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Note to reader: this document contains hidden text. Please click on the show/hide icon ¶ in the Home menu so that you can see the instructions and suggestions for filling in this template (and delete this text prior to finalisation of the document). 

This template is meant for use when an assessment of a therapeutic intervention for a single indication/population group is submitted or contracted. If multiple indications are included, adapt as required.

This page provides instructions on how the template should be interpreted. In addition to the instructions below, please be mindful that Web Accessibility requirements must be met for all documents that are posted on the Department of Health’s website.

This text is written in hidden text. The hidden (red) text provides instructions or suggestions for completing the different sections of the template. Hidden text styles can be selected from the Font menu. All hidden text has a dotted underline under it. When you have finished addressing the hidden text in this template, please remember to delete it and change the style to normal (non-hidden) text. If you don’t do this you will have large blank areas in your document.

This template is written in Microsoft Word 2010 – this is because some people may not yet be using Word 2013.

This document is a template file (ie .dotx). This means if you double-click on the file it will open as a new Word document but it will contain the same formatting (fonts, heading styles) and structural elements as included in the template. This will help with maintaining consistency in the presentation and data elements across all contracted assessments (CAs) and submission-based assessments (SBAs).

Any text written in black in the template must be included in the report unless the text is surrounded by this type of parentheses < >. These parentheses indicate that the text is optional or its inclusion will depend on a specific circumstance. Please remember to remove the < > , if you decide to include the optional text in the report. Please remember to delete the < > and the text it surrounds if you decide to exclude the optional text from the report.

Yellow highlight indicates information that needs to be sourced from the Medicare Benefits Branch of the Department of Health.

Blue highlight indicates material that needs to be sourced by the report author. Note – this may be optional if the text is in parentheses.

The report template is structured into Sections A, B, C, D, E and F in order to align with the MSAC Technical Guidelines – Therapeutic which are available on the MSAC website.

Weblinks: Unless otherwise stated, URLs in this document were last accessed in July 2014.

Following completion of the report, the hidden text on this page and throughout the document – as well as the next page break - should be deleted. 
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<This section of the report is the frontispiece or inside front cover of the report. There are two options for text in this part of the report. 
If you are writing a Submission Based Assessment, include the following text (most is optional).
© Applicant 2014

<ISBN (Online) TBA This will only be relevant if you purchase an ISBN. It is not a requirement.>

<Internet site http://www.msac.gov.au/> This will only be relevant if you choose to have the assessment in the public domain


<Electronic copies of the report can be obtained from the Medical Service Advisory Committee’s Internet site at http://www.msac.gov.au/ > This will only be relevant if you choose to have the assessment in the public domain

<Enquiries about the content of the report should be emailed to XXXX>. This will only be relevant if you choose to have the assessment in the public domain


The technical information in this document is used by the Medical Services Advisory Committee (MSAC) to inform its deliberations. MSAC is an independent committee which has been established to provide advice to the Minister for Health on the strength of evidence available on new and existing medical technologies and procedures in terms of their safety, effectiveness and cost effectiveness. This advice will help to inform government decisions about which medical services should attract funding under Medicare.


MSAC’s advice does not necessarily reflect the views of all individuals who participated in the MSAC evaluation.


This report was prepared by XXXX from XXXX. 
>
If you are writing a Contracted Assessment, include the following text (most is optional):
© Commonwealth of Australia 2014

ISBN (Online) TBA This will only be relevant if you purchase an ISBN. It is not a requirement.

ISSN (Online) 1443-7139

Internet site http://www.msac.gov.au/

This work is copyright. You may download, display, print and reproduce this material in unaltered form only (retaining this notice) for your personal, non-commercial use or use within your organisation. Apart from any use as permitted under the Copyright Act 1968, all other rights are reserved. Requests and inquiries concerning reproduction and rights should be addressed to Commonwealth Copyright Administration, Attorney-General's Department, Robert Garran Offices, National Circuit, Barton ACT 2600 or posted at http://www.ag.gov.au/.


Electronic copies of the report can be obtained from the Medical Service Advisory Committee’s Internet site at http://www.msac.gov.au/

Enquiries about the content of the report should be emailed to hta@health.gov.au.


The technical information in this document is used by the Medical Services Advisory Committee (MSAC) to inform its deliberations. MSAC is an independent committee which has been established to provide advice to the Minister for Health on the strength of evidence available on new and existing medical technologies and procedures in terms of their safety, effectiveness and cost effectiveness. This advice will help to inform government decisions about which medical services should attract funding under Medicare.


MSAC’s advice does not necessarily reflect the views of all individuals who participated in the MSAC evaluation.


This report was prepared by XXXX from XXXX. Clinical advice was provided by XXXX – who are members of the Health Expert Standing Panel. The report was commissioned by the Australian Government Department of Health. It was edited by XXXX.

The suggested citation for this document is:

Lastname FirstInitial, LastName FirstInitial, etc. (20XX). Report title. MSAC Application Number, Assessment Report. Commonwealth of Australia, Canberra, ACT.

If you are a member of INAHTA you should place the relevant IPT Mark here. You will need to download it from the INAHTA website after using your login. Check the relevant product type first using the Guide that is available on the site. Most MSAC Assessment Reports will be HTA Reports, although occasionally they might be classified mini-HTAs. If you have had independent verification of the product type, then use the ‘verified’ IPT Mark.>
Please keep the Section Break (Odd Page) below to ensure the page numbering remains consistent.>
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[bookmark: _Toc236559502][bookmark: _Toc379118056][bookmark: _Toc381796428][bookmark: _Toc445463988]Executive Summary
[bookmark: _Toc381796429]Keep Executive Summary short – 6 - 8 pages for a typical technology with one clinical indication. 
	Main issues for MSAC consideration

	· List the key issues that will impact on MSAC decision-making here.
· Keep to less than one page. 
· This should not be a summary of the evidence or critique, but rather, pointing out where critical uncertainties exist.



Clearly set out the key aspects and issues that were presented in the main body of the assessment report.
[bookmark: _Toc395200740][bookmark: _Toc445463989]Title of Submission
This <submission-based/contracted> assessment examines the evidence to the support listing of XXXX on the Medicare Benefits Schedule (MBS). The service would be <exclusively> used in the XXX setting for the treatment/management of XXXX. The target population are people with XXXX. <We propose/The applicant has claimed> that the successful listing of the technology in the target population and setting will lead to XXXX.
[bookmark: _Toc445463990]Alignment with agreed PICO Confirmation
This < submission-based/contracted> assessment of XXXX addresses <all/most/some/none> of the PICO[footnoteRef:1] elements that were pre-specified in the PICO Confirmation that was <submitted to/ratified by> the PICO Advisory SubCommittee (PASC). If deviations from a ratified PICO Confirmation have occurred, please state briefly what has changed and give reasons for the change (including by referring to the relevant section in the main body of the report). If the PICO Confirmation was not ratified by PASC, please state this. [1:  Population, Intervention, Comparator, Outcomes] 

[bookmark: _Toc395200742][bookmark: _Toc445463991]Proposed Medical Service
[bookmark: _Toc379118248][bookmark: _Toc381796432]Describe the key features of the intervention. 
Indicate whether the intervention is currently funded or reimbursed in private or public setting in Australia for the same or another clinical indication. 
[bookmark: _Toc445463992][bookmark: _Toc395200743]Proposal for Public Funding
Provide MBS or other public funding descriptors in the table below. Use the proposed item descriptor as set out in the PICO Confirmation. If the PASC process has not been used by the applicant, then please make this clear in the text prior to presenting the proposed MBS item descriptor in the format below.
[bookmark: _Toc444869018]Table 1	Proposed MBS item descriptor
	Category X – XXXXXX

	(a) 

	


[bookmark: _Toc445463993]Population
Briefly describe the population in whom it is proposed the test should be used, and a summary of the frequency (prevalence and/or incidence) of the population or disease in question.
[bookmark: _Toc395200744][bookmark: _Toc445463994][bookmark: _Toc379118249][bookmark: _Toc381796433]Comparator Details 
Briefly describe the main comparator(s) that was agreed in the PICO Confirmation. If there are any additional comparators to those in the agreed PICO Confirmation, please justify their selection. 
[bookmark: _Toc395200745][bookmark: _Toc445463995]Clinical management algorithm(s)
Briefly describe how the intervention fits in the overall management of the condition and why it is needed. You might like to refer to the location of the clinical management algorithms in the main body of the report.
[bookmark: _Toc395200746][bookmark: _Toc445463996][bookmark: _Toc379118058][bookmark: _Toc379118250][bookmark: _Toc381796434]Key Differences in the Delivery of the Proposed Medical Service and the Main Comparator 
Briefly describe any differences in the delivery/organisation of care associated with the intervention and the main comparator. 
[bookmark: _Toc395200747][bookmark: _Toc426968105][bookmark: _Toc445463997]Clinical Claim
Provide information about the clinical claim with respect to the proposed intervention, as set out in the PICO Confirmation. If the applicant has not utilised the PASC process to state the clinical claim, please mention this here.
[bookmark: _Toc395200748][bookmark: _Toc445463998]APPROACH Taken to the Evidence Assessment
A systematic review of published <and unpublished> literature was undertaken.
Summarise databases searched and/or time period, key study selection criteria (PICO), methods for selecting studies and critical appraisal methods.
[bookmark: _Toc395200749][bookmark: _Toc445463999]CHARACTERISTICS OF THE EVIDENCE BASE
Describe the number of studies identified, and the quality of them. Identify any serious issues with the studies (design/population/risk of bias/relevance of outcome measures etc) and provide a link to where the information on characteristics can be found in the main document. 
[bookmark: _Toc395200750][bookmark: _Toc445464000]Results
Safety 
Key points from main body of the report – concentrate on comparative safety, as measured by the patient-relevant outcomes specified in the PICO Confirmation, if these data are available. The emphasis should be on whether there are clinically relevant differences in the reported harms, irrespective of whether the results are statistically significant.
Effectiveness 
Key points from main body of the report – concentrate on comparative effectiveness, as measured by the patient-relevant outcomes specified in the PICO Confirmation, if the data are available. 
The summary of findings (incorporating no more than seven critical and important outcomes, both benefits and harms) is shown in Table 2.

