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MSAC and PASC

The Medical Services Advisory Committee (MSAC) is an independent expert committee appointed by
the Minister for Health and Ageing (the Minister) to strengthen the role of evidence in health
financing decisions in Australia. MSAC advises the Minister on the evidence relating to the safety,
effectiveness, and cost-effectiveness of new and existing medical technologies and procedures and
under what circumstances public funding should be supported.

The Protocol Advisory Sub-Committee (PASC) is a standing sub-committee of MSAC. Its primary
objective is the determination of protocols to guide clinical and economic assessments of medical
interventions proposed for public funding.

Purpose of this document

This document is intended to provide a decision analytic protocol that will be used to guide the
assessment of an intervention for a particular population of patients.

The protocol guiding the assessment of the health intervention has been developed using the widely
accepted “PICO” approach. The PICO approach involves a clear articulation of the following aspects of
the research question that the assessment is intended to answer:

Patients — specification of the characteristics of the patients in whom the intervention is to be
considered for use;

Intervention — specification of the proposed intervention

Comparator — specification of the therapy most likely to be replaced by the proposed
intervention

Outcomes — specification of the health outcomes and the healthcare resources likely to be
affected by the introduction of the proposed intervention.
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Purpose of application

An application requesting Medicare Benefits Schedule (MBS) listing of radiotherapy delivered by the
CyberKnife® robotic radiosurgery system (from herein referred to as CyberKnife® for brevity) for
patients with lung, prostate, breast, and other less common extracranial cancers (e.g. in the spine,
kidney, liver, and pancreas) was received from Device Technologies Australia by the Department of
Health and Ageing in March 2011.

This protocol will consider the CyberKnife® robotic radiosurgery system for patients with primary
lung cancer and lung metastases only. Other cancers will be considered in separate documents.

NHMRC Clinical Trials Centre (CTC), as part of its contract with the Department of Health and Ageing,
drafted an earlier version of this DAP to guide the assessment of the safety, effectiveness and cost-
effectiveness of robotic radiosurgery system for patients with primary lung cancer and lung
metastases in order to inform MSAC's decision-making regarding public funding of the intervention.

Intervention

Description

External beam radiotherapy (EBRT) is a cancer treatment that delivers high-energy radiation to
tumour sites with the primary goal of killing and stopping the division of tumour cells. The delivery of
radiation to tumour cells can take place during a single session or over a series of sessions. For
clarification on the terminology used in this protocol, radiosurgery refers to radiation treatment that is
delivered in a single session, whereas radiotherapy refers to radiation treatment that is delivered over
multiple sessions.

When treatment is delivered over several sessions it is important to account for small variations in the
position and movement of the tumour. These movements are the result of normal physiologic
processes such as breathing or the differential arrangement of internal organs. In order to better
target the tumour during radiation therapy, individual treatment sessions can be guided using
imaging information collected from x-rays, CT, ultrasound or similar imaging technologies. The use of
imaging technologies as part of the planning and delivery of a course of radiation therapy allows for
the more accurate delivery of radiation to the tumour thus reducing radiation exposure to
surrounding healthy tissue. This strategy is known as image-guided radiation therapy (IGRT).

There are numerous systems capable of delivering IGRT (e.g. Axesse™ by Elekta and Novalis TX™ by
BrainLAB/Varian Medical Systems). According to clinical experts, CyberKnife® has different
capabilities to other IGRT technologies currently available. The primary differentiating feature of
CyberKnife® compared to other EBRT systems is the robotic manipulator. The robotic manipulator
allows for a greater range of treatment delivery angles and higher accuracy than alternative systems.

Another feature of the CyberKnife® system is that it delivers radiation employing continual image
guidance. The continual image guidance allows intra-fraction motion tracking where every beam
position can be automatically corrected for any target motion without user intervention or treatment
interruptions (Accuray Inc., 2009). This motion tracking system along with the robotic manipulator
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allows for the delivery of a large number of non-isocentric non-coplanar beams without the need to
reposition the patient for each beam. This is claimed to enable CyberKnife® to treat tumours from
many angles throughout the body, with sub-millimetre accuracy, and precision.

While the Department of Health and Ageing acknowledges that there are currently numerous systems
available that deliver IGRT it has come to a position that the CyberKnife® system is sufficiently
unique as to warrant an assessment as a stand-alone technology. Should other manufacturers wish
to have IGRT delivered with altemate platforms listed on the MBS they are invited to submit an
application.

The claimed accuracy or advantage of the CyberKnife® system allows treatment to be
hypofractionated, which means higher doses of radiation may be delivered per treatment thus
reducing the total number of treatment sessions required. Radiotherapy treatment for lung cancer
delivered using the CyberKnife® system is typically performed over three or four sessions, whereas
conventional EBRT may require up to 30 sessions.

While the number of treatment sessions required when radiotherapy is delivered by CyberKnife® is
reduced, individual treatment sessions last longer.  Treatment with conventional radiotherapy
treatment lasts 15-20 minutes whereas CyberKnife® treatment times are typically 45-60 minutes.
The increase in treatment time is a function of the radiation field delivered by CyberKnife® being
smaller than conventional radiotherapy systems and the use of intra fraction motion tracking
throughout treatment delivery. As a result of the increased treatment times required per patient
whereas a standard radiation therapy system has an annual patient throughput of around 400
patients even the most efficient CyberKnife® centres in Europe and the US system treat 200-300
patients annually (Accuray Inc., pers. comm., 31 August 2011). An outline of the platforms expected
patient throughput and referral pattems must be presented in the final assessment.

Equipment and software of the CyberKnife® system:

The CyberKnife® system consists of a number of pieces of equipment and software. For
completeness the key pieces of physical equipment and software involved in treating a range of
cancers and not just lung cancer are listed:

Physical equipment:

Robotic manipulator - a high precision robotic manipulator capable of repeatable sub-
millimetre accuracy;

e Linear accelerator (linac) - a lightweight and compact 1000MU/min 6MV X-band linac;
e X-ray sources - low-energy x-ray sources that generate orthogonal x-ray images; and

e Image detectors to capture the high-resolution images throughout the treatment. The
continual feeding of images to the CyberKnife® software programmes allows the latest digital
radiographs to be compared to ones previously generated. This allows the software
programme to determine the real-time patient positioning and tumour location.
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Optional pieces of equipment are:

RoboCouch® patient position system, which can align patients precisely with six degrees of
freedom;

Synchrony® respiratory tracking system, which allows the beam to move with the motion of
a tumour throughout the respiratory cycle;

Xchange® robotic collimator changer (only in the CyberKnife® VSI™ system), which
automatically exchanges the collimators; and

Iris™ variable aperture collimator (only in the CyberKnife® VSI™ system) enables multiple
field sizes to be combined within each treatment.

Software is the other key part of the CyberKnife® system. Software includes:

A time-based imaging programme that allows users to dynamically optimise intra-fraction
imaging frequency, without interrupting treatment, based on the condition of the patient;

MultiPlan® treatment planning system designed for the CyberKnife® system that creates
simple and complex treatment plans;

Monte Carlo dose calculation that can be done in minutes (instead of hours or days as with
other systems);

CyberKnife® data management system;

InTempo™ adaptive imaging system for prostate tracking (only in the CyberKnife®
VSI™system), automatically adapts imaging frequency to optimally track the prostate for
motion;

Sequential optimisation algorithm for rapidly developing treatment plans for each
patient(only in the CyberKnife® VSI™ system);

AutoSegmentation™ programme that can automatically generate accurate contours from
patient image data for prostate, rectum, bladder, seminal vesicles, and femoral heads with
minimal user input (only in the CyberKnife® VSI™ system);

QuickPlan programme that automatically generates treatment plans (only in the CyberKnife®
VSI™ system);

6D skull tracking system, non-invasively calculates tumour location and displacement in 6D
using image properties and bony anatomy reference points;

4D treatment optimisation and planning system, that considers movement of the tumour as
well as the movement and deformation of surrounding healthy tissues;
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e Xsight® spine tracking system, a fiducial-less method, using the bony anatomy of the spine
as reference points, for locating and tracking tumours in the spine; and

e Xsight® lung tracking system, a fiducial-less method for identifying and tracking tumour
targets in the lung.

Excluded technologies:

This protocol excludes other treatment modes such as Gammaknife (which is primarily for tumours in
the brain and cranial nerves, an indication not being investigated in this protocol), Tomotherapy
(which delivers radiation to the tumour in ‘slices’ instead of the tumour as a whole), and proton beam
radiotherapy machines.

