive from) to
item 2.6.3 “Research nurse allocation”.

Table B.34: Items related to research nurse allocation

Reference Number | Comment
Nursing/Allied Health Consultations 1.7.1 Depending on the clinical speciality of the investigatot, he/she
may be involved in providing nursing/allied health consultations.

Nursing/allied health consultations have been costed on a per service basis (see sub-list 1), so it is
important that item 2.6.3 is not used to cover clinical services that might be provided by a
research nurse. Item 2.6.3 should only be used where the nurse is acting in his/her capacity as a
researcher.

In addition to clinical services, the research nurses will be involved in the majority of the activities
included in sub-lists 2 and 3. This item is therefore used to set the reasonable unit cost for
investigator time, which is then used to calculate the costs of many of the other activities in sub-
lists 2 and 3. If item 2.6.3 is used together with items such as site selection including feasibility
and preparing ethics submissions care should be taken to avoid double counting.

Learnings from site visits

Clinical trials often involve a research nurse or clinical trials nurse (CTN) who may or may not
also be the study coordinator. The role of the CTN varies and can include protocol
development, ethics approval applications, recruitment and consenting of participants in trials, to
administering or assisting with treatments within the bounds of their practice code and the
evaluation of protocols. From the fieldwork, we found that the majority of CTNs recruited at
each of the sites were registered nurses (RNs) between levels 4 to 8. The hourly rate quoted by
most sites for their CTNs was between $80-$120/hour.

Derived process map for “research nurse allocation”

Not applicable.

Considerations for detiving the cost of “research nurse allocation”

Notwithstanding the fact that there are a variety of houtly rates used in practice, the table of
standard costs is developed, as far as possible, on a cost (not charge) basis. Accordingly,
investigations into secondary sources of data on the cost of an hour of research nurse time were
undertaken. We found considerable variation between the nursing awards across States and
Territories. There is, however, a national nurses award that was introduced on 1 January 2010.
Although most States and Territories continue to use their own awards, to obtain a figure that
was nationally representative, we chose to use the national award, as shown in Table B.35.
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Consistent with the full-absorbed costing principle, it was important to identify a suitable source
of salary on-costs and institutional overheads to apply to the direct salary cost presented in Table
B.35. For this purpose a simple model of a human services organisation was adopted which
proposed that direct salary costs make up 60% of expenditure, salary on-costs make up 15% of
expenditure and institutional overheads make up the other 25%. There is ample evidence to
support the fact that salary on costs (paid leave, public holidays, superannuation, payroll tax, etc.)
are typically around 15/60 = 25% of direct salary.

The proposition that institutional overheads are around 25/75 = 33% of salary costs has a
weaker evidence base. It is clear that a series of costs will need to be incurred to make a person
in an organisation productive (office space, furniture, equipment, internet and library resources,
administrative support, light, power, insurances, etc.). Without incurring these costs, the
employed person could not effectively discharge the role they occupy. It is acknowledged that
these costs are very organisation dependent, but they are normally quoted in a range of 25% to
40% of salary costs. On this basis 33% of direct plus indirect salary costs is considered to be
reasonable.

So using the national nursing award, we found that there are five levels of RN with three to eight
pay points within each level. As most CTNs consulted were level 5, we have used the pay rates
for Level 5 to set the reasonable cost. For each point in the pay scale, we calculated the houtly
rate (based on 38 hours per week) which worked out to be in the range of around $29 to $42 per
hour. Applying the ratios needed to convert to fully absorbed costs, Table B.35 shows that the
estimated cost per hour ranges from around $48 to §70.

Table B.35: Pay scales in national nursing award for registered nurse - level 5

Institutional | Fully Absorbed

RN Level 5 Annual Salary ‘ Weekly Salary ‘ Hourly rate Salary Oncost Overhead Hourly Rate
Grade 1 $56,576 $1,088 $29.01 $7.25 $12.09 $48.36
Grade 2 $59,644 $1,147 $30.59 §7.65 $12.74 $50.98
Grade 3 $63,752 $1,226 $32.69 $8.17 $13.62 $54.49
Grade 4 $67,808 $1,304 $34.77 $8.69 $14.49 $57.96
Grade 5 $74,932 $1,441 $38.43 $9.61 $16.01 $64.04
Grade 6 $82,108 $1,579 §42.11 $10.53 §17.54 $70.18

Source: http://www.apna.asn.au/scripts/ cgiip.exe/WService= APNA /ccms.r?Pageld=11201

Table of standard costs for “research nurse allocation”

As most research nurses have achieved a fair degree of seniority in their award level, the choice of
an hourly rate between grades 4 and 5 is considered reasonable. On this basis the standard cost is
set at $60 per hour, as shown in Table B.36.

Table B.36: Determination of standard cost for research nurse allocation

Resource unit (hourly rates)

) 25t i 75t Unit cost Standard cost|
Min . Median q Max
percentile percentile
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Reference number 2.64
Item Clinical research coordinator (non-research nurse) allocation
Sub-list Clinical-trial support services
Category Clinical Staff/Resource Allocation
The stated time allocation multiplied by unit labour cost (bourly rate plus on-costs, overtine,
Definition overheads and CPI increases) for the clinical research coordinator (e.g. personnel with
scientific qualification, etc.) that are expected to be involved in the clinical trial.
Standard Cost $75 per hour
Related items

Clinical research coordinators will be involved in the majority of the activities included in sub-
lists 2 and 3. This item is therefore used to set the reasonable unit cost for clinical research
coordinator time, which is then used to calculate the costs of many of the other activities in sub-
lists 2 and 3. If item 2.6.4 is used together with items such as site selection including feasibility
and preparing ethics submissions care should be taken to avoid double counting.

Learnings from site visits

We found that the role of the clinical research coordinator varied between those qualified as
registered nurses or those with scientific qualifications. On balance about 75% were RNs and
25% were scientists. As the reasonable costs of an RN was calculated for item 2.6.3, this item
focuses on the reasonable cost for a non-research nurse as the clinical research coordinator.

Detived process map for “clinical research coordinator allocation™

Not applicable.

Considerations for detiving the cost of “clinical research coordinator allocation”

Consistent with the other labour rate based items, investigations into secondary sources of data
on the cost of an hour of clinical research coordinator time were undertaken. Again, mostly state
based awards were found. Several sources were interrogated to support the calculation including:

e Victorian Public Sector, Schedule B rates of pay and allowances for medical scientists,
pharmacists and psychologists 2012-2016

e NSW Public Sector Part B monetary rates for Medical Scientists 2012-2016

The Victorian award had several levels including:

e Science trainee which consists of five pay points;

e Medical scientist level 1-5 which consists between five and seven pay points;
e Scientist Director which consists of one pay point; and

e Principal Scientist which consists of one pay point;

The NSW award which consisted of two levels including:

e Hospital Scientist/Scientific Officer which consists of eight pay points ;
e Senior or chief hospital scientists which also consisted of eight pay points.

There was no award for a scientific based research coordinator role that could be identified. The
site visits confirmed that clinical research coordinators were paid based on their discipline (e.g. if
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an RN then the RN award was used, if a scientist then the scientific award was used). Most study
coordinators that were of the scientific background quoted being either level 3 or 4. None were
classified as a director or principal scientist. Table B.37 shows the variation in salary range
between Victoria and NSW. The annual average salary across grade 3 or 4 medical scientist in
NSW is $73,260.20 and in Victoria its $92,890.20.

Table B.37: Medical Scientist salary range in NSW and Victoria for Grade 3 and 4

Medical Scientist NSW Victoria

Annual Salary Weekly Salary Hourly rate Annual Salary Weekly Salary Hourly rate
Grade 3 $68,099.20 $1,309.60 $34.92 $87,094.80 $1,674.90 $44.66
Grade 4 $78,421.20 $1,508.10 $40.22 $98,685.60 $1,897.80 $50.61

$73,260.20 $1,408.85 $92,890.20 $1,786.35 $47.64

Consistent with the full-absorbed costing principle, it was important to identify a suitable source
of salary on-costs and institutional overheads to apply to the direct salary cost presented in Table
B.37. For this purpose a simple model of a human services organisation was adopted which
proposed that direct salary costs make up 60% of expenditure, salary on-costs make up 15% of
expenditure and institutional overheads make up the other 25%. There is ample evidence to
support the fact that salary on costs (paid leave, public holidays, superannuation, payroll tax, etc.)
are typically around 15/60 = 25% of direct salary.

The proposition that institutional overheads are around 25/75 = 33% of salary costs has a
weaker evidence base. It is clear that a series of costs will need to be incurred to make a person
in an organisation productive (office space, furniture, equipment, internet and library resources,
administrative support, light, power, insurances, etc.). Without incurring these costs, the
employed person could not effectively discharge the role they occupy. It is acknowledged that
these costs are very organisation dependent, but they are normally quoted in a range of 25% to
40% of salary costs. On this basis 33% of direct plus indirect salary costs is considered to be
reasonable.

So using the NSW and Victorian medical scientists awards, we calculated the hourly rate (based
on five days per week, 7.5 hours per day), which worked out to be in the range of around $35 to
$51 per hour. Applying the ratios needed to convert to fully absorbed costs, the estimated cost
per hour ranges from around $58 to $85.

Table of standard costs for “clinical research coordinator allocation”

Given the variation, the choice of an hourly rate that takes the average between NSW and
Victoria to estimate the costs of a medical scientist in the role of clinical research coordinator
across Australia is considered reasonable. On this basis the standard cost is set at $75 per hour.

Table B.38: Determination of standard cost for clinical research coordinator allocation

Resource unit (hourly rates)
25t 75t Unit cost Standard cost|

Min . Median q Max
percentile percentile

Clinical research
coordinator

Fully absorbed houtly rate $58 N/A N/A N/A $85 $75 $75
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Reference number 2.6.5

Item Clinic/theatre usage

Sub-list Clinical-trial support services

Category Clinical Staff/Resoutce Allocation

. The estimated amount of time (in hours) clinic and/or theatre usage is expected to be

Definition . . .
required to conduct the clinical trial

Standard Cost Not deterrpmed, as there was 10 reasonable basis, and cost typmally not charged by
trial host sites, theatre use is usually for standard of care services

Related items

None.

Learnings from site visits

We found no site that had factored clinic/theatre usage charges, as a stand-alone item, into a
clinical trial budget. For the clinical tests and procedure setvices in sub-list 1, clinic/theatre usage
would be a component of a number of the services and has therefore been factored into the per-
service cost (e.g. the IHPA published costs for nursing/allied health services clinics cover all
costs including facilities and are published on a full absorbed costs basis).

There may be citcumstances where clinic/theatre time is required, but no clinical setvice is
delivered to a trial participant. However, we were not able to identify such occasions through the
fieldwork, hence there is no real basis for setting a reasonable cost.

Derived process map for “clinic/theatre usage”

Not applicable.

Considerations for detiving the cost of “clinic/theatre usage”

Notwithstanding the problems, there was an attempt made to identify secondary sources of data
for the costs of clinic/theatre time. The work of the National Procedure Banding Committee
was investigated, but there was no information on the cost per theatre minute, only the allocation
of MBS items into theatre bands based on the expected time in theatre. Reference was also made
to DRG service weight studies for theatre that were done one to two decades ago, but due to
information technology problems these data could not be accessed.

Table of standard costs for “clinic/theatre usage”

Table B.39 indicates that no relevant data were able to be obtained from sites, so no separate
standard cost for clinic/theatre usage has been determined.

Table B.39: Determination of standard cost for clinic/theatre usage

Resource unit (hourly rates)

. 25t X 75t Unit cost Standard cost|
Min ] Median q Max
percentile percentile

Clinic/Theatre usage Fully absorbed houtly rate N/A N/A N/A N/A N/A N/A N/A

The need for this item should be reviewed with regard to how the clinical tests and procedures
items are handled and whether the clinic/theatre resources needed to provide those services
should be an absorbed cost. If the item is retained to reflect clinic or theatre resources needed
for clinical trials that do not also involve the provision of a clinical tests and procedure services,
then a basis for costing basis needs to be identified. Direct measurement may be required.
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Reference number 3.1.1

Item Preparation of research proposal
Sub-list Non-clinical services

Category Project Development

Includes the preparation of the initial research synopsis, research proposal, grant
application, the detailed clinical trial protocol and other material required for an ethics

Definition submission (e.g. Investigators Brochure, Patient Information and Consent Form
(PICF), advertising and information materials, etc.).

Standard Cost $80,858 per research proposal (for non-industry sponsored trials only)

Related items

None.

Learnings from site visits

Preparation of a research proposal for industry sponsored clinical trials is not undertaken by the
trial site (it is done by the sponsor). However for investigator initiated trials, the development of
a research, proposal, based on an investigator’s idea, is always required in order to attract funding
for the clinical trial. The funding source for investigator initiated trials varies and includes the
NHMRC, pharmaceutical companies, trial collaboratives, etc.

Most investigators involved in initiating trials explained that the development of the research
proposal was only the first aspect to getting a trial to the same stage as an industry sponsored trial
(before site selection). So the process was costed by including all activities needed to get an
investigator initiated trial to the same stage as first contact by an industry sponsored trial with a
potential site. Hence the activities include preparation of the research proposal that is submitted
to a funding body (usually the NH&MRC), the development of a detailed clinical trials protocol
(which is not part of a grant application) and all supporting documentation required to make an
ethics application (e.g. Investigator Brochure, PICF, information sheets, etc.).

Principal and co-investigators found it difficult to estimate the time spent on all these activities as
they usually involved many people and were undertaken in and around other activities (e.g. other
research activities and/or delivering patient care). Nonetheless, most informants provided a
rough estimate of their time and the time spent by others, which varied from four weeks full time
to three months full time work depending on the complexity of the clinical trial, the number of
investigators involved and the funding source. Most investigators also commented that the grant
application process usually involved a number of repeat submissions for the one trial before a
successful grant application was provided. For the basis of estimating the costing it was agreed
this parameter would be excluded on the basis that it varies considerably.

It was often pointed out by researchers involved in investigator-initiated trials that the
development of a research proposal into a clinical trial is largely an unfunded activity. Most
stated that there is sometimes a budget provision for the development of a protocol, etc. if an
NHMRC grant is awarded but often for collaborative-investigator initiated trials the work is
undertaken by dedicated principal and co-investigators in and around their “day jobs”.

Derived process map for “preparation of research proposal”

Figure C.1 presents the typical process involved in preparation of research proposal process.
The blue boxes represent the typical process.
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Figure C.1: Process map of activities included under preparation of research proposal

Development of trial synopsis/outline is developed
by principal investigator

Review and considered by a research committee or

co-investigators
Preparation of detailed research proposal
Establishment of the proposed research team
Develop and submit grant application

On being advised the grant application is successful,
develop clinical trial protocol

Develop supporting clinical trial protocol documents
(e.g. PICEF, investigator brochure, CRF etc)

Review of clinical trial protocol and supporting
documentation by co-investigators

Considerations for deriving the cost for “preparation of research proposal”

The number of personnel involved in the developing any research proposal varies depending on
the type (e.g. drug vs. device, etc.) and size of the clinical trial (i.e. the bigger the trial the more
investigators involved). In order to derive a reasonable cost associated with development of a
research proposal, time (in hours) was chosen as the best resource unit.

As the process varied in terms of who was involved, costing for this activity was based on a
simplified process which involved the principal investigator (and co-investigators), the clinical
trials coordinator/manager (who was a registered nurse in 75% of cases and a medical scientist in
25% of site visits). The referenced unit cost for the principal investigator and co-investigators is
the hourly rate determined in item 2.6.2; the reference cost for the clinical trials
manager/coordinator is a combination of the hourly rate determined for items 2.6.3 Research
Nurse (75% allocation) and 2.6.4 Clinical Research Coordinator (25% allocation).

Table of standard costs for “preparation of research proposal”

Table C.1 presents the resource units, in hours, required for each activity by specific personnel.
Due to the variability in the type of clinical trial which was the subject of the research proposal,
the median was considered the best basis for determining the standard cost of $80,858.

Table C.1: Typical personnel, resources and unit cost involved in preparation of research proposal

Resource unit (hours) Standard
Activities Personnel involved i 25th Medi 75th Unit cost [
percentile cdian percentile (median)
Development of | Principal Investigator 20.0 42.5 175.5 229.1 500.0 $215.00 $37,733
research
pro;ocsal Co-investigators 10.0 50.0 100.0 122.5 720.0 $215.00 $21,500
Grant Principal Investigator 4.0 25.0 40.0 70.0 100.0 $215.00 $8,600
ot Clinical Ttials
application
PP Wb Camaarios 10.0 10.0 10.0 11.0 14.0 $63.75 $638
Development of | Principal Investigator 5.0 5.0 7.5 17.5 40.0 $75.00 $563
detailed clinical | Clinical Trials
trial protocol Manager/Coordinator 15.0 20.0 25.0 60.0 100.0 $215.00 $5,375
Development of | Principal Investigator 5.0 8.0 10.0 12.5 20.0 $215.00 $2,150
clinical trial Clinical Trial
supporting N fuea ‘(1: S o 10.0 15.0 20.0 38.0 80.0 $215.00 $4,300
doumetaifen anager/Coordinator

Total for preparation of research proposal

$80,858
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Reference number 312

Item Site selection including site feasibility assessment process
Sub-list Non-clinical services

Category Project Development

Includes the:
e assessment of study feasibility at a site including the completion of feasibility

. questionnaire/s;
Definition . o
e  budget review and negotiation;
e legal review and institutional sign off; and
® the site selection/feasibility visit.
Standard Cost $2,597 per site selection (including site feasibility assessment process)
Related items

Table C.2 presents other items which are related to item 3.1.2 “site selection including site
feasibility assessment process”.

Table C.2: Items related to site selection including site feasibility assessment process

Reference Number | Comment
Departmental Establishment 221 Some sites include the activities associated with site
/ Set Up Fee selection, including site feasibility assessment process in

the departmental establishment/set up fee. Care should
be taken not to double count.

Learnings from site visits

Currently the costs associated with site selection including the site feasibility assessment process
is not included in any budget negotiated with the sponsor (or their agent) as the activities occur
before the clinical trial begins. However some clinical trial sites capture this work (i.e. associated
cost) in their Departmental Establishment/Set Up fees. In the case of investigator initiated trials
(including collaborative trials) site selection including the site feasibility assessment process is
much more simplified or non-existent. For example, in single site investigator initiated trials, the
principal investigator has designed a clinical trial for the sole purpose of conducting it at his/her
site (regardless of the funding source). For collaborative trials, the process usually involves the
collaborative or individual investigators nominating the sites, rather than going through a formal
site selection feasibility process. For some industry sponsored trials, we found instances where a
site will have a pre-established relationship with a sponsor and the site feasibility/selection visit is
not required, or may take place over the phone or not at all.

