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Abstract

:

Many suggested policy interventions for childhood and adolescent obesity have costs and effects that fall outside the health care sector. These cross-sectorial costs and consequences have implications for how economic evaluation is applied and although previous systematic reviews have provided a summary of cost-effectiveness, very few have conducted a review of methods applied. We undertook this comprehensive review of economic evaluations, appraising the methods used, assessing the quality of the economic evaluations, and summarising cost-effectiveness. Nine electronic databases were searched for full-economic evaluation studies published between January 2001 and April 2017 with no language or country restrictions. 39 economic evaluation studies were reviewed and quality assessed. Almost all the studies were from Western countries and methods were found to vary by country, setting and type of intervention. The majority, particularly “behavioural and policy” preventive interventions, were cost-effective, even cost-saving. Only four interventions were not cost effective. This systematic review suggests that economic evaluation of obesity interventions is an expanding area of research. However, methodological heterogeneity makes evidence synthesis challenging. Whilst upstream interventions show promise, an expanded and consistent approach to evaluate cost-effectiveness is needed to capture health and non-health costs and consequences.
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1. Introduction


Childhood obesity is a major global public health problem with associated health, social, and emotional consequences, as well as long term direct and indirect costs [1,2,3,4]. Effective obesity prevention and treatment in children and adolescents is therefore a priority as it is far more cost-effective to prevent the onset of obesity in childhood compared to a lifetime of obesity-associated costs. However, despite an increasing number of intervention studies, there are relatively few published economic evaluations [5,6,7].



In many countries, the scarcity of public resources requires decision makers to seek information on cost-effectiveness as well as clinical effectiveness in the knowledge that the use of resources in one way prevents their use in others [8]. Economic evaluation is a means to aid decisions about public resource allocation [9,10] and as obesity prevention and treatment often involves lifestyle interventions that have costs and consequences that fall outside the health care sector, a societal perspective for evaluation is usually recommended [10]. This means that all relevant resource use/costs and consequences are measured, outlining how these fit within a given sector, such as health, education, or the wider community [11]. However, when incorporating costs and outcomes that span across multiple sectors, it is not always clear how much society is willing to pay for a ‘non-health’ effect caused by an intervention funded from a ‘health care budget’. Also, the valuation of resources for which no market exists, such as informal care, or patient time costs, requires specific methods [8].



Seven recent reviews [12,13,14,15,16,17,18] have summarised the cost-effectiveness of obesity prevention and/or treatment interventions in young people however none were designed to offer a rigorous review of methods applied for economic evaluation. Five reviews had language restrictions [12,13,14,15,17] and four excluded studies that were conducted in developing countries [12,13,15,17], limiting global interpretation. Only two reviews appraised methods for handling inter-sectoral costs [13,17]. Just three of the reviews used established criteria, e.g., Drummond checklist [19] to assess the quality of the primary studies [13,14,17]. The search strategy was inadequate (e.g., search terms not fully reported) in three reviews [12,15,18], and in the remaining four there were omissions of relevant databases, which means that relevant studies could have been missed [13,14,16,17]. Furthermore, the most recent review, which only focused on interventions in pre-school children, included studies reported up to November 2015 and, at least three new economic evaluation studies of childhood obesity interventions have been published since then [20,21,22].



This paper reports on a systematic review of published economic evaluations of obesity prevention and/or treatment interventions in children and adolescents (0–19 years) with the primary objective of appraising the methods used and assessing the quality of the economic evaluations using the Drummond checklist [19]. A secondary objective was to undertake a narrative synthesis of the evidence of the cost-effectiveness.




2. Materials and Methods


The systematic review follows the reporting guidelines of Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA) [23] and a completed PRISMA checklist is presented in Section A (see Supplementary Materials). The protocol is registered with the international prospective register of systematic reviews (PROSPERO) database ref (CRD42017062236) and has previously been published [24].



2.1. Literature Search


The following electronic health economics/biomedical databases were searched: MEDLINE (Ovid); EMBASE (Ovid); Web of Science; CINAHL Plus; EconLit; PsycINFO; Cochrane Database of Systematic Reviews (CDSR); Database of Abstracts of Reviews of Effects (DARE); the National Health Service Economic Evaluation Database (NHS EED); Health Technology Assessment (HTA) and Cost-Effectiveness Analysis (CEA) Registry. The following sources were also used to identify potential additional studies: Google Scholar; relevant National Institute for Health and Care Excellence (NICE) guidelines; the reference lists of eligible studies and review articles; and Grey literature such as OpenSIGLE, National Obesity Observatory, NHS Evidence, National Technical Information Service, Healthcare Management Information Consortium (HMIC), and RePEC (Economic Working papers) database. The search was conducted in May 2017 and studies were sought between January 2001 and April 2017. The year 2001 was chosen since the first study evaluating the cost-effectiveness of a childhood obesity treatment intervention was published then followed two years later by the first economic evaluation of a childhood obesity prevention intervention [16]. Search strategies included Medical Subject Headings (MeSH) terms and text words of key papers that were identified beforehand. The search terms and text words were adapted for use within other bibliographic databases. The full search strategy is presented in Section B (see Supplementary Materials).




2.2. Inclusion and Exclusion Criteria


Economic evaluations were included or excluded based on the following criteria:




	
Types of study: Primary full economic evaluations were included (studies in which both the costs and outcomes of the alternatives are examined and in which a comparison of two or more interventions or case alternatives are undertaken) including trial-based and model-based (using trial data) evaluations. Partial economic evaluations; qualitative studies; conference abstracts; and study protocols were excluded.



	
Participants/population: Children and adolescents aged 0–19 years at the start of the intervention and/or their parents/guardians were included. Family based interventions were also included when the target participants were the children. Economic evaluations undertaken within any country context were included. Interventions to tackle obesity due to a secondary cause (e.g., Prader–Willi syndrome) were excluded.