As outlined above, IGRT delivered by any other system aside from CyberKnife® is excluded from this
protocol.

Primary Lung cancer:

Lung cancers make up a sizable proportion of cancer incidence and deaths in Australia. In 2007 lung
cancer was the fourth most diagnosed cancer both in males (5,948 cases) and in females (3,755
cases). Lung cancer was the leading cause of mortality of all cancers in 2007 in Australia with 7,626
deaths. Approximately 75% of lung cancers in Australia are non-small cell lung cancer (NSCLC)
(Australian Institute of Health and Welfare, 2010). Table 1 shows the statistics for incidence and
deaths from lung cancers in 2007.

Table 1. Incidence and deaths from lung cancers in 2007 (Australian Institute of Health and Welfare & Australasian
Association of Cancer Registries, 2010).

Incidence Deaths
ICD-10 code Male Female Male Female
Lung (C33-C34) hG48 3755 4715 291

As outlined by NICE (2011) 14% of NSCLC patients are diagnosed with stage I. These patients
represent the groups most likely to receive curative treatment. While surgery is the preferred
treatment approach for stage I disease, radiotherapy should be considered for those patients who
have co-morbidities which preclude surgery (National Health and Medical Research Council, 2004).

Around 48% of all lung cancer patients are diagnosed with stage IV (metastatic) disease on
presentation (NICE, 2011). The treatment for this group is of palliative rather than curative intent.
As the use of CyberKnife® to deliver palliative radiotherapy is not considered in this protocol the
treatment of primary lung cancer patients with stage IV disease will not be expanded upon.

The TNM classification and staging system used in this protocol is that presented by (American Joint
Committee on Cancer, 2010). An overview of this classification system is given at Appendix 2.

Due to the movement of the lungs while the patients breathes, accurate delivery of radiotherapy is
crucial when treating lung cancer. The ability of the CyberKnife® system to monitor the movement of
the lungs in real time and deliver radiation beams with sub-millimetre accuracy leads to this system
having the potential to avoid damage to tissue surrounding the tumour during treatment. In turn, this
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may lead to reduced adverse events from radiotherapy in patients who receive treatment using this
technology over conventional EBRT systems that require a greater margin of error during treatment.

Pulmonary metastases of extrapulmonary cancers:

The lungs are one of the most common sites for metastatic lesions from extrapulmonary tumours to
form. It is reported that sarcomas and epithelial malignancies, particularly colorectal, are particularly
likely to spread to the lung and form metastatic lesions (Siva et al., 2010). Where the lungs are the
sole site of metastases, pulmonary metastectomy should be considered when the primary tumour is
under control, the metastatic disease is able to be completely resected and the patient is able to
tolerate the procedure.

Recent studies have shown that for patients who are not suitable to receive surgery there is the
potential to treat pulmonary metastatic lesions using stereotactic radiotherapy (Ricardi et al., 2011,
Rusthoven et al., 2009). Thus, in those patients who are not suitable to undergo surgery,
CyberKnife® may provide an alternative treatment approach to surgery in the treatment of
pulmonary metastatic lesions.

Research into the treatment of metastatic disease has explored the concept of ‘oligometastases’, a
state intermediate between localised disease and widespread metastatic disease. Central to the
concept of oligometastases is that the number and site of metastatic lesions are limited
(Weichselbaum et al., 2011). This clinical implication of the oligometastatic state is that localised
forms of treatment can be given to patients with potentially curative intent.

The term oligometastasis will not be used throughout this protocol as it is yet to be widely adopted in
the literature. However, in order to explore the role that radiotherapy may play in treating pulmonary
metastatic lesions that fall into what is broadly considered to be an oligometastatic state, the
following criteria have been established.

For patients with pulmonary metastatic lesions to be considered for treatment using radiotherapy the
following criteria should be met:

1. The primary tumour is under treatment and control.

2. The pulmonary metastatic lesions are surgically resectable or likely to respond
to radiotherapy..

3. The presence of metastatic lesions at other sites of the body has been excluded.
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Administration, dose, frequency of administration, duration of

treatment
Administration:

The administration of radiotherapy is carried out by a team including radiation oncologists, medical
physicists, and radiation therapists. Depending on the site to be treated, additional expertise involved
in the treatment planning and delivery may include a diagnostic radiologist, anaesthetist, dosimetrist
or surgeon.

The same patient referral procedure for conventional EBRT will apply to CyberKnife®. There will be
no changes to the treatment procedures or to the providers of those procedures.

Treatment with the CyberKnife® system, as with any EBRT method, requires five stages:
1. Simulation
2. Planning
3. Treatment
4. Treatment verification
5. Patient follow-up

The exact procedures required in each stage will and should vary depending on individual patient
circumstances, however a general protocol for EBRT that is also applicable to CyberKnife® is
described below.

Simulation: Prior to treatment, the patient undergoes imaging procedures to determine the size,
shape and location of the tumour. A simulation study begins with a standard high-resolution CT
scan, however other imaging techniques, such as MRI, angiography or PET, may also be used.
Patients undergo simulation in the same position as treatment will be delivered.

Planning: Imaging data are digitally transferred to a planning workstation where the treating
physician identifies the exact size, shape and location of the tumour to be targeted as well as the
surrounding vital structures to be avoided. A qualified physician and/or radiation oncologist or
physicist then generates a treatment plan to provide the desired radiation dose to the identified
tumour location while avoiding damage to the surrounding healthy tissue.

Treatment: A special vest can be wom during treatment that enables the CyberKnife® robot to
correlate chest movement and breathing patterns with the tumour position, and thus allows
precise radiotherapy delivery to the tumour. During the procedure, the patient lies on the
treatment table, which automatically positions the patient, and the custom-fit body cradle. The
treatment, which generally lasts between 45 and 60 minutes, typically involves the administration
of between 100 and 200 radiation beams delivered from different directions, each lasting from 10
to 15 seconds.
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When treatment is being delivered using the CyberKnife® system (or any other IGRT system)
imaging information is captured and compared to the original imaging data collected during the
simulation stage. The implantation of fiducial markers prior to patient simulation enhances the
accuracy of the imaging information collected both during simulation and IGRT treatment.
Comparing the images collected during treatment with original imaging information allows for the
correction of any movement of the patient and tumour throughout the treatment and ensures
precise delivery of radiation to the tumour target.

Treatment verification: Follow-up imaging, generally CT, is performed throughout the course
of treatment to assess the status of the tumour.  When radiotherapy is delivered using
conventional EBRT a patient may have treatment verification performed up to 15 times
(approximately once every two treatment sessions). Due to the higher radiation doses delivered
with CyberKnife® treatment verification would occur after each session.

Patient follow up: Follow-up imaging, generally with CT and/or PET, is usually performed in the
weeks and months following the treatment to assess the status of the treated tumour. Patient
follow up upon completion of a course of radiation treatment is undertaken at six weeks, 12

weeks, six months, 12 months and then every 6 months.

Dose:

Primary Lung cancer:

The dose and fractionation will depend on the size and location of the tumour to be treated but is
recommended to be 48-60 Gy delivered in three to four sessions (CyberKnife Society, 2010). This is
broadly consistent with the recent National Comprehensive Cancer Network (NCCN) guidelines on
NSCLC treatment with radiotherapy which are given in Table 2 below for reference.

Table 2. Commonly used doses for stereotactic body radiotherapy in the treatment of primary lung cancers

(National Comprehensive Cancer Network, 2011).

Indication

Regimen

Peripheral small{<2cm) tumaours, =1cm fromchest wall

Peripheral <5cm tumours, >1cm from chest wall

Central or peripheral tumours <4cm to Scm, particularly
those <1cm from chest wall

Central or peripheral tumours, particularly those <1cm from
chest wall

Central tumaours

2510 4Gyx1
451060Gy X3

4810 50Gyx 4

G0to BBGyx 5

G0to TO0GYx 81010

Pulmonary metastases of extrapulmonary cancers:

The use of stereotactic radiotherapy for the treatment of lung metastases is still under development
and, as such, there is not yet a consensus on the dose and fractionation regimens that should be
used (Ben-Josef and Lawrence, 2009; Siva et al., 2010). However, results from a phase I/II trial
presented by (Rusthoven et al., 2009) reported acceptable patient tolerability when doses were
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escalated from 48Gy to 60Gy delivered over three treatment sessions. As such, a similar dose and
fractionation scheme will most likely be used for the treatment of primary lung cancer and pulmonary
metastatic lesions.