[bookmark: _Ref421184437][bookmark: _Toc444869019]Table 2		Balance of clinical benefits and harms of intervention, relative to comparator, and as measured by the critical patient-relevant outcomes in the key studies 
	Outcomes (units)
Follow-up
	Participants (studies)

	Quality of evidence (GRADE) a
	Relative effect (95%CI) <OR/RR/HR and 95% CI> 
<results of statistical testing and p-value and/or 95% CI>
	Risk with control 
<n with event/N (%)> <mean ± SD>
	Risk or risk difference with intervention
<RD± NNT/NNH and 95% CI> 
<mean difference and SD or 95%CI>
	<Comments>

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	


a GRADE Working Group grades of evidence (Guyatt et al., 2013)
⨁⨁⨁⨁ High quality: We are very confident that the true effect lies close to that of the estimate of effect. 
⨁⨁⨁⨀ Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different. 
⨁⨁⨀⨀ Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect.
⨁⨀⨀⨀ Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect.
<SD=standard deviation; RD=risk difference; NNT=number needed to treat; OR=odds ratio; RR=relative risk; HR=hazard ratio; NNH=number needed to harm.>
Select or add abbreviations as required. 
If outcome is continuous, please provide the scale.
 
On the basis of the benefits and harms reported in the evidence base (summarised above), it is suggested that, relative to the comparator, the intervention has superior/non-inferior/ inferior safety and superior/non-inferior/ inferior effectiveness.

[bookmark: _Toc395200751][bookmark: _Toc445464001][bookmark: _Toc379118059][bookmark: _Toc379118251][bookmark: _Toc381796435]Translation Issues
Briefly indicate the key translation issues and pre-modelling studies that were used to adapt the evidence presented in Section B for the purposes of the economic evaluation (eg the economic model that predicts the cost-effectiveness of the new intervention, relative to the agreed comparator, if the intervention is used according to the proposed MBS item descriptor). 

If translation of the clinical evidence was not needed or not undertaken, please state this.

[bookmark: _Toc395200752][bookmark: _Toc445464002]Economic Evaluation
[bookmark: _Ref379404328]Based on the evidence supporting the clinical claim, and with reference to Table D.1.2 in the MSAC Therapeutic Guidelines, state what type of economic evaluation has been used in the table below eg cost-effectiveness, cost-utility, cost-minimisation, cost-consequences.

If an economic evaluation is not undertaken, please justify this with reference to Table D.1.2 of the MSAC Therapeutic Guidelines and do not insert the tables below into this section.

[bookmark: _Ref379483368][bookmark: _Ref394419656][bookmark: _Toc444869020]Table 3	Summary of the economic evaluation 
	Perspective
	

	Comparator
	

	Type of economic evaluation
	e.g. cost-effectiveness, cost-utility, cost-minimisation, cost-consequences.

	Sources of evidence
	e.g. systematic review

	Time horizon
	e.g X years in the model base case

	Outcomes
	e.g. name or list the outcome/s used in the model eg. LYG and QALYs

	Methods used to generate results
	e.g. trial-based, cohort expected value analysis, Markov model

	<Health states>
	Only put in this row if it is relevant to your model

	<Cycle length>
	Only put in this row if it is relevant to your model

	Discount rate
	

	Software packages used
	


See Table D.3.1 in the MSAC Therapeutic Guidelines.
Key structural assumptions of the model are:
Two different formats for presenting the findings of the economic evaluation are provided below. Choose which of these is appropriate for the evaluation that has been undertaken. Please delete the inappropriate one and/or incorporate additional summary information, as required.
< The overall costs and outcomes, and incremental costs and outcomes as calculated for the intervention and comparator in the model, and using the base case assumptions, are shown in the table below.>
[bookmark: _Toc444869021]Table 4 	Title 
	
	Cost
	Incremental cost
	Effectiveness (QALYs)
	Incremental effectiveness
	ICER

	Intervention
	
	
	
	
	

	Comparator
	
	
	
	
	


ICER = Incremental Cost Effectiveness Ratio>

<The modelled results were most sensitive to >
[bookmark: _Toc444869022]Table 5	Key drivers of the economic model
	Description
	Method/Value
	Impact

	e.g. Time horizon
	25 years; assumed from 6 month trial duration
	High, favours intervention

	e.g. Upper 95% CL of the difference in outcomes
	$100,000/QALY
	High; favours comparator

	etc
	
	

	
	
	



<Other key areas of uncertainty were >

[bookmark: _Toc259437725][bookmark: _Toc395200753][bookmark: _Toc445464003][bookmark: _Toc379118060][bookmark: _Toc379118252]Estimated Extent of Use and Financial Implications
<An epidemiological approach has been used to estimate the financial implications of the introduction of XXX.> 
The financial implications to the MBS resulting from the proposed listing of XXX are summarised in Table 6.

[bookmark: _Ref395200110][bookmark: _Toc393197779][bookmark: _Toc393378192][bookmark: _Toc444869023]Table 6	Total costs to the MBS associated with XXX
	-
	2015-16
	2016-17
	2017-18
	2018-19
	2019-20

	Intervention
	-
	-
	-
	-
	-

	Number of services
	
	
	
	
	

	Sub-total cost
	
	
	
	
	

	<Any co-administered services currently MBS listed>
	-
	-
	-
	-
	-

	Number of services 
	
	
	
	
	

	Sub-total cost
	
	
	
	
	

	Total services
	
	
	
	
	

	Total cost
	
	
	
	
	



The summary should primarily focus on the financial implications in terms of MBS rebates. If a service is primarily out-of-hospital, then there will need to be a separate analysis of the financial implications to the safety net.
The ratio of in-hospital vs out-of-hospital service needs to be determined and the 75% vs 85% rebate (or if a GP service, 100% rebate), respectively, proportionately assigned in the costing. The Department is interested in the rebate as the input cost, not the schedule fee. 
If there is additional relevant information that should be taken account in the financial implications eg cost impacts on other government health budgets, patient costs etc, please mention these here and be guided by the Department as to what data would be expected.

[bookmark: _Toc426968112][bookmark: _Toc445464004][bookmark: _Toc395200754]Consumer impact summary
Summarise any feedback received during the public consultation period.
[bookmark: _Toc445464005]<Other Relevant Considerations>
This section is reserved for content relating to changes in the organisation of care, social/ethical/legal considerations, specific policy considerations, impact on consumers/patients, access/equity considerations, training/workforce considerations, risk share arrangements etc.. The content of this section is topic-specific; it is, therefore, optional.






[bookmark: _Toc355274699][bookmark: _Ref363826811][bookmark: _Toc379118061][bookmark: _Toc381796437][bookmark: _Toc445464006][bookmark: _Toc451749499]Acronyms and Abbreviations 
Add/delete as applicable
	Acronym/abbreviation
	Meaning

	AIHW
	Australian Institute of Health and Welfare

	ARTG
	Australian Register of Therapeutic Goods

	CI
	confidence interval

	HESP
	Health Expert Standing Panel

	HRQoL
	health-related quality of life

	HTA
	health technology assessment

	ICER
	incremental cost-effectiveness ratio

	MBS
	Medicare Benefits Schedule

	MD
	mean difference

	MSAC
	Medical Services Advisory Committee

	NHMRC
	National Health and Medical Research Council

	PASC
	PICO Confirmation Advisory Sub-Committee of the MSAC

	QALY
	Quality adjusted life year

	TGA
	Therapeutic Goods Administration



[bookmark: _Toc445464007]Section A	Context
In this Section: Establish the context for the assessment report. Describe the proposed medical service, its intended use on the MBS or elsewhere, and the medical services that would be co-delivered or substituted (the medical service likely to be most replaced by health care providers in practice is the ‘main comparator’).
This <contracted/submission-based> assessment of XXX for the <treatment/management of XXX> is intended for the Medical Services Advisory Committee (MSAC). MSAC evaluates new and existing health technologies and procedures for which funding is sought under the Medicare Benefits Schedule (MBS) in terms of their safety, effectiveness and cost-effectiveness, while taking into account other issues such as access and equity. MSAC adopts an evidence-based approach to its assessments, based on reviews of the scientific literature and other information sources, including clinical expertise.
If you are writing a Submission-based Assessment, use the following text:
Name of applicant has provided a systematic review and economic evaluation of XXXXXX in order to inform MSAC’s decision-making regarding whether the proposed medical service should be publicly funded. 
If you are writing a Contracted Assessment, use the following text:
Name of contracting agency has been commissioned by the Australian Government Department of Health to conduct a systematic literature review and economic evaluation of XXXXXX. This assessment has been undertaken in order to inform MSAC’s decision-making regarding whether the proposed medical service should be publicly funded. 
<Appendix A provides a list of the people involved in the development of this assessment report, <including clinical expertise sourced from XXX/the Health Expert Standing Panel (HESP).> 
Contracted assessors can provide more detail on HESP input here by including the following text:
HESP are a pool of experts collated from various medical fields who have been nominated by their associated professional body or by applicants. HESP members are a panel of the MSAC and are engaged to provide practical, professional advice that directly relates to each application and the service being proposed for the MBS. HESP members are not members of either MSAC or its subcommittees. Their role is limited to providing input and guidance to the assessment groups to ensure that the pathway is clinically relevant and takes into account consumer interests. HESP member’s advice is used to inform the deliberations that MSAC presents to the Federal Minister for Health.