Derived process map for “site selection including site feasibility assessment process”

Figure C.2 presents the typical process involved in site selection including the site feasibility
assessment process. The blue boxes represent the typical process. The red boxes represent the
optional processes in the typical pathway that are dependent on the actual clinical trial (e.g. drug
trials involve pharmacy whereas device trials generally do not), and the process followed at each
site in regards to which departments, if any, they get involved in budget setting and negotiation.
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Figure C.2: Process map of activities included under site selection including the site feasibility assessment
process

Il “oypical” stcps in pathway Pharmacy Department review protocol and provide

I “opions SEPs i pariay input into feasibility questionnaire if required
- “alternate” options in pathway ~

PI and/or CTC/M completes feasibility Imaging Department review protocol and provide
questionnaire input into feasibility questionnaire if required

Pathology Department review protocol and provide
Feasibility site visit conducted by Sponsor or input into feasibility questionnaire if required
CRO (includes visits to supporting

departments (e.g. radiology, pharmacy etc.) Pharmacy Department constructs their required
budget and/or reviews proposed budget

Site selected and budget negotiations occur Imaging Department constructs their required
between site and Sponsor/CRO budget and/or reviews proposed budget

Pathology Department constructs their required
Clinical Trials Contract is Clinical Trials Contract (based on Medicine budget and/or reviews proposed budget

reviewed by the legal Australia template) is drafted and negotiated
department and signed by relevant parties Governance/Research/Finance Office review
proposed budget or assists in its development

Considerations for detiving the cost for “site selection including site feasibility
assessment process”

The number of personnel involved in site selection (including site feasibility assessment process)
varies from site to site and even within sites across clinical trials units. The variability is around
the involvement of the supporting service departments (e.g. pharmacy, pathology, etc.) and
whether the legal department is involved in reviewing the contract. However using the estimates
provided by site representatives, across the various trials examined, an estimate of each
component of the activity involved was possible.

In order to derive a standard cost for the site selection process, professional time was chosen as
the most suitable resource unit. The costing was based on the typical process which involved the
principal investigator, the clinical trials coordinator/manager (who was a registered nurse in 75%
of cases and a medical scientist in 25% of site visits); personnel from the various supporting
departments (usually the department head), as well as the research governance officer.

The referenced unit cost for the Principal Investigator and heads of the other supporting
departments is the houtly rate determined in item 2.6.2; the reference cost for the Clinical Trials
Manager/Coordinator is a combination of the houtly rate determined for items 2.6.3 Research
Nurse (75% allocation) and 2.6.4 Clinical Research Coordinator (25% allocation); and for the
research governance officer, we assumed their qualifications being equivalent to someone with a
generic qualification (i.e. like someone with a scientific qualification), so the standard cost
determined for 2.6.4 Clinical Research Coordinator was used.

Table of standard costs for “site selection including site feasibility assessment process™

Table C.3 presents the resource units, in hours, required for each activity by specific personnel.
Due to the variability in the resources required for the site selection process, the median was
considered the best basis for setting the standard cost of $2,597 per site.
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Table C.3: Typical personnel, resources and unit cost involved in site selection including site feasibility
assessment process

Resource unit (hours) ‘ Standard
Activities Personnel Involved - 25th _— 75th Unit cost  cost
n percentile edian percentile (median)
IPT and/or CTC/M “linical Trials Manager/Coordinator 0.2 1.0 2.0 3.0 53.0 $63.75 | $127.50
completes feasibility b inal Tnvestigator 0.2 0.3 0.5 1.0 7.5 | $215.00 | $107.50
questionnaire -
Supporting department personnel 0.2 0.5 2.0 2.3 6.0 $215.00 | $430.00
Feasibility/site selection (Clinical Trials Manager/Coordinator 2.0 4.0 4.8 7.5 50.0 $63.75 | $302.81
jvistt Principal Investigator 0.3 1.0 1.0 1.4 3.0 | $215.00 | $215.00
Supporting department personnel 0.5 1.0 1.0 2.0 4.0 $215.00 | $215.00
Site selected and budget (Clinical Trials Manager/Coordinator 2.0 3.0 3.5 12.8 50.0 $63.75 | $223.13
pegotations occur Principal Investigator 0.5 0.8 1.0 15 40 |$215.00 | $215.00
between site and = —— Office -
Sponsor/CRO [Research Governance/Finance Office 0.5 1.0 2.0 2.3 3.0 $75.00 $150.00
Suppotting depattment personnel 0.5 1.4 1.5 2.0 2.0 $215.00 | $322.50
Review/negotiation Clinical Ttrials Manager/Coordinator 0.5 0.5 1.0 1.0 22.5 $63.75 $63.75
(Clinical Trials Contract Research Governance Officer/Legal Officer 0.5 0.5 3.0 11.3 22.5 $75.00 | $225.00

Total for site selection including site feasibility assessment process
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Reference number 3.1.3

Item Preparation and submission of applications to HREC and institutions
Sub-list Non-clinical services

Category Project Development

Preparation and submission of applications to HREC: Includes the preparation
and submission of the human research ethics committee (HREC) application form (or
equivalent) and supporting documentation which includes the site specific participant
information and consent form (PICF), processing of country specific regulatory
documents (e.g. the Clinical Trial Notification (CTN) Scheme form), insurance and
indemnity documents, trial agreements, recruitment and advertising materials, etc. Also
includes revisions to applications according to ethics committee requests.

Definition Preparation and submission of applications to institutions: Includes the
preparation and submission of the Site Specific Assessment (SSA) application forms
which involves completion of the form, obtaining authorising signatures, liaising with
inter-institutional Departments (e.g. radiology, pharmacy, etc.), adapting the Lead
HREC approved master PICF(s) with site specific letterhead and contact details;
submission of SSA to the research governance officer (RGO) for review; liaison with
sponsor, responding to RGO queries, forwarding copies of relevant authorisations and
associated correspondence/documentation to sponsor.

HREC (non-lead) and SSA = $3,098 per application per clinical trial

Standard Cost HREC (lead) and SSA $3,953 per application per clinical trial

Related items

Table C.4 presents other items which are related to item 3.1.3 “preparation and submission of
applications to HREC and institutions”.

Table C.4: Items related to preparation and submission of applications to HREC and institutions

Item Reference Number Comment

Departmental 221 Some sites include the activities associated with preparation and

Establishment/Set submission of applications to HREC and institution in the

Up Fees departmental establishment/set up fee. Care should be taken not to
double count.

Lead HREC/Lead 3.1.7 The additional time taken to prepare and submit the HREC

site fee application by the lead site should be captured under 3.1.3. However
the additional time involved in managing the ongoing coordination
of the clinical trial, due to be the lead site, should be captured under
the Lead HREC/Lead site fee which is item 3.1.7.

Learnings from site visits

Due to the consistency in requirements for ethics submissions, the steps for preparation and
submission of HREC application forms reported by sites were fairly standard. Time variation in
completing a submission to a HREC was due to a number of factors including:

e whether a trial was industry sponsored or investigator initiated;

e whether a site was a lead-site or non-lead site in a multi-centre trial;

e the nature of the trial (e.g. whether multiple questionnaires were required or brochures to be
developed); and

e nature of recruitment (e.g. if advertising material was required to be developed).

In industry sponsored clinical trials the detailed protocol, PICFs etc. were provided by the
sponsor. However, even in these types of trials, most sites reported that additional time was
required to adapt PICF to Australian wording (i.e. as most sponsors were overseas-based firms),
incorporate into local ethic templates and include local site information (including the logo,
letterheads, etc.).
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Most sites commented on the recent process that involved NSW, Queensland and Victoria
signing a Memorandum of Understanding (MOU) to introduce mutual acceptance of ethical and
scientific review of multi-centre clinical trials. Under the interstate mutual acceptance initiative,
each proposal for a multi-centre clinical trial is ethically and scientifically reviewed only once by a
public health organisation HREC that has been certified by the NH&MRC. Most sites reported
that mutual agreement had reduced ethics application time for clinical trials conducted across
these three states however, the majority of multi-centre trials conducted in Australia were
conducted in other states as well and therefore there was still significant burden. There were
however some sites that felt the mutual agreement had not reduced any of their time dedicated to
ethics applications and that the term “streamlined” approach was misleading. South Australia
had only recently signed up to the mutual agreement and most clinical trials units were struggling
with the new process.

If the clinical trial unit was the lead site, most reported a number of additional tasks which added
to the time required to complete the ethics submission including: set up communication links
with appropriate people; initial preparation and submission of HREC documents (e.g. NEAF,
PICF, patient questionnaires, investigator CVs, regulatory documents, drug safety information,
radiation reports, etc.); electronic upload of all documents; collection of various signatures;
resolution of queries raised by HREC; and then initiation of the SSA for all sites. Given the
additional time taken to complete an ethics submission when a clinical trial site is the lead site,
two standard costs for this item have been determined in Table C.5.

Most sites also reported completing a site specific assessment (SSA) or equivalent document.
Most sites complete the SSA process in parallel with the ethics application process however, at
most sites ethics approval was a component of the SSA. Therefore approval and completion of
the SSA could not be finalised prior to obtaining ethics approval. The SSA process was similar
across all sites however, the variation identified was more related to the nature of the trial (e.g.
phase 1 vs. phase 2), as opposed to variations across sites.

Detived process map for “preparation and submission of applications to HREC and
Institutions”

Figure C.3 presents the typical process involved in preparation and submission of applications to
HREC and institutions. The blue boxes represent the typical process. The red boxes represent

the optional processes in the typical pathway that are dependent on the actual clinical trial (e.g.
drug trials involve pharmacy whereas device trials generally do not).

Figure C.3: Process map of activities included under preparation and submission of applications to HREC
and institutions

[ p— | Preparation and submission of ethics
vpieal” steps in pathway . 1 ’ ;
cps in parhviay including development and modification of
B “alternate” options in pathway clinical trial forms

Pharmacy Department provide input if required

Preparation and submission of the site
specific assessment (SSA)

Radiology Department provide input if required

Pathology Department provide input if required

Counsiderations for detiving the cost for “preparation and submission of applications to
HREC and institutions™

In order to derive a standard cost for the preparation and submission of applications to HREC
and institutions professional time was chosen as the most suitable resource unit. The costing was
based on the typical process which involved the principal investigator, the clinical trials
coordinator /manager (who was a registered nurse in 75% of cases and a medical scientist in 25%
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of site visits); and the research governance officer. Due to the variability in the input provided by
the various supporting departments, and the fact that they were not routinely involved, the cost
associated with their involvement has not been factored into the standard cost.

The referenced unit cost for the Principal Investigator is the hourly rate determined in item 2.6.2;
the reference cost for the Clinical Trials Manager/Cootdinator is a combination of the houtly
rate determined for items 2.6.3 Research Nurse (75% allocation) and 2.6.4 Clinical Research
Coordinator (25% allocation); and for the research governance officer, we assumed their
qualifications being equivalent to someone with a generic qualification (i.e. like someone with a
scientific qualification) so the standard cost determined for 2.6.4 Clinical Research Coordinator
was used.

Table of standard costs for “preparation and submission of applications to HREC and
Institutions”

Table C.5 presents the resource units, in hours, required for each activity by specific personnel.
The median was considered the best basis for setting the standard cost. Also as a number of the
clinical trials units consulted provided information on the added time (in hours) required to be
the lead site as opposed to a participating site, a separate standard cost was determined for a lead
site plus the SSA process, and a participating site plus SSA process.

Table C.5: Typical personnel, resources and unit cost involved in preparation and submission of
applications to HREC and institutions

Resource units Standard

Activities Personnel Involved Mi 25th Medi 75%h Unit cost costs

? percentile| %" |percentile (median)
Non-lead site ethics submission
_Comp_letion of NEAF Principal Investigator 0.1 0.5 1.0 1.0 49.5 $215.00 $215.00
including development [y, o orials Manager/ Coordinator 2.0 12.0 30.0 40.0 988.0 $63.75 | $1,912.50
and modification of L=
trial forms Research/Governance Officer 1.0 1.0 1.0 4.0 12.0 $75.00 $75.00
Lead ethics submission (add on to non-lead site ethics submission)
Additional tasks Principal Investigator 0.5 0.9 15 2.0 20 | $21500 | $322.50
required as part of Clinical Trials Manager/Coordinator 3.0 4.0 6.0 11.0 37.5 $63.75 $382.50
being Lead site Research/Governance Officer 1.0 1.4 2.0 2.3 4.0 $75.00 $150.00
Governance approval
GOVCI‘HHQCC ) Principal Investigator 0.1 0.1 0.5 1.0 37.5 $215.00 $107.50
/completion of site [y Lo i Manager/Coordinator 2.5 58 10.0 19.3 57.0 $63.75 | $637.50
specific assessment <
(SSA) Research/Governance Officer 1.0 1.0 2.0 3.3 7.5 $75.00 $150.00
Total - HREC (non-lead) and SSA $3,098

Total - HREC (lead) and SSA $3,953

Note: totals may not be exactly additive due to rounding etrors
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Reference number 314

Item Radiation safety and/ ot biosafety reports

Sub-list Non-clinical services

Category Project Development

Definition Includes the prepatation and submission of the safety and/or biosafety reports
Standard Cost $99 per radiation safety and/or biosafety report

Related items

None.

Learnings from site visits

Radiation safety and/or biosafety reports are required to be completed for any clinical trial
involving the use of human blood, tissues or other biological materials; recombinant DNA;
ionising radiation sources; or other activities with significant biosafety hazard. The activities
involved in this process were consistent across all sites and involved only two people, the clinical
trials coordinator working with the radiation/biosafety officet.

Detived process map for “radiation safety and/or biosafety reports”

Figure C.4 presents the typical process involved in site selection including the site feasibility
assessment process.

Figure C.4: Process map for item 3.1.4 “radiation safety and/or biosafety reports”

CTC/M liaises with relevant department(s) to

obtain radiation and/or biosafety report

Completion of radiation and/or biosafety
report by relevant department personnel

Counsiderations for detiving the cost for “radiation safety and/or biosafety reports”

In order to derive a reasonable cost associated with the preparation and submission of the safety
and/or biosafety reports, professional time was chosen as the most suitable basis due to the
activities involved and the various personnel. The personnel involved was common across all
sites and included the clinical trials coordinator/manager; and the radiation/biosafety officer
(who was almost always a qualified medical scientist).

The referenced unit cost for the Clinical Trials Manager/Coordinator is a combination of the
hourly rate determined for items 2.6.3 Research Nurse (75% allocation) and 2.6.4 Clinical
Research Coordinator (25% allocation); and for the radiation/biosafety officer, we assumed their
qualifications being equivalent to someone with a medical science degree, so the reasonable cost
determined for 2.6.4 Clinical Research Coordinator was used.

Table of standard costs for “radiation safety and/or biosafety reports”

Table C.6 presents the resource units, in hours, required for each activity by specific personnel.
The median was considered the best basis for setting the standard cost of $99.
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Table C.6: Typical personnel, resources and unit cost involved in radiation safety and/or biosafety reports

Resource unit (hours) ‘ Standard
25th 75th ‘ Unit cost  costs

Activities Personnel Involved

8 Median 8 Max
percentile percentile

(median)
Liaise with relevant department |Clinical Trials $63.75

to undertake report Manager/Coordinator - - ) ) ) B
Radiation/Biosafety
Personnel

Complete report $75.00

Total for radiation safety and/or biosafety reports
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Reference number 3.15

Item HREC (ethical) review fee

Sub-list Non-clinical services

Category Project Development

Definition Is the fee charged by the Ethics Committee for the review of the HREC application
Standard Cost $3,000 per HREC (ethics) application

Related items

Table C.7 presents other items which are related to item 3.1.5 “HREC (ethical) review fee”.

Table C.7: Items related to HREC (ethical) review fee

Item Reference Number Comment
Preparation and 3.1.3 The cost associated with the personnel time required for the
submission of applications preparation and submission of the applications to HREC and
to HREC and institutions institutions should be captured under item 3.1.3 and not 3.1.5.
Institutional (site 3.1.6 The fee associated with the review of the site assessment
assessment) review fee application fee should be captured under 3.1.6 and not 3.1.5.
Lead HREC/Lead site fee 3.1.7 The additional fee associated with the review of a lead HREC
application should be captured under 3.1.7 and not 3.1.5.

Learnings from site visits

Most sites consulted had an onsite NHMRC approved HREC. The fees charged for industry
sponsored trials were always higher than for investigator-initiated trials. For investigator-initiated
trials, fees were often minimal (e.g. $150 per application) or waived completely. At some sites
differentiation was made on the basis of whether a trial was fully or partially funded by an
industry sponsor or whether the trial was a multi-site trial. Differentiation was also made if the
ethics application had already been approved through another (NHMRC certified) ethics
committee prior to submission at the current site.

Although the mix of membership of each ethics committees was similar the number of members
that attend each meeting varied from six to 20. The frequency of the meetings varied from
fortnightly to every two months. The process for reviewing the applications varied from all
attending members undertaking detailed review to only two members undertaking detailed review
and one being nominated to present (i.e. the spokesperson) the clinical trial to the committee.
The length of the meetings also varied from one hour to four hours, which was largely dependent
on the number of applications and the frequency of the meetings.

Most ethics/research officers would review all applications prior to sending it to the committee
and would send back any applications that did not meet certain minimum requirements with the
aim to minimise wasting the time of the ethics committee members. No ethics committee
members were paid for their time (i.e. all membership was on honorary basis).

Derived process map for “HREC (ethical review fee)”
Not applicable

Considerations for deriving the cost

As this item was a fees item Table C.8 represents the fees charged by the sites rather than the
cost associated with activities captured under item 3.1.5. There was noticeable variability in the
fee charged by ethics committees that was largely dependent on the sponsor of the clinical trial.
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Table of standard costs for “HREC (ethical review fee)”

Table C.8 presents the fee range charged by various clinical trials sites around Australia. Due to
the variation in fees charged, the median was assessed to be the most reasonable basis for setting
the standard cost, which is actually a fee of $3,000.

Table C.8: Typical fees associated with HREC (ethical review fee)

Resource unit (fee)

Standard cost

Activities = = Unit cost .
25 q Median 75 q Max (i)
percentile percentile
HREC (ethical | p ol fees $0 $1,131 $3,000 $3,350 $8,800 n/a $3,000
review fee)
Inc]cpenc]ent Hospital Fﬁcing,Authoritg Fagc C i2
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Reference number 3.1.6

Item Institutional (site assessment) fee

Sub-list Non-clinical services

Category Project Development

Definition Is the fee charged .by the resea.rchigovernance office for the review of the site specific
assessment (or equivalent) application

Standard Cost $750 per institutional (site assessment) application

Related items

Table C.9 presents other items which are related to item 3.1.6 “institutional (site assessment) fee”.

