

Lifestyle in healthcare; effectiveness and mechanisms of action
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[bookmark: _Toc127953812][bookmark: _Toc129878499]1	Purpose of the call


Reader guide
Information on the two themes covered by this call for proposals is given below. General information applying to both is given in black; additional information on theme 1 is in orange and on theme 2 is in green. 

	This call for proposals
[bookmark: _Toc126148376]ZonMw, The Association of Collaborating Health Funds (SGF) and Topsector Life Sciences and Health (Health~Holland) are issuing this call for proposals in order to achieve a better evidence base and broader application of lifestyle in treatment (for more diseases and more groups of patients) and implementation of lifestyle interventions. To this end, two themes have been defined: “1: Effectiveness (and cost-effectiveness) of lifestyle interventions” and “2: Generic mechanisms of action that influence multiple diseases”. Projects in theme 1 will be funded by ZonMw, projects in theme 2 will be funded by Health~Holland with PPP resources generated by the SGF. It is important that projects addressing either of these themes build on existing knowledge, and that a research plan be drawn up with knowledge users, such as patients, healthcare professionals and health insurance companies, to produce results that can be used in healthcare practice. Both themes focus on improving the evidence base with a view to implementation. In theme 1 the emphasis is on effectiveness and cost-effectiveness, and in theme 2 it is on acquiring knowledge on generic mechanisms that can be applied to several diseases and patient populations. An application should be submitted foreither theme 1 or theme 2 (combination of themes within one proposal is not allowed). 

Goal
The purpose of this call for proposals is to promote research into lifestyle interventions that lead to improvement in the quality of life of patients in curative care. The lifestyle interventions should focus on curing or reducing the burden of the disease/symptoms, reducing complications and/or reducing the use of medication. 

The intervention should be deployed for secondary or tertiary prevention and focus on chronic diseases such as dementia, cancer and obesity. The research should preferably be practically oriented, and consider the influence of context (social setting, personal situation and characteristics). There should be a focus on, for example, differences in terms of gender, ethnicity and socioeconomic circumstances. The research should preferably help to reduce health disparities between population groups. Projects should build on existing knowledge, focusing on innovation and broader application. If applicable, the research should tie in with existing knowledge agendas that include lifestyle medicine. 

This call for proposals is focused on the following two themes:

· Theme 1: effectiveness (and cost-effectiveness) of lifestyle interventions
· Theme 2: generic action mechanisms that influence several diseases 


[bookmark: _Toc126148378][bookmark: _Toc127953816][bookmark: _Toc129878503]Theme 1: Effectiveness (and cost-effectiveness) of lifestyle interventions 

Goal
Project proposals on this theme should produce relevant and usable knowledge for healthcare practice concerning the effectiveness, cost and preferably also the cost-effectiveness of lifestyle interventions. The lifestyle interventions studied should already be included in the basic package covered by health insurance under the terms of the Health Insurance Act (Zorgverzekeringswet , ZVW) or in the Chronic Care Act (Wet langdurige zorg ,(WLZ) package, or be scheduled to become part of these packages in the near future. The projects should provide useful insight into the successful application of lifestyle interventions in practice, and how this differs between patient populations, to enable a personalised approach to be taken, and to enhance the chances of success. If applicable, the success of the intervention in the long term should be considered: sustained changes in behaviour, for example, or the organisation of the use of a lifestyle intervention (expertise required on the part of healthcare professionals, start and end point of use and/or specific conditions at different levels of healthcare). 

[bookmark: _Hlk129858134]Projects should focus on researching the effectiveness and cost-effectiveness of lifestyle interventions in a curative setting. You should at any rate perform an effectiveness study and cost assessment. A cost-effectiveness study should preferably also be performed. 

We expect an initial effectiveness study and cost assessment to include a study of the effectiveness of the intervention presenting arguments in support of the efficacy and/or effectiveness of the intervention based on the latest knowledge or on data from a pilot study among patients (preferably already published). The project should include an assessment of the cost of the intervention. It may also consider the safety of the intervention. 

If you intend to perform a cost-effectiveness study, this should relate to an intervention whose effectiveness has been at least partially demonstrated in earlier research. To be able to perform cost-effectiveness analyses, any outstanding questions concerning the effectiveness of the intervention must be addressed in the project.