<The proposed use of XXXX in Australian clinical practice was outlined in a PICO Confirmation that was presented to, and accepted by, the PICO Confirmation Advisory Sub-Committee (PASC). The PICO Confirmation was released for public comment on Day Month Year.> <This application is following a fit-for-purpose pathway, therefore a PICO Confirmation outlining the proposed use of XXXX in Australian clinical practice was not presented to/ratified by the PICO Confirmation Advisory SubCommittee (PASC).>
A.1. [bookmark: _Toc445464008]Items in the agreed PICO Confirmation
<This <contracted/submission-based> assessment of XXXX addresses <all/most/some/none> of the PICO elements that were pre-specified in the PICO Confirmation <that was ratified by/submitted to> PASC.> If deviations from the PICO Confirmation have occurred, please state briefly what has changed. Has the approach suggested in the PICO Confirmation still been addressed but an alternative approach has been presented? Or has the approach suggested in the PICO Confirmation not been addressed and only the alternative approach has been presented? Give reasons for any departure from the PICO Confirmation (including by referring to the relevant section in the main body of the report). If a PICO Confirmation was not presented to PASC or MSAC Executive, please state this.

A.2. [bookmark: _Toc445464009][bookmark: _Toc381796441]Proposed Medical Service
[bookmark: _Toc379118262]Provide information about the proposed medical service and the mode of delivery. 
Has MSAC previously considered an application requesting listing of this item and/or have any reviews relating to this intervention been conducted? If it has previously been considered, in a few sentences indicate the result of that consideration and main reason for the return of the proposal. What is different with the new SBA/CA?  <Any limitations on how the intervention would be provided or the setting in which the intervention can be provided>
[bookmark: _Toc381796448][bookmark: _Toc395200760][bookmark: _Toc445464010][bookmark: _Toc381796445]<Marketing status of device / technology
If the intervention does not require a new device but is instead a procedure or service, this section does not need to be completed. However, information on training/credentialing of service providers should still be mentioned in Section F.
All therapeutic products marketed in Australia require listing on the Australian Register of Therapeutic Goods (ARTG). MSAC will not consider a therapeutic product for reimbursement if the device is not listed on the ARTG. Items on the ARTG that are relevant to this application are shown in Table 7. 

[bookmark: _Ref364240778][bookmark: _Toc381969859][bookmark: _Toc444869024]Table 7	XXX listed on the ARTG
	ARTG no.
	Product no.
	Product description
	Product category
	Sponsor

	

	
	
	
	


Source: Therapeutic Goods Administration, accessed Day Month Year  Link to TGA.gov.au
>
[bookmark: _Toc395200761][bookmark: _Toc445464011]<Other Indications>
<Mention whether the intervention is currently used for other clinical indications in Australia.>
[bookmark: _Toc379118071][bookmark: _Toc381796449][bookmark: _Toc395200762][bookmark: _Toc445464012]Current funding arrangements
Discuss availability of the intervention in public hospitals and in private hospitals – this might include funding under the MBS, in the research setting, whether reimbursed under private health insurance or currently used through self-pay. Indicate whether the intervention is currently reimbursed in either the private or public setting for the same or another indication. If listed on the MBS provide the item number, descriptor, date listed, review arrangements for interim funded items, etc
A.3. [bookmark: _Toc381796450][bookmark: _Toc445464013][bookmark: _Toc327540865][bookmark: _Toc379118069][bookmark: _Toc381796447]Proposal for Public Funding
[bookmark: _Ref373485347][bookmark: _Ref373485342]The proposed MBS item descriptor is summarised in Table 8.
Provide MBS or other public funding descriptors, as set out in the PICO Confirmation. If there are differences between the proposed descriptor and the PASC ratified item descriptor, those differences should be highlighted and justification provided.
[bookmark: _Ref394849669][bookmark: _Toc444869025]Table 8	Proposed MBS item descriptor
	Category X – XXXXXX

	

	



A.4. [bookmark: _Toc445464014][bookmark: _Toc379118076][bookmark: _Toc381796455][bookmark: _Toc379118072][bookmark: _Toc355274709]Proposed population
Identify the main population(s) described in the PICO Confirmation including key inclusion and exclusion criteria. 
Include a high level summary of the frequency (prevalence and/or incidence) of the population or disease in question and where relevant the natural history/pathophysiology of the condition of interest. 

A.5. [bookmark: _Toc445464015]Comparator Details
Brief description of the main comparator(s) described in the PICO Confirmation, or if a PICO Confirmation was not produced, then the comparator is the current practice most likely to be replaced or added to by the proposed medical service (refer to clinical management algorithm). 
If there are any additional comparator(s) to those in the agreed PICO Confirmation, justify their selection. 
Note any limitations on provider or the setting in which the comparator can be provided.
The MBS item descriptor/s for the relevant comparator/s is summarised below.
[bookmark: _Ref350151252][bookmark: _Ref350151231][bookmark: _Toc350258536][bookmark: _Toc381969860][bookmark: _Toc444869026]Table 9	Relevant MBS item for the comparator
	Category X – XXXXX

	MBS 





A.6. [bookmark: _Toc381796446][bookmark: _Toc445464016]Clinical management Algorithm(s) 
Present the clinical management algorithm that depicts the context of the intended use of the proposed medical service following a listing on the MBS or other public funding (as listed in the PICO Confirmation, if presented to PASC).
Present the corresponding algorithm depicting the current context (as listed in the PICO Confirmation, if presented to PASC).
If possible present the two algorithms next to each other so the differences can be seen easily. Highlight the differences between the two algorithms in the text e.g. change in positioning of a therapy in terms of lines of therapy; expansion/augmentation of the current management options; identification of patients who would now be treated who would previously not have been treated.
Indicate whether multiple-listing scenarios are presented.
[image: ]
[bookmark: _Ref379455005][bookmark: _Ref379454995][bookmark: _Toc381969891][bookmark: _Toc423450300]Figure 1	Clinical management algorithm/s for the proposed new intervention relative to current clinical practice

A.7. [bookmark: _Toc445464017]Key Differences in the Delivery of the Proposed Medical Service and the Main Comparator 
Describe any differences in the delivery/organisation of care between the intervention and main comparator. 
A.8. [bookmark: _Toc445464018]Clinical Claim
Provide information about the clinical claim with respect to the proposed medical service, as set out in the PICO Confirmation. If the applicant has not utilised the PASC process to state the clinical claim, please mention this here.
A.9. [bookmark: _Toc445464019]Summary of the PICO
The guiding framework of a PICO Confirmation is recommended by MSAC for each assessment. The PICO Confirmation describes current clinical practice and reflects the likely future practice with the proposed medical service. 
The Population, Intervention, Comparator and Outcomes (PICO) that were pre-specified to guide the systematic literature review are presented in Box 1 and Box 2.
[bookmark: _Ref395200496][bookmark: _Toc393378291][bookmark: _Toc423450298]Box 1	Criteria for identifying and selecting studies to determine the safety of XXX in patients with XXX
	Selection criteria
	Description

	Population
	

	Intervention
	

	Comparator/s
	

	Outcomes
	Critical for decision making:
Important, but not critical for decision making:
Low importance for decision making:

	Systematic review question
	



[bookmark: _Ref395200521][bookmark: _Toc423450299][bookmark: _Toc393378292]Box 2	Criteria for identifying and selecting studies to determine the effectiveness of XXX in patients with XXX
	Selection criteria
	Description

	Population
	

	Intervention
	

	Comparator/s
	 

	Outcomes
	Critical for decision making:
Important, but not critical for decision making:
Low importance for decision making:

	Systematic review question
	



A.10. [bookmark: _Toc426968125][bookmark: _Toc445464020]Consumer impact statement
Summarise the key points received during the public consultation period of the PICO Confirmation.

[bookmark: _Ref124760357]
[bookmark: _Toc445464021]Section B	Clinical Evaluation 
[bookmark: _Toc381796460][bookmark: _Toc445464022][bookmark: _Toc381796462][bookmark: _Toc381796467][bookmark: _Toc379118083]Literature Sources and Search Strategies
The medical literature was searched on Date to identify relevant studies <and systematic reviews> published during the period XXX to XXX. Searches were conducted of the databases and sources described in Appendix B. <Attempts were also made to source unpublished or grey literature from XXX> <Search terms are described in Table 10.> If the search terms are comprehensive, they can be included in an Appendix. It is restrictive to search the literature by including search terms concerning the comparator and/or outcomes – however, in circumstances where the literature is very extensive this might be reasonable. There should be sufficient detail in the search strategy that it allows it to be replicated. Limits may include the date span of the search and language. Adapt as required for multiple populations etc. 
[bookmark: _Ref363722464][bookmark: _Ref379483486][bookmark: _Toc381969863][bookmark: _Toc444869027]Table 10	Search terms used (literature search platform)
	Element of clinical question
	Search terms

	Population
	

	Intervention
	

	Comparator (if applicable)
	

	Outcomes (if applicable)
	