Table C.9: Items related to institutional (site assessment) fee

Item Reference Number Comment

Preparation and 3.1.3 The cost associated with the personnel time required for the

submission of applications preparation and submission of the applications to HREC and

to HREC and institutions institutions should be captured under item 3.1.3 and not 3.1.6.

HREC (ethical) review fee 3.1.5 The fee associated with the review of the HREC (ethical)
application fee should be captured under 3.1.4 and not 3.1.6.

Learnings from site visits

All clinical trial sites visited has their own research governance office (RGO), which was
supported by one to four full time staff. The fees for submission of an SSA through RGOs were
variable across sites, partly due to a number of sites now changing their fee structure due to the
impact of the interstate mutual ethics acceptance initiative. Previously most sites had quite
modest fees (e.g. $800 or less per application) for SSA applications, although these too varied
depending on whether it was an industry sponsored trial or an investigator initiated trial. Now
with the modification to the ethics process (at least in Qld, NSW, Vic and most recently SA), the
governance fees have increased to incorporate a brief review of an ethics application that has
already been approved through a HREC at the lead site.

Detived process map for “institutional (site assessment) review”

Not applicable

Considerations for detiving the cost for “institutional (site assessment) review”
g

As this item was defined as fee based, Table C.10 represents the fees charged by the sites rather
than the cost associated with activities captured under item 3.1.5. However, costs were discussed
at the site visits. The advice received was that a governance review, including the review of the
SSA may take anywhere between a few hours to a maximum of two days. Usually the governance
review involved only one person within the research governance office, and the variation in time
was generally due to whether the submitted SSA was complete on the first submission (i.e. all
documentation was provided and the forms were correctly filled in) or whether it took the
research governance officer several interactions with the applicant to gather or the required
information.

It is acknowledged that the institutional (site assessment) review fee is set lower than the HREC
fee. The reasons for this choice include:

e Under item 3.1.2 — five hours of RGO time is already included to cover off the time
associated with budget negotiations between site and sponsor/CRO (i.e. two hours) and
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review/negotiation of clinical trials contract (i.e. three hours) which equates to an additional
$375;

e Under item 3.1.3 — five hours of RGO time is included to cover off the time for completing
the NEAF including development and modification of the trial forms (i.e. one hour) and
additional tasks required as being part of the lead site (i.e. two hours) and completion of SSA
(i.e. two hours) which equates to an additional $§375.

e Under item 3.2.10 — is the fee associated with the RGO (or HREC) charging for amendment
review $275

All this information has been taken into account in selecting the most suitable basis for the
standard costs (which is actually an institutional (site) assessment fee).

Table of standard costs for “institutional (site assessment) review”

Table C.10 presents the fee range charged by various clinical trials sites around Australia. Due to
the fact that some sites are now capturing the ethics review within the SSA fee, and due to the
quoted time of research governance office personnel involvement, the 25" percentile was
assessed to be the most reasonable basis for setting the standard cost, which is actually a fee of
$750 for institutional (site assessment) review.

Table C.10: Typical fees associated with institutional (site assessment) review fee

Resource unit (fee) Standard cost

Activities o5h 75 Unit cost (25t

. Median 8 Max percentile)
percentile percentile

Institutional (site
assessment) Typical fees $0 $750 $3,000 $3,805 $6,050 n/a $750

review fee

In selecting the 25" percentile, it is noted that an hourly rate of $75, the chosen fee level
represents about 10 hours of research governance office time. This number is towards the upper
end of the quoted range of time required (two hours to two days), and is therefore considered to
be a suitable basis for setting the standard cost.
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Reference number 3.1.7

Item Lead HREC/Lead site fee
Sub-list Non-clinical services
Category Project Development

Is the fee charged by the lead site for the ongoing coordination and management of all

Definition . . SR .. ;
the nominated sites participating in the clinical trial

Standard Cost $400 per additional site per annum

Related items

Table C.11 presents other items which are related to item 3.1.7 “lead HREC/lead site fee”.

Table C.11: Items related to lead HREC/lead site fee

Item Reference Number Comment

Preparation and 3.13 The additional personnel time required for the preparation and
submission of submission of the lead HREC application to the HREC and
applications to HREC institutions should be captured under item 3.1.3 and not 3.1.7.
and institutions The fee charged by the lead site for the ongoing coordination and

management of the participating sites involved the clinical trial
should be captured under item 3.1.7 and not 3.1.3.

HREC (ethical) review 3.1.5 The fee associated with the review of the lead HREC (ethical)
fee application should be captured under 3.1.5 and not 3.1.7.

Learnings from site visits

Most clinical trials units that were the lead site for a clinical trial discussed the additional work
required in the ongoing coordination and management of the clinical trial. A number of sites
commented they try not to be the lead because they do not feel any fee they could charge would
justify the additional work. Most sites that are happy to be the lead sites have recently introduced
a fee which covers the additional work, which is charged on a per additional site basis (e.g. for
every additional site they charge a set fee which is generally annual).

Derived process map for “lead HREC/lead site fee”
Not applicable

Considerations for detiving the cost for “lead HREC/lead site fee”

As this item was a fees item, Table C.12 represents the fees charged by the sites rather than the
cost associated with activities captured under item 3.1.7. The costs of the additional work
required by the lead site in the ethics application process is covered under item 3.1.3.

Table of standard costs for “lead HREC/lead site fee”

Table C.12 presents the fee range charged by various clinical trials sites around Australia. Due to
the variation in fees charged, the median was assessed to be the most reasonable basis for setting
the standard cost, which is actually a fee of $400 per additional site per annum.

Table C.12: Typical fees associated with the lead HREC/lead site fee

Resource unit (fee per additional site per annum)
Activities X 25th 75th Unit cost

. Median 8 Max (median)
percentile percentile

Typical Fee $0 $150 $400 $605 $2,000 n/a $400

Standard cost

Lead HREC/Lead
site fee
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Reference number 3.1.8

Item Investigator meetings
Sub-list Non-clinical services
Category Project Development

Includes the organisation and the attendance of principal or co-investigators and/or

Definition . . . . . .
Clinical Trials Manager/Coordinator at meetings about the clinical trial

$1,020 per Clinical Trials Manager/Cootdinator attending an international investigator
meeting (excluding travel time and travel expenses)

$3,440 per Principal Investigator attending an international investigator meeting
(excluding travel time and travel expenses)

Standard Cost OR

$287 per Clinical Trials Manager/Cootdinator attending a domestic investigator
meeting (excluding travel time and travel expenses)

$882 per Principal Investigator attending an domestic investigator meeting (excluding
travel time and travel expenses)

Related items

None.

Learnings from site visits

The investigator meeting was generally held before any sites began recruiting, and involved
detailed review of the protocol as well as training in various aspects of the clinical trial. As a
minimum the principal investigator would attend, and commonly also the study coordinator.
Principal investigators and study coordinators highlighted the value of attending such meetings,
particularly to network and share learnings with national and international colleagues. As a result
there was usually no charge made for attendance, and one instance of site staff taking annual
leave to attend the meetings (so no charge needed to be made) was identified.

The location of the investigator meetings seemed to vary depending on the trial sponsor and the
number of sites participating in the trial. Investigator meetings for international multi-site trials
were sometimes held in Europe or America. The length of the meetings was generally one to
two days, however it requires at least two to three days on either side of the meeting to travel to
and from the location. When investigator meetings were held in Asia, again they were likely to be
one to two days in length but the travel time either side of the meetings was more like one to two
days. However a number of sites commented that there is an increasing trend to have the
investigator meetings in major Australian airports (e.g. Sydney or Melbourne Qantas lounges),
where the normal duration is about one half day.

The most common practice is that invited attendees are reimbursed for their travel and
accommodation (excluding travel insurance). As already indicated, the time of the investigators
or study coordinators to attend the meeting was most often not charged, however a few sites
reported requesting a per diem fee for attending. This fee ranged from $250 per day for non-
medical personnel to $1,000 per day for medical specialists.

Derived process map for “investigator meetings”

Figure C.5 presents the typical process involved in investigator meetings.
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Figure C.5: Process map of activities included under “investigator meetings”

- “rvpical” steps in pathway
- “optional” steps in pathway
- “alternate™ options in pathway

Invitation to attend investigator meeting fro

PI and/or CTC/M arrange flights, accommodation and
travel insurance to attend the investigator meeting

Preparation and submission of required documentation
to institution to attend the investigators meeting

Travel to investigator meeting

Attendance at the one to two day investigator meeting

Travel from investigator meeting

Considerations for deriving the cost

The number of personnel involved in the organisation and attendance at the investigator meeting
varied from either the PI only, the study coordinator only, or both attending. The other variation
was the location of the meeting. As the location was variable, the time taken to travel to and
from the location was excluded from the standard cost determination, although the information
gathered is presented in Table C.13. As there was a high degree of variability in time and cost
separate determinations have been made for domestic and international meetings.

In order to derive a reasonable cost associated with attendance at investigator meetings,
professional time was chosen as the most suitable resource unit. The referenced unit cost for the
Principal Investigator is the houtly rate determined in item 2.6.2; and the reference cost for the
Clinical Trials Manager/Coordinator is a combination of the houtly rate determined for items
2.6.3 Research Nurse (75% allocation) and 2.6.4 Clinical Research Coordinator (25% allocation).

Table of standard costs for “investigator meetings”

Table C.13 presents the resource units, in hours, required for attendance at investigator meetings
(domestic and overseas) by specific personnel. Only professional time is included, as it is
assumed that travel expenses, i.e. flights, ground transport, accommodation, meals, etc. would be
met directly by the trial sponsor.

Table C.13: Typical personnel, resources and unit cost involved in investigator meetings

Resource unit (hours) Standard  Standard

860 . costs costs
Activities Personnel involved . 25th . 75t X
Min i Median o Max domestic overseas
[PEEETEE PSS (minimum) (median)

Arranging Clinical Trials

fights Manager/Conrdinator 0.5 0.5 0.5 0.6 1.5 $63.75 $31.88 $31.88

accommodation | 4 o) Tnvestigator 0.1 0.3 0.5 0.5 15 $215.00 | $21.50 $107.50

and insurance

Preparation and | Clinical Trials

submission of | Manager/Coordinator e = = = 1 BT LY Rl

institution

documentation | Principal Investigator 0.0 0.5 0.5 0.5 1.0 $215.00 $0.00 $107.50

for attendance

Travel (to and | Clinical Trials 15.0 48.0 48.0 72.0 72.0 $63.75 N/A $3,060.00

from, overseas | Manager/Coordinator

only) Principal Investigator 15.0 48.0 48.0 72.0 72.0 $215.00 N/A | $10,320.00
Clinical Ttrials

Attendance at | Nfumager/Coordinator 40 14.1 15.0 54.0 72.0 $63.75 | $255.00 $956.25

meeting Principal Investigator 40 13.1 15.0 60.0 720 | $215.00 | $860.00 | $3,225.00

or meeting (excluding travel time)

meeting (excluding travel time)
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As can be seen in Table C.13, due to the increasing number of investigator meetings being held in
Australia, the costs were split into those for domestic versus overseas investigator meetings.
Most of the times reported by sites related to international investigator meetings, so the median
was considered the best basis for determining the standard cost of $3,440 for attendance by the
principal investigator, and $1,020 for attendance by the clinical trials manager/coordinator at an
overseas meeting. For domestic investigator meetings the observed minimum time (four hours)
was considered to be the best basis for determining the standard cost of $882 for attendance by
the principal investigator, and $287 for attendance by the clinical trials manager/coordinator.
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Reference number 3.1.9

Item Staff training
Sub-list Non-clinical services
Category Project Development

Includes any training (e.g. detailed protocol, eCRF, GCP) of staff directly involved in

Definition the clinical trial (excluding staff training that occurs during the start-up meeting).
$638 per Clinical Trials Manager/Cootdinator requited to undertake staff training per
Standard Cost clinical trial (based on 10 hours of training per clinical trial).
$430 per Principal Investigator required to undertake staff training per clinical trial
(based on two hours of training per clinical trial).
Related items

Table C.14 presents other items which are related to item 3.1.9 “staff training”.

Table C.14: Items related to staff training

Item Reference Number Comment

Departmental 221 The Depattmental Establishment/Set Up Fees should not

Establishment/Set Up include any activities associated with staff training. All staff

Fees training, excluding pharmacy staff specific training and training
associated with the start-up meeting, should be captured under
3.1.9.

Departmental Ongoing 2.3.1 The Departmental Ongoing Administration fees should not

Administration fees include any activities associated with staff training. All staff

training, excluding pharmacy staff specific training and training
associated with the start-up meeting, should be captured under

3.1.9
Staff training (drug 241 Activities associated with pharmacy staff undertaking training
specific) specific to pharmacy work involved in clinical trials should be
captured under 2.4.1 and not 3.1.9.
Start Up meeting 3.2.1 Staff training that occurs on the day of the start-up meeting

should be captured under item 3.2.1 and not 3.1.9.

Learnings from site visits

Most sites consulted commented that the amount of training required as a result of participating
in clinical trials was increasing, and more and more of it needed to be done online, by at least two
people involved in the clinical trial, before the start up meeting.

In general, industry sponsored trials training was provided usually in an online/web-based
format, or on CD-ROM. Some sites reported difficulty accessing online/web-based training
packages due to hospital firewalls. They were either prevented from accessing the material from
hospital network computers or access was extremely slow, thereby increasing the time required to
complete the training. Good Clinical Practice (GCP) training is mandated in clinical trials. Some
sites accredit their staff in GCP and require refreshers every couple of years; and therefore do not
need GCP training with every trial. Other sites are required to complete GCP training with each
new trial. Unfortunately some sites stated that sponsors do not recognise all GCP training
courses so they are required to undertake the training repeatedly for each clinical trial in which
they are involved.

For investigator initiated trials, the amount of training required varied, but as a minimum it
generally included two staff undertaking eCRF and GCP training. Typically, eCRF training
(regardless of the sponsor) varies from 30 minutes to four hours; and GCP training is between an
hour and two days. Other training about the protocol can vary from an hour to a day.
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Derived process map for “staff training”

Figure C.6 presents the typical process involved in staff training.

Figure C.6: Process map of activities involved under staff training

Training Packages are developed by PI

Training Packages provided by sponsor and/or CTC/M

D e May require implementation by PI and/or CTC/M

(online, paper-based or face-to-face)

Considerations for deriving the cost for “staff training”

The number of staff having to undertake the training for sites to be able to begin recruitment
varied from two to four personnel. Usually these staff included the Principal Investigator and at
least one Clinical Trials Manager/Cootdinator.

The referenced unit cost for the Principal Investigator is the houtly rate determined in item 2.6.2;
and the referenced unit cost for the Clinical Trials Manager/Coordinator is a combination of the
hourly rate determined for items 2.6.3 Research Nurse (75% allocation) and 2.6.4 Clinical
Research Coordinator (25% allocation). A reasonable cost has been determined based on each
individual undertaking the minimum training.

Table of standard costs for “staff training”

Table C.15 presents the resource units, in hours, required for each activity by specific personnel.
Due to the variability in the amount of training hours required for any given clinical trial, the
median was considered the best basis for determining the standard cost, which was an estimated
10 houts training for Clinical Trials Managers/Coordinators and two hours for Principal
Investigators.

Table C.15: Typical personnel, resources and unit cost involved in staff training

Resource unit (hours)

Standard cost

Activiti th th Unit t X
ctivities . 25" Median 750 Max €08 (median)
percentile percentile
Clinical Trials
Staff training Manager/Coordinator 2 6 10 16 120 $63.75 $638
Principal Investigator 1 1 2 5 16 $215.00 $430
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Reference number 3.1.10

Item Ttial-specific equipment hire/purchase
Sub-list Non-clinical services

Category Project Development

Includes the hire and/or purchase of any equipment (excluding I'T infrastructure)

Definition required for the purposes of conducting the clinical trial.
Standard Cost $75 per trial-specific equipment hire/purchase for a biomedical engineering check
Related items

Table C.16 presents other items which are related to item 3.1.10 “Trial-specific equipment
hire/purchase”.

Table C.16: Items related to trial-specific equipment hire/purchase

Item Reference Number Comment

Staff training 3.1.9 Staff training related to any aspect of the clinical trial,
including the use of trial specific equipment, should be
captured under item 3.1.9 and not item 3.1.10.

Ongoing administration, 3.2.6 The time required to maintain trial-specific equipment for the
monitoring and reporting duration of the trial, either by the study coordinator/manager
or for regular testing and calibrating by other staff, should be
captured under item 3.2.6 not 3.1.10.

Study close-out activity 3.2.11 The time required to pack up and return trial-specific
including preparation for equipment that has been “loaned” to the site for the duration
audit of the trial, should be captured under item 3.2.11 not 3.1.10.

Learnings from site visits

For industry sponsored trials, trial-specific equipment is supplied “on loan” by the sponsor. In
most trials this equipment was required to be returned to the sponsor at the completion of the
trial with the sponsor paying for the transport of the equipment. Some sites/trials reported that
at the completion of the trial they were offered the opportunity to purchase the trial-specific
equipment at a reduced price. In some instances, equipment was able to be kept by the trial site
at no cost. For investigator-initiated trials where purchase of equipment was beyond the budget
of the trial, companies were approached to donate equipment for use for the duration of the trial.

Although we did not find any site that incutred a direct cost for the purchase and/or hire of any
trial specific equipment, the local biomedical engineering department was generally required to
commission the equipment on site, and to conduct regular checks post installation to ensure it
complied with local safety and quality procedures. Often, the relevant staff also needed to be
trained on the use of the equipment for the purposes of the trial.

Detived process map for “trial-specific equipment hire/purchase”

Not applicable.

Counsiderations for detiving the cost “trial-specific equipment hire/purchase”

We found no evidence that any clinical trial site incurred the direct cost for the hire or purchase
of any trial specific equipment. The cost incurred by the sites in undertaking training related to
the trial specific equipment was factored in under item 3.1.9, and the costs incurred to maintain
the trial specific equipment was factored into item 3.2.6.
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In order to derive a standard cost associated with commissioning any trial specific equipment, the
professional time spent by the biomedical engineer was chosen as the most suitable resource unit.
The referenced unit cost for the biomedical engineer was item 2.6.4, as we assumed the
biomedical engineer’s qualifications and pay rates were directly comparable to medical scientists,
so the fully absorbed unit costs was $75/hout.

Table of standard costs for “ttial-specific equipment hire/purchase”

Table C.17 presents the resource units, in hours, required for each activity by specific personnel.
The median was considered the best basis for determining the standard cost of $75 per item of
trial-specific equipment.