[bookmark: _Toc126148379][bookmark: _Toc127953817][bookmark: _Toc129878504]Theme 2: Generic action mechanisms that influence several diseases 

Goal
Project proposals for this theme should generate measurable knowledge of the effect of lifestyle-related, generic, disease-overarching mechanisms of action on the course of disease and/or comorbidity. A better understanding of these mechanisms is expected to generate health benefits for more diseases and groups of patients. It might also provide insight into differences between individuals/population, which can help with personalised advice. 

Project proposals may focus on the following topics:

1) Generic biological, physiological mechanisms of action (aetiology)
Research for a better understanding of generic effects of lifestyle factors on biology and physiology, which allows treatments to be improved and the worsening of diseases and/or comorbidity to be prevented. This might include new knowledge of the influence of lifestyle factors such as sleep and stress (alongside diet and exercise) or the relationship between somatic and psychological conditions. 

Examples: More knowledge of the cascade of cell damage and chronic inflammation in disease and the impact of lifestyle factors on this. Mechanistic knowledge of how diseases influence each other (comorbidity). And, conversely: which mechanisms prompt the body to cure itself and what impact do lifestyle factors have on this? 
How do lifestyle factors influence each other? What mechanisms cause people to respond differently to the same lifestyle intervention? How does medication affect these mechanisms? Can generic (early) biomarkers be identified? 

2) Generic behaviour mechanisms 
Research designed to generate more knowledge about how behavioural change works, so that the effectiveness of lifestyle interventions can be enhanced.

Examples: What mechanisms of action are effective in achieving sustained behavioural change? What determines effectiveness and how does diversity in effectiveness between individuals come about? How can technology (e.g. machine learning) help in treatment, and can it help in a personalised approach?

3) Combination of research into behaviour mechanisms and biological, physiological mechanisms 

Examples: How can someone’s lifestyle be effectively changed and how does this influence physiological parameters? Identification of biomarkers that can be used in behavioural interventions.


All project proposals in theme 2 must have a research plan that includes the translation of the knowledge generated to application in practical lifestyle interventions.

Please consider the following when drafting your proposal:

· The research should build on existing knowledge and be focused on innovation; existing knowledge should be translated to other diseases or research should supplement existing knowledge, adding new insights. You should mention in your proposal the existing knowledge/study(ies) you intend to use as a basis. 

· Make it clear that the research applies to more than one disease, and indicate which mechanisms are generic, and which disease-specific. 


[bookmark: _Toc127953818][bookmark: _Toc129878505]2	Requirements 
1 [bookmark: _Toc128381765][bookmark: _Toc128382336][bookmark: _Toc128382379][bookmark: _Toc128385524][bookmark: _Toc128386137][bookmark: _Toc128387944][bookmark: _Toc128391306][bookmark: _Toc129346507][bookmark: _Toc129683322][bookmark: _Toc129683420][bookmark: _Toc129866401][bookmark: _Toc129878506]
Your proposal will be considered in this call provided it meets the following requirements:


	General requirements 
· The research should contribute to the purpose of this call for proposals and the goal of theme 1 or theme 2.
· In each proposal, you may apply for a grant for a project on one of the themes. 
· The project should focus on the interaction between at least two lifestyle factors. We already know a relatively large amount about the effects of diet and exercise. Research into the effects of other lifestyle factors such as stress and sleep (alongside diet and exercise) will be encouraged. 

· Please indicate which validated outcome measures are to be used. These outcome measures should be relevant in terms of the required evidence base and for the target group and/or diseases in question.
· The research should be performed by an interdisciplinary research consortium, and the disciplines chosen should be appropriate to the scope. Besides experts in biomedical sciences and medicine, the consortium might also include engineers, behavioural scientists, computational experts and implementation experts.
· [bookmark: _Hlk128388290]The research proposal should be drawn up and the execution of the research take place on the basis of co-creation with patients and healthcare professionals. Co-creation with behavioural scientists, mental health experts, a Health Technology Assessment (HTA) methodologist and health insurance companies may also be considered. 
· The route to implementation, including incorporation into guidelines, should be described, identifying the necessary expertise and stakeholders concerned. The consortium should describe how the necessary experts and stakeholders will be involved during the project. 
· During the project, a detailed plan for dissemination and implementation should be produced, in close collaboration with the relevant healthcare professionals, patients and/or their representatives.

· The knowledge and results obtained from the project must have a high utilisation potential, considering as many practical circumstances/contextual factors as possible. The project should yield useful knowledge products (output) that can be used in healthcare practice, policy, the private sector and/or further research. 
· The project should build on existing knowledge and focus on innovation. 
· The results of the research should be applicable in Dutch healthcare practice. 
· If the research helps to reduce health disparities between populations, this will be regarded as an advantage. 