	Limits
	




[bookmark: _Toc445464023]Results of Literature Search
<A PRISMA flowchart (Figure 2) provides a graphic depiction of the results of the literature search and the application of the study selection criteria (listed in Box 1 and Box 2) (Liberati et al., 2009). >
<Studies were selected independently by two reviewers/by a single reviewer with a random sample receiving independent assessment by a second reviewer/by a single reviewer.> Choose one.
<Disagreements regarding study selection were resolved by a third independent reviewer.>
<Additional pre-specified criteria for excluding studies included: XXXX>
Studies that could not be retrieved or that met the inclusion criteria but contained insufficient or inadequate data for inclusion are listed as Excluded Studies in Appendix D. All other studies that met the inclusion criteria are listed in Appendix C.
[image: ]
[bookmark: _Toc381969892][bookmark: _Toc423450301]Figure 2 	Summary of the process used to identify and select studies for the assessment 

This is a picture of a PRISMA flowchart. You will need to construct and adapt these elements for your own search results (i.e. if searches were performed separately for different indications etc, add multiple flowcharts, and adapt as necessary). If you are writing a contracted assessment you will then need to save the flowchart as a picture file (TIFF) and copy and paste in, so that web accessibility requirements are met.
A profile of each included study is given in Appendix C. This study profile describes the authors, study ID, publication year, study design <and quality (level of evidence and risk of bias)>, study location, setting, length of follow-up of patients, study population characteristics, description of the intervention, description of the comparator and the relevant outcomes assessed. Study characteristics are also summarised in a shorter format in Section B.4. 
[bookmark: _Toc395200773][bookmark: _Toc445464024]Appraisal of the evidence
Appraisal of the evidence was conducted in 3 stages:
Stage 1: Appraisal of the risk of bias within individual studies (or systematic reviews) included in the review. <Some risk of bias items were assessed for the study as a whole, while others were assessed at the outcome level>. (Section B.3)
Stage 2: Extraction of the pre-specified outcomes for this assessment, synthesising (meta-analysing or a narrative synthesis) to determine an estimate of effect per outcome, <and determining the assumed baseline risk. >
Stage 3: Rating the overall quality of the evidence per outcome, across studies, based on the study limitations (risk of bias), imprecision, inconsistency of results, indirectness of evidence, and the likelihood of publication bias. This was done to provide an indication of the confidence in the estimate of effect in the context of Australian clinical practice (Evidence profile tables, Appendix D). 
Stage 4: Integration of this evidence for conclusions about the net clinical benefit of the intervention in the context of Australian clinical practice. (Sections B.6-8)
[bookmark: _Toc445464025][bookmark: _Toc381796464]Risk of Bias Assessment
Reviewers may choose to use the risk of bias table format in the MSAC Therapeutic Guidelines, although it should be noted that not all elements of risk of bias are covered by this format. Alternatives could be the Cochrane risk of bias tool, GRADE approach for assessing the risk of bias, or other tools suitable for RCTs, AMSTAR or PRISMA for systematic reviews, and other validated checklists for non-randomised or observational studies. Whatever the choice, the method of assessing risk of bias should be transparent and justifiable. Please note – if an indirect comparison is presented then the risk of bias assessment of the individual trials/studies would need to be supplemented with an assessment of the exchangeability of the study populations being compared – that is, the results for the common comparator arms should suggest that the populations are similar. For some topics, it may make sense to combine this section with the following section, to reduce duplication. 
If following GRADE methodology, some elements of risk of bias will apply to the study as a whole (e.g. ‘Allocation concealment’), while others must be assessed at an outcome level or cluster of outcomes (e.g. ‘Blinding’). An overall risk of bias should be made for each outcome, across studies.[footnoteRef:2]   [2:  For more information, see Guyatt et al. (2011) ‘GRADE guidelines: Rating the quality of evidence – study limitations (risk of bias)’. Journal of Clinical Epidemiology, 64, 407 – 415. ] 

[bookmark: _Toc445464026]Characteristics of the Evidence Base
See Appendix C for details on the individual studies included in the evidence base. A summary is provided in Table 11. Keep this section brief, and provide more detail in the study profiles, in Appendix C. Provide any information about the study/participant characteristics that is not reported elsewhere in B.3-B.5, but which is key to interpreting the implications of the evidence. Comment on the applicability (directness) of the included studies. 
[bookmark: _Ref399236533][bookmark: _Toc444869028]Table 11	Key features of the included evidence comparing intervention with comparator
	Trial/Study
	N
	Design/ duration
	Risk of bias
	Patient population
	Key outcome(s)
	Result used in economic model

	Jones 2010
	225
	R, DB
6 mths
	Low
	
	Mortality
	Not used

	Smith 2012
	310
	R, OL
3 mths
	High
	
	Response rate
	Not used

	Brown 2005
	75
	CS, OL
8 mths
	Low
	
	QoL
	Not used

	etc
	
	
	
	
	
	

	etc
	
	
	
	
	
	

	Meta-analysis
	410
k=
	-
	-
	<Fixed effect/random effect> model; <overall pooled> <and> <subgroup analyses> presented; heterogeneity analysis <key outcomes> analysed
	-
	Survival gain


<CC=case control; Coh=cohort; CS=case series; DB=double blind; MC=multi-centre; NR=non-randomised; OL=open label (unblinded); QoL=quality of life; R=randomised; SB=single blind; X=cross-sectional..>
Select or add abbreviations as required. 
Note – k=no. of studies included in meta-analysis. If the meta-analysis results are provided or relied upon in preference to the individual study results, then the individual studies do not need to be listed here – although they will need to be discussed in Section B.6.
Note – if you are relying on an indirect comparison, you will need to construct the table differently to indicate the common comparator and the two different trials or sets of trials that are being compared. Risk of bias in that situation must consider the exchangeability of the trial populations.

[bookmark: _Toc445464027]Outcome Measures and Analysis
See Appendix C for details on the outcomes measured in the included studies, along with the statistical methods used to analyse the results.
Comment on whether the measurement of outcomes in the included studies was likely to be accurate; discuss the validity of the measurement tools used; and make it clear how you are interpreting a clinically important effect for these outcomes. Discuss whether the statistical analyses presented in the studies were pre-specified or post hoc, and the limitations associated with the latter. Comment on the directness of the outcome measures.
Discuss the methods you have used (and perhaps justification, if the method is unusual) to conduct your own statistical analyses for the assessment eg calculation of confidence intervals, statistical tests and meta-analyses, should be mentioned here.





[bookmark: _Toc445464028][bookmark: _Toc122538326][bookmark: _Toc143663862][bookmark: _Ref144697268][bookmark: _Ref144697275]Results of the Systematic Literature review
[bookmark: _Toc445464029]Is it safe? 
Summary – Research question

If multiple indications are being assessed, consider changing the heading to “Is it safe for XXXX” , or provide sub-headings for the different populations. 
Concentrate on comparative safety, as measured by the patient-relevant outcomes specified in the PICO Confirmation, if these data are available. The emphasis should be on whether there are clinically relevant differences in the reported harms, irrespective of whether the results are statistically significant.
The type of information needed per pre-specified outcome (from the PICO) is given in the table below. The table can be copied for additional pre-specified outcomes. Additional graphical representations might be helpful. The meta-analysis is optional – it will depend on the available evidence base as to whether a meta-analysis can be conducted. If a meta-analysis is conducted, forest plots should be presented. 
For each important outcome, the GRADE approach specifies that the overall quality of the evidence (the confidence in estimates of effect) should be assessed. One domain, the risk of bias, has already been outlined. However, additional domains to be assessed per outcome include inconsistency[footnoteRef:3], indirectness of the population, intervention, comparator, outcome or setting relative to the proposed use of the intervention in the Australian setting[footnoteRef:4], imprecision[footnoteRef:5] and risk of publication bias[footnoteRef:6]. The quality of evidence for each important outcome may be determined following the GRADE methodology manually, or produced automatically through recording the quality assessment domains using the ‘Guideline Development Tool’[footnoteRef:7]. Statements regarding each critical and important safety outcome could therefore be given a grade. The full evidence profile table (with explanatory footnotes), incorporating all critical and important outcomes, should be included in Appendix D. [3:  For guidance on assessing inconsistency, see Guyatt et al. (2011). GRADE guidelines: 7. Rating the quality of evidence – inconsistency. Journal of Clinical Epidemiology, 64, 1294 – 1302. ]  [4:  For guidance on assessing indirectness, see Guyatt et al. (2011). GRADE guidelines: 8. Rating the quality of evidence – indirectness. Journal of Clinical Epidemiology, 64, 1303 – 1310.]  [5:  For guidance on assessing imprecision, see Guyatt et al. (2011). GRADE guidelines: 6. Rating the quality of evidence –imprecision. Journal of Clinical Epidemiology, 64, 1283 – 1293.]  [6:  For guidance on assessing publication bias, see Guyatt et al. (2011). GRADE guidelines: 5. Rating the quality of evidence –publication bias. Journal of Clinical Epidemiology, 64, 1277 – 1282.]  [7:  Guideline Development Tool] 

The GRADE process also requires the assumed control risk to be determined, as a measure of the typical burden of the disease in the target population (i.e. the Australian population likely to make use of the proposed item number). If there are studies from a directly relevant population in the evidence base, the baseline control risk could be determined from this study or mean baseline risk from a group of studies. Otherwise, assess the baseline risk from relevant observational studies.[footnoteRef:8]   [8:  For more information on assumed baseline risk, and presenting the results, see Guyatt et al. (2013). GRADE guidelines: 12. Preparing Summary of Findings tables – binary outcomes. Journal of Clinical Epidemiology 66, 158 – 172 and Guyatt et al. (2013). GRADE guidelines: 13. Preparing Summary of Findings tables and evidence profiles – continuous outcomes. Journal of Clinical Epidemiology 66, 173 – 183. ] 

[bookmark: _Toc395200779][bookmark: _Toc445464030]Harm 1 etc 
[bookmark: _Ref360617011]Brief discussion of the evidence base reporting on this outcome, and the results found, with reference to table below. Adapt the table as necessary, depending on the evidence available. 

