Campbell & Cochrane Economics Methods Group 

Update Report March 2018 

Workshops and Colloquium 

Cochrane Colloquium
Methods Workshops have been submitted on brief economic commentaries, full integrated reviews of economic evaluations (2 workshops) and a satellite workshop based on the Cochrane online module on health economics

Wider Cochrane Developments
[bookmark: _GoBack]
Handbook

[bookmark: _MON_1592645579]A second draft of the draft handbook chapter has been submitted to the handbook editors.  This draft is currently about 6000 words and focuses on methods for brief economic commentaries.  The chapter is currently out at peer review.  The draft chapter is embedded below.  

A supplementary file based on the full integrated review is in preparation.  

Papers

Patricia Aluko has completed a worked example of a full economic review as part of a Cochrane review with the eyes and vision group on “Interventions to increase the uptake of diabetic retinopathy screening.”  The review is now published
Interventions to increase attendance for diabetic retinopathy screening  JG Lawrenson, E Graham‐Rowe, F Lorencatto, J Burr… - The Cochrane Library, 2018

An NIHR Cochrane Programme Grant has been awarded by the Cochrane Gynaecological, Neuro-oncology & Orphan cancers (CGNOC).  The title is “Putting patients first - answering questions posed by James Lind Alliance partnerships in under-resourced cancer areas”   The proposal is to conduct and update a number of high priority reviews.  As part of this a number of brief economic commentaries and full economic reviews are being conducted as further case studies.  The first of these should be published shortly. The summary is copied at the end of this document for information.

Campbell methods guide update

The following programme of work has been agreed and any volunteers to assist would be appreciated.

a) Review of systematic reviews reporting economic methods and outcomes in Campbell library (Denny John to Lead)
b) Discussion paper on Economic Evidence in Systematic Reviews  
c) Update the Campbell Economic Methods Brief
d) Initiate some work on equity considerations in cost-effectiveness analysis

Training course:

Cochrane
Revised online training module in health economics and cochrane has been prepared.  This is now available on line. 
“Interested in learning more about incorporating economic evidence into systematic review? Go on to http://training.cochrane.org/interactivelearning/module-9-introduction-health-economics for the health economics module written by Luke Vale,@patriciaHarluks and @idshemilt on behalf of @CCEMG. This is one of the 9 updated modules recently launched by @cochranecollab 


Campbell
In addition to the planned revision of training materials a workshop on systematic reviews is was planned for January 2018.  This has been delayed until funding is secured.  The current draft agenda is attached:






1.1_ Delhi Systematic Review Workshop_Aug17.docx
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Health Economic Evaluations and Economic Evidence

1-3 November 2017, Venue: TBD



[bookmark: _GoBack]Background: The evidence on health economics data is much relevant in health services, health policy and social welfare. The use of health economic evaluation evidence is an essential part of health technology assessments (HTA). 

The use of health economic evidence can be used to address a wide variety of questions: What does an intervention cost? What are the resources used while implementing a particular intervention? What are the effectiveness or benefits of an intervention? What is the cost-effectiveness, cost-utility or cost-benefit of one particular drug, vaccine, device, technology, or intervention compared with another? Can costs and cost effectiveness evidence be transferred from one geography to another? 



Objectives: This workshop presents the scientific principles, methods, analysis, and reporting standards that guide the process of conducting economic evidence studies in health and social sciences. In addition, the group will be introduced to the process of registering titles and protocols, and conducting reviews within the Cochrane and Campbell Collaboration, and work in groups to produce titles for registration.



· Introduction to health economics and economic evaluation

· Relevant information sources for economic evaluations

· Approach to searching for economic evidence

· Key points for consideration in appraising economic evaluations 

· Providing some practical guidance in critical appraisal through group work

· Registering titles and protocols, and conducting reviews with the Campbell Collaboration



Methods: This workshop includes lectures, discussion, group and computer exercises. Participants should bring their own laptops for the workshop.



Instructors: Dr. Luke Vale, Professor (Health Economics), Newcastle University, UK; Chair, Campbell Cochrane Economic Methods Group (CCEMG), and Denny John, Evidence Synthesis Specialist, Campbell Collaboration, New Delhi. 


To register please mail Denny John on djohn@campbellcollaboration.org stating name and affiliation. This event is free of charge. A limited number of bursaries are available for travel and accommodation for participants from outside of Delhi.



Programme



Day 1: Wednesday, 1 November 2017

09:30-09:45	Registration 



09:45-10:00	Welcome and introductions, Quiz



10:00-11:30	Introduction to Health Economics



11:30-12:00	Tea-break



12:30-1:30	Introduction to Economic Evaluation



1:30-2:30	Lunch



2:30-3:30	Measurement and valuation of costs



3:30-4:00	Tea-break



4:00-5:00	Measurement of valuation in health and social programs



5:00-5:30	End of day quiz



Day 2: Thursday, 2 November 2017



9:30-11:00	Introduction to health economic modelling



11:00-11:30	Tea-break



11:30-1:30	How to include economics in systematic review protocols (Economic commentary, resource use/costs as part of intervention descriptions, partial economic evaluations (costing, cost analysis), full economic evaluations



1:30-2:30 	Lunch



2:30-3:30	Search strategies, economic databases, and retrieval



3:30-4:00	Tea-break



4:00-5:00	Critical appraisal of health economic evaluation studies



5:00-5:30	End of day quiz



Day 3, Friday, 3 November 2017



9:30-11:00	Group exercises on critical appraisal and presentations



11:00-11:30	Tea-break



11:30-12:00 	Introduction to Campbell Collaboration and the process for registering a Campbell study, and the Campbell Title Registration Form



12:00-1:30	Developing review questions, PICO(S) for systematic review of health economic evaluation topic, 