[bookmark: _Toc129878508]	Theme-specific requirements

Theme 1: Effectiveness (and cost-effectiveness) of lifestyle interventions
· Project elements: The project should include clinical research, behavioural science research and implementation in practice, including incorporation into guidelines.

· Behavioural science research: Current lifestyle interventions often fail to have the desired effect. Behavioural science research is needed to find solutions that encourage patients to adopt sustained changes in behaviour. The project should consider behavioural change both in patients and in healthcare professionals. The prerequisites and success factors for successful implementation of the intervention should be identified. 

· Customisation: The success of the intervention also depends on the degree to which it aligns with the needs of the patient. The patient population should be diverse, reflecting differences between illnesses and in socioeconomic status, culture, health skills, etc. The research should make it clear how customisation takes place, particularly for different patient populations. To qualify for reimbursement under basic health insurance, socioeconomic differences must be translated into specific care needs.

· Measuring effectiveness: Projects should describe how effective the lifestyle intervention is relative to standard healthcare practices in the Netherlands whose effectiveness is known, or to a ‘wait-and-see’ policy. The intervention should aim to achieve better quality of life and, where possible, patient participation. This might include cure (where possible), reduction in the burden of disease or symptoms, fewer complications and reduced use of medication. Sufficient arguments must be presented in support of the choice of outcome measure. Several outcome measures may be used, including quality of life, burden on professional or informal carers, purpose in life, stress and sleep. The prerequisites for effectiveness must be clear. 

· You should perform an estitmated budget impact analysis (BIA), information on which is available on the ZonMw website. An estimated BIA should be produced during the course of the project.

· Multicentre partnership: The proposal should be submitted and the research set up and carried out by a multicentre partnership that includes at least two healthcare institutions that independently perform the intervention

· The project should preferably focus – mainly but not exclusively – on dementia, cancer, obesity or comorbidity.

To be preferred: 

· The chosen intervention should help promote self-management, and the influence of the context should be considered in the research.

· The results of the project should reduce the burden on healthcare workers or at any rate not lead to any increase in the burden.

Theme 2: Generic mechanisms of action
· The research should be disease-overarching: the results should be applicable to several diseases and groups of patients.

· Co-creation: in addition to the general requirements, in this theme co-creation is required with a for-profit enterprise that co-funds the research.

Not eligible for this call
No grants will be awarded for:
· Proposals that address both themes.
· Research focused on prevention in healthy individuals (primary prevention).
· Product development/testing with no scientific challenge.
· Scientific research with no practical goal (no utilisation potential).
· Theme 2: Research focused on a single disease or a single group of patients.


[bookmark: _Toc127953826][bookmark: _Toc129878513]3	Assessment criteria
The programme committee assesses the relevance, the quality and the budgets of all proposals. The committee consists of experts in several fields, including experts on the subject in question and on utilisation, and patient representatives. In the review phase, experiential experts will also assess the proposals, alongside the usual scientific assessment. The applicable relevance and quality criteria are listed below. 


3.1 General relevance criteria

· Participation by patients and/or users/end users
Describe how you will involve stakeholders, the target group or end users[footnoteRef:1] with experiential expertise in the project. ‘Involvement’ means consulting, seeking advice, collaborating and/or co-deciding with stakeholders when drawing up the project proposal and implementing the project. [1:  End users are the public (e.g. clients, patients, parents, chronically ill and disabled people) for whom the results of the project proposal are intended. Users are healthcare professionals, scientific associations or umbrella organisations, policymakers or other projects, companies (pharmaceutical industry, SMEs, etc.).] 

· Application in terms of impact
Describe how you intend to achieve and demonstrate impact. Projects that receive funding must have impact. New knowledge and skills must be applied in practice, policy, training and/or further research. The ZonMw website describes how we define impact, how we work to achieve and demonstrate it, and what we expect of project leads. For more information, see Enhancing impact on the ZonMw website. 
· Diversity 
Describe how you intend to consider diversity and differentiation in the target group in terms of factors like sex and gender, age, socioeconomic situation, level of education, migration and cultural background, and sexual orientation, insofar as relevant to the topic of the project.
· Use of IT and e-health
If applicable, describe how you intend to use IT in healthcare. We understand this to mean the use of e-health applications, domotics, robotics and also storage of data using IT. We have set out focus areas for IT applications and IT standards in research.
· Education
Knowledge is most likely to become applicable and be applied in education if it comes about through interaction between research, education and practice. Describe what form interaction between trainers, researchers, practitioners and policymakers will take in your project. Describe what results your project is likely to yield for training. 
· Access to data 
We encourage the optimum use of data. Describe in your full project proposal how you intend to use existing databases and/or present arguments in support of the need to collect new data. You should also indicate how you plan to share future data/results on the basis of the FAIR principles. When planning and budgeting your project, bear in mind the opportunities and requirements associated with FAIR data and data management. If you do not plan to collect data, state this in your proposal.