Table C.17: Typical personnel, resources and unit cost for trial-specific equiprnent hire/purchase

Resource unit (hours per equipment item) Standard
Ao Personnel
Activities ‘ 25th 75th ‘ Unit cost costs

Involved i
petcentile percentile (median)

Biomedical engineer Biomedical
$75

Total for trial specific equipment hire/purchase
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Reference number 3.1.11

Item IT set-up, equipment and maintenance
Sub-list Non-clinical services

Category Project Development

Includes the purchasing and/or hiring of the I'T equipment required for the clinical trial
Definition as well as the required set-up/customisation of the IT infrastructure so that it is
suitable for use in the clinical trial.

Standard Cost $37.50 per trial-specific I'T equipment item for set-up

Related items

Table C.18 presents other items which are related to item 3.1.11 “IT set-up, equipment and
maintenance”.

Table C.18: Items related to IT set up, equipment and maintenance

Item Reference Number Comment

Staff training 3.1.9 Staff training related to any aspect of the clinical trial,
including the use of I'T equipment, should be captured under
item 3.1.9 and not item 3.1.11.

Ongoing administration, 3.2.6 The time required to maintain trial-specific IT equipment for

monitoring and reporting the duration of the trial should be captured under item 3.2.6
not 3.1.10.

Study close-out activity 3.2.11 The time required to pack up and return trial-specific I'T

including preparation for equipment that has been “loaned” to the site for the duration

audit of the trial, should be captured under item 3.2.11 not 3.1.11.

Learnings from site visits

For industry sponsored trials, we found that any required I'T equipment is supplied “on loan” by
the sponsor. In the majority of trials this equipment was required to be returned to the sponsor
at the completion of the trial with the sponsor paying for the transport of the equipment. Some
sites reported that at the completion of the trial they were offered the opportunity to purchase
the trial-specific I'T equipment at a reduced price, or to keep it at no cost. At the majority of
sites, any I'T equipment supplied by an external source (e.g. pharmaceutical company/sponsor)
was required to be tested and approved by site IT departments. In some cases, this required
changing power connections to Australian compatible versions.

Derived process map for “IT set-up, equipment and maintenance”

Not applicable.

Considerations for deriving the cost for “IT set-up, equipment and maintenance”

We found no evidence that any clinical trial site incurred the direct cost for the hire or purchase
of any trial specific IT equipment. The cost incurred by the sites in undertaking training related
to the trial specific I'T equipment (often the associated software) was factored in under item 3.1.9,
and the costs incurred to maintain the trial specific I'T equipment was factored into item 3.2.6.

In order to derive a standard cost associated with certifying any trial specific equipment, the
professional time spent by the IT Department’s computer scientist was chosen as the most
suitable resource unit. The referenced unit cost for the computer scientist was item 2.6.4, as we
assumed the computer scientist’s qualifications and pay rates were directly comparable to medical
scientists, so the fully absorbed unit cost was $75/hour.
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Table of standard costs for “IT set-up, equipment and maintenance”

Table C.19 presents the resource units, in hours, required for each activity by specific personnel.
The median was considered the best basis for determining the standard cost of $37.50 per item of
trial-specific IT equipment that needed to be set up.

Table C.19: Typical personnel, resources and unit cost for I'T set-up, equipment and maintenance

Resource Unit (hours per IT equipment item) ‘ Standard

o Personnel
Activities 25th . 75th Unit cost costs
Median

Involved
percentlle percentlle (median)

_ $37.50 |

Total for IT set up, equipment and maintenance

Computer scientist to Computer
P 4 P 0.5 $37.50
set-up the I'T equipment | scientist
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Reference number 3.1.12

Item Trial centre set-up and development

Sub-list Non-clinical services

Category Project Development
Including the central (i.e. across all trial sites) set up and development of all clinical trial

Definition support materials including grants, budgets, Case Report Forms (CRFs), databases,
randomisation procedures, statistical plan, quality assurance, etc.

Standard Cost Not determined, as cost typically not incurred by trial sites

Related items

None.

Learnings from site visits

It is acknowledged that investigator-initiated and industry sponsored trials require significant time
and multiple diverse activities for trial centre set up and development. But, the trial sites visited
were typically not engaged in trial centre set up and development. Representatives of the trial
sites advised that this work is typically not done by staff at the trial site, but it is done by the
sponsor (some industry trials) or the sponsor’s agent (most industry sponsored trials and
collaborative trials). Some occasions of single investigator trials at single sites were found were
the investigator acting in the role of trial sponsor (i.e. the trial is funded by a research grant that
he/she obtained) hired staff on-site to undertake the trial centre set up and development work.
This variation was rare, and most investigator initiated trials used trial collaborative organisations
to do this work.

One site visited had a unit that has the capability to undertake trial centre set up and development
work. This unit was not set up on a commercial basis, such as other trial centre data units (e.g.
the NHMRC Clinical Trails Centres at the University of Sydney and the Centre for Biostatistics
and Clinical Trials (BACT) that operates out of the Peter MacCallum Cancer Institute). The
experience is that the depth of skill and expertise that is required for trial centre work is difficult
to maintain at one trial site (no economies of scale) and consequently a shared services model
operating on a commercial (Contracted Research Organisations) or semi commercial (NHMRC
CTC and BACT) was the norm. At the visited site where there was in-house expertise, the
process for putting the service onto a semi-commercial basis so that it was sustainable was a key
focus of the discussions.

Based on this advice from trial sites, the CTAG report and the associated NHMRC list were
revisited. The CTAG report states that “the purpose of the list is to reduce uncertainty around
clinical trial costs in the public health system”. Taking this intent into account, it was considered
that the focus of the costing study should be on those costs incurred in the public health system
(although consistent with other parts of the CTAG report, private hospitals were included in the
fieldwork). Consistent with these principles, the study design did not provide for investigation of
costs incurred outside the public health system (and private hospitals), and hence there is no real
basis on which to determine a cost for trial centre set up and development.

Derived process map for “ttial centre set-up and development”

Not possible.

Considerations for deriving the cost for “ttial centre set-up and development”

In the course of the project, representatives of trial centres made contact with the study team and
also made submissions to clarify whether the project was focussed on the costs necessarily and
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typically incurred by a trial site to participate in a trial, or whether it included, more broadly, all
costs incurred by a trial sponsor. It was pointed out that many sponsor costs (e.g. trial monitors,
quality assurance audits) that are not in trial site budgets do not fit neatly into items on the
NHMRC list (as it seems that this list was designed primarily to categorise costs incurred by trial
sites).

On this basis, and given the study design did not include fieldwork that would enable analysis of
all costs incurred by trial sponsors (including trial centre set up and development costs where the
work is usually done by a contracted research organisation, a semi-commercial expert
organisation operating out of a University or major hospital or a trial collaborative organisation),
it was decided to not make any determination with respect to costs that are not typically incurred
at a trial site. It is considered, particularly for industry sponsored trials, disclosure of information
to enable analysis of such costs is unlikely for reasons of commercial confidentiality.

Table of standard costs for “trial centre set-up and development”

Table C.20 indicates that no relevant data were able to be obtained from sites, so no separate
standard cost for trial centre set up and development, has been determined.

Table C.20: Typical resources and unit cost involved in trial centre set-up and development

Resource unit

Basis . 25th . 75th Unit cost Standard cost|
Min . Median § ax
percentile percentile

rial centre set up and o determination possible
development las cost typically not N/A N/A N/A N/A N/A N/A N/A

incurred by trial sites

The inclusion of this item in the list should be reviewed. If the intention is to capture or set
reasonable costs to assist in the setting of budgets for sites involved in clinical trials, then the item
is not required as trial sites are typically not involved in the set up or management of a trial
centre. However, if it is intended to capture all costs associated with conducting a clinical trial
including all sponsor costs (whether the sponsor is industry or not) then this item should be
retained, and it is likely that other items will need to be added.
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Reference number |[3.2.1

Item Start-up meeting
Sub-list Non-clinical services
Category Project Implementation

. The meeting that occurs at the start of the clinical trial, where the sponsor representative
Definition - Ay . . . . . .

attends the clinical trial site for a series of meetings with personnel to be involved in the trial.

Standard Cost $1,815 per start-up meeting
Related items

Table C.21 presents other items which are related to item 3.2.1 “start-up meeting”.

Table C.21: Items related to start-up meeting

Reference Number Comment

Staff training 3.1.9 Some staff training does occur at the site start up meeting. Any
staff training that occurs on the day of the site start up meeting
should be captured under item 3.2.1 and not 3.1.9.

Learnings from site visits

The majority of industry sponsored trials held start-up meetings with each site participating in the
clinical trial. The start-up meeting usually involved the sponsor’s representative being on site for
up to a full day, with about half of the time spent solely with the relevant clinical trials
coordinator, an hour one on one with the principal investigator, a one hour meeting (focus group
style) with all staff who are interested or will be involved in the clinical trial (i.e. typically 8-10
clinicians attend, with about half of them being medical doctors and the remainder a mix of
nurses and medical scientists). The remainder of the day is spent meeting with supporting
departments (e.g. radiology, pathology, pharmacy, etc.) if they will be involved in the clinical trial
(e.g. if a drug trial, the pharmacy will typically be visited).

Some sites stated that with investigator initiated trials, there was also a start-up meeting, however
usually only one would be held in each state requiring the clinical trials coordinator and the
principal investigator to travel to another site within the State/Territory. In contrast, other
clinical trials units informed us that start up meetings are rarely held with investigator initiated
trials. A site reported that for one collaborative trial, a start-up meeting by telephone was held.

Detived process map for “start-up meeting”

Figure C.7 presents the typical process involved in the site start-up meeting.

Figure C.7: Process map for the activities included under “start-up meeting”

Clinical trials coordinator organises the start-up meeting (date and time) with
sponsor representative, principal and co-investigators, supporting departments etc.

- “alternate” options in pathway

Group meeting with principal " Sponsor representative meets one-on-
5 A . . .. Sponsor representative meets one-on- . o .
investigator, co-investigators, clinical ith PI one with clinical trials study
] A one wi .
trials coordinators, research nurses etc. coordinator

g 0 . Sponsor representative .
Sponsor representative Sponsor representative Sponsor representative . . Sponsor representative
. and clinical trials

and clinical trials and clinical trials and clinicaz als ) .. and clinical trials
) .. . .. ) ) coordinator visit ) L.
coordinator visit coordinator visit coordinator visit . coordinatot visit I'T
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Considerations for detiving the cost for “start-up meeting”

The number of personnel involved in the start-up meeting was fairly standard for each clinical
trial (the main variation was in the focus group style meeting, where more clinicians would be
involved for the larger trials, but the focus group would still typically run for one hour). The
variability was mainly in the length of time the sponsor representative would be on site from one
half to a full day. Using the estimates provided by site representatives, across the various trials
examined, an estimate of each component of the start-up meeting activity involved was possible.

In order to derive a reasonable cost associated with the start-up meeting, time (in hours) was
chosen as the best resource unit, for each of the staff types normally involved. The costing for
the start-up meeting included the following personnel: the principal investigator (and co-
investigators), the clinical trials coordinator/managert; up to four staff specialists/co-investigators;
two research nurses and two medical scientists. The referenced unit cost for the principal
investigator and co-investigators is the houtly rate determined in item 2.6.2; the reference cost for
the clinical trials manager/coordinator is a combination of the houtly rate determined for items
2.6.3 Research Nurse (75% allocation) and 2.6.4 Clinical Research Coordinator (25% allocation);
the reference cost for the research nurses is the houtly rate determined for items 2.6.3 Research
Nurse; and the reference cost for the medical scientists is 2.6.4 Clinical Research Coordinator.

Table of standard costs for “start-up meeting”

Table C.22 presents the resource units, in hours, required for each activity by specific personnel.
Due to the variability in the length of time of a usual start-up meeting, and the fact that up to
nine staff, as well as the principal investigator and clinical trials coordinator, the 25" percentile
was considered the best basis for setting the standard cost of $1,815 per start-up meeting.

Table C.22: Typical personnel, resources and unit cost involved in start-up meeting

Resource unit (hours) Standard
Activities Personnel Involved - 25th —_ 75t Max Unit cost cost (2:5"‘
1 petcentile edian - percentile o percentile)
Clinical Ttials
Coordinator/ Manager 20 40 6.0 7.5 9.0 $63.75 $255.00
Principal Investigator 0.3 1.0 1.0 1.8 2.0 $215.00 $215.00
Involvement in | Staff Specialists/Co- 1.0 1.0 1.0 1.0 1.0 $215.00 $860.00
the start-up Investigators x 4
meeting Research Nurse x 2 1.0 1.0 1.0 1.0 1.0 $60.00 $120.00
Medical Scientists x 2 1.0 1.0 1.0 1.0 1.0 $75.00 $150.00
Supporting department 0.5 1.0 15 2.0 3.0 $215.00 $215.00

personnel
Total for start-up meeting $1,815

Potential trials sites and trial sponsors should use this cost as a guideline when setting a trial
budget. There will be trials for which not as may staff are involved in the start-up meeting
(because of the smaller scope of the trial), where a lower cost may be representative. There may
also be trials for which a larger number of staff need to be involved in the start-up meeting,
where a higher cost may be more reasonable.
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Reference number

322

Item Pre-screening activity
Sub-list Non-clinical services
Category Project Implementation
Involves the activities directly linked with clinical trial cohort identification which includes:
e database and medical records review;
e the development of recruitment plans including suggested strategies, timelines and costs;
e the development and execution of consultation plan to support study recruitment as well
Definition as provide opportunities to increase awareness about clinical research and opportunities to

participate;

e interviewing potential participants which includes asking questions to address the specific
inclusion/exclusion critetia for the study and other issues of suitability (either by
telephone or face-to-face); and

e documenting pre-screening trial activity (irrespective of eligibility).

Standard Cost

$4,003 per clinical trial

Related items

Table C.23 presents other items which are related to item 3.2.2 “pre-screening activity”

Table C.23: Items related to pre-screening activity

Item Reference Number | Comment
Screening Visit 1.11 At some sites there was overlap between pre-screening, recruitment
and Health and the clinical tests and procedures conducted as part of the
Assessment screening/health assessment visit. Any clinical tests and procedures
undertaken as patt of screening (i.e. the “screening visit and health
assessment”) should be captured under 1.1.1. Time spent on the initial
cohort identification of potential clinical trial participants should be
captured under item 3.2.2. Time spent on screening activities that
include and occur post obtaining informed consent should be captured
under item 3.2.3.
Departmental 2.1.1 Some sites reported that screening of patient records was undertaken
Protocol Review when reviewing the protocol to determine if they had eligible patients
and/or the number of eligible patients. These activities should be
captured under 2.1.1 and not 3.2.2.
Site selection 3.1.2 Some sites reported that screening of patient records was undertaken
including site during the feasibility assessment process to determine if they had
feasibility eligible patients and/ot the number of eligible patients as sponsors
assessment required estimates of the number of patients the site could recruit.
process These activities are considered part of completing the feasibility
questionnaire and should be captured under 3.1.2 and not 3.2.2.
Rectruitment 323 In some trials patients are required to attend the site for further pre-
Activity screening assessment which may involve the completion of

questionnaires. These types of activities are still considered part of
pre-screening and should be captured under item 3.2.2 and not 3.2.3.

Learnings from site visits

There was considerable trial-dependent variation in time required for pre-screening activity. In
some trials, patients were recruited mainly from an existing relatively small patient group that was
already attending the site regularly for treatment. In these instances, time to pre-screen was
minimal, as principal investigators (and/or study coordinators/managers) were familiar with their
patient cohort. In other instances, time for pre-screening was longer due to the need to review a
large number of patient records and the fact that, often, there had been considerable time elapsed
since the patients had last attended the clinic.
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Trials recruiting for healthy volunteers required the longest time for pre-screening activities. As
an example, trials requiring healthy volunteers included Phase I and immunisation/vaccination
trials. These trials used multiple methods for recruiting patients from a broad base therefore
requiring more time on pre-screening. Methods such as advertising on radio or newspaper
generated high numbers of potential participants requiring pre-screening however a large
proportion of the potential participants were ineligible. These types of recruitment methods
(mainly implemented in trials requiring health volunteers) were also associated with increased
costs for advertisements in newspapers and targeted mail outs (e.g. to the GP population).

Patients identified through existing medical records (and/or databases) were pre-screened
through telephone contact. In this phone call assessment against exclusion and inclusion criteria
was made for those items not requiring onsite assessment. The length of the pre-screening
phone call varied, however irrespective of the length of the call, sites reported a significant
amount of time in contact attempts and call backs whilst trying to reach potential participants to
undertake the ‘pre-screening’ telephone call. In some trials, participants were required to attend
the clinic for further pre-screening assessment which generally included the completion of a
questionnaire. As consent was generally not yet obtained, most considered this activity as part of
pre-screening.

Some pre-screening was undertaken face-to-face when patients attended outpatient clinics or
were admitted to hospital. The principal investigator would mainly be involved in pre-screening
the potential participant against the selection criteria, however the clinical trials
coordinator/nurse may have already identified the patient as a potential participant and left a flag
attached to the patient’s medical record to alert the doctor to discuss the clinical trial with them
on their next visit.

In general there was a mix of experiences in terms of the time pre-screening activities took, as it
was dependent on the phase of trial, the type of trial participant (i.e. healthy volunteer). Most
clinical trials sites felt that pre-screening activities were not-costed well into trial budgets.

Derived process map for “pre-screening activity”

Figure C.8 presents the typical process involved in the pre-screening activity process.
Figure C.8: Process map for the activities included under “pre-screening activity”

PI and/or CTC/M distribute pre-
screening eligibility checklists to
wards, medical specialists etc.

Review of patient records and Approach to patients in out- Develop advertising for suitable

creation of eligibility list. patient clinic or in-patients media

PI and/or CTC/M assess potential participants
against specific inclusion/exclusion critetia for
the study and other issues of suitability (either by
telephone or face-to-face)

- “typical” steps in pathway
W oprional” sweps in pathway
B iernae” options in pathway

CTC/M documents pre-screening activity

Counsiderations for detiving the cost for “pre-screening activity”

The number of personnel involved in the pre-screening activities was fairly standard for each
clinical trial. The variability was mainly due to the time spent on pre-screening activities which
was largely dependent on the type and phase of the clinical trial. However using the estimates
provided by site representatives, across the various trials examined, an estimate of both the
principal investigator and clinical trials coordinator/manager time was possible.
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In order to derive a reasonable cost associated with the pre-screening activities, time (in hours)
was chosen as the best resource unit, for each of the typical staff involved. Hence costing for the
pre-screening activities included time of the principal investigator and the clinical trials
coordinator/manager. The referenced unit cost for the principal investigator is the houtly rate
determined in item 2.6.2; and the reference unit cost for the clinical trials manager/coordinator is
a combination of the hourly rate determined for items 2.6.3 Research Nurse (75% allocation) and
2.6.4 Clinical Research Coordinator (25% allocation).