Frequency of administration:

Radiotherapy treatment for lung cancer using CyberKnife® generally requires between three and four
individual treatment sessions. This figure may be higher for central tumours in an effort to spare the
proximal major airways or tumours close to the chest wall in an effort to avoid rib fractures. It may
also be reduced for very small peripheral tumours. Treatment sessions using the CyberKnife®
system are typically given daily or on alternate days.

Duration of treatment:

An individual treatment session can take between 45 to 60 minutes. The total course of treatment is
between four to 10 days depending on the number and spacing of individual treatment sessions.

Training and accreditation requirements:

Some training and accreditation will be required before using the CyberKnife® system. Staffing
requirements and quality assurance programs would be similar to facilities providing conventional
EBRT.

Facility requirements and geographic limitations:

Treatment will be given primarily in an outpatient setting and would be carried out in the same
specially designed bunkers as conventional EBRT. The capital equipment for the CyberKnife® system
replaces the equipment for the conventional EBRT.

Similarly to other IGRT systems, access to CyberKnife® would most likely be limited to speciality
facilities located in capital cities and potentially major regional centres.

The location of facilities to deliver IGRT primarily in capital cities can impose hardship and costs on
those patients who do not live near a treatment centre as they often need to travel long distances or
live away from home for the duration on their treatment. Further, patients living in rural or remote
areas that need to travel to receive conventional EBRT, which may take up to seven weeks, typically
need to live away from home during their treatment period. The reduced duration of treatment with
the CyberKnife® system may play a role in reducing costs and hardship for patients who need to
travel in order to be able to access treatment in major centres.
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Co-administered interventions

The same tests are used in the lead up and monitoring of treatment whether a patient receives
treatment with the CyberKnife® or alternative EBRT systems.

Resources used for patient simulation and dosimetry are equivalent whether treatment is provided
using CyberKnife® or alternative EBRT systems. These procedures are currently publicly reimbursed
under existing MBS item numbers and are summarised in Table 3.

Table 3. MBS item numbers for all radiotherapy treatment protocols requiring patient simulation and dosimetry.

MES number Procedure Fee
56301 Computed tomography $295.00
15550 Simulation $633.65
15562 Dosimetry $1.073.30

Some lung cancer patients may require implantation of fiducial markers when undergoing treatment
with the CyberKnife®. Expert clinical opinion has recommended that fiducial markers would be
inserted if: tumours were not visible on imaging, tumours which move in irregular or random
patterns, for re-treatments, or for patients under the age of 55. Depending on the size and location
of the tumour, three to five fiducial markers will be implanted within the lung guided by CT,
bronchoscopically or ultrasound. There is no standard method for fiducial marker implantation, rather
implantation methods are dependent on the preference of the treating surgeon and/or radiologist and
the equipment available at the time.

It should be noted that there are currently no MBS item numbers specifically for the placement of
fiducial markers in the lung. Clinical experts have indicated that procedures used in the implantation
of fiducial markers into the lung will vary depending on local practice. A summary of the MBS item
numbers associated with the implantation of fiducial markers into the lung is given in Table 4 for
reference.

Table 4. MBS item numbers associated with implantation of fiducial markers into the lung.

MBS number Procedure Fee

20520 Anaesthesia $114.30

41889 Bronchoscopy $171.30

58506 Radiographic examination $60.75

56301 Computed tomography scan $295.00

30710 Endobronchial ultrasound guided $541.95
biopsy

MBS item numbers 20520 and 41889 for bronchoscopy apply as part of marker insertion. MBS item
numbers 58506 is used to assess marker position during insertion, whereas item number 56301
would be used to assess marker position post-insertion. A biopsy of the tumour may be taken as part
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of the fiducial marker implantation procedure. A endobronchial ultrasound guided bronchoscopic
biospsy is covered by MBS item number 30710.

During the assessment phase an estimation of the proportion of patients requiring fiducial marker
implantation, as well as the costs associated with the insertion of these markers, must be presented
and incorporated into the economic evaluation.

Chemotherapy in primary lung cancer:

Clinical guidelines recommend that when a patient with primary NSCLC is to receive curative intent
radiotherapy that a combination of cisplatin-based chemotherapy and radiotherapy be delivered and
that these treatments be delivered concurrently rather than sequentially (National Health and Medical
Research Council, 2004). The use of a combination of chemotherapy and radiation therapy is often
referred to as chemoradiotherapy or systemic therapy.

The Pharmaceutical Benefit Schedule (PBS) numbers associated with cisplatin-based
chemotherapeutic agents are 2578Q, 2579R and 2580T.

Background

Current arrangements for public reimbursement

The CyberKnife® system is currently not in use in Australia and thus not currently publicly
reimbursed. Radiotherapy delivered by other systems is currently delivered in capital cities and major
regional centres by a combination of public and private clinics.  An audit of Australian cancer
treatment services (Cancer Australia and Cancer Council Australia, 2010) showed that the bulk of
radiotherapy services are provided on an outpatient basis and that most radiotherapy treatments are
billed through Medicare. Given the high capital cost and specialty treatments delivered by the
CyberKnife® system, it is most likely that access to this technology would initially be limited to major
hospitals in capital cities.

Treatment verification is another procedure performed when a patient undergoes radiotherapy. The
MBS items associated with patient treatment and verification are provided in Table 5.

Table 5. MBS item numbers for radiation treatment and verification using a single photon linear accelerator in the
treatment of lung cancer.

MBS number Procedure Fee

15215 Radiation oncology treatment (1 field) | $57.40

15233 Radiation oncology treatment (2-5 $57.40 + $36.50 per extra field
fields)

15705 Verification $76.60

The applicant has proposed that 1,349 lung cancer patients (based on item utilisation divided by
average number of treatments) received conventional EBRT in 2009/2010 and that these patients
would be eligible for treatment with CyberKnife®. A more robust claim of the population estimate
will be required in the assessment of evidence.
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As the introduction of CyberKnife® may result in an increase the number of lung cancer patients that
receive radiotherapy- a function of radiotherapy delivered by CyberKnife® being an altermative to
surgery in some patients- an estimation of the potential increased number of lung cancer patients
receiving radiotherapy will be required in the assessment phase.

Finally, an estimation of the number of patients that would receive radiotherapy delivered by
CyberKnife® for the treatment of lung metastases will be required.

The simulation, dosimetry and verification steps involved in the planning and delivery of radiotherapy
are currently reimbursed through the MBS. The figures presented in Table 6 represent claims relating
to the treatment of all types of cancer. Usage figures specifically for lung cancer are not able to be
obtained from the Medicare Australia item reports service. However, as each patient that undergoes
radiation treatment will require treatment simulation and dosimetry the number of claims for these
procedures will be almost equivalent. A small number of patients who undergo the radiotherapy
planning process elect not to go through the treatment process and will seek alternative therapeutic
options. Advice from clinical experts indicates that this number will be small and, as such, will not
have a major impact on the economic assessment of introducing CyberKnife®.

As fewer treatment sessions are required when radiotherapy is delivered using the CyberKnife®
system there would likely be a corresponding reduction in the number of treatment verification claims
required with the use of CyberKnife® over conventional EBRT systems. Expert clinical opinion has
indicated that the frequency of verification for EBRT treatment of lung cancer is unknown and
variable, with some centres able to image as little as only once per course. Data are required to verify
the estimates for the use of verification in the treatment of lung cancer patients.

Table 6. Usage (number of claims) for MBS items common to all protocols for simulation, dosimetry, and
verification. Source: MBS Item Reports online, accessed 28 July 2011.

MBS ltem Number Financial Year

2007/2008 2008/2009 200972010 201072011
15550 (simulation) 13,975 18,351 24 160 26,480
15562 (dosimetry) 8,328 11,415 14,194 16,047
15705 (verification) MiA 175,479 265,768 225,833

The Department of Health and Ageing (DoHA) runs the Radiation Oncology Health Program Grants
(ROHPG) to contribute towards the capital costs incurred by radiation oncology providers for major
radiation oncology equipment. Payments through this scheme are made on a ‘per service’ basis to
eligible service providers that successfully applied for support. A summary of applicable MBS items
upon which a ROHPG may be paid, as well as the level of payment, is given in Table 7.

Table 7. MBS items eligible for additional payments for capital equipment purchase under the ROHPG program.
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MES ltem ROHPG reimbursement
155850 { Simulation) $101.04

15562 (Dosimetry) $90.59

15218 (Treatment) $49.59

A summary of the resource use for the use of single photon energy linac (as used by CyberKnife®)
system is given in Table 8 below. As not all treatment centres may receive ROHPG payments, the costs

to DoHA with and without these payments is presented.