[bookmark: _Toc381969870][bookmark: _Toc444869029]Table 12	Results of key patient-relevant outcome across the studies/randomised controlled trials 
	Study ID
	Risk of bias
	Intervention
<n with event/N (%)> 
<mean ± SD>
	Comparator
<n with event/N (%)> 
<mean ± SD>
	Absolute difference
<RD± NNT/NNH and 95% CI> 
<mean difference and SD or 95%CI>
	Relative difference
<OR/RR/HR and 95% CI> 
<results of statistical testing and p-value and/or 95% CI>

	Trial 1
	
	
	
	
	

	Trial 2
	
	
	
	
	

	etc.
	
	
	
	
	

	<Pooled result>
	
	-
	-
	<XX>
	<XX>

	<Chi-square for heterogeneity: 
Q= , df= , P=
	I2 statistic with 95% uncertainty interval =>
	- 
	- 
	- 
	- 


Define abbreviations used in the table.
If outcome is continuous, please provide the scale.
Note – in table above SD=standard deviation; RD=risk difference; NNT=number needed to treat; OR=odds ratio; RR=relative risk; HR=hazard ratio; NNH=number needed to harm.


[bookmark: _Toc395200780][bookmark: _Toc445464031]Harm 2 etc 


[bookmark: _Toc379118084][bookmark: _Toc381796469][bookmark: _Toc445464032]Is it effective? 
Concentrate on comparative effectiveness, as measured by the patient-relevant critical and important outcomes specified in the PICO Confirmation, if the data are available. The emphasis should be on whether there are clinically relevant differences in the reported results between treatment arms ie statistical significance is important but not sufficient.
Summary – Research question


The type of information needed per pre-specified outcome (from the PICO) is given in the table below. The table can be copied for additional pre-specified outcomes. Additional graphical representations might be helpful. The meta-analysis is optional – it will depend on the available evidence base as to whether a meta-analysis can be conducted. If a meta-analysis is conducted, forest plots should be presented. Adapt as necessary, depending on the evidence available. 
As outlined in the safety section above, GRADE methodology recommends assessing inconsistency[footnoteRef:9], indirectness of the population, intervention, comparator, outcome or setting relative to the proposed use of the intervention in the Australian setting[footnoteRef:10], imprecision[footnoteRef:11] and risk of publication bias[footnoteRef:12] for all the critical and important health outcomes. These details are put into the evidence profile tables in Appendix D, and summarised in B.8, the Interpretation of the Clinical Evidence (summary of findings table). For the purposes of these tables, the assumed control or baseline risk should also be specified[footnoteRef:13].  [9:  For guidance on assessing inconsistency, see Guyatt et al. (2011). GRADE guidelines: 7. Rating the quality of evidence – inconsistency. Journal of Clinical Epidemiology, 64, 1294 – 1302. ]  [10:  For guidance on assessing indirectness, see Guyatt et al. (2011). GRADE guidelines: 8. Rating the quality of evidence – indirectness. Journal of Clinical Epidemiology, 64, 1303 – 1310.]  [11:  For guidance on assessing imprecision, see Guyatt et al. (2011). GRADE guidelines: 6. Rating the quality of evidence –imprecision. Journal of Clinical Epidemiology, 64, 1283 – 1293.]  [12:  For guidance on assessing publication bias, see Guyatt et al. (2011). GRADE guidelines: 5. Rating the quality of evidence –publication bias. Journal of Clinical Epidemiology, 64, 1277 – 1282.]  [13:  For more information on assumed baseline risk, and presenting the results, see Guyatt et al. (2013). GRADE guidelines: 12. Preparing Summary of Findings tables – binary outcomes. Journal of Clinical Epidemiology 66, 158 – 172 and Guyatt et al. (2013). GRADE guidelines: 13. Preparing Summary of Findings tables and evidence profiles – continuous outcomes. Journal of Clinical Epidemiology 66, 173 – 183.] 

[bookmark: _Toc395200782][bookmark: _Toc445464033]Effectiveness Outcome 1 etc 
Brief discussion of the evidence base reporting on this outcome, and the results found, with reference to table below.

[bookmark: _Toc444869030]Table 13	Results of key patient-relevant outcome across the studies/randomised controlled trials 
	Study ID
	Risk of bias
	Intervention
<n with event/N (%)>  <mean ± SD>
	Comparator
<n with event/N (%)> <mean ± SD>
	Absolute difference
<RD± NNT/NNH and 95% CI> 
<mean difference and SD or 95%CI>
	Relative difference
<OR/RR/HR and 95% CI> 
<results of statistical testing and p-value and/or 95% CI>

	Trial 1
	
	
	
	
	

	Trial 2
	
	
	
	
	

	etc.
	
	
	
	
	

	<Pooled result>
	
	-
	-
	<XX>
	<XX>

	<Chi-square for heterogeneity: 
Q= , df= , P=
	I2 statistic with 95% uncertainty interval =>
	- 
	- 
	- 
	- 


<SD=standard deviation; RD=risk difference; NNT=number needed to treat; OR=odds ratio; RR=relative risk; HR=hazard ratio; NNH=number needed to harm.>
Select or add abbreviations as required. 
If outcome is continuous, please provide the scale.


[bookmark: _Toc395200783][bookmark: _Toc445464034]Effectiveness Outcome 2 etc 

[bookmark: _Toc445464035]Extended Assessment of Harms
This section allows for post-market surveillance/unpublished data on harms to be included if it is relevant to the assessment being undertaken. This might include data captured in administrative data sets, registry data, and recalls by regulatory agencies and from industry. This section is supposed to complement on the earlier safety section rather than replicate it, and is important for detecting rare adverse outcomes that might occur in the long term. Where these complementary data are from non-comparative sources, an overall comparative conclusion should be drawn.

[bookmark: _Ref421189603][bookmark: _Ref421189625][bookmark: _Toc445464036]Interpretation of the Clinical Evidence
It is important to classify the therapeutic profile of the proposed therapeutic medical service in relation to its main comparator (i.e. whether it is therapeutically superior, inferior or equivalent to the comparator). 
On the basis of the evidence profile (summarised in Table 14), it is suggested that, relative to the comparator, the intervention has superior/non-inferior/uncertain/inferior safety and superior/non-inferior/uncertain/inferior effectiveness.
You might like to discuss here how you came to the conclusions above.
The table below is based on the GRADE evidence profile, with a couple of minor modifications. GRADE recommends incorporating 7 or fewer of the most important patient-relevant outcomes (desirable and undesirable), to provide a succinct, easily digestible presentation of the confidence in effect estimates (quality of evidence) and magnitude of effects. If no evidence is identified on critical outcomes, these could also be listed in the table. 
Where a meta-analysis is not able to be done to arrive at a summary estimate of effect for each critical patient relevant outcome, it is suggested that the results from one or more of the better quality studies is presented and that the range of effects in these studies, with/without calculation of a median effect, is provided.
Please consult the paper by Guyatt et al 2013 (see reference list - the paper is freely available) for information on how to interpret findings. Please note, though, that the overall confidence in effect estimates rating across outcomes (ie which would relate to the overall clinical claim in this instance) is usually based on the critical outcome that provides the lowest confidence in the effect estimates.

The table below is one example of how a summary of findings table may look, but it may be adapted to suit the evidence. The things to include are: 1) a list of all important outcomes, both desirable and undesirable; 2) a measure of the typical burden of these outcomes (e.g. control group, estimated risk); 3) a measure of the risk in the intervention group or, alternatively or in addition, a measure of the difference between risks with and without intervention; 4) the relative magnitude of effect; 5) the number of participants and studies addressing these outcomes; 6) a rating of the overall confidence in effect estimates for each outcome (which may vary by outcome); and possibly; 7) comments. The summary of findings table is a simplified version of the evidence profile table, which is located in Appendix D. 
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[bookmark: _Ref399239890][bookmark: _Toc444869031]Table 14	Balance of clinical benefits and harms of intervention, relative to comparator, and as measured by the critical patient-relevant outcomes in the key studies 
	[bookmark: _Ref141600866][bookmark: _Toc122538733]Outcomes (units)
Follow-up
	Participants (studies)

	Quality of evidence (GRADE)
	Relative effect (95%CI)
	Risk with control
	Risk or risk difference with intervention
	<Comments>

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	



a GRADE Working Group grades of evidence (Guyatt et al., 2013)
⨁⨁⨁⨁ High quality: We are very confident that the true effect lies close to that of the estimate of effect. 
⨁⨁⨁⨀ Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different. 
⨁⨁⨀⨀ Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect.
⨁⨀⨀⨀ Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect.
[bookmark: _Toc445464037]Section C	Translation Issues
Where consistency, indirectness of outcome measures (i.e. surrogate outcomes), indirectness of setting or target population (applicability) or other considerations have impacted on the confidence in the estimates (ie very low to moderate quality) in Table 14Error! Reference source not found. above, please indicate in Section C below how the data are translated for use in the economic model (if an economic model is produced). 
For example, if consistency was poor (eg high heterogeneity in a meta-analysis), a subgroup analysis may be undertaken or referred to in Section C and then modelled in Section D. According to the MSAC Therapeutics Guidelines, this would be classified as an Applicability Translation Issue. Example tables and approaches are suggested in the Guidelines.
If the directness (applicability) of the evidence to the target Australian population is poor, because the people participating in the studies (in the evidence base) were different, then Section C may require a description of the baseline risk in the Australian population which - in the model - can then be multiplied by the relative treatment effects reported in the evidence base. This is also classified as an Applicability Translation Issue in the MSAC Therapeutic Guidelines. If, however, the generalisability of the evidence to the Australian population is poor because the trial follow-up was not representative of the use of the intervention in practice (ie an “other consideration”), then this is an Extrapolation Translation Issue according to the MSAC Therapeutic Guidelines.
If the directness (applicability) of the evidence is poor in terms of the healthcare context, then Section C would need to provide a list and unit costs of the healthcare resource usage likely in the Australian setting. This is an Applicability Translation Issue according to the MSAC Therapeutic Guidelines.
If the outcomes used are indirect (eg the use of surrogate or intermediate outcomes) then this will require translation for use in the economic model eg transformation of the surrogate or intermediate outcomes in order to estimate clinically relevant outcomes such as QALYs. This would be a Transformation Issue according to the MSAC Therapeutic Guidelines.
Briefly indicate the key translation issues and pre-modelling studies that are used to adapt the evidence presented in Section B for the purposes of the economic evaluation (eg the model that predicts the cost-effectiveness if the new intervention is used according to the proposed MBS item descriptor). Please read Section C of the MSAC Therapeutic Guidelines for guidance on how to address each type of translation issue.
If translation of the clinical evidence is not needed or not undertaken, please state this.