Table of standard costs for “pre-screening activity”

Table C.24 presents the resource units, in hours, required for each activity by specific personnel.
Due to the variability in the amount of time required for pre-screening activities (largely due to
the phase and type of trial), the median was considered the best basis for setting the reasonable
cost of $4,003 for pre-screening activities.

Table C.24: Typical personnel, resources and unit cost involved in pre-screening activity

Resource unit (hours) Standard
Activities Personnel Involved X 25th X 75th Unit cost  costs

Min percentile Median percentile Max (median)
Pre-screening Clinical Trials Manager/Coordinator 1.5 18.8 37.5 67.5 337.5 $63.75 | $2,390.63
activities Principal Investigator 1.9 7.5 7.5 15.0 75.0 $215.00 | $1,612.50

Total for pre-screening activity
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Reference number

3.2.3

Item Recruitment activity

Sub-list Non-clinical services

Category Project Implementation
Includes all activities involving potential and recruited clinical trials participants
between the completion of pre-screening and the final determination of the assessment
for suitability. Such activities include the provision of education and information to

Definition possible clinical trial participants, the informed consent process, organising the
screening visit (which includes any requited assessments and/or tests), and
documenting all the recruitment activity (irrespective of the number of potentially
eligible participants that fail the screening assessment).

Standard Cost $349 per potential clinical trial participant screened and assessed

Related items

Table C.25 presents other items which are related to item 3.2.3 “recruitment activity”

Item

Screening Visit and
Health Assessment

Table C.25: Items related to recruitment activity

Reference Comment
Number
1.1.1 At some sites there was overlap between pre-screening, recruitment and

the clinical tests and procedures conducted as part of the
screening/health assessment visit. Any clinical tests and procedures
undertaken as patt of screening (i.e. the “screening visit and health
assessment”) should be captured under 1.1.1. Time spent on the initial
cohort identification of potential clinical trial patticipants should be
captured under item 3.2.2. Time spent on screening activities that
include and occur post obtaining informed consent should be captured
under item 3.2.3.

Departmental
Protocol Review

2.1.1 Some sites reported that screening of patient records was undertaken
when reviewing the protocol to determine if they had eligible patients
and/ot the number of eligible patients. These activities should be
captured under 2.1.1 and not 3.2.3.

Site selection 312 Some sites reported that screening of patient records was undertaken

including site during the feasibility assessment process to determine if they had eligible

feasibility patients and/or the number of eligible patients as sponsors required

assessment process estimates of the number of patients the site could recruit. These
activities are considered part of completing the feasibility questionnaire
and should be captured under 3.1.2 and not 3.2.3.

Pre-screening 322 The line between pre-screening and recruitment is blurred. However

activity

for the purposes of trying to achieve mutual exclusivity between 3.2.2
and 3.2.3, activities that occur before the process of gaining informed
consent (which includes a consultation with the PI and/or CTC/M
prior to informed consent being obtained) should be captured under
item 3.2.2.

Learnings from site visits

In general, recruitment activities were undertaken by a variety of staff including the principal
investigator, the study coordinator/manager and/or other medical staff specialists (i.e. colleagues
of the principal investigator) who were aware or involved in the clinical trial (i.e. co or sub-

investigators).

In general, the initial approach regarding the trial was made to a potential

participant by a principal investigator (PI) or the clinical trial coordinator/manager (CTC/M)
and generally involved a consultation with both or either, post the initial pre-screening activity
had occurred (i.e. item 3.2.2).
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Across all trials, obtaining informed consent was undertaken by the PI and generally involved a
30 minute to 1.5 hour conversation with the patient (i.e. was very dependent on the complexity
of the trial, the phase of trial, and diagnosis cohort). Most times gaining informed consent took
two consultations, allowing the patient at least 24 hours to take away the information regarding
the clinical trial to consider. For trials in paediatric populations, consent was given via the
parents or guardians, those aged 13-18 were able to give ‘assent’ however full consent was
required to be obtained if the subject turned 18 years of age during the trial. Investigators
undertaking trials in paediatric populations reported that screening took twice or three times as
long as with adults due to additional time required to explain the trial and its implications to
parents/guardians and also undertaking screening assessments, tests and procedures took longer
in children.

Once informed consent was obtained, the CTC/M would generally spend time with the potential
clinical trial participant to further explain the clinical trial, and the process of screening. Once the
potential clinical trial participant was satisfied all their questions had been answered, the CTC/M
would organise all the screening tests and assessments. The time required to organise the
screening tests and a subsequent visit (i.e. to obtain the results) varied depending on the number
of tests and assessments required and whether all tests and/or assessment could be undertaken at
the one site. Once all the tests and assessments were completed (which are covered under item
1.1.1), the CTC/M would follow up the results, provide to the PI, and the PI would then contact
the potential clinical trial participant to inform them of the outcome of the screening tests.

Derived process map for “recruitment activity™
Figure C.9 presents the typical process involved in the recruitment activity process.

Figure C.9: Process map for the activities included under “recruitment activity”

Education and information about the clinical trial provided
to the potential clinical trial participant

Potential clinical trial participant has an initial discussion
with the CTC/M about the clinical trial and what it involves

PI meets with potential clinical trial participant to provide
information about the clinical trial and discuss gaining
informed consent

Potential clinical trial participant provides consents and

signs the required paperwork I cvpical” steps in pathway
- “optional” steps in pathway
B “aliernate” options in pathway

CTC/M meets with the potential clinical trial participant to
go over all clinical trial information and answer any
questions

CTC/M organises all the required screening tests and
assessments

CTC/M follows up results of the screening tests and
assessments and provides to the PI

PI contacts potential clinical trial participant and informs
them whether they have passed or failed the screening test
and assessment for recruitment onto the clinical trial

Considerations for deriving the cost for “recruitment activity”

The number of personnel involved in the recruitment activities was fairly standard for each
clinical trial. ‘The variability was mainly due to the time spent by each personnel with each
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potential clinical trial participant which was largely dependent on the type and phase of the
clinical trial and the population cohort (i.e. paediatric clinical trials required more recruitment
activity time compared to most adult clinical trials, unless they were healthy volunteer trials).
However using the estimates provided by site representatives, across the various trials examined,
an estimate of both the PI and CTC/M time was possible.

It is important to note that the activities included under “recruitment” (item 3.2.3) relate only to
the time (in hours) dedicated by the PI and CTC/M in explaining the clinical trial, gaining
informed consent and organising the tests and procedures and providing the potential clinical
trial participant with the results. The reasonable cost does not include the costs of any clinical
tests and procedures (as these are covered under items in sub-list 1).

In order to derive a reasonable cost associated with the recruitment activities, time (in hours) was
chosen as the best resource unit, for each of the typical staff involved. Hence costing for the
recruitment activities included time of the PI and the CTC/M. The referenced unit cost for the
principal investigator is the hourly rate determined in item 2.6.2; and the reference cost for the
clinical trials manager/coordinator is a combination of the houtly rate determined for items 2.6.3
Research Nurse (75% allocation) and 2.6.4 Clinical Research Coordinator (25% allocation).

Table of standard costs for “recruitment activity”

Table C.26 presents the resource units, in hours, required for each activity by specific personnel.
Due to the over-representation of paediatric trials in the study sites, the 25" percentile was
considered the best basis for setting the standard cost of $349 for each recruitment activity per
potential clinical trial participant (it is acknowledges that the cost for paediatric trials will typically
be higher, a fact that should be taken into account in negotiations between trial sites and
sponsofs.

Table C.26: Typical personnel, resources and unit cost involved in recruitment activity

Resource unit (hours) Standard

Activities Personnel Involved X 25th X 75th Unit cost | costs (25th
Min q Median . 3 N
petcentile petcentile percentile)

Rectruitment Clinical Trials Manager/Coordinator . . . . $63.75

activities Principal Investigator . . . 3. $215.00

Total for recruitment activity per potential clinical trial participant

In practice, it was found that a number of trial sponsors put a cap on the number of ‘screen-fails’
that they would fund, as a proportion of the number of participants recruited (‘screen successes’).
This is not a cost issue, so no comment is offered in terms of standard cost, expect to say that the
costs are incurred irrespective of whether the patient is eventually recruited to the trial or not (the
effectiveness of pre-screening activities that lead to patients being more or less likely to meet the
trial criteria on detailed screening and assessment is a separate matter).
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Reference number 324

Item Medical records set-up, access and storage
Sub-list Non-clinical services

Category Project Implementation

Includes the work undertaken by the medical records departments to access the
Definition medical record, for the purposes of the clinical trial only, and provide to the clinical
trial host unit for clinical trial monitoring requirements.

$10 per medical record accessed (for clinical trial visits only i.e. excluding standard of

Standard Cost -
care visits)

Related items

Table C.27 presents other items which are related to item 3.2.4 “medical records set-up, access
and storage”

Table C.27: Items related to medical records set-up and storage

Item | Reference Number Comment

Departmental 221 Some sites cover the establishment of the medical and/or clinical
Establishment/Set up trial record, as well as accessing and storing the medical record under
Fees item 2.2.1 “Depattmental Establishment/Set up Fees”. To prevent

double counting it is suggested that the setup of the medical and/ot
clinical trial record is covered under the establishment fee/set up fee
under item 2.2.1.

Ongoing 3.2.6 The time taken for the clinical trials unit to make a request that the

administration, medical records department retrieve the medical record, should be

monitoring and covered under the ongoing administration, monitoring and reporting

reporting item i.e. 3.2.6 and not under item 3.2.4.

Archiving of trial 3.2.12 The long term storage of the clinical trial record (i.e. archiving) post

records study close out should be covered under item 3.2.12 and not item
3.2.4.

In order to reflect the derived definition of this item number, it is suggested that the item be re-
titled “medical records access and storage”.

Learnings from site visits

Most clinical trials units create a clinical trial medical record which is separate to the medical
record held by the hospital (note that the cost of creating such records should be covered under
the Depattmental Establishment/Set up Fee (see item 2.2.1)). However in order for the clinical
trial participants medical record to be kept up to date, every time a clinical trial participant attends
for a clinical trial appointment, the medical record will need to be retrieved by the medical
records department so that the notes can be updated to reflect the clinical trial visit. We found
that some medical records departments are now charging clinical trials units a fee that varies from
about $200 per trial per year to $10-$30/medical record, for medical records accessed for the sole
purpose of a clinical trial, where there was an industry sponsor involved.

Some of the private hospital clinical trials units commented that accessing the medical record was
a little more complex due to the billing systems (i.e. clinical trials participants were not billed (or
their private health insurer) for clinical trial visits, however for standard of care visits, time
needed to be taken to ensure the appropriate bill was sent). This was not so much of an issue for
the public hospitals involved in clinical trials. However there were a few clinical trials units that
were quite proactive in tracking which visits were standard of care and which were part of the
clinical trial, so the appropriate documentation could be made and the bill sent to the sponsor.
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Derived process map for “medical records set-up, access and storage”

Figure C.10 presents the typical process involved in medical records access and storage process.

Figure C.10: Process map for the activities included under “medical records set-up, access and storage”

Medical record recalled to clinical trial unit for appointment
with clinical trial participant

B <typical” steps in pathway
Patient’s medical record is returned to the medical records Il optional” sieps in pathway

department post the clinical trial participant visit I “alternate” oprions in pathway

The medical record of the clinical trial participant is stored
in the medical records department until required again

Considerations for deriving the cost

There are several components to the setup, access and storage of a medical record during a
clinical trial. Due to the structure of the clinical trials activity list, we have excluded from the
reasonable cost the following:

e the establishment of the medical and/or clinical trial record (this should be covered under
item 2.2.1 “Departmental Establishment/Set up Fees);

e the time taken for the clinical trials unit to make a request to the medical records department
to retrieve the medical record of a clinical trial participant (this should be covered under item
3.2.6 “ongoing administration, monitoring and reporting”).

e the long term storage of the clinical trial record (i.e. archiving) post study close (this should
be covered under item 3.2.12).

The only cost left with this item is reflected by the fee being charged by some medical records
department to access medical records of clinical trials participants. As this item is considered a
fees item Table C.28 represents the fees charged by the sites rather than the cost associated with
activities captured under item 3.2.4.

Table of standard costs for “medical records access and storage”

Table C.28 presents the fee range charged by various clinical trials sites around Australia. Due to
the variation in fees, and the fact that only four sites visited had a fee associated with medical
records retrieval for the purposes of a clinical trial, the 25" percentile was assessed to be the most
reasonable basis for setting the standard cost, which is actually a fee of $10/medical record.

Table C.28: Typical fees associated with medical records access and storage

Resource unit (fee) Standard

Activities X 25th . 75th Unit cost cost (25t
Median

percentile percentile percentile)

Medical records
retrieval and storage | Typical fees $0 $10 $20 $20 $25 n/a $10
fee
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Reference number 3.25

Item Interpreter services

Sub-list Non-clinical services

Category Project Implementation

Definition Ir%cl.udes Fhe fees associated with using interpreter services for the purposes of the
clinical trial.

Standard Cost $52 per hour

Related items

None.

Learnings from site visits

Only very few instances of the use of interpreters in clinical trials were reported at the site visits.
Most trial site representatives reported that interpreter services were generally not needed.
Where interpreter services were used, some sites used contracted interpreter services whereas
other sites interpreters (for at least the most common languages) available on site. Those sites
that used contracted interpreter services were no able to provide advice on the typical fees paid.

Derived process map for “intetpreter services”™

Not applicable.

Considerations for deriving the cost of “intetpreter services”

Notwithstanding the fact that they are rarely used, there are circumstances in which interpreters
are required for the purposes of a clinical trial. For the purpose of determining the standard cost,
we chose to take an employed staff approach (a prevailing charge approach could also be taken).
As a representative point, we took the rates of pay for employees in the NSW health system
covered by the Health Employee’s Interpreters State Award that apply from 1% July, 2012.

Consistent with the full-absorbed costing principle, it was important to identify a suitable source
of salary on-costs and institutional overheads to apply to the direct salary cost presented in Table
B.35. For this purpose a simple model of a human services organisation was adopted which
proposed that direct salary costs make up 60% of expenditure, salary on-costs make up 15% of
expenditure and institutional overheads make up the other 25%. There is ample evidence to
support the fact that salary on costs (paid leave, public holidays, superannuation, payroll tax, etc.)
are typically around 15/60 = 25% of direct salary.

The proposition that institutional ovetheads are around 25/75 = 33% of salary costs has a
weaker evidence base. It is clear that a series of costs will need to be incurred to make a person
in an organisation productive (office space, furniture, equipment, internet and library resources,
administrative support, light, power, insurances, etc.). Without incurring these costs, the
employed person could not effectively discharge the role they occupy. It is acknowledged that
these costs are very organisation dependent, but they are normally quoted in a range of 25% to
40% of salary costs. On this basis 33% of direct plus indirect salary costs is considered to be
reasonable.

So using the NSW Health Employee’s Interpreters State Award, we found that there are four
levels of interpreter from Grade 1 through to Coordinators of Interpreter Services, with four to
five pay points within each level. Given the relative complexity and sensitivity of the material
that may need to be translated for clinical trial participants, we have used the pay rates for
Interpreters Grade 3 to set the standard cost. For each point in the pay scale, we calculated the
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houtly rate (based on 37.5 hours per week) which worked out to be in the range of around $29 to
$32 per hour. Applying the ratios needed to convert to fully absorbed costs, Table C.29 shows
that the estimated cost per hour ranges from around $49 to $53.

Table C.29: Pay scales in NSW Health Employee’s Interpreters State Award for Interpreter Grade 3

gi:;zr; ter Annual Salary ‘ Weekly Salary ‘ Houtly rate Salary Oncost Inos‘t:et;llzleztzial Fglgufll;s;:::d
First year $56,938 $1,094.96 $29.20 $7.30 $12.17 $48.66
Second year $58,409 $1,123.25 $29.95 $7.49 $12.48 $49.92
Thitd year $60,301 $1,159.63 $30.92 $7.73 $12.88 $51.54
Fourth year $61,832 $1,189.08 $31.71 $7.93 $13.21 $52.85

Source: http://www0.health.nsw.gov.au/policies/ib/2012/pdf/IB2012 023.pdf

Table of standard costs for “intetpreter setrvices”

Without any further information, the choice of an hourly rate for a Grade 3 Interpreter at third
year level is considered reasonable. On this basis the standard cost is set at $52 per hour, as
shown in Table C.30.

Table C.30: Determination of standard cost for interpreter setvices

Resource unit (hourly rates)

Basis X 25th X 75th Unit cost Standard cost|
Min . Median . Max
percentile percentile

[Fully absorbed houtly rate N/A N/A N/A N/A N/A $52 $52

nterpreter services
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Reference number 3.2.6

Item Ongoing administration, monitoring and reporting
Sub-list Non-clinical services

Category Project Implementation

Ongoing administration activities include administration tasks that occur post the
establishment phase and includes managing clinical trial documentation, retrieving medical
and/or clinical records, invoicing, preparing materials for monitoring visit, VPN access etc.;
Ongoing monitoring activities include liaison with investigators and/or sponsor

Definition (including the monitors), CRF completion, data entry, endpoint recording, involvement in
monitor visits, review of SAE reports, etc.; and
Ongoing reporting activities include: accrual reporting, safety and adverse event
reporting, annual reporting, annual ethics report, etc.

Standard Cost $470 per participant per annum

Related items

Table C.31 presents other items which are related to item 3.2.6 “ongoing administration,
monitoring and reporting”

Table C.31: Items related to ongoing administration, monitoring and reporting

Item Reference Number Comment

Departmental 221 Some sites capture the first year’s administration work under item
Establishment/Set up 2.2.1. If an establishment fee is charged, then the ongoing

Fees administration, monitoring and reporting fee should not be

charged until year two (or be significantly reduced to remove the
administration aspect of item 3.2.6).

Departmental ongoing 2.3.1 The fee captured under item 2.3.1 is similar to the fee listed in
administration fees item 3.2.6, except that item 3.2.6 includes ongoing monitoring
and reporting. Care should be taken not to double count
administration activities.

Learnings from site visits

There was variation in regards to whether sites charged an ongoing administration, monitoring
and reporting fee or whether it was included and/or covered by their Departmental
Establishment/Set up Fees and/or Departmental ongoing administration fees. In fact, the
number of items dedicated to administration was confusing to most sites consulted. However,
most sites reported that there is extensive administration work that occurs at the beginning of the
trial and then there is ongoing administration, monitoring and reporting that is variable
depending on the number of clinical trial participants, the sponsor, the phase of the trial, and the
complexity of the trial. Most sites were able to report on average the time they spent per patient
for activities per year that they considered should be included under ongoing administration,
monitoring and reporting.