	
Intervention(s), exposure(s): All behavioural (focused on individual behaviour change techniques), environmental (focused on modifying the local environment), or policy (focused on population-wide legislative or fiscal action) interventions for the treatment or prevention of overweight/obesity in children and/or adolescents were included. Pharmacological or surgical interventions were excluded.



	
Comparator(s)/control: Only studies with a clearly defined comparator were included with no restrictions on the types of comparator(s).



	
Outcome(s): No restrictions on outcomes measures. Potentially relevant outcomes were: disability-adjusted life years (DALYs); quality-adjusted life years (QALYs); effectiveness outcomes such as kilogramme weight loss; % body fat; body mass index (BMI) z-score; waist circumference; overweight and obesity cases avoided; additional minute of moderate to vigorous physical activity (MVPA); increase in overall physical activity level and metabolic equivalent (MET) hour gained.








Other criteria: There were no restrictions based on language.




2.3. Study Selection Procedure


The review followed a two-stage method. First, the main researcher and an independent researcher individually screened titles and abstracts of identified publications against the selection criteria. If in doubt, the full text version was requested. Second, full-text papers were reviewed by both researchers and a final decision made with respect to the inclusion/exclusion criteria. There was 85% agreement between the two reviewers. Any disagreements between the reviewers over the eligibility of specific studies were resolved by discussion between all authors. To aid study selection and analysis of non-English language articles, translation either in part or in whole was undertaken by academic colleagues with the appropriate language skills. The literature search results were managed using EndNote X7 (Thomson Reuters, Philadelphia, PA, USA).




2.4. Data Extraction


The study characteristics and findings were recorded using a standardised, pre-piloted data extraction form (see Tables S1 (i)–S1 (iv) and Tables S2-4 (i)–S2-4 (iv) in Supplementary Materials). This process was checked for completeness and accuracy by an independent researcher. Any discrepancies between the reviewers over the data extraction process was identified and resolved by discussion or by consensus with all authors.




2.5. Quality Assessment of Included Studies


The quality of the economic evaluations were judged against standard criteria (Drummond checklist) [19], see Table S5 (see Supplementary Materials). Quality assessment of the included studies was independently checked for completeness and accuracy by an independent researcher and any discrepancies were resolved by discussion with all authors.





3. Results


From the 4185 references initially identified, 39 economic evaluations were included—see Figure 1. The most common reasons for exclusion were the lack of (full) economic evaluations, being a protocol study, or including an ineligible target population.



3.1. Details about Study Context


Full details about study context are presented in Tables S1 (i)–S1 (iv) (see Supplementary Materials), and summarised in Table 1.



3.1.1. Intervention and Comparator


Approximately half of the economic evaluations (23/39) were model-based [12,22,25,26,27,28,29,30,31,32,33,34,35,36,37,38,39,40] compared to trial-based evaluations. A range of interventions were identified, all containing individual behaviour change elements (Figure 2). A large proportion (25/39) (including all treatment interventions) were focused exclusively on behaviour change techniques, the rest combined individual behaviour change elements with either an environmental component (modifying the local environment e.g., active school transport) [21,29,30,31,32,33,41,42] or a policy component (population-wide legislative or fiscal interventions such as banning unhealthy food advertising or a physical education policy) [25,27,28,35,38,43]. Approximately half of the interventions (21/39; 12 prevention and 9 treatment) targeted a combination of physical activity and dietary behaviours [12,20,26,32,36,37,38,39,40,41,42,44,45,46,47,48,49,50], the rest focused on either physical activity [21,25,29,30,31,33,43,51,52,53] or dietary habits only [12,22,27,28,35,54].



The intensity of the interventions differed considerably. For prevention interventions, this ranged from one session per three months [44] to approximately two sessions per month [51]; and for treatment interventions, ranged from 1 [20] to 12 sessions per week [46]. The duration of the interventions also differed, ranging from eight months [53] to four years [52] for prevention studies; and from three months [20] to one year [46] for treatment studies. Overall therefore, the treatment interventions were generally more intensive but delivered over a shorter time period compared to prevention interventions. The comparison or control group was not always clearly specified but was assumed to be ‘usual care’ in most of the studies (33/39) and often the studies did not justify their rationale for choosing the comparator.




3.1.2. Country and Setting


The evaluations were spread across a wide range of countries and study settings. The vast majority (38/39) originated from high-income countries, mainly Australasia (Australia (n = 15) [12,21,28,29,30,31,32,40,44,50] and New Zealand (n = 2) [34,41]), with 13 from North America (USA (n = 12) [22,25,26,27,35,36,37,38,42,43,46,49], Canada (n = 1) [47]) and 8 from Europe (UK (n = 4) [20,33,39,48], Germany (n = 2) [51,52], Finland (n = 1) [54], Spain (n = 1) [53]). Only one study was from a developing country context—China [45]. In terms of study setting, the majority of prevention interventions (21/28) were school-based [21,22,26,29,30,31,32,34,36,37,41,42,45,49,51,52,53] and for treatment interventions, most (9/11) took place in clinical settings [12,20,39,40,46,47,48,50,54].





3.2. Review of Economic Evaluation Methods


A detailed account of the economic evaluation methods are presented in Tables S2-4 (i)–S2-4 (iv) (see Supplementary Materials).



3.2.1. Type of Economic Evaluation and Measures of Effectiveness


The majority of studies that conducted a cost-effectiveness analysis (CEA) used raw or standardised BMI as a measure of clinical outcome (26/39) (18 prevention and 8 treatment), whilst other studies used one or more measures from: cases of overweight/obesity prevented; unit increase in MET minutes; reduction in body fat or waist circumference. Approximately half of the studies that undertook a CEA also conducted a cost-utility analysis (CUA) [20,27,28,29,30,31,32,33,35,40] with QALYs as the primary outcome measure. The review found that the vast majority of trial-based economic evaluations (15/16) did not use QALYs/DALYs whereas most model-based evaluations (n = 20) tended to report QALYs/DALYs as the primary economic outcome. When QALYs were used, the age of the participants was between 6 and 11 years in the trial-based economic evaluation [20], and between 2 and 19 years in the model-based economic evaluations.