Table 8. Summary of costs for the current radiation treatment of lung cancer with a single photon energy linac.
Number of treatments = 30 using 5 fields. Source: MBS Book operating from 1 July 2011.

ltem Claims per patient MES fee ROHPG reimbursement  Cost per patient (MBS+ROHPG)

Simulation

MBS 15550 1 $633.65 $101.04 $735.50

Dosimetry

MBS 15562 1 $1,073.30 §107 44 §1,185.74

Treatment

MBS 18215 30 $1,722.00 $1,487.70 $3,209.70
(30x 57 40) (30x $40.59)

MBS 15230 30 $4,380.00 NiA §4,380.00
(30x$145.00)

Verification I

MBS 15705 18 $1,149.00 NiA §1,149.00
(15% §76.60)

Total §8.062.95 §1.607.08 §10.660.03

Expert clinical opinion notes that verification is usually not performed after every treatment and it has
been estimated that the upper limit may be 15 verification procedures per patient over the course of

treatment.

A comparative course of treatment using 30 sessions delivered by EBRT with a dual photon energy
linac is provided in Table 9.

The fees for a course of treatment using EBRT presented in Table 8 and Table 9 differ by $1,339.97
due to the following factors:

1. The fees in Table 8 were calculated on the basis that a patient receiving radiotherapy
delivered with a conventional delivery system would only undergo treatment verification after
every second treatment session rather than every session.

Input from clinical experts suggests that this situation best reflects current clinical
practice. It was also suggested that treatment verification would take place after
each treatment session if delivery was made using CyberKnife®.
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2. The ROHPG grant amounts presented in Table 8 relate to treatment delivered using a single
photon energy linac (as used by CyberKnife®) instead of a dual photon energy linac as used

b. The difference in the number of treatment verification procedures performed has the
biggest impact on the difference (-$1,149) in calculated costs for a course of

radiotherapy.

in the calculation of fees in Table 9.

Table 9. MBS items numbers and utility figures for the current radiotherapy of lung cancer with a dual photon

energy linac. Number of treatments = 30 using 5 fields. Source: Applicant supplied data.

Linac Existing 3D - DPLA Linac Cybedinie
Indication Lung Cancer Indication Lung Cancer
Fields 5 Fields nia,
Treatments 30 Treatments 3
Per

Per attendance Total Mumber aftendance Total Number
Simulation Simulation
MB5 15550 3633.65 5633.65 1 MBS 15650 5633.65 5633.65 1
ROHPG 5101.94 5101.94 1 ROHPG 5101.94 5101.94 1
Diosimetny Dinsimetng
MB5 15662 51,078.30 51.078.30 1 MBS 15562 51,078.30 51,078.30 1
ROHPG 5107.44 F107.44 1 ROHPG S107.44 5107 .44 1
Treatment Treatmant
MB515245 567.40 51.722.00 20 new MBS 52,034.00 56,102.00 3
ROHPG $55.97 51.679.10 20 ROHPG 5559.70 51,679.10 3
MB515260 3146.00 54,380.00 3o
Verfication Merdfication.
MBS 15705 §76.60 52,298.00 20 new MBS 5766.00 §2,298.00 3
Total 12,000 Total $12,000

Regulatory status

The Therapeutic Goods Administration (TGA) registration number is Australian Register of Therapeutic
Goods (ARTG) Number 155887 with an ARTG start date of 10™ October 2008. The sponsor is Device
Technologies Australia Pty Ltd. The device is described as a linear accelerator system. The intended
purpose of the device is: “A system intended to provide treatment planning, image-guided
stereotactic radiosurgery for lesions, tumours and conditions anywhere in the body where radiation
treatment in indicated. The system operates on the principle of linear acceleration of electrons,
providing a predictable radiation field in a beam of well defined dimensions.”(Australian Register of

Therapeutic Goods, 2008)
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The proposed MBS listing is consistent with the TGA approved indication.

Patient population

Proposed MBS listing

The proposed MBS item for the CyberKnife® system would fall under Category 3 — Therapeutic
Procedures, which is the case for currently listed radiotherapy services. It is proposed that treatment
with CyberKnife® should be rebated in the same way as current procedures for radiotherapy.
Separate fees have been proposed for the treatment and verification stages of delivering radiotherapy
using the CyberKnife® system.

As currently proposed, this MBS item number descriptor does not include pulmonary metastases and
a separate item may be required for this indication. An outline of an MBS item number for the
treatment of pulmonary metastases is given below for reference.

Table 10. Proposed MBS item fee and descriptor for radiation therapy using the CyberKnife® system in lung
cancer.

Cateqory 3 —Therapeutic procedures

MBS 1520

RADIATICN ONCOLOGY TREATMENT, delivered by an image guided robotic stereotactic system — each attendance at
which treatment is given - treatment delivered to primary site {lung).

Fee: 52,034

Cateqory 3 —Therapeutic procedurss

MBS 1520

RADIATION ONCOLOGY TREATMENT, delivered by an image quided robaotic stersotactic system — each attendancs at
which treatment is given — treatment deliverad to metastatic lesions to site (lung).

Fee: 52,034

MBS 157X

a radiafion oncelogist and not associated with ftem 15700 or 15705 or 15710 each attandance (ung).

Fee: 5765

Figures used by the applicant in the calculation of the fees are provided in Table 9. The fee for
radiation oncology treatment was calculated on the basis of cost-neutrality for the treatment
component across an entire course of treatment be it delivered by CyberKnife® or existing
radiotherapy platforms.

As currently presented, the Department of Health and Ageing does not accept the fee proposed by
the applicant for radiation oncology treatment on the basis that it does not comply with Departmental
requirements for input-based fee determination. The applicant is requested to either amend or justify
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the existing fee in a fashion that meets to Departments guidelines for input-based fee determination.
Appropriate documentation must be submitted to the Department for an assessment of the proposed
fee ahead of the final assessment in order to allow the Department to scrutinise the proposed fee for
compliance with Departmental guidelines. If the fee proposed in the original application requires
amendment only the amended fee is to be used in the cost-effectiveness analysis.

The Department further notes that the proposed fee for treatment verification is $689.40 higher than
the existing MBS item number (15705) although no justification for this difference is given. As with
the radiation oncology treatment fee the Department requires justification or amendment of the
proposed treatment verification fee such that Departmental requirements for input-based fee
determination are met.

The proposed fee structure is based on a per-treatment service delivery model. Given the relatively
high fee in comparison to that of existing EBRT the Department has raised concerns regarding the
potential for high overall treatment costs should there be unrestricted funding regarding the number
of radiotherapy treatment sessions delivered by CyberKnife®. In order to address these concerns it
is requested that a capped fee for an entire course of treatment be explored and take into account
the expected patient throughput and referral patterns. This fee is to include all radiation oncology
consultations, planning, simulation, dosimetry and treatment sessions similar to MBS item 15600. If
there is potential for an overall cost difference between a per-attendance and per-course of treatment
fee structure the consequences of this difference are to be modelled as part of the cost-effectiveness
analysis.

Clinical place for proposed intervention

Diagnosis and clinical assessment of lung cancer will typically involve the performance of a chest x-
ray with supplementary CT scanning. Other supplementary diagnostic techniques used may include
PET, sputum cytology, fibreoptic bronchoscopy and fine needle aspiration (National Health and
Medical Research Council, 2004).

After diagnostic imaging to determine if a patient has lung cancer, accurate histological diagnosis
should precede staging procedures (whether it is clinical or pathological staging). This may involve
bronchoscopy, thoracoscopy, or mediastinoscopy.

In line with the clinical practice guidelines published by the National Health and Medical Research
Council (NHMRC) and the CyberKnife® Society and after consultation with clinical experts, it has
been determined that use of the CyberKnife® system to deliver radiotherapy is most applicable for
the following patient groups:

e Definitive treatment for non-metastastic (NO and M0) NSCLC that is <5cm in greatest
diameter (T1 or T2a). This equates to stage IA and IB NSCLC patients under the TNM
classification published by (American Joint Committee on Cancer, 2010).

o This protocol will assess the use of CyberKnife® in two separate contexts in this
patient group:
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1. As an alternative to surgery as the primary treatment for stage I NSCLC
patients.

2. As a replacement for EBRT as the secondary treatment option for stage I
NSCLC patients who are unsuitable for, or who refuse, surgery.

e Treatment of metastatic lesions in the lung when the primary tumour is under treatment and
control and the lung is the sole sight of metastatic lesions.