Detived process map for “ongoing administration, monitoring and reporting”

Figure C.11 presents the typical process involved in ongoing administration, monitoring and
reporting.

Inc]cpenc]ent Hospital Fﬁcing,Authoritg l’agc Ca9
Dcvclopmcnt of a table of standard costs for conclucting Clinical Tﬁals in Australia
]:inal chort ~ APPcndix C ~Table of Standard Costs for Non Clinical Senices




HcalthConsult

Figure C.11: Process map for the activities included under “ongoing administration, monitoring and
reporting”

Ongoing monitoring activities
include:

Ongoing reporting activities include:
accrual reporting;

Ongoing administration activities
include administration tasks that

liaison with investigators and/or

occur post the establishment phase, safety and adverse event reporting;
sponsor (including the monitors);

CRF completion;

data entry;

including annual reporting;
managing clinical trial

documentation;

annual ethics report; etc.

endpoint recording;

S

retrieving medical and/or clinical

records; involvement in monitor

invoicing; review of SAE reports etc.
preparing materials for monitoring
visit;

organising and maintaining virtual

private network (VPN) access etc.

Considerations for deriving the cost

In order to derive a reasonable cost associated with ongoing administration, monitoring and
reporting, professional time by staff type was chosen as the most suitable resource unit. The
personnel involved was common across majority of sites visited and typically involved the clinical
trials coordinator/manager with some input from the principal investigator. The activities
involved in ongoing administration, monitoring and reporting are driven on a per participant per
annum basis. The referenced unit cost for the principal investigator is the hourly rate determined
in item 2.6.2; and the reference cost for the clinical trials manager/coordinator is a combination
of the hourly rate determined for items 2.6.3 Research Nurse (75% allocation) and 2.6.4 Clinical
Research Coordinator (25% allocation).

Table of standard costs for “ongoing administration, monitoring and reporting”™

Table C.32 presents the resource units, in hours, required for each activity by specific personnel.
Due to the variability in the amount of time estimated per participant per annum for ongoing
administration, monitoring and reporting and the observed overlap (i.e. double counting)
between this item and related items on the list (i.e. items 2.2.1 and 2.3.1), the 25" percentile was
considered the best basis for setting the reasonable cost of $470 per participant per annum for
ongoing administration, monitoring and reporting activities.

Table C.32: Typical personnel, resources and unit cost associated with ongoing administration, monitoring
and reporting

Resource unit (hours)
Standard cost

iviti 1 th
Activities personnel 25 75 Unit cost (25 ;
c Median . percentile)
percentile percentile

Ongoing Clinical Trials Manager

$63.75 $255.00

administration, | /Coordinator
monitoring and

reporting Principal Investigator . . . . . $215.00 $215.00

Total (per participant per annum)

It is suggested that any review of the NHMRC list that may be commissioned specifically
consider whether it is necessary to continue to have both items 2.3.1 and 3.2.6. There may be an
opportunity to consolidate these items and hence reduce the difficulties associated with
interpreting them due to the high potential for overlap.
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Reference number 3.2.7

Ttem Data analysis (+/- study teport)

Sub-list Non-clinical services

Category Project Implementation

Definition Includes the time spent in undertaking the clinical trial data analysis and/ot producing
the study report.

Standard Cost Not determined, as cost typically not incurred by trial sites

Related items

2

Table C.33 presents other items which ate related to item 3.2.7 “data analysis (+/- study report)”.

Table C.33: Items related to pre-screening activity

Reference Number | Comment
Ongoing 3.2.6 Data reporting that is done by the trial site to the sponsor (e.g. accrual
administration, reporting, CRF completion, data entry, serious adverse event reporting,
monitoring and etc.) should be captured under item 3.2.6, not 3.2.7.
reporting

Learnings from site visits

It is acknowledged that investigator-initiated and industry sponsored trials require significant time
for data analysis and the preparation of the study report. But, none of the trial sites visited was
engaged in data analysis (simply data reporting) or preparation of the study report.
Representatives of the trial sites advised that this work is typically not done by staff at the trial
site, but it is done by the sponsor (some industry trials) or the sponsor’s agent (most industry
sponsored trials and collaborative trials). Some occasions of single investigator trials at single
sites were found where the investigator acting in the role of trial sponsor (i.e. the trial is funded
by a research grant that he/she obtained) hired (or utilised) staff on-site (or at the university
where they held a joint appointment) to do the data analysis and assist with the study report
and/or publications. This vatiation was common to NHMRC sponsored clinical trials, however
the time and personnel involved in this process varied considerably. For most collaborative-
investigator initiated trials, a collaborative organisation would do this work.

One site visited had a unit that has the capability to undertake data analysis and prepare the study
report. This unit was not set up on a commercial basis, such as other trial centre data units (e.g.
the NHMRC Clinical Trails Centres at the University of Sydney and the Centre for Biostatistics
and Clinical Trials (BaCT) that operates out of the Peter MacCallum Cancer Institute). The
experience is that the depth of skill and expertise that is required for trial centre work is difficult
to maintain at one trial site (no economies of scale) and consequently a shared services model
operating on a commercial (Contracted Research Organisations) or semi commercial (NHMRC
CTC and BaCT) was the norm. At the visited site where there was in-house expertise, the
process for putting the service onto a semi-commercial basis so that it was sustainable was a key
focus of the discussions.

Based on this advice from trial sites, the CTAG report and the associated NHMRC list were
revisited. The CTAG report states that “the purpose of the list is to reduce uncertainty around
clinical trial costs in the public health system”. Taking this intent into account, it was considered
that the focus of the costing study should be on those costs incurred in the public health system
(although consistent with other parts of the CTAG report, private hospitals were included in the
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tieldwork). Consistent with these principles, the study design did not provide for investigation of
costs incurred outside the public health system (and private hospitals), and hence there is no real
basis on which to determine a cost for data analysis and preparation of the study report.

Derived process map for “data analysis (+/- study report)”
Not possible.

Counsiderations for detiving the cost for “data analysis (+/- study report)”

In the course of the project, representatives of trial centres made contact with the study team and
also made submissions to clarify whether the project was focussed on the costs necessarily and
typically incurred by a trial site to participate in a trial, or whether it included, more broadly, all
costs incurred by a trial sponsor. It was pointed out that many sponsor costs (e.g. trial monitors,
quality assurance audits) that are not in trial site budgets do not fit neatly into items on the
NHMRC list (as it seems that this list was designed primarily to categorise costs incurred by trial
sites).

On this basis, and given the study design did not include fieldwork that would enable analysis of
all costs incurred by trial sponsors (including data analysis +/- study report costs whete the work
is usually done by a contracted research organisation, a semi-commercial expert organisation
operating out of a University or major hospital or a trial collaborative organisation), it was
decided to not make any determination with respect to costs that are not typically incurred at a
trial site. It is considered, particularly for industry sponsored trials, disclosure of information to
enable analysis of such costs is unlikely for reasons of commercial confidentiality.

Table of standard costs for “data analysis (+/- study report)”

Table C.34 indicates that no relevant data were able to be obtained from sites, so no separate
standard cost for data analysis (+/- study report) has been determined.

Table C.34: Typical resources and unit cost involved in data analysis (+/- study report)

Resource unit

Basis X 25t . 75t Unit cost Standard cost|
Min Median Max

percentile percentile

[Data analysis (+/- study  [No determination possible
eport) las cost typically not N/A N/A N/A N/A N/A N/A N/A

incurred by trial sites

The inclusion of this item in the list should be reviewed. If the intention is to capture or set
reasonable costs to assist in the setting of budgets for sites involved in clinical trials, then the item
is not required as trial sites are typically not involved in data analysis and/or preparation of the
study report. However, if it is intended to capture all costs associated with conducting a clinical
trial including all sponsor costs (whether the sponsor is industry or not) then this item should be
retained, and it is likely that other items will need to be added.
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Reference number 3.2.8

Ttem Trial centre data management, data analysis and ongoing administration, monitoring
and reporting

Sub-list Non-clinical services

Category Project Implementation
Includes the CRF design, CRF annotation, database designing, data-entry, data

Definition Vahdamqn, d1screpancy rr}anagement, medical coding, dat‘a extraction, and ‘database
locking in compliance with regulatory standards. It also includes the continual
monitoring and reporting of the data in the trial centre database.

Standard Cost Not determined, as cost typically not incurred by trial sites

Related items

Table C.35 presents other items which are related to item 3.2.7 “Trial centre data management,
data analysis and ongoing administration, monitoring and reporting”.

Table C.35: Items related to pre-screening activity

Reference Number \ Comment
Ongoing 3.2.6 Data reporting that is done by the trial site to the sponsor (e.g. accrual
administration, reporting, CRF completion, data entry, serious adverse event reporting,
monitoring and etc.) should be captured under item 3.2.6, not 3.2.8.
reporting

Learnings from site visits

It is acknowledged that investigator-initiated and industry sponsored trials require significant time
for trial centre data management, data analysis and ongoing administration, monitoring and
reporting. But, the trial sites visited were typically not engaged in the activities covered by trial
centre data management. Representatives of the trial sites advised that this work is typically not
done by staff at the trial site, but it is done by the sponsor (some industry trials) or the sponsot’s
agent (most industry sponsored trials and collaborative trials). Some occasions of single
investigator trials at single sites were found were the investigator acting in the role of trial
sponsor (i.e. the trial is funded by a research grant that he/she obtained) hired staff on-site to do
the trial centre data management activities. This variation was rare, and most investigator
initiated trials used trial collaborative organisations to do this work.

One site visited had a unit that has the capability to undertake the activities covered by trial
centre data management. This unit was not set up on a commercial basis, such as other trial
centre data units (e.g. the NHMRC Clinical Trails Centres at the University of Sydney and the
Centre for Biostatistics and Clinical Trials (BaCT) that operates out of the Peter MacCallum
Cancer Institute). The experience is that the depth of skill and expertise that is required for trial
centre work is difficult to maintain at one trial site (no economies of scale) and consequently a
shared services model operating on a commercial (Contracted Research Organisations) or semi
commercial NHMRC CTC and BaCT) was the norm. At the visited site where there was in-
house expertise, the process for putting the service onto a semi-commercial basis so that it was
sustainable was a key focus of the discussions.

Based on this advice from trial sites, the CTAG report and the associated NHMRC list were
revisited. The CTAG report states that “the purpose of the list is to reduce uncertainty around
clinical trial costs in the public health system”. Taking this intent into account, it was considered
that the focus of the costing study should be on those costs incurred in the public health system
(although consistent with other parts of the CTAG report, private hospitals were included in the
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tieldwork). Consistent with these principles, the study design did not provide for investigation of
costs incurred outside the public health system (and private hospitals), and hence there is no real
basis on which to determine a cost for the activities covered by trial centre data management.

Derived process map for “Trial centre data management, data analysis and ongoing
administration, monitoring and reporting”

Not possible.

Considerations for detiving the cost for “Ttial centre data management, data analysis and
ongoing administration, monitoring and reporting”

In the course of the project, representatives of trial centres made contact with the study team and
also made submissions to clarify whether the project was focussed on the costs necessarily and
typically incurred by a trial site to participate in a trial, or whether it included, more broadly, all
costs incurred by a trial sponsor. It was pointed out that many sponsor costs (e.g. trial monitors,
quality assurance audits) that are not in trial site budgets do not fit neatly into items on the
NHMRC list (as it seems that this list was designed primarily to categorise costs incurred by trial
sites).

On this basis, and given the study design did not include fieldwork that would enable analysis of
all costs incurred by trial sponsors (including trial centre data management, data analysis and
ongoing administration, monitoring and reporting, where the work is usually done by a
contracted research organisation, a semi-commercial expert organisation operating out of a
University or major hospital or a trial collaborative organisation), it was decided to not make any
determination with respect to costs that are not typically incurred at a trial site. It is considered,
particularly for industry sponsored trials, disclosure of information to enable analysis of such
costs is unlikely for reasons of commercial confidentiality.

Table of standard costs for “Trial centre data management, data analysis and ongoing
administration, monitoring and reporting”

Table C.36 indicates that no relevant data were able to be obtained from sites, so no separate
standard cost for trial centre data management, data analysis and ongoing administration,
monitoring and reporting has been determined.

Table C.36: Typical resources and unit cost involved in trial centre data management, data analysis and
ongoing administration, monitoring and reporting

Resource unit

. 25t . 75t Unit cost Standard cost|
Min ] Median ] Max
percentile percentile

[Trial centre data INo determination possible
imanagement, data analysis [as cost typically not
and ongoing incurred by trial sites N/A N/A N/A N/A N/A N/A N/A

administration, monitoring
and reporting

The inclusion of this item in the list should be reviewed. If the intention is to capture or set
reasonable costs to assist in the setting of budgets for sites involved in clinical trials, then the item
is not required as trial sites are typically not involved in the activities covered by trial centre data
management. However, if it is intended to capture all costs associated with conducting a clinical
trial including all sponsor costs (whether the sponsor is industry or not) then this item should be
retained, and it is likely that other items will need to be added.
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Reference number 3.29
Item Amendment preparation and submission
Sub-list Non-clinical services
Category Project Implementation
Includes the preparation and submission of protocol amendments to the HREC and
Definition RGO including amendments to the PICFs, investigator brochures and any other trial
information which has been updated/amended
Standard Cost $343 per amendment (excluding fee charged by the RGO and/or HREC fort review)
Related items

Table C.37 presents items related to item 3.2.9 “amendment preparation and submission”

Table C.37: Items related to amendment preparation and submission

Reference Number Comment

Amendment review 3.2.10 This item refers to the fee charged by sites per amendment
whereas 3.2.9 refers to the time spent preparing and submitting
clinical trial amendments to the HREC.

Learnings from site visits

The work required to deal with amendment to the trial protocols varies. A small change to the
protocol i.e. minor wording change, might only require a short letter to the HREC identifying the
update, which could take thirty minutes to prepare and submit. However, in many cases there are
amendments which require significant updates to the protocol i.e. changing how something is
done, or there are changes to the patient information consent form, or Investigator Brochure. In
these cases it can take anywhere between one to two days to prepare and submit and an
amendment to the HREC. The clinical trials coordinator / manager is generally tasked with
preparing amendments which are sometimes reviewed and signed off by the principal
investigator. For each amendment to the Patient Information Consent Form the patient has to
be re-consented. Amendments to protocols occur multiple times during a clinical trial and some
sites report completing four to five amendments to protocol before the trial has started.

Derived process map for “amendment preparation and submission”

Figure C.12 presents the typical process involved in amendment preparation and submission.

Inc]cpenc]ent Hospital Fﬁcing, Authon’tg Fagc C.‘}- 5
Dcvclopmcnt of a table of standard costs for conclucting Clinical Tﬁals in Australia
]:inal chort ~ APPcndix C ~Table of Standard Costs for Non Clinical Senices




HcalthConsult

Figure C.12: Process map for the activities included under “amendment preparation and submission”

Sponsor, CRO, Collaborative or Principal Investigator
(PI) advice of a protocol amendment

Clinical Trials Coordinator/PI Clinical Trials Coordinator/PI
prepares protocol amendment (no prepares protocol amendment
amendment to PICF or Investigator including amendment to PICF
brochure and/or Investigator Brochure

Clinical Trials Coordinator/PI
submits amendment to HREC/RGO

[ “typical” steps in pathway
Il optional” steps in pathway
I “alternate” options in pathway
HREC review/approve amendment

PI re-consents patients

Considerations for deriving the cost for “amendment preparation and submission”

The amendment preparation and submission activities were generally undertaken by the principal
investigator and/or the clinical trials coordinator/ manager across the sites visited. ‘The
variability in the resources required was mainly due to the size and complexity of the amendment.
Major amendments such as changing the method of administering a drug take considerably more
time to prepare compared to minor wording changes in the trial protocol. Using the estimates
provided by site representatives, across the various trials examined, an estimate of both the
typical principal investigator and clinical trials manager/coordinator typical time was possible.

In order to derive a standard cost associated with the amendment preparation and submission
activities, time (in hours) was chosen as the best resource unit, for each of the staff types
involved. Hence costing for the amendment preparation and submission activities included time
of the principal investigator and the clinical trials coordinator/manager. The referenced unit cost
for the principal investigator is the hourly rate determined in item 2.6.2; and the reference cost
for the clinical trials manager/coordinator is a combination of the houtly rate determined for
items 2.6.3 Research Nurse (75% allocation) and 2.6.4 Clinical Research Coordinator (25%
allocation).

Table of standard costs for “amendmeant preparation and submission”

Table C.38 presents the resource units, in hours, required for each activity by specific personnel.
Due to the fact that the time required for amendment preparation and submission reported at the
site visits related largely to the more complex amendments, the 25" percentile was considered the
best basis for setting the standard cost of $343 per amendment.

Table C.38: Typical personnel, resources and unit cost involved in amendment preparation and submission

Resource unit (hours per amendment)

860 . Standard cost
Activities Personnel 25th 75th Unit cost .
Min . Median : (25 percentile)
percentile percentile

Preparation of ~ |Clinical Trials

$63.75 $127.50

an amendment | Manager/Coordinator

to the protocol |Principal Investigator . . . . . $215.00 $215.00

Total for amendment preparation and submission (per amendment)
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Reference number 3.2.10

Item Amendment review

Sub-list Non-clinical services

Category Project Implementation
This includes the fee charged by the RGO and/or HREC to review an amendment.

Definition The time spent by the clinical trials unit to prepare and submit the amendment to the
RGO and/or HREC is included under item 3.2.9.

Standard Cost $275 per amendment reviewed

Related items

Table C.39 presents other items which are related to item 3.2.10 “amendment review”.

Table C.39: Items related to amendment preparation and submission

Reference Number Comment
Amendment preparation 3.2.9 Item 3.2.10 focuses only on the fee charged for the HRCEC and
and submission RGO to consider the amendment, whereas item 3.2.9 captures

the costs of preparing and submitting the amendment to the
HREC and RGO.

It is our view that the item title should be retitled to “amendment review fee”.

Learnings from site visits

Amendment review fees vary across sites, some sites do not charge and others charge an amount
per amendment, which varies depending on the amendment requirements. The fee is usually
divided between major amendments (i.e. amendment modifies PICF) and minor amendments
(i.e. amendment does not modify PICF). If a major amendment to the trial protocol is required
(e.g. change to drug administration), then the process of reviewing this amendment might require
a submission to the full ethics committee whereas other smaller amendments might only require
sign off from the Chair of the Ethics Committee. Fees are usually waived for investigator driven
trials and collaborative Group trials. Trial sites are now more commonly charging for dealing
with amendments for industry sponsored trials as they feel that there has been an increase in the
number of amendments per trial due to the haste with which sponsors get trials into the field.