1:30-2:30	Lunch



2:30-3:30 	Group work 



3:30-4:00	Tea-break



4:00-5:00	Presentations



5:00-5:30	 Group photos, Certificates, & Workshop feedback	
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Cochrane Gynaecological, Neuro - oncology and Orphan Cancers     NIHR Programme Grant   Summary of Research:   Primary Brain tumours are the ninth most common cancer in the UK and account for 3% of all  cancers (1). The  aim of this suite of Systematic Reviews is to inform stakeholders, patients / carers,  clinicians, commissioners  and research funders of current level of evidence around prioritised  clinical research areas by facilitating strategic collaboration to produce   high quality prioritised  systematic reviews around primary brain tumour clinical goals. The topics chosen are based on the  JLA top 10 clinical questions (2). The Cochrane Neuro - Oncology (CNO) section of GNOC  (Gynaecology, Neuro - Oncology and Orphan Cancer  Review Group) and the NCRI Brain Clinical  Studies Group have prioritised these areas for further research and some of the topics are relevant  to NICE guideline on primary brain tumours due in 2018 (3,4). “Early diagnosis”, “best treatment”,  “molecular diag nostics” and “enhancing treatment service delivery” are headline aims in  Achieving  World Class Cancer Outcomes: A strategy for England  (5) and  Commissioning Cancer Services  (6).  Advice on adjusting to life after treatment, signs and symptoms of recurrence  and potential  consequences of treatment are important aspects of Implementing the Cancer Task Force  Recommendations (7). Early Diagnosis of Cancer is a DoH, Scottish Office and CRUK priority (8).  Generic frameworks now allow us to analyse time to diagnosis   (9) and routes to diagnosis (10) allow  in conjunction routinely measured “targets” e.g. 2 week wait; 31 and 62 days may allow us to study  interventions aimed at improving delays, in diagnosis and access to diagnostic tests. Cochrane  Neuro - Oncology wil l c ollaborate with NCRI brain Clinical Studies Group and the Complex Review  Support Unit (Glasgow) to synthesise the complex evidence around interventions that may improve  diagnostic interval or referral pathway. We will also collaborate with NICE/NGA, EPPI - C entre and  NCRI to produce a “fast - track Network Meta - analysis (NMA) review on techniques to maximise  extent of safe surgical resection and provide Health Economic Evaluation. Cochrane Neuro - Oncology  will collaborate with EPPI Centre and NICE/NGA to allow a ll review to become “living systematic  reviews (LSR)” in future. More than 50% of patients with malignant brain tumours are >60 year of  age and with NCRI brain CSG content authors and the help of the Complex Review Support Unit we  will evaluate the evidenc e for both these NMA Reviews.     Treatment selected and likely prognosis is affected by specific molecular markers (methylated  MGMT and Ch 1p19q), however different methods of measuring the activity of these can give  different results which may impact on the   treatment given. Cochrane Neuro - Oncology will  collaborate with NCRI brain CSG members and DTA support in Birmingham to provide two high  quality DTA reviews with economic evaluation. Treatment of primary brain tumours in long term  may be complicated by lat e effects of treatment (radiotherapy and chemotherapy) and also  commonly fear local progression or transformation to a higher grade of tumour and after treatment  of recurrence there is no good systematic review evidence that further treatment is beneficial   in  terms of survival or quality of life. These are all JLA Neuro - Oncology questions and are complex  reviews that will have to consider benefits and harms and costs of late effects, imaging recurrence  and third line treatments.     Systematic consideration of   economic evidence would provide added value to forthcoming NICE  Guidelines.  The JLA Neuro - Oncology Priority Setting Partnership had PPI involvement 50:50 with  clinicians and our two experienced Cochrane Consumers are in an excellent position not only to  advise on the SRs themselves but also the dissemination of results in the UK and globally through  their charities (brainstrust and International Brain Tumour Alliance) but also through other  organisations they are both consumer representatives for .  
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NIHR Programme Grant

Summary of Research:

Primary Brain tumours are the ninth most common cancer in the UK and account for 3% of all cancers (1). The aim of this suite of Systematic Reviews is to inform stakeholders, patients / carers, clinicians, commissioners  and research funders of current level of evidence around prioritised clinical research areas by facilitating strategic collaboration to produce high quality prioritised systematic reviews around primary brain tumour clinical goals. The topics chosen are based on the JLA top 10 clinical questions (2). The Cochrane Neuro-Oncology (CNO) section of GNOC (Gynaecology, Neuro-Oncology and Orphan Cancer Review Group) and the NCRI Brain Clinical Studies Group have prioritised these areas for further research and some of the topics are relevant to NICE guideline on primary brain tumours due in 2018 (3,4). “Early diagnosis”, “best treatment”, “molecular diagnostics” and “enhancing treatment service delivery” are headline aims in Achieving World Class Cancer Outcomes: A strategy for England (5) and Commissioning Cancer Services (6). Advice on adjusting to life after treatment, signs and symptoms of recurrence and potential consequences of treatment are important aspects of Implementing the Cancer Task Force Recommendations (7). Early Diagnosis of Cancer is a DoH, Scottish Office and CRUK priority (8). Generic frameworks now allow us to analyse time to diagnosis (9) and routes to diagnosis (10) allow in conjunction routinely measured “targets” e.g. 2 week wait; 31 and 62 days may allow us to study interventions aimed at improving delays, in diagnosis and access to diagnostic tests. Cochrane Neuro-Oncology wil l collaborate with NCRI brain Clinical Studies Group and the Complex Review Support Unit (Glasgow) to synthesise the complex evidence around interventions that may improve diagnostic interval or referral pathway. We will also collaborate with NICE/NGA, EPPI-Centre and NCRI to produce a “fast-track Network Meta-analysis (NMA) review on techniques to maximise extent of safe surgical resection and provide Health Economic Evaluation. Cochrane Neuro-Oncology will collaborate with EPPI Centre and NICE/NGA to allow all review to become “living systematic reviews (LSR)” in future. More than 50% of patients with malignant brain tumours are >60 year of age and with NCRI brain CSG content authors and the help of the Complex Review Support Unit we will evaluate the evidence for both these NMA Reviews.



Treatment selected and likely prognosis is affected by specific molecular markers (methylated MGMT and Ch 1p19q), however different methods of measuring the activity of these can give different results which may impact on the treatment given. Cochrane Neuro-Oncology will collaborate with NCRI brain CSG members and DTA support in Birmingham to provide two high quality DTA reviews with economic evaluation. Treatment of primary brain tumours in long term may be complicated by late effects of treatment (radiotherapy and chemotherapy) and also commonly fear local progression or transformation to a higher grade of tumour and after treatment of recurrence there is no good systematic review evidence that further treatment is beneficial in terms of survival or quality of life. These are all JLA Neuro-Oncology questions and are complex reviews that will have to consider benefits and harms and costs of late effects, imaging recurrence and third line treatments.