The location of the tumour may have an impact on the decision to undertake radiotherapy in lung
cancer patients with peripherally based tumours being more likely to be considered for treatment with
radiotherapy than centrally based tumours. However, as treatment decisions should and will be made
upon weighing up individual patient circumstances, this protocol considers radiotherapy as a valid
treatment option in stage I lung cancer patients regardless of the location of the tumour.

Small cell lung cancer (SCLC) and other stages of NSCLC will not be considered in this protocol as
CyberKnife® is not explicitly recommended in these populations (CyberKnife® Society, 2010).

The current standard of care for stage I lung cancer is generally accepted to be surgery. Given the
ability of CyberKnife® to precisely delivery very high doses of radiation to a tumour there is the
potential for radiotherapy delivered by CyberKnife® to be used as an alternative treatment to
surgery. An estimation of the number of patients expected to undergo treatment with CyberKnife®
as an alternative to surgery should it become available must be presented in the assessment. Figure
1 shows a clinical management algorithm for the treatment of stage I NSCLC using CyberkKnife® as
an alternative to surgery.
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Figure 1. Clinical management algorithm comparing CyberKnife® to surgery for the primary treatment of patients
with stage | NSCLC. The treatment algorithm for radiotherapy delivered by CyberKnife® is highlighted grey.
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While surgery is the current standard of care for stage I NSCLC, some patients are unsuitable for
surgery or refuse the procedure. In these cases radiotherapy with curative intent may be delivered to
stage I NSCLC patients as the secondary treatment option. Currently radiotherapy in this patient
population is delivered using existing EBRT systems. In the context of delivering radiotherapy to
stage I NSCLC patients who are unsuitable for, or have refused, surgery the use of CyberKnife®
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would be a replacement for radiotherapy delivered by other EBRT systems.

Figure 2. Clinical management algorithm comparing CyberKnife® to EBRT for stage IA and IB lung cancer patients
who are unsuitable for, or refuse, surgery. The treatment algorithm for radiotherapy delivered by CyberKnife® is
highlighted grey.
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The treatment of pulmonary metastatic lesions is primarily carried out using surgical resection.
Similar to the treatment of stage I lung cancer, where a patient is not considered suitable for surgery
the treatment of metastatic lung disease with radiotherapy has been investigated. In this case the
use of conventional EBRT is not considered, rather it is only the use of stereotactic radiotherapy
(which may be delivered using the CyberKnife® system) that is used in treating lung metastases.

Regardless of whether a surgical resection or stereotactic radiotherapy approach is taken the
treatment of pulmonary metastatic lesions should only be carried out when:

1. The primary tumour is under treatment and control.

2. The pulmonary metastatic lesions are surgically resectable or likely to respond to
radiotherapy.

3. The presence of metastatic lesions at other sites of the body has been excluded.

In the treatment of pulmonary metastatic lesions stereotactic radiotherapy delivered using the
CyberKnife® system would be an alternative for surgery.
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Figure 3. Clinical management algorithm comparing CyberKnife® to surgery for the treatment of patients with
pulmonary metastatic lesions. The treatment algorithm for radiotherapy delivered by CyberKnife® is highlighted

grey.
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Comparator

There are two comparators considered in this protocol — surgery and EBRT. These comparators are
used for distinctively different populations of patients.

1. The standard of care for stage I NSCLC is generally accepted to be surgery for patients with
good performance status and lung function and is the comparator for this patient group.
Surgery is also the comparator for the treatment of pulmonary metastatic lesions.

2. Radiotherapy with curative intent is considered for stage I NSLC patients if they are not
suitable for or refuse surgery. EBRT is the comparator for this patient group.

Surgery

Where surgery is undertaken in the treatment of lung cancer patients a lobectomy, pneumonectomy,
segmental, wedge, or sleeve resection may be performed to remove the primary lung or metatstatic
lung lesions (National Cancer Institute, 2011).

The appropriate surgical technique is highly variable and will be tailored to an individual patients
circumstances. However, as a general guideline, lobectomy is preferred to limited resection in
patients with operable early stage NSCLC. According to Australian clinical practice guidelines “limited
resections are not appropriate for patients with stage I NSCLC who have adequate pulmonary
function for lobectomy” and that “Lobectomy with mediastinal lymph node dissection is now the gold
standard for surgical resection of NSCLC. Pneumonectomy is appropriately reserved for those patients
with centrally placed primary tumours crossing the interlobar fissure, involving the main stem bronchi
or main pulmonary arteries or in the presence of malignant hilar nodal disease in stage II NSCLC"
(National Health and Medical Research Council, 2004)

The operative approach for lobectomy has traditionally been via a thoracotomy. However, more
recently video-assisted thoracoscopic techniques (VATS) have also been utilised for pulmonary
resections including regional lymph node assessment.

Expert clinical opinion has indicated that concurrent chemotherapy (cisplatin-based or carboplatin-
based chemotherapy) is not usually given as a co-administered treatment with surgery for patients
with Stage I NSCLC. Subsequently, this protocol will not consider adjuvant chemotherapy with
surgery.
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MBS item numbers for resources and procedures used in surgical treatment of NSCLC are shown in
Table 11.

Table 11. Current MBS item descriptors for surgical treatment of NSCLC.

MBS Procedure Fee
number.

33418 Thoracotomy, exploratory, with or without biopsy $5922.10
TBC ideo-assisted thoracoscopic technigues (VAT S) TBC

33438 Prsumonectomy of. obactomy of ssgmentectomy not being a service associated with 2 $1.473.58
servioe to which [tem 38418 applies

38441 Radical obectomy or pneumonectomy including resection of chest wal, diaphragm, $1,746.40
pericardium, or formal mediastinal node dissection
38440 Lung, wedqge resaction of $1.103.75

External Beam Radiotherapy

The other comparator is radiotherapy delivered using conventional EBRT systems. For the purposes
of this protocol this will include systems designed to enhance the accuracy of the delivery of EBRT
such as 3D conformal radiotherapy (3DCRT) and intensity-modulated radiotherapy (IMRT). Details on
enhanced EBRT systems are given below.

e 3D conformal radiotherapy: The system works using complex software and a multileaf
collimator to manipulate the profile of radiation beams allowing them to be shaped to fit the
profile of the target tumour.

¢ Intensity-modulated radiotherapy: A variant of 3DCRT, IMRT uses sophisticated software and
hardware to vary the shape and intensity of radiation delivered to different parts of the
treatment area. The goal of IMRT is to increase the radiation dose to the areas that need it
and reduce radiation exposure in sensitive areas of surrounding normal tissue.

The delivery of EBRT is currently listed on the MBS (Table 5). For the purposes of this protocol, the
CyberKnife® system is considered as a replacement to other systems that deliver EBRT.

Cisplatin-based chemotherapy will be considered as a co-administered treatment with EBRT for this
protocol. Recent NICE guidelines, the Australian clinical practice guidelines and the NCCN Guidelines
all state that chemoradiotherapy is beneficial (NICE, 2011; Australian Cancer Network Management of
Lung Cancer Guidelines Working Party, 2004; National Comprehensive Cancer Network, 2011).
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Clinical claim

The clinical claim stated in the application is given in bold below.

External beam robotic image guided radiosurgery delivered by CyberKnife is at least as effective, safe and cost-
effective as the currently MBS funded 3D EBRT delivered by a conventional linear accelerator.

Surgery as comparator

Compared to surgery with curative intent, CyberKnife® has the following potential benefits for
treating primary lung cancer or pulmonary metastases:

¢ Non-inferior rates of primary lung tumour control.
¢ Non-inferior rates of pulmonary metastatic lesion control.

e Ability to make treatment more acceptable to patients through being a non-invasive
procedure.

e Elimination of surgical morbidity and improved quality of life.
Compared to surgery, Cyberknife® has the following potential harms:

e Possible reduced rates of primary lung tumour control.

e Possible reduced rates of pulmonary metastatic lesion control.

e Toxicities associated with radiotherapy.

On the basis of this, the clinical claim for CyberKnife® is that it may have non-inferior effectiveness
and safety compared to surgery.

External Beam Radiotherapy as comparator

Compared to conventional EBRT, radiotherapy delivered by CyberKnife® has the following potential
benefits:

Ability to deliver radiotherapy more accurately which may lead to:

Reduced toxicity.

Improved primary tumour control.

The potential to make treatment more acceptable to patients through its ability to
hypofractionate and the reduced number of treatment sessions.
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Compared to EBRT, Cyberknife® has the following potential harms:
e Possible reduced rates of primary lung tumour control.

On the basis of this, the clinical claim for CyberKnife® is that it may have both superior effectiveness
and superior safety compared to other EBRT systems.