Detived process map for “amendment review”

Not applicable.

Considerations for deriving the cost for “amendment review”

As this item was a fees item, Table C.40 reports the range of fees charged by the visited sites,
rather than the cost associated with the HREC or RGO considering the amendment (the cost of
preparing the amendment is reflected in item 3.2.9). There was noticeable variability in the fee
charged by the HREC and RGO, which was largely dependent on the sponsor of the clinical trial.

Table of standard costs for “amendment review™

Table C.40 presents the fee range charged by various clinical trials sites around Australia. Due to
the variation in fees charged, the median was assessed to be the most reasonable basis for setting
the standard cost, which is actually a fee of $275 per amendment.
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Table C.40: Typical fees associated with the “amendment review”

Resource unit (fee)

Standard cost

Activities ; 25th . T Unit cost (median)
. Median )
percentile percentile
Amendment .
. Typical fee $0 $100 $275 $550 $1,000 n/a $275
review
Fagc C.‘}-B

Inc]cpenc]ent Hospital Fﬁcing,Authoritg
Dcvclopmcnt of a table of standard costs for conclucting C|inica| Tﬁals in Australia
]:inal chort ~ APPcndix C ~Table of Standard Costs for Non Clinical Senices



HcalthConsult

Reference number 3.2.11

Item Study close-out activity including preparation for audit
Sub-list Non-clinical services

Category Project Implementation

Includes the activities undertaken to confirm that each site’s clinical trial obligations
have been met and post study obligations are understood. The closeout activities
include verifying that the study procedures have been completed, data is collected, and,
if relevant, study intervention is returned to the responsible party or prepared for

Definition destruction. For example, if the clinical trial is a randomised, double-blind clinical trial,
the close-out should include plans to unblind/unmask and debtief site staff and
subjects upon trial completion. The boxing up of all trial material ready for
archiving/storage is also included under this item.

Standard Cost $693 for study close out per clinical trial

Related items

Table C.41 presents other items which are related to item 3.2.11 “study close out”.

Table C.41: Items related to study close out

Reference Number Comment

Archiving of trial records 3.2.12 The hours to undertake archiving are included in item 3.2.11. The
fees for archiving trial records is included under item 3.2.12

Learnings from site visits

Close out activities include preparation for close-out by arranging the date for the final visit by
the sponsor (or sponsor’s agent) with the clinical trials coordinator, principal investigator, and
representatives of any other relevant departments. Close out also includes completing all trial
documentation, attending/participating in the close-out visit (generally 1-2 days), preparing trial
records for archiving, repacking/returning all “on loan” or hired trial equipment, notification to
medical records, IT and finance departments to close study accounts, as well as preparing and
submitting final reports to ethics and governance, and the preparation and mailing of letter to
participants regarding study outcome and study medication allocation during the blinded phase of
the study (upon receipt of final study report).

Some of the visited trial sites incorporated a close out fee into budgets negotiated with sponsors,
which ranged from $300 to $1,500. In some trials, pharmacy also had a close out fee included in
the trial budget ranging from $300 to $450. At some sites, close out is incorporated into an
administration fee/levy. Archiving costs are separate to these fees and atre itemised in Item
3.2.12. If a full audit was undertaken at close-out, the time required was extended. It was
generally found that Phase I trials reported the longest times for close out activities.

Derived process map for “study close out”

Figure C.13 presents the typical process involved in study close out.
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Figure C.13: Process map for the activities included under “study close out”

Prepare for close out visit
Visit undertaken to supporting departments (e.g.
CTC/M and PI meet with the sponsor pharmacy, radiation) if relevant

representative for close out

Pack up and return all trial equipment

Notify all supporting departments (e.g. radiology,
pharmacy) in addition to medical records, IT, B tvpical” steps in pathway
finance etc. of study closure Il optiond” steps in p

B “aternate” options in patway

Prepare and submit final report for ethics and
governance committees

On receipt of final report from sponsor (including
study medication allocation), prepare letter for
participants regarding trial outcome

Box all trial material ready for transfer to storage

Counsiderations for detiving the cost for “study close out”

In order to derive a reasonable cost associated with study close-out, professional time was chosen
as the most suitable resource unit. The personnel involved was common across majority of sites
and typically involved the clinical trials coordinator/manager with some input from the principal
investigator. If supporting departments were also involved (e.g. pharmacy) then they would also
have to participate in close out activities. Due to the involvement of the supporting departments
being variable dependent on the type of trial (i.e. sometimes there were no other involved
departments and other times there was more than one), it was decided to not include data for
other departments in determining the cost for closeout (it was considered that any close out costs
incurred by these departments should be covered by the department specific fees).

The referenced unit cost for the principal investigator is the houtly rate determined in item 2.6.2;
and the reference cost for the clinical trials manager/coordinator is a combination of the houtly
rate determined for items 2.6.3 Research Nurse (75% allocation) and 2.6.4 Clinical Research
Coordinator (25% allocation).

Table of standard costs for “study close out”

Table C.42 presents the resource units, in hours, required for each activity by specific personnel.
Due to the variability in the amount of time required for close-out activities, the median
observation was considered to be the best basis for setting the standard cost of $693.

Table C.42: Typical personnel, resources and unit cost involved in study close out

Resource unit (hours for study close out)

Ao : Standard cost
Activities Personnel ) 25th X 75th Unit cost .
Min . Median . (median)
percentile percentile

Clinical Ttials $63.75

Study close- Manager/Coordinator

out activities Principal Investigator . . . . . $215.00

Total for study close out
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Reference number 3.2.12
Item Archiving of trial records
Sub-list Non-clinical services
Category Project Implementation
. Includes the storage fee charged for archiving of clinical trial related documents for up
Definition to the agreed number of years of storage.
Standard Cost $750 per clinical trial
Related items

Table C.43 presents other items which are related to item 3.2.12 “archiving of trial records”.

Table C.43: Items related to archiving of trial records

Reference Number

Study close-out activity 3.2.11 Activities associated with the preparation of trial records for
including preparation for archiving should be included under item 3.2.11 and not 3.2.12.
audit

Learnings from site visits

All trial records must be archived at the completion of the study. For trials in adult populations
trial records were required to be archived for 15 years. For trials in paediatric populations (<18
years) trial records were required to be kept for 25 years. At some sites, an additional fee
associated with record retrieval post-archiving (e.g. $10 per record) was also included in a trial
budget. The majority of sites, however, did not report a fee for retrieval of medical records post
archiving.  Trial records were typically archived offsite. Fees for archiving were either
incorporated into the initial trial budget or were funded by the sponsor at the time of archiving as
a separate cost.

Detived process map for “archiving of trial records”

Not applicable.

Considerations for detiving the cost for “archiving of ttial records”
g g

As this item was a fees item Table C.44 represents the fees charged by the sites rather than the
cost associated with activities captured under item 3.2.12. There was some variability in the fee
charged due to whether the sites were paediatric or adult.

Table of standard costs for “archiving of ttial records”

Table C.44 presents the fee range reported by various clinical trials sites around Australia. Due to
the fact that paediatric trials were over-represented in the site visited, the 25" percentile was
assessed to be the most reasonable basis for setting the standard cost, which is actually a fee of
$750 per clinical trial (it is acknowledged that the cost is likely to be higher for paediatric trials).

Table C.44: Typical fees associated with the “archiving of trial records”

Resource unit (fees)

. . Standard cost
Activities 25th X 75th Unit cost 5 .
. Median . Max (25t percentile)
percentile percentile

Typical fee $500 $750 $1,500 $1,800 $2,000 n/a $750

Archiving of trial
records fee
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Reference number 3.3.1

Item Participant payment
Sub-list Non-clinical services
Category Participant-related

Includes a payment made to clinical trial participants to join in the clinical trial. Such
payments are generally described in the Clinical Trial Agreement and in the Patient

Definition Information and Consent Form (PICF) and may be paid in a lump sum at the

beginning of the trial or the conclusion of the trial or in instalments at each visit.
Standard Cost Not determined, any payments made at discretion of the trial sponsor
Related items

Table C.45 presents other items which are related to item 3.3.1 “participant payment”

Table C.45: Items related to participant payment

Reference Number

Ongoing administration, 3.2.6 Any invoicing associated with participant payments should
monitoring and reporting be captured under item 3.2.6 and not 3.3.1.

Learnings from site visits

In general, participants in clinical trials do not receive payments for joining in a clinical trial. The
only exceptions identified through the hospital site visits was for some Phase 1 trials involving
healthy volunteers. The payment for trial participation is not always necessarily cash (although
sometimes it is) but could include vouchers for goods or services of various kinds. The incentive
to participate is dependent on the trial target population (i.e. young adults generally get cash,
whereas teenage participants get movie vouchers) and the funder of the clinical trial.

Many hospital sites reported that making participant payments adds administrative burden.
Often, working with the finance department, clinical trials participants are paid for attendance
and then the funder (e.g. industry) is billed per trial participant to keep the identity of the
participant confidential from the funder.

Detived process map for “participant payment”
Not applicable.

Considerations for deriving the cost

No specific schedules were identified that could be used to establish a reasonable payment for
participants in clinical trials. On the assumption that such payments are only applicable for Phase
1 trials, it is suggested that the payment be based on factors such as:

e whether the participant remains in isolation (i.e. a closed environment) and is therefore
unable to continue with many normal duties;

e the extent of travel required;

e the time required to record any necessary study data; and

e the duration of the trial.

Based on discussions with participating hospitals (there were few involved in these types of
trials), payments ranged from a nominal amount to cover travel and incidental expenses (see
items 3.3.3 to 3.3.5) through to payments of $100 per attendance where the participant was
healthy or was required to remain within a secure environment for observation.
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Table of standard costs for “participant payment”

Table C.46 indicates that no standard cost has been determined for participant payment. This
item is not considered to be cost based, it is discretionary to the trial sponsor, and it is argued
that it is only appropriate to make payments to participants who are healthy volunteers (paying
patients to obtain a particular type of treatment would not be ethical). The relevant cost to the
trial site is the administration of the payment process, these costs should be determined as part of

item 3.2.6.
Table C.46: Determination of standard cost for participant payment

Resource unit
25t 75t Unit cost Standard cost|

Min . Median q Max
percentile percentile

Participant payment INot determined N/A N/A N/A N/A N/A N/A N/A

The need for this item should be reviewed (in fact the need for all participant payment related
items should be reviewed). The only costs that are relevant to trial sites are the costs of
administering the participant payment process. The amount of participant payments, where they
are considered ethical, is discretionary, and should quite properly be determined by the trial
sponsof.

In any review of the NHMRC list, it is suggested that consideration be given to replacing all of
the participant payment items (3.3.1 to 3.3.8) with one item termed ‘administration of participant
payments’. A standard cost could then be determined for this item, based on an analysis of the
payment processes. Pending such a review the cost associated with administering participant
payments should be reflected in item 3.2.6 ‘ongoing administration, monitoring and reporting’.
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Reference number 3.3.2

Item Participant/carer time and inconvenience reimbursement
Sub-list Non-clinical services

Category Participant-related

Includes a payment, provided to a clinical trial participant, which is linked to the time
involved in participating in the clinical trial and inconvenience created. Such payments
Definition are generally described in the Clinical Trial Agreement and in the Patient Information
and Consent Form and may be paid in a lump sum at the beginning of the trial or the
conclusion of the trial or in instalments at each visit.

Standard Cost Not determined, any payments made at discretion of the trial sponsor

Related items

Table C.47 presents other items which are related to item 3.3.2 “patticipant/carer time and
inconvenience reimbursement”

Table C.47: Items related to participant/carer time and inconvenience reimbursement

Reference Number Comment
Ongoing administration, 3.2.6 Any invoicing associated with participant/catet time and
monitoring and reporting inconvenience reimbursement should be captured under

item 3.2.6 and not 3.3.2.

Learnings from site visits

In general, participants in clinical trials and/or their carers are not reimbursed for any
inconvenience caused by their joining in a clinical trial. Again, the only exception identified
through the hospital site visits was for some Phase 1 trials involving healthy volunteers. The
payment for trial participation is not always necessarily cash (although sometimes it is) but could
include vouchers for goods or services of various kinds. The incentive to participate is
dependent on the trial target population (i.e. young adults generally get cash, whereas teenage
participants get movie vouchers) and the funder of the clinical trial.

Many hospital sites reported that making participant/carer payments adds administrative burden.
Often, working with the finance department, clinical trials participants/carers are paid for
attendance and then the funder (e.g. industry) is billed per trial participant/carer to keep the
identity of the patticipant/carer confidential from the funder.

Detived process map for “participant/carer ime and inconvenience reimbutsement”

Not applicable.

Considerations for detiving the cost

No specific schedules were identified that could be used to establish a reasonable payment for
patticipant/carer time and inconvenience caused by joining in clinical trials. On the assumption
that such payments are only applicable for Phase 1 trials, it is suggested that the payment be
based on factors such as:

e whether the participant remains in isolation (i.e. a closed environment) and is therefore
unable to continue with many normal duties;

e the extent of travel required;

e the extent of carer support required during the trial period;

e the time required to record any necessary study data; and

e the duration of the trial.
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No instances of payment for patticipant/carer time and inconvenience caused by joining in
clinical trials were found in the site visits. Any payments made were probably more appropriately
classified under item 3.3.1.

Table of standard costs for “participant/carer time and inconvenience reimbursement”

Table C.48 indicates that no standard cost has been determined for participant/carer time and
inconvenience reimbursement. This item is not considered to be cost based, it is discretionary to
the trial sponsor, and it is argued that it is only appropriate to make payments to participants who
are healthy volunteers (paying patients to obtain a particular type of treatment (or their carers to
facilitate that treatment) would not be ethical). The relevant cost to the trial site is the
administration of the payment process, these costs should be determined as part of item 3.2.6.

Table C.48: Determination of standard cost for participant/carer time and inconvenience reimbursement

Resource unit

Basis . 25th 75th Unit cost Standard cost|

.. Median q Max
percentile percentile

ot determined N/A N/A N/A N/A N/A N/A N/A

articipant/carer time and
inconvenience reimbursement

The need for this item should be reviewed (in fact the need for all participant payment related
items should be reviewed). The only costs that are relevant to trial sites are the costs of
administering the participant payment process. The amount of participant/carer time and
inconvenience reimbursements, where they are considered ethical, is discretionary, and should
quite properly be determined by the trial sponsor.

In any review of the NHMRC list, it is suggested that consideration be given to replacing all of
the participant payment items (3.3.1 to 3.3.8) with one item termed ‘administration of participant
payments’. A standard cost could then be determined for this item, based on an analysis of the
payment processes.  Pending such a review the cost associated with administering
participant/carer time and inconvenience reimbursement should be reflected in item 3.2.6
‘ongoing administration, monitoring and reporting’.
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Reference number 333

Item Participant/carer travel

Sub-list Non-clinical services

Category Participant-related

Definition Includes participant/ carer out—of—pockiet travel costs as described in the Clinical Trial
Agreement and in the Patient Information and Consent Form.

Standard Cost Not determined, any payments made at discretion of the trial sponsor

Related items

Table C.49 presents other items which are related (i.e. not necessarily mutually exclusive from) to
item 3.3.3 “participant/carer travel”.

Table C.49: Items related to participant/carer travel

Item Reference Number Comment

Ongoing administration, 3.2.6 Any invoicing associated with participant/carer travel

monitoring and reporting reimbursements should be captured under 3.2.6 and not
3.3.3.

Sites often include the patticipant/carer parking allowance

Participant/caret patking Sl under participant/cater travel. Care should be taken to not
double count.
335 Sites often include the participant/carer meals allowance

Participant/carer meals under participant/carer travel. Care should be taken to not

double count.

Learnings from site visits

Most clinical trial sites include some allowance for participant travel expenses in the trial budget.
The amount allowed varies by site, but is largely determined on a per participant per visit basis.
The allowance may cover travel expenses such as petrol, taxi (usually in the form of vouchers)
and public transport costs. If participants recruited to the clinical trial are from regional/rural
areas where flights are required to access services, most sites individually negotiate with the trial
sponsor to cover these travel expenses.

Although travel expenses are often included in the budget of clinical trials, they are not always
paid to each participant per visit. Expenses are generally paid on a participant request basis and
receipts are required, often bulked up and paid monthly or quarterly. Most sites stated that some
participants do not require the allowed amount (e.g. they live in walking distance or use public
transport) whereas others exceed the allowed amount (e.g. those living considerable distances
away and/or those that use taxis).

Many hospital sites reported that making participant payments adds administrative burden.
Often, working with the finance department, clinical trials participants are paid for attendance
and then the funder (e.g. industry) is billed per trial participant to keep the identity of the
participant confidential from the funder.

Detived process map for “participant/carer travel”

Not applicable.

Counsiderations for detiving the cost for “participant/carer travel”

Each of the potential participant (and carer as appropriate) travel related expense components
were examined as follows:
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e Air travel. Travel by air was generally separately negotiated with the sponsor in advance and
paid for on a reimbursement basis. Where necessary (and agreed with the sponsor) the travel
of a carer may also be reimbursed.

e Taxi travel. Travel by taxi was sometimes paid on a reimbursement basis after submission
of receipts, and other times taxi vouchers were provided. The cost is highly variable.

e Car travel. Practices for reimbursing the reasonable costs of travel by private car were
examined and there were two primary methods for establishing a base these costs. Fach
state/territory has established a travel assistance scheme (for isolated patients usually
travelling more than 100 km to access a service) to assist people to attend health
appointments. Travel is reimbursed on a kilometre basis in the range of $0.16 to $0.30
depending on the jurisdiction. An alternative source of standardised costs is the Australian
Taxation Office kilometre rates, which relate to tax deductibility. For 2011/12 the ATO rates
varied from $0.63 to $0.75 depending on engine size.

e Accommodation. In some instances trial participants are required to stay away from home
overnight either for clinical reasons or due limitation on travel options. Under the
state/territory travel assistance schemes, accommodation is subsidised on a daily basis within
the range of $30 to $60 per night (depending on the jurisdiction). The ATO also set rates
representing reasonable travel expenses, which relate to tax deductibility. These rates depend
on the location (city) and for 2012/13 vary from $132 to $233 per night.

Table of standard costs for “participant/carer travel”

Table C.50 indicates that no standard cost has been determined for participant/carer travel. This
item is not thought to be cost based (to the trial site), it is discretionary to the trial sponsor. The
relevant cost to the trial site is the administration of the payment process, these costs should be
included as part of item 3.2.6. Although a standard cost is not determined, Table C.50 provides
some guidance on car travel and overnight accommodation allowances used in other contexts, to
assist trial sites and sponsors to determine a reasonable budget for participant/carer travel.