A pattern with preferred type of economic evaluation by country context was apparent. Within Australasia (13/17) a CUA or a combination of CUA and CEA [12,28,29,30,31,32,34,40] was most popular, whereas the majority of studies from North America (7/13) [25,38,42,43,46,47,49], and the only study from China [45] conducted a CEA only. Across Europe, only UK-based studies used CUA [20,33]. In terms of study setting, a CEA was most common in clinical settings (7/9), whereas within school settings a mixed approach was applied with around half conducting a CEA (12/22). There was no clear pattern found in terms of approach taken to evaluate prevention or treatment interventions.




3.2.2. Evaluation Perspective Taken


Most (35/39) studies clearly reported the study perspective. The majority (n = 29) were from a societal perspective. Interestingly, none of the UK studies [20,33,39,48], compared to most of those conducted within Australia and the USA, applied a societal perspective. Two studies reported using a health care perspective, but from the data reported it was clear that wider societal costs were included within a secondary analysis [20,50].



For all interventions that included either a policy or environmental component (12/14), the perspective was societal, whereas for interventions focused exclusively on individual behaviour change a combination of societal (17/25) and healthcare (6/25) perspectives was undertaken. A societal perspective was also adopted by the vast majority of interventions implemented in school settings (19/22).




3.2.3. Time Horizon Considered and Type of Modelling Approach Taken


The time durations for the trial-based economic evaluations were predicted by the period of the trial. Of interest this ranged from 8 months [53] to 6 years [52] in the prevention studies, and from 10 months [49] to 15 months [50] for the treatment interventions. For the model-based evaluations, the time horizon was more at the analysts discretion and within this review ranged from at least 10 years (n = 5) [25,27,35,37,38] to a lifetime (15/23) [12,22,28,29,30,31,32,34,39,40]. The time horizon was also found to be much shorter within clinical settings (6/9) [20,46,47,48,50,54] compared to the other study settings such as schools for example. The majority of the studies did not justify their choice of time horizon.



With respect to modelling, the vast majority of model-based studies (18/23) applied Markov modelling [12,25,27,28,29,30,31,32,34,35,38,39,40] compared to decision analytic modelling [22,26,33,36,37]. The majority of the model-based studies did not justify their model choice and the description of model details was suboptimal in most of them.




3.2.4. Choice of Discount Rate


For the majority of the trial-based studies (10/16) (4 prevention and 6 treatment), discounting was not appropriate as the time horizons considered were relatively short (less than one year) [20,42,45,46,47,48,49,51,53,54]. For all the trial-based studies of more than one year, all reported using a discount rate in accordance with the relevant country guidelines apart from one prevention trial from New Zealand [41], which used a 5% discount rate per year for costs, rather than the 3.5% discount rate per year for both costs and outcomes recommended [55]. Most model-based studies (22/23) applied a discount rate for both costs and outcomes (3% per year for Australia (n = 12) [12,28,29,30,31,32,40], the USA (n = 8) [22,25,26,27,35,36,37,38] and the UK (n = 1) [39], and 3.5% per year for New Zealand (n = 1) [34]. Interestingly, the rates used for studies from Australia and the UK were not in accordance with their respective country guidelines (which is 5% per year for Australia according to PBAC and 3.5% per year for the UK according to NICE) [56,57]. However, different state governments in Australia recommend different rates and the discount rate used in the included Australian and UK studies was consistent with the US panel recommendations [58]. Most of the studies did not justify their choice of discount rate.




3.2.5. Methods for Collecting and Estimating Resource Use/Costs


Half of the trial-based evaluations (8/16) (four prevention and four treatment) reported their methods for collecting resource use [20,21,44,46,48,50,51,52], while only 10 out of 23 model-based evaluations (nine prevention and one treatment) did so [22,25,27,29,30,31,32,35,38,40].



As expected, the choice of inclusion of a particular type of cost varied considerably according to the study purpose, perspective, setting and the nature of the intervention being evaluated. Costs tended to be categorised into programme delivery, direct medical (e.g., healthcare visits), direct non-medical (e.g., travel time/cost for participants) and indirect (e.g., productivity losses because of parents’ absence from work). In line with recommendations for CEA [59], the development/set up costs were not considered in the vast majority of studies, apart from one trial-based prevention study from the USA [43].



Of the nine studies (five prevention and four treatment) that included indirect costs incurred by parents [20,29,30,32,40,42,46,50,52], these were mainly from Australia (n = 5) and most of them were for preventive ‘behavioural’ interventions within a school-based setting (5/9). Also, direct non-medical costs were reported by four prevention studies from Australia [29,32,40,50] and one treatment study from the USA [46]. Most of these types of costs (3/5) were for ‘behavioural’ interventions implemented within a clinical setting.




3.2.6. Sensitivity Analysis Undertaken


The majority of the trial-based studies (10/16) conducted a deterministic sensitivity analysis to assess the robustness of the results [20,21,41,42,44,50,51,52,53,54]. Most of the model-based studies (22/23) apart from the study by Pringle et al. (2010) from the UK [33], conducted at least one type of sensitivity analysis with the majority (n = 20) applying both deterministic and probabilistic sensitivity analysis in line with recommendations. Half of these studies, however, did not justify the choice of covariates for the sensitivity analysis.





3.3. Narrative Synthesis of Cost-Effectiveness Evidence


The most common method for presenting cost-effectiveness evidence was the incremental cost-effectiveness ratio (ICER) (30/39). The vast majority of the studies (33/37), excluding the CCA ones, reported results that were cost-effective. Some of these (13 of the model-based prevention/treatment studies including 5 by Carter et al. (2009)), [12,27,28,33,35,36,37,38,39] illustrated cost saving results. For instance, Long et al. (2015) concluded that a sugar-sweetened beverage excise tax would increase benefits in terms of DALYs averted and result in healthcare cost savings in the USA [27]. Almost half of these 13 studies that illustrated cost-savings were from Australia, followed by 5 from the USA and 2 from the UK. None of the trial-based evaluations reported cost saving results, probably due to shorter time horizons. Whilst the findings are not directly comparable between studies due to the heterogeneous nature of the methods used, all of the studies which evaluated interventions targeting only dietary habits (8/8) and the majority of the studies targeting both physical activity and dietary habits (19/21) indicated cost-effective or cost saving results. However, the studies which focused on only physical activity indicated a proportionally smaller number of cost-effective or cost saving results (7/10). Furthermore, the evidence suggests that the majority of behavioural interventions supported by a policy intervention (4/6) were cost-saving [27,28,35,38].