Systematic consideration of economic evidence would provide added value to forthcoming NICE Guidelines.  The JLA Neuro-Oncology Priority Setting Partnership had PPI involvement 50:50 with clinicians and our two experienced Cochrane Consumers are in an excellent position not only to advise on the SRs themselves but also the dissemination of results in the UK and globally through their charities (brainstrust and International Brain Tumour Alliance) but also through other organisations they are both consumer representatives for.
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Key points

· Economics is the study of the optimal allocation of limited resources for the production of benefit to society and is therefore relevant to any healthcare decision. 

· Optimal decisions also require best evidence on cost-effectiveness.

· This chapter describes methods for incorporating economics perspectives and evidence into Cochrane reviews.

· Incorporating economics perspectives and evidence into Cochrane reviews can enhance their usefulness and applicability for healthcare decision-making and new economic analyses.








X.1. Economic perspectives and economic evidence

Incorporating an economic perspective into a Cochrane intervention review involves the relatively straightforward task of placing an ‘economics lens’ on the health condition (population), intervention(s) and effectiveness question(s) under investigation, in order to highlight economic issues of potential importance to end-users. In comparison, incorporating economic evidence into a Cochrane intervention review requires the application of specialised methods and procedures. Two optional methodological frameworks have therefore been developed for incorporating economic evidence into reviews (see Sections XX.1.2).



XX.1.2. Frameworks for incorporating economic perspectives and evidence into Cochrane intervention reviews

Incorporating economic perspectives into a Cochrane intervention review can be a relatively straightforward exercise that can add value to all such reviews while incorporating economic evidence is less straightforward. Methodological and practical implications therefore need to be considered carefully at an early stage of planning the protocol for a systematic review. 



The two methodological frameworks presented in this chapter for incorporating economics evidence are: 



1. Brief economic commentary 

2. Integrated full systematic review of economic evidence 



The full integrated systematic review of economic evidence is covered briefly in this chapter but described in the supplementary material that can be found at http://methods.cochrane.org/economics.  This approach is substantially more resource intensive when implemented in full than the Brief economic commentary.  This is because it requires additional ‘economic’ methods procedures to be integrated into each stage of the main systematic review of intervention effects.  Conducting an integrated full systematic review of economic evidence will also require specialist input to the author team from a health economist, with experience (or support from someone with experience) of applying the framework, at all stages of the process.  



The Brief Economic Commentary is substantially less intensive and the majority of this chapter concentrates on this approach.

X.1.2.1:  What is a Brief Economic Commentary?

The ‘brief economic commentary’ framework is specifically designed to support the inclusion of an economic perspective and evidence in Cochrane intervention reviews without requiring specialist input from health economists (beyond initial guidance and training in the method and procedures), and without placing a major additional workload burden on author teams or editorial bases. This framework can be viewed as a ‘minimal framework’ framework for incorporating economic perspectives and evidence, with inherent limitations that will require appropriate caveats in the commentary.



X.1.2.2  Core principles of economic methods

There are core principles that underpin both frameworks:



I. Full reviews or brief economic commentaries developed with the aim of summarising evidence on the costs and/or cost-effectiveness of interventions should not in general be conducted as a stand-alone exercise.  They must place the ‘economic evidence’ (i.e. impacts on resource use, costs and/or cost-effectiveness) into the context of reliable evidence for intervention effects on health and related outcomes.  Failure to do so can lead to a biased summary of the evidence and a distorted assembly of data from primary studies, because the evidence on effects used in identified economic evaluations are highly likely to be (at best) only a sub-set of that used to provide the summary of evidence for effects (including assessment of the quality of that evidence).  The evidence for effects produced by the Cochrane intervention review will be the most up to date synthesis and any published economic evaluation can, at best, only be based on study data that were available at some earlier time point.  



Furthermore, economic evaluations may be susceptible to a specific source of publication bias (or indeed conduct bias).  For example, audits of some clinical areas have shown that clinical effect sizes in RCTs published alongside a concurrent economic evaluation are systematically larger than those in RCTs without (Gilbody, Bower et al. 2007)  This may reflect the difficulty in publishing planned economic evaluations conducted alongside ‘inconclusive’ trials.  Also, decisions made whilst planning a trial may mean that an economic evaluation is excluded (e.g. because it is felt implausible that an effective intervention could be anything other than cost-saving).  However, such reasoning may not be reflected in published trial protocols or final study reports.  Both of these issues compound the issue of reporting biases in RCTs (see Chapter XX and Section XX.2.4). 	Comment by Ian Shemilt: Was Chapter 8 ‘Addressing reporting biases’.



II. Given the international audience of end-users of Cochrane intervention reviews, the primary aim of economics components of reviews should be to explain how interventions impacted on incremental resource use, costs, health outcomes and cost-effectiveness when implemented at specific times in specific settings (i.e. a focus on ‘what happens?’(Petticrew 2015)and what drives variation in estimates of economic and health outcomes between studies and settings.  This will help end-users understand key economic trade-offs between alternatives that could be used in practice.



III. A key secondary aim of economics components of reviews should be to present health and economic outcome data outputs from Cochrane reviews in formats that facilitate the reuse of these data as inputs to the subsequent, or parallel, development of new model-based economic evaluations.



XX.1.2.3. Criteria for prioritising inclusion of economic evidence in a Cochrane Intervention Review

Whilst all reviews could have an economic component, an economic component might not be always be necessary.  In general, it is more likely to be important to incorporate economic evidence into a review when important differences are expected between the intervention(s) and comparator(s) being compared in terms of their impacts on resource use and associated costs. This places the onus on preliminary planning by author teams to identify items of resource use that may differ between alternative management strategies (i.e. the intervention(s) and comparator(s)), and to decide which (if any) are likely to be important to decision-makers. In addition, pragmatic factors, such as the availability of specialist expertise and research resources to be assigned to this component of the review, may also impact on the final decision. 



Some commissioners of systematic reviews have found it useful to develop decision algorithms, such as the one shown in Figure XX.1, to help prioritise systematic reviews of the effects of health interventions for inclusion of economic perspectives and evidence (Frick 2012).