Table 12. Classification of an intervention for determination of economic evaluation to be presented

Comparative effectiveness versus comparator
Superior MWon-inferior Infienor
| Metclinical benefif | CEA/CUA
£5 Superior CEAJCUA CEAICUA Meutral benefit CEAJCLIA*
® Tg' Netharms None®
s
E 2 | Non-inferior CEA/CUA CEAICUA® Mong*
£
E g Met clinical benefit CEAJCLIA]
= Inferior Meutral benefit CEACUAY Mone" Mone"
Met harms Mons*

Abbreviations: CEA = cost-effectiveness analysis; CUA = cost-utility analysis

*  May be reduced to cost-minimisation analysis. Cost-minimisation analysis should only be presented when the proposed
gervice has been indisputably demonstrated to be no worse than its main comparators) in terms of both effectivensss
and safety, w0 the difference between the service and the appropriste comparator can be reduced to a8 comparison of
costs. In most cases, there will be some uncertainty around such a conclusion (ie., the conclusion is often not
indizputable). Therefore, when an assessment concludes that an intervention was no worse than a comparator, an
assessment of the uncertainty around this conclusion should be provided by presentation of costeffectivensss andior
cost-utility analysas.

Mo economic evaluation needs to be presented; MSAC is unlikely to recommend government subsidy of this intervention

As stated in the application:

.

“The economic evaluation with (sic) be a cost-minimisation analysis based on the claim that external beam robotic
image guided radiosurgery delivered by CyberKnife® is at least as safe and effective (non-inferior) and thus cost-
effective as the comparator.”

As per the guidelines established by DoHA a “cost-minimisation analysis should only be presented
when the proposed service has been indisputably demonstrated to be no worse than its main
comparator(s) in terms of both effectiveness and safety, so the difference between the service and
the appropriate comparator can be reduced to a comparison of costs.”

PASC agreed that a cost-effectiveness analysis be conducted.
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Outcomes and health care resources affected by introduction
of proposed intervention

Outcomes

The outcome measures applicable to assessing the response to radiotherapy of primary lung cancer
or pulmonary metastatic lesions to radiotherapy are:

Safety:

Rates of acute and long-term toxicity events, including skin irritation or damage at regions exposed to
the radiation beams, radiation pneumonitis, fatigue, nausea, oesophagitis, spinal cord injury (for
treating lung carcinomas that are near the spine), and lung fibrosis and death.

Effectiveness:

e Primary lung cancer or pulmonary metastatic lesion response determined by the targets
physical reaction to treatment.

e Local control as determined by the cessation of primary lung tumour and pulmonary
metastatic lesion growth.

e Progression free survival rates.
e Overall survival rates.
e Quality of life.

The outcome measures applicable to assessing the response to surgical treatment of lung cancer are
rates and grade of surgical morbidity and mortality as well as measures of overall survival,
progression-free survival, local / regional tumour control and quality of life.

Due to the relatively recent development of the CyberKnife® system, there is likely to be a relatively
low number of publications reporting on the effectiveness of this technology. A literature review
presented by Tipton et al.(2011) showed that trials reporting on the use of stereotactic body
radiotherapy in the treatment of tumours in the lung or thorax had a mean follow-up time of 71.1
months (range two weeks to 107 months). Subsequently, the majority of outcomes that could be
assessed in a cost-effectiveness analysis will be of short-term outcomes or proxy markers for long-
term effects.

Health care resources

As previously outlined the main difference in resource utilisation between radiotherapy delivered by
the CyberKnife® system and conventional EBRT will be in the number of treatment sessions required.
Whereas current EBRT treatment is given in up to 30 treatment sessions, treatment with
CyberKnife® is typically completed in three or four sessions.
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As radiotherapy treatment for multiple types of cancer are performed using conventional EBRT
systems, and there is an expected increase in demand for access to these systems in the future, the
introduction of CyberKnife® is unlikely to have an impact on the overall utilisation of existing EBRT
infrastructure as the transfer of lung cancer patients onto the CyberKnife® system will free up access
opportunities for other patients.

Should treatment with the CyberKnife® system result in change in the rates of acute and long-term
toxicities, there would be corresponding change in the utilisation of the health care resources used to
treat or manage these complications. Similar changes in the rates of recurrence would result in a
corresponding change in the utilisation of the health care resources used to treat or manage this.

The potentially greater use of fiducial markers when radiotherapy is delivered using the CyberKnife®
may lead to an increase in the use of MBS item numbers associated with their implantation should
CyberKnife® become available. It should be noted here that there are currently no MBS item
numbers specifically for the implantation of fiducial markers into the lung.

Should treatment with CyberKnife® replace surgery in some patients there would be a corresponding
decrease in all resource use associated with surgery and the treatment of any adverse events.

The nature and utilisation rates of health care resources used to identify eligible patients for
treatment using the CyberKnife® system, conventional EBRT systems, or surgery are equivalent and
would not be altered with the potential introduction of CyberKnife®.
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Table 13. List of resources to be considered in the economic analysis.

Number of mis Disaggregated unit coat
[ RFIELFIRALERI R FR] Dfrmurce:&r
Provider | Setting in which e relevant me omer | Mivate
mﬂh - 21 g i
o m i receiving hunf? n_ Pt MES Safety ot health  [Patient Total
regomre & provid ed S pafien nets* waeh | s coat
recsiving gel g
rE30urce
Resources provided to identify eligible population
CRERNGED | Radistan uipaten ] g TEC - 1B
Sptem ancabagist
Treakm ent
Camulation Radisfion Cubnatent A 1 15550 ROAPG 554
oncabogist 5§633.485 510194
Desimetry Radiafion Outpafient A 1 $1,078.30 ROHPG 5118574
ancalogist 310744
‘Verification Radiafon Tupatent ] Z T3 330640
ancalogist §76.60x
4
Resources provided in association with proposed intervention (e.g., pre-treatments, co-administered interventions, resources
used to monitor or in follow-up, resources used in management of adverse events, resources used for treatment of down-stream
conditions)
Fuucial seed | Specakst Oupatent 1 TEC TEC
mplantaticn
CT Specialist Ouipatent 1 TBC TEC
Ulirasound Speciakst Ouipatent 1 TBC IBC
Costs of pafent | Specalst Tupatent A Varste
menifering
Costs of reaing | Specalsl | Tubatenlinpatent VETE
ECUITERCE
Cost of rang R Tupatent CELETS
fegcity
Resources provided to deliver comparator 1 - surgery
Prepa radion
Jumery
Chemotherapy
Foliow-up cae
EBRT
T [EL= =i
mplantation
CT Specialst Tuipatent 1 TEC TEC
Ultrasound Speciabsl Tubateni 1 TEC TEC
HR Radiafion Ouipatent A a0 13288 ROAPG 3803570
Tresim ent ancalogist $37 40 34939
535
(single phoon 511‘;_2; ‘;]
NGy AL B
R Hadiatan T ST Ll 0 T325E On RS R
ent ancologist 33740 333497
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ancabagist (maximami) $76.60 x
13
Chemotheragy
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Proposed structure of economic evaluation

PASC agreed that a cost-effectiveness analysis be performed instead of a cost-minimisation analysis.
This recommendation is made on the grounds that:

e There is not a consensus view that radiotherapy delivered by CyberKnife® is indisputably
recognised as being no worse than conventional EBRT.

e There is not a consensus view that radiotherapy delivered by CyberKnife® is indisputably
recognised as being no worse than surgical treatment.

e In comparison to radiotherapy delivered by EBRT the technology has the potential for
superior effectiveness.

e In comparison to radiotherapy delivered by EBRT and surgery the technology has the
potential for superior safety.
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Table 14. PICO Criteria and decision option for the use of CyberKnife® as an alternative to surgery as the primary
treatment option for patients with stage 1A and IB NSCLC.