A small number of studies (n = 4) [20,29,30,31] reported interventions to not be cost-effective. The UK trial-based treatment study [20], which targeted a combination of physical activity and dietary habits with the aim to reduce weight gain in children with obesity remained not cost-effective using a CEA/CUA approach regardless of the choice of perspective. Also, the three model-based studies that targeted only physical activity were not cost-effective, for example, the “Walking School Bus” programme which had a high cost of delivery coupled with low participation rates [29].




3.4. Quality Assessment of the Included Studies


The quality of reporting the economic evaluations was assessed using the Drummond checklist. Full details of the quality assessment are presented in Tables S6 (i)–S6 (iv) (see Supplementary Materials). None of the included studies fulfilled all of the quality criteria however only a small number of the studies were categorised as poor. One challenge regarding the quality assessment was that quality was judged based on the published data only and there might be a difference in what has been reported and what has actually been done. So a bad scoring study might just be due to lack of transparency rather than lack of quality.



Certain criteria were simply not applicable to each respective study (e.g., items 12–15, due to different perspectives chosen), while others were not reported. The three criteria which were least well addressed were the rationale for the comparator, the justification for the choice of discount rate, and the model choice. Whilst the time horizon for each study was generally well specified, most studies omitted to provide reasons for choice. Additionally, approximately half of the studies did not justify the choice of economic evaluation nor offered justification for what was explored within a sensitivity analysis.





4. Discussion


To the best of our knowledge, this is the first study to conduct a review of the methods for economic evaluation and to determine how these methods vary by setting, country, and intervention design.



The review identified some emerging patterns. We found that among the published economic evaluations, there was no consistent measure of outcomes. Around half of the studies reported clinical (e.g., BMI), rather than health-related outcome measures commonly used within economic evaluation (QALYs/DALYs). This suggests that the measurement of QALYs/DALYs within obesity trials is not firmly established. This heterogeneity of outcome measures will hinder comparability of cost-effectiveness.



No evaluation applied a cost–benefit analysis (CBA) approach. Consideration of broader outcomes going beyond the health sector allows for inclusion of costs and effects from multiple sectors and is particularly relevant for obesity intervention. This is an emerging area of development within economic evaluation and efforts are being made to adapt methodologies to promote the use of CBA [60]. These approaches have been recommended by the UK Treasury guidance to evaluate (usually non-health) public sector projects [61].



Model-based evaluations offer the opportunity to improve the generalisability of results as they combine data from a variety of sources. However the findings from five of the model-based evaluations identified within this review were based on small samples [22,26,33,36,37] and only one of these offered data based on a lifetime horizon. Furthermore, all of the model-based evaluations were for interventions that targeted individual health behaviours and were therefore highly dependent on cultural, infrastructural and other system-related aspects. So the generalisability of results to other contexts, particularly from developed to developing country settings, would be questionable [62]. The majority of the papers did not make explicit mention of procedures for checking their models and no study assessed the sensitivity of their results to the choice of model-type. Despite associated assumptions with modelling studies, the studies evaluated are important as model-based health economic evaluations are today widely accepted as policy-making tools that can inform resource allocation decisions. Almost half of the model-based studies chose a lifetime perspective and the vast majority of them applied Markov modelling.



Most trial-based and model-based evaluations in this review applied recommended discount rates in accordance with the relevant country guidelines. Methods for collecting resource use and the type of cost included were found to vary across the studies. In particular, the indirect costs of overweight and obesity (e.g., productivity losses) were not generally collected alongside the trials. It is considered good practice to report results both with and without indirect costs. Including indirect costs (e.g., costs incurred by families) has the potential to alter the treatment recommendations.



The narrative synthesis of the economic evidence and the quality assessment of the included studies are useful for informing health economists/modellers and the direction for future research in this area. In terms of judging cost-effectiveness of interventions, context-specific assessment is problematic as there are different thresholds for cost-effectiveness in different countries. For example, in the UK, NICE recommends a threshold willingness to pay of £20,000–30,000 per QALY [63], by contrast in Australia the recommendation is AU$50,000 per QALY [29] and in many countries there are no clearly defined thresholds at all. Whilst most interventions in this review appear cost-effective using standard rules of cost-effectiveness, there is substantial variation by intervention design.



4.1. Comparison with Previous Systematic Reviews


Our finding that most interventions were cost-effective or even cost-saving, is similar to those reported by two other reviews [14,18], with some overlap between included studies. Other reviews have focused on particular age groups (e.g., pre-schoolers [13]), specific interventions (e.g., only physical activity [17]), or particular outcomes (e.g., anthropometric measurements [13]). Two additional reviews from Australia [12] and the US [15] used the assessing cost-effectiveness (ACE) obesity approach to summarise and compare the cost-effectiveness of a range of interventions. However, none of the previous studies reviewed the methods of the economic evaluations in the way we have outlined.




4.2. Strengths and Limitations of this Review


One of the important strengths of this review is the comprehensive search strategy applied encompassing a broad range of electronic bibliographic databases of published studies and the grey literature (six additional studies were identified). Furthermore, the results were not limited to only those published in English (two non-English publications identified) and there were no country restrictions (there was one publication from china as a developing country), resulting in a more complete review than those published previously. Also, the formal quality assessment of the economic evaluations undertaken adds strength to the conclusions. The vast majority of the studies were found to be of very good reporting quality.