C.1. [bookmark: _Toc445464038][bookmark: _Toc426968183]Overview 
Provide an overview of the model to be used in Section D, and explain where the evidence in Section B needs to be translated in order to fit the model. 
C.2. [bookmark: _Toc426968184][bookmark: _Toc445464039]Applicability translation issues
Define application issues: Describe any ways in which the participants and circumstances of use in the studies presented in Section B differ from the proposed population for treatment (including the baseline risk of participants and circumstances of use).
Present and justify a focused analytical plan (which specifies details of data, sources, methods and analyses) to address each applicability issue identified. Convert each defined applicability issue into a succinct question that can be addressed in a pre-modelling study.
Present the results of each pre-modelling study undertaken to address each applicability issue specified. Estimate the comparative treatment effect as results for the proposed investigative medical service; its main comparator; and the increment with its 95% confidence interval.
Discuss the results of each pre-modelling study and explain how they will be used in the economic evaluation (Section D).

C.3. [bookmark: _Toc426968185][bookmark: _Toc445464040]Extrapolation translation issues
Define extrapolation issues: State whether there is a need to extrapolate the outcomes reported in the clinical evaluation beyond the study horizon.
Present and justify a focused analytical plan (which specifies details of data, sources, methods and analyses) to address each extrapolation issue identified. Convert each defined extrapolation issue into a succinct question that can be addressed in a pre-modelling study.
Present the results of each pre-modelling study undertaken to address each extrapolation issue specified. Estimate the comparative treatment effect as results for the proposed investigative medical service; its main comparator; and the increment with its 95% confidence interval.
Discuss the results of each pre-modelling study and explain how they will be used in the economic evaluation (Section D).

C.4. [bookmark: _Toc426968186][bookmark: _Toc445464041]Transformation issues
Define transformation issues: State whether there is a need to transform the nature of the outcomes measured in the clinical evaluation (i.e. taking a surrogate or intermediate endpoint, and transforming it to a QALY or equivalent).
Present and justify a focused analytical plan (which specifies details of data, sources, methods and analyses) to address each transformation issue identified. Convert each defined transformation issue into a succinct question that can be addressed in a pre-modelling study.
Present the results of each pre-modelling study undertaken to address each transformation issue specified. Estimate the comparative treatment effect as results for the proposed investigative medical service; its main comparator; and the increment with its 95% confidence interval.
Discuss the results of each pre-modelling study and explain how they will be used in the economic evaluation (Section D).

C.5. [bookmark: _Toc426968187][bookmark: _Toc445464042]Any other translation issues
Define any other translation issues: State whether there is any other need to translate from the clinical evaluation.
Present and justify a focused analytical plan (which specifies details of data, sources, methods and analyses) to address each translation issue identified. Convert each defined translation issue into a succinct question that can be addressed in a pre-modelling study.
Present the results of each pre-modelling study undertaken to address each translation issue specified. Estimate the comparative treatment effect as results for the proposed investigative medical service; its main comparator; and the increment with its 95% confidence interval.
Discuss the results of each pre-modelling study and explain how they will be used in the economic evaluation (Section D).

C.6. [bookmark: _Toc426968188][bookmark: _Toc445464043]Relationship of each Pre-Modelling Study to the Economic Evaluation
Provide a summary from Sub-section C2, C3, C4 and C5 and their uses in response to Section D.
[bookmark: _Toc399251137][bookmark: _Toc423451461][bookmark: _Toc444869032]Table 15	Example of summary of results of pre-modelling studies and their uses in the economic evaluation
	Section
	Pre-modelling study
	Results used in Section D
	Cross-reference
	Results used in Subsection D.6
	Cross-reference

	Applicability 
	
	
	
	
	

	
	Study 1
	
	
	
	

	
	Study 2
	
	
	
	

	Extrapolation
	
	
	
	
	

	
	Study 3
	
	
	
	

	Transformation
	
	
	
	
	

	
	Study 4
	
	
	
	

	Other
	
	
	
	
	

	
	Study 5
	
	
	
	



[bookmark: _Toc379118086][bookmark: _Toc381796473][bookmark: _Toc445464044]Section D	Economic Evaluation
[bookmark: _Toc381796475][bookmark: _Toc445464045]Overview
The clinical evaluation suggested that, relative to the comparator, the intervention has superior/non-inferior/uncertain/inferior safety and superior/non-inferior/uncertain/inferior effectiveness based on the evidence profile given in Table 14. Table 16 sets out the framework that was used to classify the clinical evidence in Section B so that a decision could be made about the type of economic analysis to undertake (if any) in this Section.
[bookmark: _Ref395195344][bookmark: _Toc444869033]Table 16	Classification of the comparative effectiveness and safety of the proposed therapeutic medical service compared with its main comparator and guide to the suitable type of economic evaluation
	Comparative safety
	
	Comparative effectiveness
	
	

	-
	Inferior
	Uncertaina
	Non-inferiorb
	Superior

	Inferior
	Health forgone: need other supportive factors
	Health forgone possible: need other supportive factors
	Health forgone: need other supportive factors
	? Likely CUA

	Uncertaina
	Health forgone possible: need other supportive factors
	?
	?
	? Likely CEA/CUA

	Non-inferiorb
	Health forgone: need other supportive factors
	?
	CMA
	CEA/CUA

	Superior
	? Likely CUA
	? Likely CEA/CUA
	CEA/CUA
	CEA/CUA


CEA=cost-effectiveness analysis; CMA=cost-minimisation analysis; CUA=cost-utility analysis
? = reflect uncertainties and any identified health trade-offs in the economic evaluation, as a minimum in a cost-consequences analysis 
a ‘Uncertainty’ covers concepts such as inadequate minimisation of important sources of bias, lack of statistical significance in an underpowered trial, detecting clinically unimportant therapeutic differences, inconsistent results across trials, and trade-offs within the comparative effectiveness and/or the comparative safety considerations
b An adequate assessment of ‘non-inferiority’ is the preferred basis for demonstrating equivalence

It was therefore decided that a XXXX analysis would be undertaken for the economic evaluation.
An economic evaluation should be presented in all assessment reports to be considered by MSAC except when a service is indisputably demonstrated to be associated with net clinical harms to patients (as it is unlikely that MSAC will recommend government subsidy of the service). 
State whether the base case of the economic evaluation is generated by:
· a trial-based economic evaluation (i.e. based on randomised controlled trials presented in section B)
· a stepped economic evaluation (i.e. derived from randomised controlled trials presented in Section B using variables reported in Section C of the assessment report)
· a modelled economic evaluation based on an indirect comparison of randomised trials or non-randomised studies.

[bookmark: _Toc381796477][bookmark: _Toc445464046]Populations and settings
Describe and justify the demographic and patient characteristics of the population included in the economic evaluation.
Describe and justify the circumstances in which the proposed medical service and main comparator are used in the economic evaluation.
Assess the consistency of the demographic and patient characteristics and of the specified circumstances of use across the study populations, the population in the economic evaluation and the population for whom listing is sought.

[bookmark: _Toc381796478][bookmark: _Toc445464047]Structure and rationale of the economic evaluation
A summary of the key characteristics of the economic evaluation is given in Table 17.
[bookmark: _Ref395196756][bookmark: _Toc444869034]Table 17	Summary of the economic evaluation 
	Perspective
	

	Comparator
	

	Type of economic evaluation
	e.g. cost-effectiveness, cost-utility, cost-minimisation, cost-consequences.

	Sources of evidence
	e.g. Systematic review

	Time horizon
	e.g X years in the model base case

	Outcomes
	e.g. Name or list the outcome/s used in the model eg. LYG and QALYs

	Methods used to generate results
	e.g. trial-based, cohort expected value analysis, Markov model

	<Health states>
	Only put in this row, if it is relevant to your model

	<Cycle length>
	Only put in this row, if it is relevant to your model

	Discount rate
	

	Software packages used
	


See Table D.3.1 in the MSAC Therapeutic Guidelines.

[bookmark: _Toc395200799][bookmark: _Toc445464048]Literature review
A search of the literature should be conducted for published cost-effectiveness analyses of the proposed service.

[bookmark: _Toc395200800][bookmark: _Toc445464049]Structure of the economic evaluation
Specify the name and version of any software package used to conduct the economic evaluation.