Figure XX.1: Decision algorithm to help prioritize reviews for inclusion of economic evidence

		Expected incremental effect (Ex ante)

		Expected incremental cost (Ex ante)

		Probability economic evidence could change potential adoption decisions (Ex ante)

		Priority for incorporating economic perspectives and evidence



		Small

		Low

		Low probability

		Low priority



		Small 

		Low

		High probability

		Medium priority



		Large 

		Low

		Low probability

		Very low priority



		Large

		Low

		High probability

		Low priority



		Small

		High

		Low probability

		Medium priority



		Small

		High

		High probability

		High priority 



		Large

		High

		Low probability

		Low priority



		Large

		High

		High probability

		Medium priority







The algorithm shown in Figure XX.1 provides three criteria to help prioritise reviews for inclusion of economic evidence, these are:



1. the expected incremental effect of an intervention (compared with alternatives); 

2. the expected incremental cost of the intervention (compared with alternatives); and

3. the likelihood that economic evidence could change potential decisions about use of an intervention. 



Each of these criteria is dichotomised for simplicity: large or small incremental effect, high or low incremental cost, and a high or low probability that economic evidence will affect potential decisions concerning the adoption of the intervention. 



It can be challenging to judge the likely size of incremental effects and costs in these broad, dichotomised terms, in advance of conducting the research. However, this is an essential first step in planning any study of intervention effects or economic evaluation, just as it is in planning systematic reviews of such studies.  In practice, it may be easier to apply this algorithm when planning an update of an already published Cochrane intervention review.  This is because the results of the current, published version may indicate potential sources of important differences in resource use and costs between the intervention(s) and comparator(s).  For example, a summary effect size that shows an increased/ decreased risk of a revisional procedure being required following a surgical intervention implies a difference in resource use and costs associated with performing additional/fewer revisional procedures (including those associated with management of any complications and follow-up care).  



The ex-ante probability that economic evidence could change potential adoption decisions is largely a subjective judgment. This judgment is again challenging to make given the intended international audience of end users of Cochrane reviews. Authors are therefore encouraged to contact their Cochrane Group for assistance to identify health economists linked to Cochrane, who can provide specialist advice to support these ex-ante judgments, to supplement the initial guidance provided below. 



There are two rows in Figure XX.1 for which the decision to de-prioritise or prioritise incorporation of economic perspectives and evidence is relatively clear. The first scenario is characterised by a large incremental beneficial effect, a low incremental cost, and a low probability of the economic evidence changing the decision.  In this scenario, a very low priority is placed on the incorporation of economic perspectives and evidence into review.  This is because with a large beneficial effect on health (which is likely to translate into lower subsequent use of health services and lower associated health care costs) and small input costs, the intervention is likely to be cost-effective (possibly cost-saving) overall.  It would however be important to state this reasoning in the background section of a protocol and review.



Conversely, if the expected incremental beneficial effect is small, the expected incremental costs are high, and the economic evidence has a high probability of changing the decision, then this algorithm places a high priority on the incorporation of economic perspectives and evidence. The other rows of Figure XX.1 represent six further scenarios that fall between these two extremes. For example, the second row represents a scenario in which the incremental beneficial effect is small, the incremental cost is low, and the economic evidence has a high probability of changing the decision.  This scenario may occur when, for example, the expected cost impact of the intervention is small but the health condition targeted by the intervention has a very high prevalence, such that the cumulative impact of small changes in costs across a large number of treated patients adds up to a large overall change in costs at the level of a region or a country so affordability may be very important to a decision-maker.



The decision algorithm in Figure XX.1 excludes scenarios in which the intervention is expected to be associated with negative incremental cost (i.e. net savings) and a positive incremental effect relative to the comparator (and vice versa); in other words, situations in which decisions to adopt or reject are expected to be straightforward because the intervention is clearly better or clearly worse than the comparator (i.e. it dominates, or is dominated by the comparator).   



It is important to understand that if the decision algorithm shown in Figure XX.1 suggests that low (or very low) priority should be placed on incorporating economic evidence, this does not necessarily imply that doing so would provide no useful information for decision-makers. Rather it implies that a low (or very low) priority might be assigned to devoting limited research time and resources to conducting the economics component of a review.



XX.2 Planning the economic component of the review

XX.2.1 Introduction

Regardless of which of the two methodological frameworks will be applied, authors of Cochrane intervention reviews aiming to incorporate economic evidence will need to plan the economics component from the title registration stage. The general steps incorporating economic evidence into Cochrane reviews can be seen in Figure XX. 2.  Further guidance and information on the planning can be accessed through the Campbell and Cochrane Economics Methods Group (CCEMG) website [http://methods.cochrane.org/economics/training-resources].



Once a decision to include economic evidence has been taken, it is advisable to consult with a health economist with experience of Cochrane review methods as soon as possible (see Box XX.1).  















Figure XX.2: Flow chart for incorporating economic evidence  






Box XX.1 The Campbell and Cochrane Economics Methods Group

		

The Campbell and Cochrane Economics Methods Group (CCEMG) has been registered as a Cochrane Collaboration methods group since 1998. Core aims of the CCEMG include, within available resources:

· to promote and support consideration of economics issues within systematic reviews;

· to develop economics methods for Cochrane reviews that are relevant to the consumers of reviews and appropriate, unbiased and objective in terms of their application; and

· to link review authors and editors with health economists who can offer help with conducting reviews, or provide specialist advice and peer review.

The group also has primary responsibility for keeping the guidance in this Cochrane Handbook chapter, and related training materials, up to date, as economics methods for systematic reviews of intervention effects continue to develop, and experience of applying these methods in Cochrane and other systematic reviews accumulates. Links to economics methods training materials (targeted to review authors and health economists embedded in author teams and editorial bases) and other key resources are available on the CCEMG website.

E-mail: c.cemg@ncl.ac.uk

Web site: www.methods.cochrane.org/economics/







X.2.2.  Developing a Brief Economic Commentary

XX.2.2.1.  Formulating the objectives and eligibility criteria 

The economic question which will guide application of the selected framework can be formulated with close reference to the question(s) that frame the systematic review of intervention effects.  The research questions to be addressed by Cochrane reviews of intervention effects are conventionally formulated as objectives, for example:	Comment by Ian Shemilt: For Handbook Editors: Cross reference (cite) a Section 1 or Section 2 chapter sub-section here?