The review had some limitations. As we focused on full economic evaluations, some important data contained within partial evaluations may have been missed. Further limitations relate to the shortcomings of the included studies and underlying evidence base. There was heterogeneity in both the methods used and with the type of intervention being evaluated, which made synthesising the evidence base challenging. Not all included studies used the same definition of obesity, which may impact on the results. Most of the included studies reported an economic evaluation for an intervention that had previously been reported as clinically effective. It is possible that any trial which had ineffective results did not conduct an economic evaluation or, if they did, failed to get it published, introducing potential publication bias.





5. Conclusions


This systematic review suggests that current economic evaluations are mainly set in developed countries and the majority focus on the prevention of obesity in children, compared to treatment. Our findings show that the majority of published economic evaluations are for interventions with an individual behaviour change component. The majority, particularly ‘behavioural and policy’ preventive interventions, were cost-effective, even cost-saving. However the review found heterogeneity with respect to methods applied. So, to improve the evidence base further and to enhance comparability across interventions, we recommend a consistent and expanded form of economic evaluation which captures both health and non-health costs and consequences beyond health-gain.








Supplementary Materials


Additional supporting information may be found online in the supplementary material file for this article at http://www.mdpi.com/1660-4601/16/3/485/s1. This file includes: Section A: Completed PRISMA checklist; Section B: Search strategy; Tables S1 (i)–S1 (iv): Data extraction (Details about study context); Tables S2-4 (i)–4 (iv): Data extraction (Detailed account of the economic evaluation methods); Table S5: Drummond checklist for critically appraising relevant studies; and Tables S6 (i)–S6 (iv): Quality assessment of the included studies.





Author Contributions


M.Z., P.A., B.L., and E.F. led the development of the design of this study. P.A., B.L., and E.F. provided methodological advice and supervised the study. M.Z. conducted the literature search. Full-text articles were assessed by M.Z. for eligibility. M.Z. extracted the data and assessed the quality of the included studies. Any disagreements between the main researcher and the independent researcher (acknowledged above) over the eligibility of specific studies, the data extraction process and the quality assessment process were resolved by discussion between all authors. M.Z. analysed the data and interpreted the results. M.Z. drafted the manuscript. All authors were actively involved in revising the drafts of the manuscript and interpreting the results critically for important intellectual content. All authors read, commented on drafts and approved the final manuscript.




Funding


This article represents an independent research project funded by an internal University of Birmingham Ph.D. studentship (the College of Medical and Dental Sciences Studentship) and the systematic review forms part of that Ph.D. project. The funder had no role in study design, data collection, data analysis, data interpretation, or writing of the manuscript or submitting for publication. The views expressed in this systematic review are those of the authors.




Acknowledgments


The authors would like to thank: independent researcher, James Hall, for assisting with study selection, data extraction, and quality assessment of the included studies; Samantha Cruz Rivera and Antje Lindenmeyer for translating Spanish and German articles; Susan Bayliss and Jon Andrews for applying design the search strategy.




Conflicts of Interest


The authors declare that they have no conflict of interest with respect to the research, authorship, and/or publication of this article.




References


	



Au, N. The health care cost implications of overweight and obesity during childhood. Health Serv. Res. 2012, 47, 655–676. [Google Scholar] [CrossRef] [PubMed]

	



Neovius, K.; Johansson, K.; Kark, M.; Neovius, M. Obesity status and sick leave: A systematic review. Obes. Rev. 2009, 10, 17–27. [Google Scholar] [CrossRef] [PubMed]

	



Basterfield, L.; Jones, A.R.; Parkinson, K.N.; Reilly, J.; Pearce, M.S.; Reilly, J.J.; Adamson, A.J.; Team, G.M.S.C. Physical activity, diet and BMI in children aged 6–8 years: A cross-sectional analysis. BMJ Open 2014, 4, e005001. [Google Scholar] [CrossRef] [PubMed]

	



Lobstein, T.; Baur, L.; Uauy, R. Obesity in children and young people: A crisis in public health. Obes. Rev. 2004, 5, 4–85. [Google Scholar] [CrossRef] [PubMed]

	



Blake-Lamb, T.L.; Locks, L.M.; Perkins, M.E.; Baidal, J.A.W.; Cheng, E.R.; Taveras, E.M. Interventions for childhood obesity in the first 1000 days a systematic review. Am. J. Prev. Med. 2016, 50, 780–789. [Google Scholar] [CrossRef] [PubMed]

	



Seburg, E.M.; Olson-Bullis, B.A.; Bredeson, D.M.; Hayes, M.G.; Sherwood, N.E. A review of primary care-based childhood obesity prevention and treatment interventions. Curr. Obes. Rep. 2015, 4, 157–173. [Google Scholar] [CrossRef]

	



Wang, Y.; Cai, L.; Wu, Y.; Wilson, R.; Weston, C.; Fawole, O.; Bleich, S.N.; Cheskin, L.J.; Showell, N.N.; Lau, B. What childhood obesity prevention programmes work? A systematic review and meta-analysis. Obes. Rev. 2015, 16, 547–565. [Google Scholar] [CrossRef][Green Version]

	



Palmer, S.; Raftery, J. Economics notes: Opportunity cost. BMJ Br. Med J. 1999, 318, 1551. [Google Scholar] [CrossRef]

	



Ananthapavan, J.; Sacks, G.; Moodie, M.; Carter, R. Economics of obesity—Learning from the past to contribute to a better future. Int. J. Environ. Res. Public Health 2014, 11, 4007–4025. [Google Scholar] [CrossRef]

	



Frew, E. Economic evaluation of childhood obesity interventions: Reflections and suggestions. PharmacoEconomics 2016, 34, 733–740. [Google Scholar] [CrossRef]

	



Johannesson, M.; Jonsson, B.; Jonsson, L.; Kobelt, G.; Zethraeus, N. Why should economic evaluations of medical innovations have a societal perspective? Available online: https://www.ohe.org/publications/why-should-economic-evaluations-medical-innovations-have-societal-perspective (accessed on 17 April 2017).