Table C.50: Determination of standard cost for participant/carer travel

Resource unit

Basis . 25th X 75th Unit cost Standard cost|
. Median .
percentile percentile
IAir Travel Reimbursement N/A N/A N/A N/A N/A N/A N/A
Taxi Reimbursement N/A N/A N/A N/A N/A N/A N/A
Car Travel Per kilometre $0.16 $0.30 $0.63 $0.64 $0.75 N/A N/A
IAccommodation [Per night $30 $35 $60 $132 $233 N/A N/A

The need for this item should be reviewed (in fact the need for all participant payment related
items should be reviewed). The only costs that are relevant to trial sites are the costs of
administering the claims for participant/carer travel. The amount of paid to participants/caters,
is discretionary, and should quite propetly be determined by the trial sponsor.

In any review of the NHMRC list, it is suggested that consideration be given to replacing all of
the participant payment items (3.3.1 to 3.3.8) with one item termed ‘administration of participant
payments’. A standard cost could then be determined for this item, based on an analysis of the
payment processes. Pending such a review the cost associated with administering participant
payments should be reflected in item 3.2.6 ‘ongoing administration, monitoring and reporting’.
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Reference number 3.3.4

Item Participant/cater parking
Sub-list Non-clinical services
Category Participant-related

Includes participant/cater out-of-pocket parking costs as described in the Clinical Ttial

Definition . . .

Agreement and in the Patient Information and Consent Form.
Standard Cost Not determined, any payments made at discretion of the trial sponsor
Related items

Table C.51 presents other items which are related (i.e. not necessarily mutually exclusive from) to
item 3.3.4 “participant/cater parking”.

Table C.51: Items related to participant/carer parking

Item Reference Number Comment

Ongoing administration, 3.2.6 Any invoicing associated with participant/carer travel

monitoring and reporting reimbursements should be captured under 3.2.6 and not
3.3.4.

Sites often include the patticipant/carer parking allowance
under participant/cater travel. Care should be taken to not
double count.

3.3.3

Participant/carer travel

Learnings from site visits

A number of clinical trial sites include some allowance for participant parking expenses in the
trial budget, under the heading ‘participant/catrer travel expenses’ (i.e. there is not usually a
separate line in the budget for travel as opposed to parking). The amount allowed varies by site,
but is largely determined on a per participant per visit basis. The allowance for parking is usually
equivalent to the onsite parking costs for either a half day or full day, depending on the expected
length of the visit, as dictated by the trial specific protocol.

Although parking is often included in the budget of clinical trials, it is not always paid to each
participant per visit. Parking expenses are generally paid on a participant request basis and
receipts are required (or for on-site parking, the ticket issued by the machine is swapped for a
pre-paid ticket). If paid on a receipt basis, then the site usually processes parking reimbursement
monthly or quarterly. Most sites stated that some participants do not require the allowed
amount; it depends on whether they drive and trial site location. Also, if clinical trials visits
coincide with standard of care treatments, then parking reimbursement is not provided to the
clinical trial participant.

Many hospital sites reported that making participant payments adds administrative burden.
Often, working with the finance department, clinical trials participants are paid for attendance
and then the funder (e.g. industry) is billed per trial participant to keep the identity of the
participant confidential from the funder.

Detived process map for “participant/carer parking”

Not applicable.

Counsiderations for detiving the cost of “participant/carer parking”

Participants who are able to access the trial site using their own or their carer’s car, will generally
incur parking expenses. These expenses vary considerably based on the location of the hospital
in a range from zero to as much as $20 to $30 per visit.
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Table of standard costs for “participant/carer parking”

Table C.52 indicates that no standard cost has been determined for participant/carer parking.
This item is not considered to be cost based (to the trial host site), it is discretionary to the trial
sponsor. The relevant cost to the trial site is the administration of the payment process, these
costs should be determined as part of item 3.2.6.

Table C.52: Determination of standard cost for participant/carer parking

Resource unit
25th 75th Unit cost Standard cost|

Min .. Median q Max
percentile percentile

articipant/carer parking |[Reimbursement N/A N/A N/A N/A N/A N/A N/A

The need for this item should be reviewed (in fact the need for all participant payment related
items should be reviewed). The only costs that are relevant to trial sites are the costs of
administering the claims for participant/carer parking. The amount paid to participants/caters, is
discretionary, and should quite propetly be determined by the trial sponsor.

In any review of the NHMRC list, it is suggested that consideration be given to replacing all of
the participant payment items (3.3.1 to 3.3.8) with one item termed ‘administration of participant
payments’. A standard cost could then be determined for this item, based on an analysis of the
payment processes. Pending such a review the cost associated with administering participant
payments should be reflected in item 3.2.6 ‘ongoing administration, monitoring and reporting’.
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Reference number 335

Item Participant/carer meals

Sub-list Non-clinical services

Category Participant-related

Definition Includes participant/ carer out—of—pocket meal costs as described in the Clinical Ttrial
Agreement and in the Patient Information and Consent Form.

Standard Cost Not determined, any payments made at discretion of the trial sponsor

Related items

Table C.53 presents other items which are related (i.e. not necessarily mutually exclusive from) to
item 3.3.5 “participant/carer meals”.

Table C.53: Items related to participant/carer meals

Item Reference Number Comment

Ongoing administration, 3.2.6 Any invoicing associated with participant/carer travel

monitoring and reporting reimbursements should be captured under 3.2.6 and not
3.3.5.

Sites often include the participant/cater meals allowance
under participant/cater travel. Care should be taken to not
double count.

3.3.3

Participant/caret travel

Learnings from site visits

A number of clinical trial sites include some allowance for participant/cater meals in the trial
budget under the heading ‘patticipant/carer travel expenses’ (i.e. thete is not usually a separate
line in the budget for meals as opposed to travel). The amount allowed varies by site, but is
largely determined on a per participant per visit basis. The allowance for meals is usually
equivalent to the cost of a sandwich and a drink from the on-site café and is only provided if it is
expected that participants/carers will be required on site for a full day or sometimes a half day
when fasting is required. Sites usually provide meal vouchers rather than ‘cash’ to participants.

Detived process map for “participant/carer meals”

Not applicable

Considerations for detiving the cost of “participant/carer meals”

Where an allowance for patticipant/carer meals was provided, it was generally quite modest, with
an indicative range being $10 to $20 per visit.

Table of standard costs for “participant/carer meals”

Table C.54 indicates that no standard cost has been determined for participant/carer meals. This
item is not considered to be cost based (to the trial host site), it is discretionary to the trial
sponsor. The relevant cost to the trial host site is the administration of the payment process,
these costs should be determined as part of item 3.2.0.

Table C.54: Determination of standard cost for participant/carer meals

Resource unit

. 25t . 75th Unit cost Standard cost|
Min . Median . Max
percentile percentile
articipant/carer meals  [Reimbursement N/A N/A N/A N/A N/A N/A N/A
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The need for this item should be reviewed (in fact the need for all participant payment related
items should be reviewed). The only costs that are relevant to trial sites are the costs of
administering the claims for participant/carer meals. The amount paid to participants/carers, is
discretionary, and should quite properly be determined by the trial sponsor.

In any review of the NHMRC list, it is suggested that consideration be given to replacing all of
the participant payment items (3.3.1 to 3.3.8) with one item termed ‘administration of participant
payments’. A standard cost could then be determined for this item, based on an analysis of the
payment processes. Pending such a review the cost associated with administering participant
payments should be reflected in item 3.2.6 ‘ongoing administration, monitoring and reporting’.
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Reference number 3.3.6

Item Participant/carer accommodation

Sub-list Non-clinical services

Category Participant-related

Definition II’IFle.ldCS Participant/ carer ogt—of—pocl.iet accomquation costs as described in the
Clinical Trial Agreement and in the Patient Information and Consent Form.

Standard Cost Not determined, any payments made at discretion of the trial sponsor

Related items

None

Learnings from site visits

In general, clinical trial sites do not include an allowance for “participant/carer accommodation”
in the trials budget. If there are some participants, like those travelling from regional/rural areas
to metropolitan hospitals where the clinical trial is being undertaken who require overnight
accommodation, clinical trial sites normally negotiate with the sponsor (usually industry sponsors)
to cover accommodation expenses (i.e. agree a rate per night). Sometimes, they agree to use
some of the budget allocated to “participant/carer travel” for this putpose. This process is
managed on a per participant basis depending on circumstances.

Detived process map for “participant/carer accommodation”

Not applicable

Counsiderations for detiving the cost for “participant/carer accommodation”

Typical allowances to cover accommodation costs were investigated as part of the consideration
of the participant/carer travel item. It was found that, under the state/territory travel assistance
schemes (usually for isolated patients who need to travel more than 100 km to access a service),
accommodation is subsidised on a daily basis within the range of $30 to $60 per night (depending
on the jurisdiction). The ATO also sets reasonable allowances for accommodation for the
purposes of determining tax deductibility. These rates depend on the location (city) and for
2012/13 vary from $132 to $233 per night.

Table of standard costs for “participant/carer accommodation”

Table C.55 indicates that no standard cost has been determined for participant/cater
accommodation. This item is not thought to be cost based (to the trial site), it is discretionary to
the trial sponsor. The relevant cost to the trial site is the administration of the payment process,
these costs should be determined as part of item 3.2.6. Although a standard cost is not
determined, Table C.55 provides some guidance on accommodation allowances used in other
contexts, to assist trial sites and sponsors to set a reasonable budget for participant/carer
accommodation.

Table C.55: Determination of standard cost for participant/carer accommodation

Resource unit

. 25t X 75t Unit cost Standard cost|
Min ] Median q :
percentile percentile

Participant/carer
accommodation

Per night $30 $35 $60 $132 $233 N/A N/A
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The need for this item should be reviewed (in fact the need for all participant payment related
items should be reviewed). The only costs that are relevant to trial sites are the costs of
administering the claims for participant/carer accommodation. The amount of paid to
patticipants/carers, is discretionary, and should quite propetly be determined by the trial sponsor.

In any review of the NHMRC list, it is suggested that consideration be given to replacing all of
the participant payment items (3.3.1 to 3.3.8) with one item termed ‘administration of participant
payments’. A standard cost could then be determined for this item, based on an analysis of the
payment processes. Pending such a review the cost associated with administering participant
payments should be reflected in item 3.2.6 ‘ongoing administration, monitoring and reporting’.
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Reference number 3.3.7

Item Participant/carer overnight stay

Sub-list Non-clinical services

Category Participant-related

Definition Includes any out-of-pocket costs incurred by clinical trial participants for an overnight
stay in a participating clinical trial institution.

Standard Cost Not determined, as no evidence of participants being charged in practice was found.

Related items

None.

Learnings from site visits

Dependent on the trial protocol, there were instances where patticipants and/or their carers are
required to stay overnight at the clinical trial site. In some trials (e.g. haematology), where
overnight infusions were part of the clinical trial, for example, the participant was often admitted
to hospital under standard of care, and therefore no cost was attributed to the clinical trial
budget. However there were some clinical trials, where the clinical trials participant was admitted
to hospital for the sole reason of being in the clinical trial, and clinical trials sites stated that
sponsors often would not cover the cost of the overnight stay.

Private hospitals felt this issue was problematic as private health insurers only cover their
members for services that represent standard of care, but do not cover hospital stays if the
member is, for example, on the experimental arm of an infusion study with a drug that is not
TGA approved. The hospital either negotiates with the sponsor for the cost of the overnight
stay to be covered, or the cost is borne by the private hospital involved in the clinical trial.
Representatives of private hospitals felt this situation made their site less competitive for hosting
clinical trials requiring overnight stays as they are not able to subside the cost of the overnight
stay, whereas, they argued that public hospitals have more flexibility to subsidise these costs.

Derived process map for “participant/carer overnight stay”

Not applicable.

Counsiderations for detiving the costs for “participant/carer overnight stay”

Through the site visits, no instance of participants having to meet costs associated with overnight
stay, as a result of adhering to the clinical trial protocol was found in practice. So no participant
related standard cost has been determined for this item.

Table of standard costs for “participant/carer overnight stay”

Table C.56 indicates that no standard cost has been determined for patticipant/carer overnight
stay, as it was not identified in practice. Participants are typically not charged in circumstances
where the trial protocol dictates an overnight stay and, as a consequence, there is no cost to the
trial site associated with the administration of participant payments. The need for this item
should be reviewed (in fact the need for all participant payment related items should be
reviewed).
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Table C.56: Determination of standard cost for participant/carer overnight stay

Resource unit
25th 75th Unit cost Standard cost|

Min .. Median q Max
percentile percentile

[Reimbursement N/A N/A N/A N/A N/A N/A N/A

articipant/ carer
overnight stay

Consideration of this item raises a much broader issue though, that is where a clinical trial
protocol explicitly requires a service that involves overnight stay, how does the cost of the service
get reflected in the trial budget. Given the structure of the NHMRC list, this issue needs to be
dealt with as part of sub-list 1 (i.e. it is a clinical service). Currently, there are no items on sub-list
1 that obviously relate to the non-health professional costs associated with overnight stays, as
there is a reliance on the MBS for almost all the clinical tests and procedures items.

So there is no place to deal with the hospital accommodation cost, if the clinical tests and
procedures service requires hospital admission. The trial site can cover the cost of the
professional service (medical, nursing or allied health time) but not the institution cost (the MBS
multiplier recommended for most of the items on sub-list 1 is intended to cover the additional
costs associated with providing the service in a clinical trial context, not the costs associated with
intermediate hospital services (e.g. ward accommodation). This issue should be dealt with as part
of a review of the NHMRC list, to eliminate redundancy in the categories and to ensure that all
necessary clinical services are exhausted by the categories.
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Reference number 3.3.8

Item Participant/carer outpatient/day stay

Sub-list Non-clinical services

Category Participant-related

Definition Includes any out-of-pocket costs incurred by clinical trial participants for an outpatient
visit or day stay in a participating clinical trial institution.

Standard Cost Not determined, as no evidence of participants being charged in practice was found.

Related items

None.

Learnings from site visits

Through the site visits, we found that most clinical trials patticipant and/or their carers are not
requited for outpatient/day stays (the item was interpreted to mean admission as a day patient, or
provision of a service on an outpatient basis that might otherwise be provided on a day patient
basis). However, in the case of paediatric trials, if a general anaesthetic was required (e.g. for
certain investigations such as blood tests, imaging, etc. as the process would be too traumatic for
the participant to remain awake) then the admission policy of the clinical trials site was to admit
the participant to the institution. Most representatives of paediatric clinical trials reported was
the costs associated with this circumstance was either not budgeted for or not covered by
Sponsofs.

Derived process map for “participant/carer outpatient/day stay”

Not applicable.

Considerations for detiving the cost

Through the site visits, no instance of participants having to meet costs associated with
outpatient/day stay, as a result of adhering to the clinical trial protocol was found in practice. So
no participant related standard cost has been determined for this item.

Table of standard costs for “participant/carer outpatient/day stay”

Table C.57 indicates that no standard cost has been determined for participant/carer
outpatient/day stay, as it was not identified in practice. Participants are typically not charged in
citcumstances where the trial protocol dictates an outpatient/day stay and, as a consequence,
there is no cost to the trial site associated with the administration of participant payments. The
need for this item should be reviewed (in fact the need for all participant payment related items
should be reviewed).

Table C.57: Determination of standard cost for participant/carer outpatient/day stay

Resource unit
25t 75t Unit cost Standard cost|

Min .. |Median q
percentile percentile

Reimbursement IN/A IN/A JA IN/A JA JA JA

Participant/carer
outpatient/day stay

As with participant/carer overnight stay, consideration of this item raises a much broader issue
though, that is where a clinical trial protocol explicitly requires a service that involves an
outpatient/day stay, how does the cost of the service get reflected in the trial budget. Given the
structure of the NHMRC list, this issue needs to be dealt with as part of sub-list 1 (i.e. it is a
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clinical service). Currently, there are no items on sub-list 1 that obviously relate to the non-health
professional costs associated with outpatient/day stays, as there is a reliance on the MBS for
almost all the clinical tests and procedures items.

So there is no place to deal with the day procedure suite cost, if the clinical tests and procedures
service requires admission as a day patient. The trial site can cover the cost of the professional
service (medical, nursing or allied health time) but not the institution cost (the MBS multiplier
recommended for most of the items on sub-list 1 is intended to cover the additional costs
associated with providing the service in a clinical trial context, not the costs associated with
intermediate hospital services (e.g. accommodation in the day procedure suite). This issue should
be dealt with as part of a review of the NHMRC list, to eliminate redundancy in the categories
and to ensure that all necessary clinical services are exhausted by the categories.
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Appendix D — List of submissions received

Number Date received  Submission from
1 30/04/2013 St Vincent’s Hospital Melboutne
2 1/05/2013 Society of Hospital Pharmacists
3 1/05/2013 University of Western Australia
4 6/05/2013 Amgen Australia Pty Limited
5 6/05/2013 Barwon Health
6 6/05/2013 Consumer Health Forum of Australia
7 6/05/2013 Centre for Biostatistics and Clinical T'rials
8 6/05/2013 Confidential
9 6/05/2013 Roche Products Pty Ltd
10 6/05/2013 Victorian Paediatric Integrated Cancer Services
11 6/05/2013 Cancer Trials Australia
12 6/05/2013 Victorian Comprehensive Cancer Council
13 6/05/2013 Department of Health Victoria
14 6/05/2013 GlaxoSmithKline Australia
15 6/05/2013 Clinical Network Clinical Research Professionals Committee
16 6/05/2013 Children's Hospital Westmead
17 6/05/2013 Medical Technology Association of Australia (MTAA)
18 6/05/2013 Epworth HealthCare
19 6/05/2013 St Vincent's Hospital Sydney Research Community
20 6/05/2013 St Johns of God Health Care
21 7/05/2013 Pharmaceutical Industry Council
22 7/05/2012 South Australia Department of Health
23 9/05/2013 Confidential
24 10/05/2013 Australia Clinical Trials Alliance
Clinical Oncological Society of Australia (COSA) and Cancer Cooperative
25 10/05/2013 Trials Groups (éCTG) P
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Appendix E - Other stakeholders consulted

e National Health and Medical Research Council

e Pharmaceutical Industry Council — Research and Development Taskforce
e Roche Products Pty Ltd

e Novartis Pharmaceuticals Australia Pty Ltd

e Medical Technology Association of Australia (MTAA)

e Amgen Australia Pty Ltd

e Victorian Comprehensive Cancer Centre

e Cancer Trials Australia

e Centre for Biostatistics and Clinical Trials
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