To assess the effects of aspirin [intervention] versus placebo [comparator] for primary prevention of heart attacks [condition and primary health outcome] among adults aged > 50 years [population].



The concise details of methods and procedures that will be used to develop the commentary, including the question it will address, can be described in the ‘Methods’ section protocols under an optional Level 3 heading ‘Incorporating economic evidence’. Framing the questions for brief economic commentaries can (like systematic reviews of intervention effects) be expressed in the form of objectives. However, the most important objective in this case is to summarise the availability and principal findings of eligible economic evaluations. 	Comment by Ian Shemilt: For Handbook Editors: Can this optional Level 3 heading replace the ‘Economic issues’ optional level 3 heading in RevMan (see 2001 handbook, section 4.5 (Methods, final paras)?



XX.2.2.2  Formulating eligibility criteria

Although for a Brief Economic Commentary it is not necessary to include details of PICO eligibility criteria for studies that will be sought to inform the review in the ‘Criteria for considering studies in this review’ part of the ‘Methods’ section. It is however useful for authors to think through items of resource use that may differ between alternative management strategies which are potentially important to decision-makers, as described above in Section XX.1.2.3. It is recommended to use the ‘Incorporating economic evidence’ section to highlight that eligibility criteria for studies that will be used to develop the commentary are the same as those set for the main systematic review of intervention effects with respect to the population (P), intervention(s) (I), comparator(s) (C), and primary health outcome (O), and then to state supplementary criteria with respect to study designs. For example:	Comment by Ian Shemilt: For Handbook Editors: Can this optional Level 3 heading replace the ‘Economic issues’ optional level 3 heading in RevMan (see 2001 handbook, section 4.5 (Methods, final paras)?



We will develop a brief economic commentary based on current methods guidelines (http://methods.cochrane.org/economics/) to summarise the availability and principal findings of [trial-based and model-based] economic evaluations (cost analyses, cost-effectiveness analyses and cost-utility analyses) that compare the use of aspirin versus placebo for primary prevention of heart attacks among adults aged > 50 years. This commentary will focus on the extent to which principal findings of eligible economic evaluations indicate that an intervention might be judged favourably (or unfavourably) from an economic perspective, when implemented in different settings. 



XX.2.3 Searching for studies

XX.2.3.1.Identifying cost-of-illness studies for the background section

The overall aim of incorporating an economic perspective into the Background sections is to place an ‘economic lens’ on the health condition (population) being addressed and the interventions being investigated in the review, to highlight the relevance of economic issues and context to the questions that it will address. 



Three distinct economic issues to consider highlighting in the Background section of a review are:  



1. The economic burden of the health condition (i.e. the ‘cost of illness’);

2. Potential impacts of intervention(s) on resource use (costs); and

3. General issues of intervention costs and cost-effectiveness.



In each case, the exercise will involve developing brief points of commentary to be integrated into applicable parts of the Background Section. Search methods for identifying source material for the first issue are described below, while for the second and third issues supplementary searches to identify source material are not required. Instead text for inclusion in the corresponding background sub-sections draws on consideration of the potential impacts of the intervention on resource use and their importance to decision-making (as described in Section XX.1.2.3). Examples of points of commentary that address the second and third issues are provided in Boxes XX.2a, XX.2b and XX.2c.



With regards to the first issue, Section XX.X of the Cochrane Handbook (guide to the contents of a Cochrane protocol and review) recommends that the Background section of a Cochrane review should begin with a brief “description of the condition being addressed and its significance”, to be placed under the ‘Description of the condition’ heading [recommended, level 2 heading]. Text placed under this heading can therefore expanded to include a brief description of evidence for the economic burden, or cost-of-illness, of the condition being addressed, along with citations. The target type of health economics study (source material) needed to inform this brief description is the cost-of-illness study. A cost-of-illness study is a form of economic analysis that aims to describe, measure and value the total resources used in the management of a specific health condition, or within a specific patient population (Abdelhamid and Shemilt 2010).	Comment by Ian Shemilt: Was Chapter 4:  Guide to the contents of a Cochrane protocol and review. 4.5 Main text > Background > Description of the condition	Comment by Ian Shemilt: Need to check 6.0 text and replace if altered.



No specialist tertiary health economics electronic literature databases currently tag records of cost-of-illness studies specifically, and no search filters designed specifically for cost-of-illness studies have been evaluated and validated (Jenkins 2004). Guidance on identifying relevant cost-of-illness studies is provided below.  The objective of a search is to locate the few most useful records of articles that this report on evidence for the economic burden of the condition being addressed (cost-of-illness). In general, for a Cochrane review, the most useful sources of this information are likely to be found in articles that report a recently conducted cost-of-illness study, or a review of cost-of-illness studies, focused on international comparisons, and which includes estimates of the wider economic burden to societies, as well as to health care systems[footnoteRef:1].  [1:  Selection of the most useful studies may be influenced by a decision to adopt a broader or narrower analytic viewpoint for an integrated full systematic review of economic evidence or a brief economic commentary that is whose costs and benefits are important: the individual, a health care provider, the payer, the health system or even society.] 


 

Targeted search strategies to identify relevant cost-of-illness studies should be based on keyword search terms designed to capture ‘Population’ concepts, adapted from those ‘Population’ keyword terms used in strategies designed to search for eligible studies of effects for the main review. This set of keyword terms should be coupled (using the ‘AND’ operator) with a filter designed to retrieve cost-of-illness studies and run in general biomedical electronic literature databases, such as MEDLINE, EMBASE, CINAHL, PsycINFO or PubMed (Box XX.3a, XX.3b and XX.3c shows the filter for MEDLINE (OvidSP), EMBASE (OvidSP) and PsycINFO respectively). These filters have been piloted in the development of three brief economic commentaries to successfully identify relevant cost of illness studies [Robalino 2017]. Although the filters are not yet formally validated against a gold standard (Jenkins 2004), they were tested with the filters used in two selected systematic reviews of economic evidence [Kamal 2011; Komossa 2011] to ascertain the search results.	Comment by Patricia Aluko: How do we reference this?	Comment by Patricia Aluko: Cant find these references, do you have a copy of Shannon’s paper to probably retrieve the references

























Box XX.2a: MEDLINE filter for cost-of-illness studies

		

1.  (cost? adj2 (illness or disease or sickness)).tw.