	



Carter, R.; Moodie, M.; Markwick, A.; Magnus, A.; Vos, T.; Swinburn, B.; Haby, M.M. Assessing Cost-Effectiveness in Obesity (ACE-Obesity): An overview of the ACE approach, economic methods and cost results. BMC Public Health 2009, 9, 419. [Google Scholar] [CrossRef] [PubMed]

	



Doring, N.; Mayer, S.; Rasmussen, F.; Sonntag, D. Economic evaluation of obesity prevention in early childhood: Methods, limitations and recommendations. Int. J. Environ. Res. Public Health 2016, 13, 911. [Google Scholar] [CrossRef] [PubMed]

	



Erdol, S.; Mazzucco, W.; Boccia, S. Cost effectiveness analysis of childhood obesity primary prevention programmes: A systematic review. Epidemiol. Biostat. Public Health 2014, 11. [Google Scholar] [CrossRef]

	



Gortmaker, S.L.; Long, M.W.; Resch, S.C.; Ward, Z.J.; Cradock, A.L.; Barrett, J.L.; Wright, D.R.; Sonneville, K.R.; Giles, C.M.; Carter, R.C.; et al. Cost Effectiveness of Childhood Obesity Interventions Evidence and Methods for CHOICES. Am. J. Prev. Med. 2015, 49, 102–111. [Google Scholar] [CrossRef] [PubMed]

	



John, J.; Wolfenstetter, S.B.; Wenig, C.M. An economic perspective on childhood obesity: Recent findings on cost of illness and cost effectiveness of interventions. Nutrition 2012, 28, 829–839. [Google Scholar] [CrossRef] [PubMed]

	



Korber, K. Quality assessment of economic evaluations of health promotion programs for children and adolescents-a systematic review using the example of physical activity. Health Econ. Rev. 2015, 5, 35. [Google Scholar] [CrossRef] [PubMed]

	



Lobstein, T.; Jackson-Leach, R.; Moodie, M.L.; Hall, K.D.; Gortmaker, S.L.; Swinburn, B.A.; James, W.P.T.; Wang, Y.; McPherson, K. Child and adolescent obesity: Part of a bigger picture. Lancet 2015, 385, 2510–2520. [Google Scholar] [CrossRef]

	



Drummond, M.F.; Sculpher, M.J.; Claxton, K.; Stoddart, G.L.; Torrance, G.W. Methods for the Economic Evaluation of Health Care Programmes; Oxford University Press: Oxford, UK, 2015. [Google Scholar]

	



Robertson, W.; Fleming, J.; Kamal, A.; Hamborg, T.; Khan, K.A.; Griffiths, F.; Stewart-Brown, S.; Stallard, N.; Petrou, S.; Simkiss, D.; et al. Randomised controlled trial evaluating the effectiveness and cost-effectiveness of ‘families for health’, a family-based childhood obesity treatment intervention delivered in a community setting for ages 6 to 11 years. Health Technol. Assess. 2017, 21. [Google Scholar] [CrossRef]

	



Sutherland, R.; Reeves, P.; Campbell, E.; Lubans, D.R.; Morgan, P.J.; Nathan, N.; Wolfenden, L.; Okely, A.D.; Gillham, K.; Davies, L.; et al. Cost effectiveness of a multi-component school-based physical activity intervention targeting adolescents: The ‘Physical Activity 4 Everyone’ cluster randomized trial. Int. J. Behav. Nutr. Phys. Act. 2016, 13, 94. [Google Scholar] [CrossRef]

	



Graziose, M.M.; Koch, P.A.; Wang, Y.C.; Lee Gray, H.; Contento, I.R. Cost-effectiveness of a Nutrition Education Curriculum Intervention in Elementary Schools. J. Nutr. Educ. Behav. 2016. [Google Scholar] [CrossRef]

	



Liberati, A.; Altman, D.G.; Tetzlaff, J.; Mulrow, C.; Gøtzsche, P.C.; Ioannidis, J.P.; Clarke, M.; Devereaux, P.J.; Kleijnen, J.; Moher, D. The PRISMA statement for reporting systematic reviews and meta-analyses of studies that evaluate health care interventions: Explanation and elaboration. PLoS Med. 2009, 6, e1000100. [Google Scholar] [CrossRef]

	



Zanganeh, M.; Adab, P.; Li, B.; Frew, E. Protocol for a systematic review of methods and cost-effectiveness findings of economic evaluations of obesity prevention and/or treatment interventions in children and adolescents. BMC Syst. Rev. 2018, 7, 54. [Google Scholar] [CrossRef] [PubMed]

	



Barrett, J.L.; Gortmaker, S.L.; Long, M.W.; Ward, Z.J.; Resch, S.C.; Moodie, M.L.; Carter, R.; Sacks, G.; Swinburn, B.A.; Wang, Y.C.; et al. Cost Effectiveness of an Elementary School Active Physical Education Policy. Am. J. Prev. Med. 2015, 49, 148–159. [Google Scholar] [CrossRef] [PubMed]

	



Brown, I.H.S.; Perez, A.; Li, Y.P.; Hoelscher, D.M.; Kelder, S.H.; Rivera, R. The cost-effectiveness of a school-based overweight program. Int. J. Behav. Nutr. Phys. Act. 2007, 4, 47. [Google Scholar] [CrossRef] [PubMed][Green Version]

	



Long, M.W.; Gortmaker, S.L.; Ward, Z.J.; Resch, S.C.; Moodie, M.L.; Sacks, G.; Swinburn, B.A.; Carter, R.C.; Wang, Y.C. Cost Effectiveness of a Sugar-Sweetened Beverage Excise Tax in the US. Am. J. Prev. Med. 2015, 49, 112–123. [Google Scholar] [CrossRef] [PubMed]

	



Magnus, A.; Haby, M.M.; Carter, R.; Swinburn, B. The cost-effectiveness of removing television advertising of high-fat and/or high-sugar food and beverages to Australian children. Int. J. Obes. 2009, 33, 1094–1102. [Google Scholar] [CrossRef] [PubMed][Green Version]

	