3.2 [bookmark: _Toc129878515][bookmark: _Toc127953828]Programme-specific relevance criteria 

Scientific relevance:
· The topic should be consistent with the purpose of this call, as described at 1.2, 1.3 and 1.4.
· The project should build on existing knowledge and focus on innovation. It should also help promote acceptance of lifestyle interventions in healthcare.
· There should not be any overlap with ongoing or completed projects and there should be coordination with current developments or similar projects. 
· The project should be innovative and groundbreaking in terms of its substance or methods. 
· The project should make a positive contribution to healthcare and society, and have economic impact.
· For theme 2: the project should apply to several diseases/groups of patients.

Social relevance / context:
· The project should take account of contextual, practical influences such as living environment and socioeconomic differences; the approach should be tailored to this. 
· Relevant differences between people should be considered in the design, implementation and analysis.

Implementation / co-creation
· The project should include co-creation with patients and healthcare professionals. 
· The project should help to close the adoption gap. 
· The consortium should be interdisciplinary and involve relevant stakeholders. It should consist of at least two or more research organisations and: 
Theme 1: two or more Dutch healthcare institutions. 
Theme 2: at least one for-profit enterprise.


3.3 [bookmark: _Toc127953829][bookmark: _Toc129878516]Quality criteria

Objective and research question or aim
Describe the objective and research question or aim. Pay attention to clarity, scope and originality. 

Plan of action
The proposal should include a specific plan of action that clearly describes the chosen methods and analyses, including their theoretical and/or empirical underpinning. The plan of action should include at least the following points: 
· Patients: Describe the patient population, including inclusion and exclusion criteria. 
· Lifestyle intervention: Describe the lifestyle intervention to be studied, explaining specifically how it will be applied. Remember that the intervention must involve at least two lifestyle factors. Present arguments from the literature in support of its expected effectiveness.
· Outcome measures: Present evidence in support of the chosen primary and secondary outcome measures. The primary outcome measures should be defined at the level of the patients (health/quality of life). To assess effectiveness, it must be clear how outcomes will be identified. Possibilities include clinical outcome measures, but other outcome measures are also possible, including health and wellbeing outcomes, burden on the patient or informal carers, patient experiences and the experiences of healthcare professionals. 
· Follow-up time: Present arguments in support of the chosen follow-up time and explain when the primary and secondary outcomes will be measured. 
· Study design, including calculation of sample size: Good arguments should be presented making it clear that a suitable research method has been chosen, i.e. that the research design is appropriate to the research question, and will provide evidence of the highest possible quality. The design will depend, among other things, on the intervention to be studied, the application, the target group and the context, and should consider feasibility, and possibly inclusion. Include a thorough and reproducible sample size calculation. This should be clearly supported, preferably on the basis of assumptions based on preliminary research. 
· Data analysis: Describe the statistical analysis of the primary outcomes. 
· 
Feasibility: Present evidence to show that the goal of the proposal will be achieved within the time allotted using the available expertise, human resources, other resources and funds. 
· [bookmark: _Hlk129857298]Consortium: The consortium should be interdisciplinary and involve patients, healthcare professionals and other relevant stakeholders. Theme 1: the project group should actually include healthcare professionals, and they should be involved throughout the project. 
· [bookmark: _Bijlage_1_-][bookmark: _Bijlage_3_-][bookmark: _Bijlage_2_-][bookmark: _Bijlage_3_–][bookmark: _Bijlage_6_Voorwaarden][bookmark: _Bijlage_5_Voorwaarden]Budget: The size of the budget requested should be realistic in relation to the planned and other appropriate activities, and the envisaged duration of the study. If the intervention is not performed by one or more of the consortium members and is not eligible for reimbursement under health insurance, the costs of implementing the intervention may be included in the project budget. 
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