2. (burden? adj2 (illness or disease? or condition? or economic*)).tw.

3. ("quality-adjusted life years" or "quality adjusted life years" or QALY?).tw.

4. Quality-adjusted life years/

5. "cost of illness"/

6. Health expenditures/

7. (out-of-pocket adj2 (payment? or expenditure? or cost? or spending or expense?)).tw.  

8. (expenditure? adj3 (health or direct or indirect)).tw.

9. ((adjusted or quality-adjusted) adj2 year?).tw.

10. or/1-9









Box XX.2b: EMBASE filter for cost-of-illness studies

		1.  (cost? adj2 (illness or disease or sickness)).tw.

2. (burden? adj2 (illness or disease? or condition? or economic*)).tw.

3. ("quality-adjusted life years" or "quality adjusted life years" or QALY?).tw.

4. Quality-adjusted life years/

5. "cost of illness"/

6. Exp “health care cost”/

7. (out-of-pocket adj2 (payment? or expenditure? or cost? or spending or expense?)).tw.

8. (expenditure? adj3 (health or direct or indirect)).tw.

9. ((adjusted or quality-adjusted) adj2 year?).tw.

10. or/1-9

















Box XX.2c: PsychINFO filter for cost-of-illness studies

		

1.  (cost? adj2 (illness or disease or sickness)).tw.

2. (burden? adj2 (illness or disease? or condition? or economic*)).tw.

3. ("quality-adjusted life years" or "quality adjusted life years" or QALY?).tw.

4. Health Care Economics/

5. Costs and Cost Analysis/

6. Health care costs/

7. (out-of-pocket adj2 (payment? or expenditure? or cost? or spending or expense?)).tw.

8. (expenditure? adj3 (health or direct or indirect)).tw.

9. ((adjusted or quality-adjusted) adj2 year?).tw.

10. or/1-9







Databases in The Cochrane Library (e.g. Cochrane Database of Systematic Reviews, CENTRAL) use MeSH terms, so the filter can be used though changes to syntax may be required depending on how you access these databases, for example, accessing the database via Web of Science will change the syntax. 



Contingent on the scope of the cost-of-illness studies that are located and selected, suggested elements of the commentary, to be included under the ‘Description of the condition’ heading (with citations – additional references), are: 



· A brief, general statement of the scale of economic burden/ cost-of-illness to health care systems, patients and/or their families and/or society as a whole. 

· Monetised estimates of the economic burden of disease: 

· to health care systems;

· to patients and/or their families; and/or

· to societies.



We further recommend that this commentary should include details of country, currency and price year (if reported in source studies), alongside all monetised estimates of economic burden/ cost-of-illness that are presented in the text. 

 

This example commentary in Box XX.3a, b and c is an extract from a published Cochrane review of surgery for faecal incontinence in adults (Brown, Wadhawan et al. 2013).



Box XX.3a: Example commentary on economic burden of the health condition (cost of illness)

		Faecal incontinence…can be a debilitating problem with medical, social and economic implications... In the United States the average annual cost of treating a patient with mixed urinary and faecal incontinence in an outpatient setting was estimated at USD 17,166 (Mellgren 1999). During 1999 the direct costs of pads, appliances and other prescription items throughout hospitals and long term care settings in the UK for incontinence in general was estimated at GBP 82.5 million (Integrated continence service 2000). With the rise in numbers of elderly people in the world, this condition will be an increasing challenge to both healthcare services and home carers. 







Box XX.3b: Example commentary on potential impacts of intervention(s) on resource use (costs) (Garrison, Shemilt et al. 2010)

		From an economic perspective, it is possible that a proportion or all of the direct medical costs of fracture treatment using BMP may be offset by reductions in the subsequent direct medical costs associated with complications and/ or secondary interventions and also by earlier return to productive activity. Use of BMP also has the potential to improve patients’ health-related quality of life and function by avoiding donor site pain and dissatisfaction with donor site appearance associated with alternative treatments that involve bone grafts. 







Box XX.3c Example commentary on the general issue of intervention costs and cost-effectiveness (Garrison, Shemilt et al. 2010)

		Given the economic impact of acute and non-union fractures and their treatment, and the need for economic decisions on the added value of adopting BMP in clinical practice, it is also important to critically evaluate and summarise current evidence on the costs (resource use) and estimated cost-effectiveness associated with use of BMP as an adjunct to, or replacement for, current standard treatments.









XX.2.3.2. Identifying studies for the Brief economic commentary

For searches for eligible health economic evaluations being conducted to inform development of a brief economic commentary, we currently recommend:

1. Checking reference lists and conduct forward citation tracking from eligible studies of effects identified for inclusion in the main review; 

2. Conducting a search of NHS EED using keyword terms based on intervention (and possibly comparator) concepts; and

3. Applying specialist search filters to sets of records retrieved by searches of one or two selected general electronic biomedical literature databases searched for the main review of intervention effects. 



The primary rationale for incorporating using specialist search filters is the need to identify reports of eligible economic evaluations published since NHS EED stopped being updated at the end of 2014. This guidance may be revised if a viable model for updating and maintaining NHS EED can be implemented in future.

XX.2.4 Selecting studies and collecting data

For a brief economic commentary, procedures for selecting eligible economic evaluations for inclusion are less onerous than required for a full integrated review.  This reflects both the intention to minimise the workload for author teams and caveats for the discussion of the findings of identified economic evaluations (see Section XX.2.7). Identified economic evaluations will still need to be screened against PICO inclusion criteria set for the main systematic review of intervention effects but it is recommended that this task only needs to be undertaken by one reviewer. A reviewer will also need to classify each economic evaluation using the general procedure described in Section XX.2.5 (including establishing any links with eligible trials included in the main review of intervention effects).