Moodie, M.; Haby, M.; Galvin, L.; Swinburn, B.; Carter, R. Cost-effectiveness of active transport for primary school children—Walking School Bus program. Int. J. Behav. Nutr. Phys. Act. 2009, 6, 63. [Google Scholar] [CrossRef]

	



Moodie, M.L.; Carter, R.C.; Swinburn, B.A.; Haby, M.M. The Cost-effectiveness of Australia′s Active After-school Communities Program. Obesity 2010, 18, 1585–1592. [Google Scholar] [CrossRef]

	



Moodie, M.; Haby, M.M.; Swinburn, B.; Carter, R. Assessing cost-effectiveness in obesity: Active transport program for primary school children- TravelSMART Schools Curriculum program. J. Phys. Act. Health 2011, 8, 503–515. [Google Scholar] [CrossRef]

	



Moodie, M.L.; Herbert, J.K.; de Silva-Sanigorski, A.M.; Mavoa, H.M.; Keating, C.L.; Carter, R.C.; Waters, E.; Gibbs, L.; Swinburn, B.A. The Cost-Effectiveness of a Successful Community-Based Obesity Prevention Program: The Be Active Eat Well Program. Obesity 2013, 21, 2072–2080. [Google Scholar] [CrossRef]

	



Pringle, A.; Cooke, C.; Gilson, N.; Marsh, K.; McKenna, J. Cost-effectiveness of interventions to improve moderate physical activity: A study in nine UK sites. Health Educ. J. 2010, 69, 211–224. [Google Scholar] [CrossRef]

	



Rush, E.; Obolonkin, V.; McLennan, S.; Graham, D.; Harris, J.D.; Mernagh, P.; Weston, A.R. Lifetime cost effectiveness of a through-school nutrition and physical programme: Project Energize. Obes. Res. Clin. Pract. 2014, 8, E115–E122. [Google Scholar] [CrossRef] [PubMed]

	



Sonneville, K.R.; Long, M.W.; Ward, Z.J.; Resch, S.C.; Wang, Y.C.; Pomeranz, J.L.; Moodie, M.L.; Carter, R.; Sacks, G.; Swinburn, B.A.; et al. BMI and Healthcare Cost Impact of Eliminating Tax Subsidy for Advertising Unhealthy Food to Youth. Am. J. Prev. Med. 2015, 49, 124–134. [Google Scholar] [CrossRef] [PubMed]

	



Wang, L.Y.; Yang, Q.H.; Lowry, R.; Wechsler, H. Economic analysis of a school-based obesity prevention program. Obes. Res. 2003, 11, 1313–1324. [Google Scholar] [CrossRef]

	



Wang, L.Y.; Nichols, L.P.; Austin, S.B. The Economic Effect of Planet Health on Preventing Bulimia Nervosa. Arch. Pediatr. Adolesc. Med. 2011, 165, 756–762. [Google Scholar] [CrossRef] [PubMed]

	



Wright, D.R.; Kenney, E.L.; Giles, C.M.; Long, M.W.; Ward, Z.J.; Resch, S.C.; Moodie, M.L.; Carter, R.C.; Wang, Y.C.; Sacks, G.; et al. Modeling the Cost Effectiveness of Child Care Policy Changes in the US. Am. J. Prev. Med. 2015, 49, 135–147. [Google Scholar] [CrossRef] [PubMed]

	



Hollingworth, W.; Hawkins, J.; Lawlor, D.A.; Brown, M.; Marsh, T.; Kipping, R.R. Economic evaluation of lifestyle interventions to treat overweight or obesity in children. Int. J. Obes. 2012, 36, 559–566. [Google Scholar] [CrossRef]

	



Moodie, M.; Haby, M.; Wake, M.; Gold, L.; Carter, R. Cost-effectiveness of a family-based GP-mediated intervention targeting overweight and moderately obese children. Econ. Hum. Biol. 2008, 6, 363–376. [Google Scholar] [CrossRef]

	



McAuley, K.A.; Taylor, R.W.; Farmer, V.L.; Hansen, P.; Williams, S.M.; Booker, C.S.; Mann, J.I. Economic Evaluation of a Community-based Obesity Prevention Program in Children: The A. PPLE Project. Obesity 2010, 18, 131–136. [Google Scholar] [CrossRef]

	



Wang, L.Y.; Gutin, B.; Barbeau, P.; Moore, J.B.; Hanes, J., Jr.; Johnson, M.H.; Cavnar, M.; Thornburg, J.; Yin, Z. Cost-effectiveness of a school-based obesity prevention program. J. Sch. Health 2008, 78, 619–624. [Google Scholar] [CrossRef]

	



Peterson, M.; Chandlee, M.; Abraham, A. Cost-effectiveness analysis of a statewide media campaign to promote adolescent physical activity. Health Promot. Pr. 2008, 9, 426–433. [Google Scholar] [CrossRef] [PubMed]

	



Hayes, A.; Lung, T.; Wen, L.M.; Baur, L.; Rissel, C.; Howard, K. Economic Evaluation of “Healthy Beginnings” an Early Childhood Intervention to Prevent Obesity. Obesity 2014, 22, 1709–1715. [Google Scholar] [CrossRef] [PubMed]

	



Meng, L.P.; Xu, H.Q.; Liu, A.L.; van Raaij, J.; Bemelmans, W.; Hu, X.Q.; Zhang, Q.; Du, S.M.; Fang, H.Y.; Ma, J.; et al. The Costs and Cost-Effectiveness of a School-Based Comprehensive Intervention Study on Childhood Obesity in China. PLoS ONE 2013, 8, e77971. [Google Scholar] [CrossRef] [PubMed]

	



Epstein, L.H.; Paluch, R.A.; Wrotniak, B.H.; Daniel, T.O.; Kilanowski, C.; Wilfley, D.; Finkelstein, E. Cost-Effectiveness of Family-Based Group Treatment for Child and Parental Obesity. Child 2014, 10, 114–121. [Google Scholar] [CrossRef] [PubMed][Green Version]