The description of the economic evaluation should include:
•	a statement defining in detail the therapy options for which costs and outcomes are estimated in the economic evaluation
•	a description of each of the types of event and health states possible in the economic evaluation, together with a justification of the selection of each health state for inclusion in the evaluation and a justification for those that were considered potentially suitable but that were excluded to avoid excessive complexity (if relevant)
•	a description of the relationships and interactions between the various events and health states possible in the economic evaluation (including, where relevant for a state transition model, a detailed description of all possible transitions between the health states)
•	a description of all assumptions made in the construction of the economic evaluation
•	a decision tree diagram summarising the structure of the economic evaluation

The structure of the economic evaluation is shown in Figure 3.



[image: ] 
[bookmark: _Ref377977732][bookmark: _Toc423450302][bookmark: _Toc381969896]Figure 3	Decision analytic structure of the economic evaluation. 


Assumptions incorporated into the model structure:
Justify the economic evaluation characteristics summarised in Table 17

[bookmark: _Toc381796479][bookmark: _Toc445464050]Inputs to the economic evaluation
•	Present, as a minimum, the following information for each variable used in the economic evaluation:
	–	name (and definition, as necessary)
	–	quantity in natural units (as appropriate; for example, this is not applicable for unit costs)
	–	source.
•	Identify and list the direct health care resource items for which there would be a change in use associated with substituting the proposed medical service for the main comparator and define each in terms of natural units. 
•	Estimate the present value of direct health care resource costs and health outcomes. 
•	Discuss the implications for the economic evaluation of any important deficiencies in the available evidence base.
•	Summarise this information in a table for each type of variable and provide further details of calculations, as necessary.


[bookmark: _Toc381796480][bookmark: _Toc445464051]Results of the Economic Evaluation
•	Present the cost per patient per course if the proposed medical service is for acute or self-limited therapy, or the cost per patient per year if the proposed medical service is for chronic or continuing therapy.
•	Present the remaining results of the economic evaluation first in a disaggregated form, then in increasingly aggregated forms. Use discounting as appropriate.
•	Present the appropriately aggregated and discounted results separately for outcomes and costs, and separately for the proposed medical service and its main comparator.
•	Present separate estimates of the incremental cost and the incremental effectiveness of substituting the proposed medical service for the main comparator.
•	For cost-effectiveness and cost-utility analyses, present the incremental cost-effectiveness ratio as the incremental cost of achieving each extra unit of outcome with the proposed medical service substituted for the main comparator (the base case of the economic evaluation).
•	Draw a conclusion from the base-case economic evaluation that reflects the degree of uncertainty around the presented incremental cost-effectiveness ratios.

Two different formats for presenting the findings of the economic evaluation are provided below. Choose which of these is appropriate for the evaluation that has been undertaken. Please delete the inappropriate one and/or incorporate additional summary information, as required.

[bookmark: _Toc395200803][bookmark: _Toc445464052]<Incremental costs and effectiveness
The overall costs and outcomes, and incremental costs and outcomes as calculated for the intervention and comparator in the model, with the base case assumptions, are shown in the table below.
[bookmark: _Toc381969877][bookmark: _Toc444869035]Table 18 	Title 
	
	Cost
	Incremental cost
	Effectiveness (QALYs)
	Incremental effectiveness
	ICER

	Intervention
	
	
	
	
	

	Comparator
	
	
	
	
	


ICER = Incremental Cost Effectiveness Ratio>

[bookmark: _Toc395200804][bookmark: _Toc445464053]<Stepped economic evaluation
The results of a stepped analysis of the base case economic evaluation are given in the tables below.


[bookmark: _Toc444869036]<Table 19	Implications for the base case economic evaluation of applying the results of the clinical evaluation (Step 1 then Step 2)
	Population and circumstances of use
	As defined in trial(s) using ITT population
	As defined by the requested restrictiona

	Costs
	
	

	Costs of therapy involving the proposed medical service
	(Trial-based)
	(Trial-based)b

	Costs of therapy involving the main comparator
	(Trial-based)
	(Trial-based)b

	Incremental costs
	(Trial-based)
	(Trial-based)b

	For each trial-based outcome relied on in the economic evaluation before any extrapolation and/or transformation
	
	

	Extent of outcomes with the proposed medical service
	
	

	Extent of outcomes with the main comparator
	
	

	Incremental effectiveness (with 95% CI)
	(From Subsection B.6)
	(From Subsection C.4)

	ICER (cost/XXX)
	XXX
(Step 1)
	XXX
(Step 2)


CI=confidence interval; ICER=incremental cost-effectiveness ratio; ITT=intention to treat >
a If there is no need to apply the results of the clinical evaluation, the data in this column should be identical to the data in the adjacent column reporting the incremental impacts using the results for the study/trial’s ITT population.
b Justify any variation in estimate of incremental costs from the trial-based costing.
Subsections refer to the MSAC Therapeutic Guidelines.

[bookmark: _Toc444869037]<Table 20	Implications for the base case economic evaluation of extrapolating and transforming the results of the clinical evaluation (Step 3)
	
	Incremental costs
	Incremental effectiveness
	Incremental cost-effectiveness

	For each trial-based outcome relied on in the economic evaluation without further modification
	(From corresponding row of Step 2 in Table ES.5)
	(From corresponding row of Step 2 in Table ES.5)
	(From corresponding row of Step 2 in Table ES.5)

	For any trial-based outcome relied on in the economic evaluation with any extrapolation from the time horizon of the trial(s) only
	(Based on corresponding extrapolation of duration of treatment, if any)
	(From Subsection C.4 if extrapolation is required)
	(Alternative Step 3a)

	For any important outcome generated for or by the economic evaluation from the trial-based outcome(s) (‘transformation of nature of outcome’ only)
	(Include here any modelled increases in the provision of some resources and any modelled offsetting decreases of others)
	(From Subsection C.4 if possible, or if this approach is used, explain why a presentation here is not possible)
	(Alternative Step 3a)

	For the final outcome relied on in the economic evaluation generated as a valuation of the trial-based outcome(s) (‘value transformation’ only)
	(Should not change from Step 2 because nature of outcome does not change)
	(From Subsection C.4 if possible, or if this approach is used, explain why a presentation here is not possible)
	(Alternative Step 3a)

	For the final outcome relied on in the economic evaluation combining any extrapolation from the time horizon of the trial(s) with any transformation of the trial-based outcome(s) 
	
	
	(Completed Step 3 and expected base case)
XXX
(Step 3)


> 
Subsections refer to the MSAC Therapeutic Guidelines.
[bookmark: _Ref378943976]

[bookmark: _Toc445464054]Sensitivity analyses
•	Present univariate (one-way) sensitivity analyses on all variables using plausible extremes of values, and justify the selection of those extreme values.
•	Tabulate all univariate sensitivity analyses alongside the base case.
•	Present multivariate sensitivity analyses combining variables shown to be sensitive in the univariate analyses.
•	Examine and present the sensitivity of the results of the economic analysis to any changes in assumptions concerning the structure of the modelled economic evaluation that are important but uncertain
[bookmark: _Ref379457727]
[bookmark: _Ref378945269]The modelled results were most sensitive to >
[bookmark: _Toc444869038]Table 21	Key drivers of the economic model
	Description
	Method/Value
	Impact

	e.g. Time horizon
	25 years; assumed from 6 month trial duration
	High, favours intervention

	e.g. Upper 95% CL of the difference in outcomes
	$100,000/QALY
	High; favours comparator

	etc
	
	

	
	
	





[bookmark: _Toc445464055][bookmark: _Ref379274614]Section E	Financial Implications
[bookmark: _Toc214091269][bookmark: _Toc341796089][bookmark: _Toc445464056]Justification of the Selection of Sources of Data
Where data are available (published or unpublished) from one or more types of data sources:
	–	summarise the methods used to obtain the data 
	–	present the relevant main results
	–	interpret the findings
	–	discuss the limitations (including the representativeness of the results) and biases of the method adopted.
Where data are obtained via one or more studies commissioned for the assessment report:
	–	describe the gap in the information to be addressed by the commissioned analysis
	–	summarise the methods used to obtain and analyse the data 
	–	present the relevant main results
	–	interpret the findings 
	–	discuss the limitations (including the representativeness of the results) and biases of the method adopted.

<An epidemiological approach has been used to estimate the financial implications of the introduction of XXX.> 

[bookmark: _Toc214091270][bookmark: _Toc341796094][bookmark: _Toc445464057][bookmark: _Toc379118300][bookmark: _Toc381796483][bookmark: _Toc379118089]Use and Costs of XXX
Estimate the number of patients with the medical condition targeted by the proposed medical service, the number who would be eligible for the requested restriction and the number of patients likely to use the proposed medical service. 
Estimate the number of times the proposed medical service is delivered in each year over five years (disaggregated into proportions for MBS-funding, and by beneficiary type). 
Estimate the costs for each form of the proposed medical service in each year over five years.
Aggregate these cost calculations for the proposed medical service overall in each year over five years.
[bookmark: _Toc379118301][bookmark: _Toc381796484][bookmark: _Toc445464058]Changes in Use and Cost of Other Medical Services 
[bookmark: _Toc379118302]Identify the other MBS-funded medical services that are likely to be affected by listing the proposed medical service. 
For each proposed medical service, estimate the extent of change in the number of times the proposed medical service is delivered each year over five years (disaggregated into proportions for the MBS and by beneficiary type). 
Aggregate both these cost calculations for the other affected medical services in each year over five years.
[bookmark: _Toc381796485][bookmark: _Toc445464059]Financial Implications for the MBS 
Estimate the net financial implications for the MBS in each year over five years by subtracting the net cost offsets for both the aggregated estimates calculated in Subsection E.3 from the corresponding estimates calculated in Subsection E.2.