Collecting data for a brief economic commentary involves extracting two types of data: basic details of the characteristics of each identified economic evaluation; and brief text extracts that summarise their principal findings. Basic data on the characteristics of each identified economic evaluation include: analytic framework (trial- or model-based) and type (cost analysis, CEA, CUA, or CBA) of economic evaluation. These data will be used exclusively to report the numbers of each type identified as part of the commentary (see also Section 2.6). Other characteristics of studies that we recommend collecting to inform the commentary are:



· The analytic perspective and time horizon adopted for costs and (if applicable) effects in each analysis;

· The main cost items included in each analysis (e.g. hospital care costs, direct health care costs; indirect non-health care costs); 

· The currency and price year used in each analysis. 



It is helpful to classify cost items into four categories: health sector costs, other sector costs, patient and family costs and productivity impacts (Drummond , Sculpher et al. 2015) (although not all economic evaluations will follow this structure).  The categories included will be driven primarily by the analytic perspective of the study.  Health sector costs will include items such as primary care physician contacts, prescribed medications, inpatient and outpatient hospital contacts, as well as any specialist tertiary care contacts.  Other sector costs will include costs borne by social services, education, local authorities, or police and criminal justice services.  Patient and family costs will include co-payments for medications or care, or out of pocket expenses such as travel costs or arranging child or adult care costs incurred from attending appointments.  Productivity losses are the loss of output to the economy, and are usually measured in terms of time off work due to morbidity or premature mortality.



Cost items may not fit exclusively into one of the four categories, and this may further vary from setting to setting.  For example, some health care systems have no co-payments for drugs or hospital care, so the entire cost of these would fall on the health sector.  Other systems require patient out-of-pocket co-payments for some health care or social care services.



For principal findings, we recommend data collection is limited to extracting: verbatim text on conclusions drawn by the authors of each economic evaluation (with respect to the base case analysis); and text that summarises uncertainty surrounding authors’ principal conclusions (i.e. based on the results of any sensitivity analyses conducted). For example, the verbatim text shown in Box XX.4 was extracted from a report of a model-based cost-utility analysis (CUA) that compared subcutaneous (Drummond , Sculpher et al.) fondaparinux (2.5mg/day) with SC enoxaparin (1mg/kg 12 hourly) for preventing heart attacks and death in patients with non-ST-elevation myocardial infarction, pre-treated with triple antiplatelet therapy and early revascularization. This extract was used in the development of an exemplar brief economic commentary based on a Cochrane review of Factor Xa inhibitors for acute coronary syndromes as part of a pilot study (Shemilt, Mugford et al. 2011)

 

Box XX.4: Principal finding extracted from a model-based economic evaluation

		Our results suggest that the use of fondaparinux together with triple antiplatelet therapy in NSTE-ACS patients submitted to early (non- urgent) invasive therapy is cost saving. The strategy of fondaparinux was found to be dominant in almost all the scenarios considered, and the highest cost-effectiveness of fondaparinux was found in younger patients, patients at high risk of a cardiac event (high TIMI score) and patients at the highest risk of bleeding (Latour-Perez J 2009). 







XX.2.4 Addressing risk of bias

Current Cochrane editorial guidance advises that the process of developing a brief economic commentary need not include (or report) assessments of methodological quality of included economic evaluations. This guidance reflects both the intention to minimise the additional workload burden placed on author teams and the limiting caveats that will be placed on discussion of the principal findings of identified economic evaluations in the review. However, it is mandatory for this limitation to be explicitly described in the text of a brief economic commentary, for example: 



“It is important to highlight that we did not subject any of the [N] identified economic evaluations to critical appraisal and we their do not attempt to draw any firm or general conclusions regarding the relative costs or efficiency of [‘Intervention X’] compared with [‘Comparator Y’].”



[bookmark: _Toc189395396]XX. 2.5 Analysing and presenting results

An exemplar brief economic commentary is shown in Box XX5 and further examples can be found in supplementary material (Shemilt, Mugford et al. 2011)and training materials (see CCEMG website [http://methods.cochrane.org/economics/training-resources]. Current central editorial guidance is that this element of the brief economic commentary should be incorporated into the ‘Discussion’ (and not the ‘Results’) section of a Cochrane intervention review. The overall aim of this element of the commentary is to summarise the availability and principal findings of identified eligible economic evaluations, with appropriate caveats. 



We recommend that this commentary should include brief details of: 

· The electronic health economics literature databases searched; 

· The number of relevant economic evaluations identified for each eligible comparison (each eligible intervention/comparison combination);

· The primary types of analysis used in each economic evaluation (i.e. cost analysis; cost-effectiveness analysis; cost-utility analysis; cost-benefit analysis);

· The analytic frameworks used to assemble data for each economic evaluation (i.e. trial-based or model-based, and a brief description of modelling structure/approach);

· The analytic perspective and time horizon adopted for costs and (if applicable) effects in each identified economic evaluation;

· The main cost categories and/or key cost items included in each identified economic evaluation (e.g. hospital care costs, prescribed medications, non-health care costs, productivity losses); 

· The currency and price year used in each identified economic evaluation; 

· Principal conclusions as reported by the authors of each analysis (with respect to the base case analysis); 

· Principal sources of uncertainty regarding authors’ principal conclusions (based on the results of any sensitivity analyses conducted).  



All published reports of economic analyses and/or economic evaluations used to inform development of economic commentary should, at minimum, be cited in ‘Additional references’.



Box XX.5 Example brief economic commentary (Shemilt, Mugford et al. 2011)

		
To supplement the main systematic review of efficacy and safety of factor Xa inhibitors in the treatment of ACS, we sought to identify economic evaluations in which factor Xa inhibitors are compared with other anticoagulant strategies. A supplementary search of the NHS Economic Evaluation Database [insert other search methods as appropriate or refer to Brief economic commentary section of the methods] identified three economic evaluations. Two cost-utility analyses (decision models) compared subcutaneous (Drummond , Sculpher et al.) fondaparinux (2.5mg/day) with SC enoxaparin (1mg/kg 12 hourly) in patients with non ST-elevation myocardial infarction, pre-treated with triple antiplatelet therapy and early revascularization in Spain and the US respectively (Latour-Perez 2009, Sculpher 2009). Both analyses utilised comparative effectiveness and safety data collected from the OASIS-5 trial (Yousef 2006). Both adopted a health care provider perspective and modelled costs and quality adjusted life years (QALYs) over the patients’ lifetimes.  Both analyses found that fondaparinux dominated enoxaparin (i.e. was both less costly and generated more QALYs) over the patients’ lifetime, in most scenarios considered, and across all levels of baseline risk.