	



Goldfield, G.S.; Epstein, L.H.; Kilanowski, C.K.; Paluch, R.A.; Kogut-Bossler, B. Cost-effectiveness of group and mixed family-based treatment for childhood obesity. Int. J. Obes. 2001, 25, 1843–1849. [Google Scholar] [CrossRef] [PubMed][Green Version]

	



Hollinghurst, S.; Hunt, L.P.; Banks, J.; Sharp, D.J.; Shield, J.P. Cost and effectiveness of treatment options for childhood obesity. Pediatr. Obes. 2014, 9, E26–E34. [Google Scholar] [CrossRef]

	



Janicke, D.M.; Sallinen, B.J.; Perri, M.G.; Lutes, L.D.; Silverstein, J.H.; Brumback, B. Comparison of Program Costs for Parent-Only and Family-Based Interventions for Pediatric Obesity in Medically Underserved Rural Settings. J. Rural. Health 2009, 25, 326–330. [Google Scholar] [CrossRef] [PubMed][Green Version]

	



Wake, M.; Gold, L.; McCallum, Z.; Gerner, B.; Waters, E. Economic evaluation of a primary care trial to reduce weight gain in overweight/obese children: The LEAP trial. Ambul. Pediatr. 2008, 8, 336–341. [Google Scholar] [CrossRef]

	



Kesztyus, D.; Schreiber, A.; Wirt, T.; Wiedom, M.; Dreyhaupt, J.; Brandstetter, S.; Koch, B.; Wartha, O.; Muche, R.; Wabitsch, M.; et al. Economic evaluation of URMEL-ICE, a school-based overweight prevention programme comprising metabolism, exercise and lifestyle intervention in children. Eur. J. Health Econ. 2013, 14, 185–195. [Google Scholar] [CrossRef]

	



Krauth, C.; Liersch, S.; Sterdt, E.; Henze, V.; Robl, M.; Walter, U. Health economic evaluation of health promotion - the example “fit for pisa”. Gesundheitswesen 2013, 75, 742–746. [Google Scholar]

	



Martinez, P.M.; Lopez, M.S.; Bastida, J.L.; Sotos, F.E.; Pacheco, B.N.; Aguilar, F.S.; Vizcaino, V.M. Cost-effectiveness of an intervention to reduce overweight and obesity in 9–10-year-olds. The Cuenca study. Gac. Sanit. 2011, 25, 198–204. [Google Scholar]

	



Kalavainen, M.; Karjalainen, S.; Martikainen, J.; Korppi, M.; Linnosmaa, I.; Nuutinen, O. Cost-effectiveness of routine and group programs for treatment of obese children. Pediatr. Int. 2009, 51, 606–611. [Google Scholar] [CrossRef] [PubMed]

	



PHARMAC Pharmaceutical Management Agency. Prescription for Pharmacoeconomic Analysis: Methods for Cost-utility Analysis; Version 2.2; PHARMAC Pharmaceutical Management Agency: Wellington, New Zealand, 2015. [Google Scholar]

	



Pharmaceutical Benefits Advisory Committee (PBAC). Guidelines for Preparing Submissions to the Pharmaceutical Benefits Advisory Committee; Version 4.3; Australian Government Department of Health and Ageing: Canberra, Australia, 2008.

	



NICE. Methods for the Development of NICE Public Health Guidance; National Institute for Health and Care Excellence: London, UK, 2012. [Google Scholar]

	



Academy of Managed Care Pharmacy. The AMCP Format for Formulary Submissions; Version 4.0; Academy of Managed Care Pharma: Alexandria, VA, USA, 2016. [Google Scholar]

	



Anderson, R. Systematic reviews of economic evaluations: Utility or futility? Health Econ. 2010, 19, 350–364. [Google Scholar] [CrossRef] [PubMed]

	



Frew, E. Aligning Health Economics Methods to Fit with the Changing World of Public Health. Appl. Health Econ. Health Policy 2017, 15, 287–289. [Google Scholar] [CrossRef] [PubMed]

	



Treasury, H. The Green Book, Appraisal and Evaluation in Central Government Treasury Guidance London; The Stationery Office (TSO): London, UK, 2011. [Google Scholar]

	



Musgrove, P.; Fox-Rushby, J. Cost-effectiveness analysis for priority setting. In Disease Control Priorities in Developing Countries; The World Bank: Washington, DC, USA, 2006. [Google Scholar]

	



NICE. Guide to the Methods of Technology Appraisal 2013; National Institute for Health and Clinical Excellence: London, UK, 2013. [Google Scholar]








[image: Ijerph 16 00485 g001 550] 





Figure 1. PRISMA (Preferred Reporting Items for Systematic Reviews and Meta-Analyses) flow diagram. 
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Figure 2. Summary of the interventions. 
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Table 1. Summary of general characteristics of the studies.
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Study Characteristics

	
Number of Studies Identified (%)






	
Year of publication




	
2001–2009

	
17 (44)




	
2010–2017

	
22 (56)




	
Study approach




	
Trial-based

	
Prevention

	
9 (23)




	
Treatment

	
7 (18)




	
Model-based

	
Prevention

	
19 (49)




	
Treatment

	
4 (10)




	
Comparator selected




	
Usual care

	
33 (85)




	
Another intervention

	
6 (15)




	
Country




	
High-income

	




	
Australia

	
15 (38.5)




	
New Zealand

	
2 (5)




	
The USA

	
12 (31.5)




	
Canada

	
1 (2.5)




	
The UK

	
4 (10)




	
Germany

	
2 (5)




	
Finland

	
1 (2.5)




	
Spain

	
1 (2.5)




	
Low and middle-income

	




	
China

	
1 (2.5)




	
Setting




	
Prevention

	




	
School

	
21 (54)




	
US/Australian state

	
5 (13)




	
Community

	
1 (2.5)




	
Home

	
1 (2.5)




	
Treatment

	




	
Clinical

	
9 (23)




	
School

	
1 (2.5)




	
Community

	
1 (2.5)
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