Patients Intervention Comparator Outcomes tobe Healthcare
assessed resources to be
considered
Patients with stage 1A | Radiotherapy Surgery (typically. Safety: Eiducislmarker,
or 1B NSCLC. delivered using loheciomyor, Rates of acute and implantation and.
reboticimage-guided | pReumaneciomy). long-term treatment of
stereotactic precise with curative intent. radiotherapy toxicity | complications.
beam radiosurgery events, including skin
and radiotherapy irritation or damage | Resources
(Cyberknife®) +- atregionsexposadto | associated with
cisplatin-based the radiation beams, | radiotherapy
chematherapy radiation treatment:
preumonitis, fatique, | *  Simulation
nauses, o Dosimetry
oesnphagitis, spinal | & Treatment
cordinjury, andlung | e ‘erification
fibrosis and death. ¢ Chemothera Py
Rates and grade of Resources for
surgical morbidity surgery
and mortality :
. . Resources for follow-
Effectiveness: up care and
s Tumour rehabilitation after
TN surgery
+ Localcontrol
o Progressionfree | Resources for
survival rates Qngoing patient,
o Owveralsurvival | monitoring post-.
rates freatment,
s Quality of life
Resouroes for.
treating_acute and.
Resourcas for
treating the
progression of lung
cancer
Decision option(s) (ie question(s) for public funding)

As a primary treatment option what is the safety, effectiveness, and cost-effectiveness of delivering radiotherapy with the
Cyherknife® system compared with surgery for patients with stage 1A and IBNSCLC?
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Table 15. PICO Criteria and decision option for the delivery of radiotherapy using CyberKnife® compared to
existing EBRT systems as the secondary treatment option in patients with stage IA and IB NSCLC that are
unsuitable for, or refuse, surgery.

Patients Intervention Comparator Outcomes to be Healthc are
assessed resources to be
considerad
Patignis with stage 1A | Radiotherapy Radiotherapy Safety: Fiducialmarker.
orlB NSCLC thatare | delivered using delivered using Rates of acuts and implantation and.
unsuitable for or roboticimage-guided | existing EBRT long-term treatmentaf.
refuese, surgary, sterectactic precise systems + cisplatin- | radiotherapy toxicity | Somplications.
beam radiosurgery based chemotherapy. | events, including skin
and radiotherapy irritafion or damage | Resources
{Cyberknife®) + atregionsexposedto | associated with
cisplatin-based the radiation beams, | radiotherapy
chemaotherapy. radiation treatment:
poeymaonitis, fatigue, | «  Simulation
nausesa, s Dosimetry
pesophagitis, spinal +  Treatment
cordinjury, andlung | «  Verification
fibrosis and death. . Ghem@therap}l
. Resourcesfor,
Effectiveness: ongoing patient,
% T menforing post:
response treatment,
+  Localcontrol
# Progreszsion free | Resourcesfor.
survival rates fresting acuteand.
o Owerallsurvival | long-term foxicities of
rates radiation treatment.
s Qualty oflife
Resources for
treating the
progression of lung
cancer
Decision option|s) (ie question{s) for public funding)
What is the safety, effectivensss, and cost-effectivensess of delivering radiotherapy with the Cyberknife®system
compared with existing EBRT systems in patients with stage |A or B NSCLC that are unsuitable for, or refuse, surgery?
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Table 16. PICO Criteria and decision option for the use of CyberKnife® compared to surgery to treat patients with
pulmonary metastatic lesions where the primary tumour is under treatment and control.

Decision option(s) (iequestion(s) for public funding)

Patients Intervention Comparator Outcomes tobe Healthcare
assessed resources to be
considered
Patients with = 3 Stereotactic Surgical resaction, Safety: Resources
pulmonary metastatic | radiotherapy Rates of acute and associated with
lesions where the delivered using long-term radiotherapy
primary tumaour under | robotic image-guided radiotherapy toxicity | treatment:
treatment and stereotactic precise eyents, including skin | »  Simulation
control. beam radiosurgery irritation or damage o Dosimetry
and radiotherapy airegionsexposedio | «  Treatment
(Cyberknife®). theradiationbeams, | «  Verification
radiation » Chemotherapy
pneumaonitis, fatique,
nauses, Resources for
cesophagitis, spinal | syrgery
cord injury, and lung
fibrosis and death. Resources for follow-
up care and
Ratesandgradeof | renabilitation after
surgical morbidity surgery
and mortality
Effectiveness: m
+  Metastatic monitoring post-.
lesions response | treatment.
« | ocalcontrol
« Progressionfres | Resources for
survival rates treating acute and.
o Overallzurvival | long-term toxicities of
rates radiation treatment.
+  Cuality of life

What is the safety, effectiveness, and cost-effectivenass of delivering radiotherapy with the Cyberknife®system
compared with surgical resection for patients where the primary tumour is under treatmentand control, there are=<3
pulmonary metastatic lesions, and the presence of metastatic lesions at other sites of the body have been excluded?

For a graphical representation of each of the PICO tables given above please refer to appendix three.
Please note that the decision trees are provided for the purposes of supplementing the information
given in the PICO tables and clinical algorithms and may not reflect the cost-effectiveness models
required in the final assessment.
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Appendix 1
Full MBS item descriptors plus explanatory notes

MBS item numbers for all radiotherapy treatment protocols requiring patient simulation,
dosimetry and verification

Category 8- DIAGNOSTIC IMAGING SERVICES

MBS 56301

COMPUTED TOMOGRAPHY - scan of chest, including lungs, mediastinum, chest wall and pleura, with or without scans of
the upper abdomen, without intravenous contrast medium, not being a service to which item 56801 or 57001 applies and not
including a study performed to exclude coronary artery calcification or image the coronary arteries (R) (K) (Anges.)

[See para DIQ of explanatory notes to this Category)

Fee: £255.00 Benefit 75% =$§221.25 85%=8250.75

Cateqgory 3- THERAPEUTIC PROCEDURES

MBS 158580

SIMULATION FORTHREE DIMENSIONAL CONFORMAL RADICTHERAPY withoutintravenous contrast medium, where:
treatment set up and technique specifications are in preparations for three dimensional conformal radiotherapy dose
planning; and patient s2t up and immeobilisation techniques are suitable for reliable CT image volume data acquisition and
three dimensional conformal radiotherapy treatment; and a high-quality CT-image volume datasst must be acquired for the
relevant region of interest to be planned and treated; and the image set must be suitable for the generation of quality
digitally reconstructed radiegraphicimages.

(Relevant explanatory notes —see T2 4)

Fee: $633.65 Benefit 75% = 8475.25 85% = 8562 45
MBS 15562

DOSIMETRY FOR THREE DIMENSIONAL CONFORMAL RADIOTHERAPY OF LEVEL 3 COMPLEXITY - whers:
(a) dosimetry for a three or more phase three dimensional conformal treatment planusing CT image volume dataset(s) with
at least one gross tumour volume, three planning targetvolumes and one organ at risk defined in the prescription; or
{b) dosimetry for a two phase three dimensional conformal treatment plan using CT image volume datasets with at leastone
qross tumaour volume, and

{1) twg planning target volumes; or

(i) twio.organ at risk dose qoals or constraints defined in the prescription.
ar
() dosimetry for 8 one phase thres dimensional conformal freatment plan using CT image wolume datasets with at least one
gross tumour volume, one planning target wolume and three organ at risk dose goals or constraints defined in the
prescription;
or
(d) image fusion with a secondary image (CT, MBI or PET) volume datasst usad to define target and organ at risk volumes
in conjunction with and as specified in dosimetry for three dimensional conformal radiotherapy of level 2 complexity.

All gross tumour targets, clinical targets, planning targets and organs at risk as defined in the presaiption must be rendered
as volumes. The organ at risk must be nominated as planning dose goals or constraints and the prescription must specify
the organs at rick as dose goals or constraints. Dose volume histograms must be generated, approved and recorded with
the plan. A CT image volume dataset must be used for the relevant region to be planned and reated. The CT images must
be suitable for the generation of quality digitally reconstructed radiographic images

(See para T2.3 of explanatory notes to this Category)

Fee: $1,078.30 Benefit 75% = 5808.75 85%=51,007.10

MBS 15705
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(See para T2 4 of explanatory notes to this Category)

Fee: §75.60 Benefit 75% =557 45 85%=565.15

MBS item descriptors potentially associated with fiducial marker implantation into the
lung. It It should be noted here that there are currently no MBS item numbers
specifically for the implantation of fiducial markers into the lung.

Category 3 — Therapeutic Procedures

MBS 20520

INITIATION OF ANAESTHESIA for all closed chest procedures (including rigid oesaphagoscony or bronchoscopy), not
being a service to which another item in this Subgroup applies (6 basic units)

Fee: $114.30; Benefit: 75% = $85.75; 85% =897 .20

MBS 41339

MES 58506

CHEST (lung fields) by direct radiography with fluorscopic screening (R)
(See para DIQ of explanatory notes to this Category)

Fee: 860.75; Benefill 75% = $45.60; 85%=5851.65

MES 58301

COMPUTED TOMOGRAPHY - scan of chest, including lungs, mediastinum, chest wall and pleura, with or without scans of
the upper abdomen, without intravenous contrast medium, not being 3 service to which tem 582801 or 57001 applies and not
including a study performed to exclude coronary artery calcification or image the coronary arteries (R) (K) (Anges.)