A cost-effectiveness analysis (decision model) compared four anticoagulation strategies (UFH with a glycoprotein inhibitor; enoxaparin with a glycoprotein inhibitor; bivalirudin alone; and fondaparinux with a glycoprotein inhibitor) in patients with non-ST-elevation acute coronary syndrome (Maxwell 2009) in US secondary care.  This analysis utilised clinical evidence collected from three RCTs, including the OASIS-5 trial (Yousef 2006). It adopted a health care provider perspective but the time horizon was not reported. The analysis found that bivalirudin and fondaparinux were superior in most scenarios considered and the authors concluded that bivalirudin was the least costly anticoagulation therapy amongst those compared for early invasive treatment, with fondaparinux preferred for patients undergoing conservative treatment.



We did not subject the three identified economic evaluations to critical appraisal and we do not attempt to draw any firm or general conclusions regarding the relative costs or efficiency of the anticoagulation strategies compared.  However, evidence collected from these economic evaluations indicates that, from an economic perspective, use of fondaparinux is (at least) a promising strategy compared with other anticoagulation strategies in patients with non-ST-elevation acute coronary syndrome.  End users of this review will need to assess the extent to which methods and results of identified economic evaluations may be applicable (or transferable) to their own setting.







XX.2.6 Addressing reporting biases

Methods to address reporting biases are not incorporated into the methods framework for developing a brief economic commentary.



XX.2.7  Interpreting results and drawing conclusions

Discussion points in a brief economic commentary can be concise and over-interpretation of the results of this relatively modest exercise must be avoided. Interpretation and discussion points should focus on the extent to which it is judged clear, based on consistency in principal findings between identified economic evaluations, that the intervention(s) could be considered promising from an economic perspective (with appropriate caveats). In the example brief economic commentary shown in Box XX.5, the discussion points highlighted that: “…evidence…indicates that, from an economic perspective, use of fondaparinux is (at least) a promising strategy compared with other anticoagulation strategies in patients with non-ST-elevation acute coronary syndrome.  End users of this review will need to assess the extent to which methods and results of identified economic evaluations may be applicable (or transferable) to their own setting.” In this specific example, the basis for this qualified inference was evidence for consistent results favouring use of fondaparinux among full economic evaluations identified for inclusion in the brief economic commentary (see Box XX.5 for further details of these results).



Example standard forms of words for potential use in different scenarios, depending on the profile of included economic evaluations, are shown in Box XX.6. “End users of this review will need to assess the extent to which methods and results of identified economic evaluations may be applicable (or transferable) to their own setting” is a recommended standard caveat for all brief economic commentaries.

















Box XX.6. Example forms of words for concise discussion points in a brief economic commentary

		Lack of evidence

The apparent shortage of relevant economic evaluations indicates that economic evidence regarding [‘Intervention X’] for [‘Health Condition Z’] is currently lacking.



Equivocal findings between studies

However, it is clear that the available economic evidence for [‘Intervention X’] compared [‘Comparator Y’] in the treatment of patients with [‘Health Condition Z’] is, at best, equivocal.



Consistent findings between studies [1]

However, the available economic evidence indicates that, from an economic perspective, use of [‘Intervention X’] is (at least) a promising strategy compared with [‘Comparator Y’for the secondary prevention of [‘Health Condition Z’].



Consistent findings between studies [2]

Taking into account these limitations, there was consistency between economic evaluations in the finding that short-term direct health care costs were, on average, lower amongst patients with [‘Health Condition Z’] who underwent [‘Intervention X’] compared with those who underwent [‘Comparator Y’].  When considered alongside the principal finding from our main review of intervention effects that there is no clear difference in perioperative outcomes and re-operation rates for disease recurrence between [‘Intervention X’] and [‘Comparator Y’], the available economic evidence indicates that, from an economic perspective, [‘Intervention X’] may be a promising surgical technique, as a comparably safe and lower cost alternative to [‘Comparator Y’], in patients with [‘Health Condition Z’].









XX.9 Conclusions

This chapter has sought to describe and provide justification for approaches the methods frameworks for incorporating economic evidence into Cochrane intervention reviews.  The focus in this chapter has been on the Brief Economic Commentary framework but further details on the full integrated review are available from.   The frameworks have been developed to be feasible and practical for author teams to accomplish.  The simplest of these frameworks, the brief economic commentary, is designed to be produced without the need for specialist input from a health economist.  The full integrated systematic review of economic evaluations is more time- and resource-intensive and is best only attempted if the author team can directly draw upon experience in health economics and knowledge of how to apply the methods described in this chapter 



XX.3 Conclusion

This chapter has aimed to introduce the two main forms for introducing an economic perspective into a Cochrane Intervention Review.  The chapter has described how to determine which reviews may be the highest priority for the inclusion of an economic perspective and has described in detail the Brief Economic Commentary approach.  Details of the methods for a Full Integrated Review of Economic Evidence are not described in this chapter but can be found from the Economic Methods website: http://methods.cochrane.org/economics/. 
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Set objectives





Set the objectives as secondary objectives relating to economic components of the review





Map out list of economic outcome measures





Determine the type of economic evidence that will be included





Type of economic evidence is determined by list of economic outcome measures to be included







Incorporate economic perspective into backgroud section of review





Design and execute search strategies for records of relevant cost-of-illness studies





Identification of eligible full economic evaluations 





Address risk of bias





Consider the magnitude, time horizon and analytical perspectives of the costs and resources for list of outcome measures





Screen results and select most useful articles





Use selected articles to inform the development of the economic perpsective for the background section





Design and execute search strategies to identify eligible full economic evaluations





Screen and classify identified studies based on analytical framework and type





Extract details of characteristics of included studies and results using a designed template





Critically appraise selected studies by assessing risk of bias and methodology quality of included economic evaluations





Analysing and presenting results





Tools for assessinng risk of bias and methodological quality is determined by type of economic evaluations included in review





Present results of economic review in tables and supplemented by narrative synthesis of principal findings and methods, key strength and limitation





This is done to summarize how interventions may vary based on settings and time as well as impact on resource use, costs, health outcomes and cost effectiveness
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