The financial implications to the MBS resulting from the proposed listing of XXX are summarised in Table 22.
[bookmark: _Ref395200179][bookmark: _Toc444869039]Table 22	Total costs to the MBS associated with XXX
	-
	2015-16
	2016-17
	2017-18
	2018-19
	2019-20

	Intervention
	-
	-
	-
	-
	-

	Number of services
	
	
	
	
	

	Sub-total cost
	
	
	
	
	

	<Any co-administered services currently MBS listed>
	-
	-
	-
	-
	-

	Number of services 
	
	
	
	
	

	Sub-total cost
	
	
	
	
	

	Total services
	
	
	
	
	

	Total cost
	
	
	
	
	



This section should primarily focus on the financial implications in terms of MBS rebates. If a service is primarily out-of-hospital, then there will need to be a separate analysis of the financial implications to the safety net. The ratio of in-hospital vs out-of-hospital needs to be determined and the 75% vs 85% rebate (or if a GP service, 100% rebate), respectively, proportionately assigned in the costing. The Department is interested in the rebate as the input cost, not the schedule fee. 

[bookmark: _Toc445464060]Financial Implications for Government Health Budgets 
Implementing an MSAC recommendation might have financial implications for other parts of the Australian Government’s health budget. It might also have implications for state and territory Government health budgets, including public hospitals. 
[bookmark: _Toc445464061]The Broader Impact on the MBS
The MBS includes a number of elements that are not expected to be estimated. This includes the cost of safety nets and incentives. Where possible, additional information should be provided that will allow the Department to assess these factors.
[bookmark: _Toc445464062]Other Government Impacts
Other Australian Government agencies are typically impacted by the implementation of new and amended medical services. 
If relevant, estimate the extent of the net change in the number of PBS prescriptions processed by Medicare Australia for payment (and, where appropriate, the net change in the number of authorisations by Medicare Australia) in each year over five years.
[bookmark: _Toc445464063]State and Territory Government Health Budgets
Identify and justify any financial implications for state and territory Government health budgets, such as for public hospitals (including inpatient admissions, emergency department visits and outpatient clinic visits). In presenting the calculations, follow the approach taken above to estimate first the numbers, in their natural units, of the disaggregated resources provided or freed. 
There is controversy about valuing freed hospital resources in Government health budgets because, in the Australian public hospital system, the freed resources are typically redeployed to improve the health of the next available patient rather than being realised as financial cost reductions.
Provide further justification to support any claim for financial cost offsets from any reduction in the need to provide a public hospital resource. For example, provide a basis for concluding that the expected change is large enough that a resulting change in the provision of the resource would become a viable option for hospital management or other appropriate decision makers. 
Another option could be to exclude the fixed costs from the marginal costs of the identified hospital resource type (the opportunity cost value used in assessment report section D is the full average cost of each resource, which represents its maximum value assuming an infinite time horizon to manage health care resources). Apply the justified unit cost to each type of resource to estimate the net financial implications for each type, and aggregate the newly identified financial implications in each year over five years.

[bookmark: _Toc445464064]Identification, Estimation and Reduction of Uncertainty
•	In each step of the calculations, assess the sources of uncertainty and distinguish the type and degree of uncertainty in utilisation and financial estimates.
•	Where possible, explain the nature of each uncertainty and its impact on the overall estimates.
•	Estimate the level of the uncertainly and propose ways to reduce it.

E.4 and E.6 may be integrated, as needed, so the sensitivity analyses are presented immediately after the base calculations estimated in E.4.

[bookmark: _Toc379118085][bookmark: _Toc381796472][bookmark: _Toc445464065][bookmark: _Toc381796487]Section F	Other relevant considerations
This section is reserved for content relating to changes in the organisation of care, social/ethical/legal considerations, specific policy considerations, impact on consumers/patients, access/equity considerations, training/workforce considerations, risk share arrangements etc. 
Discussion of key trials that are ongoing and due to report results shortly could also be discussed here. 
The content of this section is topic-specific; it is, therefore, optional.

[bookmark: _Ref352745383][bookmark: _Toc352254677][bookmark: _Toc352672949][bookmark: _Toc355274740][bookmark: _Toc379118097][bookmark: _Toc381796496][bookmark: _Toc445464066][bookmark: _Ref237760111]<Appendix A	Clinical Experts and Assessment Group
[bookmark: _Toc352254678][bookmark: _Toc352672950][bookmark: _Toc352761735][bookmark: _Toc379118098][bookmark: _Toc381796497]This Appendix is only relevant for contracted assessments. Delete for submission-based assessments and re-label the subsequent Appendices.
[bookmark: _Toc445464067]<Health Expert Standing Panel (HESP) (if allocated)
Member	Expertise or affiliation

[bookmark: _Toc445464068]<Clinical Expert
Name	Expertise


[bookmark: _Toc379118099][bookmark: _Toc381796498][bookmark: _Toc445464069]Assessment group 
XXXX
Name	Position


[bookmark: _Toc352254679][bookmark: _Toc352672951][bookmark: _Toc352761736]Noted conflicts of interest
There were no conflicts of interest.>
[bookmark: _Toc379118100][bookmark: _Toc381796499][bookmark: _Toc445464070]Appendix B	Search strategies
[bookmark: _Toc294256148][bookmark: _Toc301358577][bookmark: _Toc303677590][bookmark: _Toc303677762][bookmark: _Toc381796500][bookmark: _Toc445464071]Bibliographic databases
	Electronic database
	Time period searched

	Embase Note – Embase.com and the previous 12 months of PubMed would be more comprehensive as Embase.com includes both Embase and Medline entries and PubMed includes unindexed (pre-Medline) entries
	

	Medline
	

	The Cochrane Library (CDSR, Central, DARE, HTA, HEED)
	

	
	

	
	

	
	

	
	

	
	


[bookmark: _Toc294256149][bookmark: _Toc301358578][bookmark: _Toc303677591][bookmark: _Toc303677763][bookmark: _Toc381796501]Add rows if needed
[bookmark: _Toc445464072]Additional sources of literature (including websites)
	Source
	Location

	Australian Clinical Trials Registry
	

	National Institutes of Health
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	


Add rows if needed
[bookmark: _Ref170808567][bookmark: _Toc460813781][bookmark: _Ref170792604]
Page 82 of 4   Version No. XX DD/MM/YYYY 	Application Name & No.
[bookmark: _Ref364237249][bookmark: _Ref190841600][bookmark: _Toc379118101][bookmark: _Toc381796504][bookmark: _Toc445464073]Appendix C	Studies included in the Systematic Review 
[bookmark: _Toc381796505]Profiles of studies on XXXX included in the systematic literature review
	Authors
Study ID
Publication Year
	Study design/ duration

	Level of evidencea and risk of bias assessmentb
	Location
Setting
Length of follow-up
	Study population characteristics
Eg N, age, gender, co-morbidities, disease description and severity, baseline function
	Description of Intervention
<including duration of treatment>
	Description of Comparator
<including duration of treatment>
	Relevant outcomes assessed 
(ie related to outcomes specified in PICO)
	Measurement of outcomes and methods of analysis

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	


[bookmark: _Ref192056948][bookmark: _Ref169423889]<study design characteristics such as CC=case control; Coh=cohort; CS=case series; DB=double blind; MC=multi-centre; NR=non-randomised; OL=open label (unblinded); R=randomised; SB=single blind; X=cross-sectional etc>
a source: see NHMRC hierarchy of evidence http://www.biomedcentral.com/1471-2288/9/34; b risk of bias as it relates to primary outcomes of the systematic review


[bookmark: _Ref421017583][bookmark: _Ref421017580][bookmark: _Toc445464074]Appendix D	Evidence Profile Tables 
In order to follow GRADE methodology, the full evidence profile tables should be included (with footnotes), per comparison, including all the critical and important outcomes. If no evidence for critical outcomes were identified, a row in the table could be included with a comment that no data were found. Two examples of how an evidence profile table may be formatted are shown below in Table 23 and Table 24 (choose the most appropriate and amend as required). These data are condensed into a ‘Summary of findings’ table, to be included in the main body of the report. 

[bookmark: _Ref421016257][bookmark: _Toc444869040]Table 23	Evidence profile table example 1 for intervention compared to comparator for population
	Outcome  (units, follow-up)
	No. of studies and study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations (e.g. publication bias)
	No. of patients in intervention arm
	No. of patients in comparator arm
	Relative effect (95%CI)
	Absolute effect (95%CI)
	Quality
	Importance

	e.g. Outcome 1 (6 months)
	
	
	
	
	
	
	
	
	
	
	
	

	Outcome 1 (12 months)
	
	
	
	
	
	
	
	
	
	
	
	

	Outcome 2 
	
	
	
	
	
	
	
	
	
	
	
	



[bookmark: _Ref421016260][bookmark: _Toc444869041]Table 24	Evidence profile table example 2 for intervention compared to comparator for population
	Outcome  (units, follow-up)
	No. of participants, No. of studies and study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations (e.g. publication bias)
	Quality
	Study events rates (%) Risk with comparator
	Study events rates (%) Risk with intervention
	Relative effect (95%CI)
	Anticipated absolute risk with comparator 
	Anticipated absolute risk with intervention

	e.g. Outcome 1 (6 months)
	e.g. 
n=215
k=3 RCTs
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	



[bookmark: _Ref364237293][bookmark: _Ref363131580][bookmark: _Toc379118102][bookmark: _Toc381796506][bookmark: _Toc445464075]Appendix E	Excluded Studies
Please restrict this list to studies that may potentially be considered eligible for inclusion based on the PICO criteria, but are subsequently excluded (i.e. due to containing duplicate information, in another language and not being a higher level of evidence than available in English, being unable to extract the data etc). 



[bookmark: _Toc379118117][bookmark: _Toc381796514][bookmark: _Toc445464076]References 
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