(See para DIQ of explanatory notes to this Category)
Fee: $295.00; Benefit 75% =5221.25,85% =5250.75
MES 30710

ENDOBRONCHIALULTRASCUND GUIDED BIOPSY(S) (bronchoscopy with ultrasound imaging, with or without associated
fluoroscopic imaqging) to obtain one or more specimens by either:

() franshronchial biopsy|s) of peripheral lung lesions; or
(b} fing needle aspiration|s) of 2 mediastinal mass(gs); or

(c) fing needle aspiration(s) of loCcoreqional nodes to stage non-=mall ol lung carcinoma not being a service associated with
another item in this subgroup or to which items 306585, 41852, 41838, and 50500 to 50509 applies (Anass.)

(See para T8.21 of explanatory notes o this Category)
Fee: 5541.95; Benefit: 75% =5406.50,85% =8470.75
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MBS item numbers for radiotherapy using a single photon linear accelerator in the
treatment of lung cancer.

Category 3 - Therapeutic Procedures

MES 18218

RADIATION CHNCOLOGY TREATMENT, using a single photon energy linear accelerator with or without electron facilities -
each attendance at which treatment is given - 1 field - treatment deliveraed to primary site {lung).

Fee: $57.40; Benefit: T5% =$43.05; 86%=548.30
MBS 15230

RADIATION CNCOLOGY TREATMENT, using a single photon enargy linsar accelerator with or without electron facilities -
each attendance at which treatment is given - 2 or more fields up to a maximum of & additional fields (rotational therapy
being 3 fiekds) - treatment delivered to primary site {lung).

The fee for tem 15215 plus for each field inexcess of 1, -an.amount of $38.50.

MBS item number for stereotactic radiosurgery.

Category 3 — Therapeutic Procedures

MBS 15600

STERECTACTIC RADICSURGERY, including all radiation oncology consultations, planning, simulation, dosimetry and
treatment.

Fee: §1,637.8D; Benefit: 75%=1§1,228.35; 85%=4§1,566.60
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MBS item descriptors for surgical treatment of NSCLC.

Category 3 — Therapeutic Procedures

MBS 32418

THORACCTOMY, exploratory, with orwithout biopsy
Multiple Services Rule

[Anass.) (Assist)

Fee: §522.10

MBS 38421

THORACCTOMY, with pulmonary decorfication
Multiple Services Rule

[Anass,) (Assist )

Fee:§1473.95

MBS 38438

PNEUMONECTOMY or LOBECTOMY or SEGMENTECTOMY not being a service associated with a service to which Item
38418 applies

Multiple Services Rule
(Anaes.) (Assist )
Fee: §1,473.95

MBS 30441

RADICAL LOBECTOMY or PNELUMONECTOMY including resection of chest wall, diaphragm, pericardium, or formal
mediastinal node dissaction

Multiple Services Rule
(Anass.) (Assist )
Fes: §1,746.40
MBS 38440
LUNG, wedge resection of
Multiple Services Rule.
(Anags.) (Assist )
Fee: §1,103.75
Multiple Services Rule: Note T8.3.
Procedure Performed with Local Infiltration or Digital Block

It iz to be noted that where a procedure is carried out with local infiltration or digital block as the means of anaecthesia, that
anaesthesia is considered to be part of the procedure and an additional benefit is therefore not payable.
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Appendix 2

7th edition of American Joint Committee on Cancer TNM classification
for lung cancer

Descriptors

Defimifions

Primary tumour [T}

TX

Primary fumour cannot be assessed, or fumour provenby the presence of malignant cells in sputum
of bronchial washings but not visualised by imaging or bronchoscopy.

I

MNQevidence of primary twmaour

T

Carcingema in siu

[T

TUMOUr-JCm O 255 1N greaiest QImension, Surrounded by TUng of vIsceral plieura, Without
bronchoscopic evidence of invasion more proximal than the lobar bronchus (jg not in the main
bronchus)*

T1a

Tumaour 2cm of less in greatest dimension

I TD

[ umaur maore than Zom Dut JCm or iBss N greatesi dimension

T2

Tumaur more thandem but Tom or less or tumaour with any of the following Teatures [ T2 tumaours with
these features are classified T2a if Som or less);

TS TV DT CRTTCH TS 2T O TTTe CSTal T T Carine Ve ss VIsoer Al ieara [ PCTor PL2T,
Associated with atelectasis or obstructive pneumeonitis that extends to the hilar region but does not
imvolve the entire lung

23

['umour more thand cm but 5cm or less n greatesidimension

T2

Tumaour more thant cm but 7cm or less in greatest dimension

Tumour more than Tcm or one that directly invades any of the following:

parietal pleural [FL3) chestwall {including superiorsulcus tumours), disphragm, phrenic nerve,
mediastinal pleura, parietal pericardium;

QF TUMGUr I The miain Dronchos [1E5s than Zom disal o the carng ) DUt WEnout IMwolement of the
caring;

or associated atelectasis or obstructive pneumonitis of the entire Tung

0Or separate Tumour nodule(s) in the same lobe

T4

Tumour of any size that invades any of the Tollowing: mediastinum, hear, great vessels, trachea,
recurrent laryngea nerve, oesophagus, vertebral body, caring;

| Regiomal Tymph nod

ESTN)

SEparale Umour Noauis(s) I 2 Qerent peiater allone

A

REJIOTENYTIET M0Es TanmnoT IS 85555520

N

Mo regionalnode metasiases

NT

Metasiasis in ipsiiateralperronchial andior ipsiiateralhiar lymph nodes and intrapumaonary nodes,

including involvement by direct extension

ML

Metastasis in ipsiiateraimediastingl andfor subcaring ymph node(s)

N3

TWETastasis In contralateral mediastnal, contralateral [IEE, IpSIateral or contralateral SCalene, or
supraclavicular lymph node(s)
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Distant metastasis (M)

MO No distant metastasis
M1 Distant metastasis
M1a Separate tumour nodule(s) in a contralateral lobe;

tumour with pleural nodules or malignant pleural (or pericardial) effusion™

M1b Distant metastasis

* The uncommon superficial spreading tumour of any size with its invasive component limited to
the bronchial wall, which may extend proximally to the main bronchus, is also classified as T1a.

**  Most pleural (and pericardial) effusions with lung cancer are due to tumour. In a few
patients, however, multiple cytopathologic examinations of pleural (pericardial) fluid are negative for
tumour, and the fluid is non-bloody and is not an exudate. Where these elements and clinical
judgement dictate that the effusion is not related to the tumour, the effusion should be excluded as a
staging element and the patient should be classified as MO.
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TNM elements included in the stage groups

Stage group T N M
Cccult Carcinoma TX N MO
Stage 0 Tis N M
Stage (A T1a NG M3
Tib NG M
Stage IB T2a NO MO
Stage 1A T2 NG MO
T1a M1 Mo
Tib N1 M
T2a N1 MO
Stage B T2 N1 MO
T3 ] MO
Stage [11A T1a N2 M3
Tib N2 MO
T2a N2 M2
T N2 M3
T3 N1 M
T3 N2 MO
T4 NG MO
T4 N1 M
Stage 1B T1a N3 ]
T1b N3 Mz
T2a N3 MO
T2 N3 MO
T3 N3 M
T4 N2 M2
T2 N3 M
StagelV Any T Any N Mia
Any T Any N M1k
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Appendix 3

Decision trees to supplement information provided in PICO tables
and clinical algorithms.

Please note that the decision trees given here are provided for the purposes of supplementing the
information given in the PICO tables and clinical algorithms and may not reflect the cost-effectiveness
models required in the final assessment.

Decision tree representing treatment options in patients with stage IA or IB NSCLC who are eligible for surgery.
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Fatients with stage
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Mo surgical
marbidities
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d;iJSregrS\?‘(f)yheerfe maorbidities requiring Treatment for
treatment maorbidities

Clone 1: Treatrment Outcomes
Mo radiotherapy

morhidities
Clone 1: Treatrnent Outcomes

Application 1158: Robotic image-guided stereotactic precise beam radiosurgery and radiotherapy for primary
non-small cell lung cancer and lung metastasis from other controlled primary sites.

Page 43 of 44



Decision tree representing treatment options in patients with stage IA or IB NSCLC who are ineligible for or refuse

surgery.
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Decision tree representing treatment options in patients with surgically resectable pulmonary metastatic lesions.
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