Rational Pharmacotherapy (Goed Gebruik Geneesmiddelen)

FULL APPLICATION FORM PERSONALISED MEDICINE PHARMACOGENETICS
[bookmark: _Hlk87979255]Deadline for submission: September 3rd, 2024 (14:00 h)

PLEASE READ ALL INSTRUCTIONS BELOW CAREFULLY

Instructions for completion of this form:
· Please read the call text for the ‘GGG Personalised Medicine Farmacogenetica’ call, available on the website of ZonMw, before completing this application form.
· Guidance to complete this form is provided in red text which should be deleted upon finalization of the form (before a PDF is created and uploaded to Mijn ZonMW, see below).
· Fill in all text boxes and use/keep the provided headings in black text where applicable.
· Use Arial font (10 point size).
· It is possible to add pictures in the text boxes if needed.
· There is no limit to the number of characters and/or words per text box. 
· However, the total size of the completed form is limited to a maximum of 12 A4-sized pages, excluding this instruction page with ‘basic application details’ but including literature references. 
· If you exceed the maximum total number of pages or if you leave any text box empty, your application cannot be processed.
· You may upload content appendices such as figures and tables separately in My ZonMw (AA. Appendix figures and tables). However, it is also permissible to insert figures in the text boxes of the application form as long as you do not exceed the maximum number of pages.
Once you have completed this form:
· Convert this pre-application form to a PDF file and check for irregularities before uploading.
When converting Word to PDF, it is possible that figures, punctuation marks and/or symbols are not converted properly.
· Upload the PDF file as attachment to your submission in Mijn ZonMw
· Upload all Appendices in Mijn ZonMw (see checklist in call text)





















	BASIC APPLICATION DETAILS




NAME OF MAIN APPLICANT:
	This is the same main applicant as specified in Mijn ZonMw in section 1.3



ORGANISATION
	This is the same organization as specified in Mijn ZonMw in section 1.3
Name:
Address:
KVK number (CoC number):



FULL PROJECT TITLE:
	Preferably this is the same title as specified in Mijn ZonMw in section 1.2 (with maximum 100 characters). However, if required the title can be extended here up to a maximum of 400 characters. This title will then be leading. State the proposed research title in a structured way and please spell out any abbreviations.





	RESEARCH PROPOSAL
(max 12 pages A4 format –check numbering starting from this page (including literature references)



1.	PROBLEM DEFINITION AND OBJECTIVE(S):
	· Clearly describe what relevant question or issue from daily clinical practice your study aims to resolve:
· Describe what the current standard of care looks like, how it falls short and your hypothesis on how your study will improve current care. 
· Describe briefly what the intervention is composed of and where it fits in current care.
· Provide information on the incidence and prevalence for the study population in NL.
· What is the rationale for your study? 
· Describe the preliminary work that has already been performed and what information is already available (e.g. literature research, database research, explorations with patients or care providers, or results of a feasibility or pilot study that has already been conducted) and what the outstanding questions are.
· Discuss how your project relates to ongoing developments and studies in the field. For example existing research agendas.
· State whether the project makes use of existing data and if not, substantiate why this is not possible. Describe, for collection of new data, how access to these data can be assured after completion of the project (more information can be found on the ZonMw website FAIR data and data management
· Describe and substantiate the primary and secondary objectives.
· What is/are the research question(s)?




2.	STRATEGY:
	For the description of the strategy, please use the following headings (see also below in black text to use as your own headers). Clearly substantiate each of the decisions made.
· Design: Please describe the study design and how the study design matches the research question and objectives. Take into account the feasibility of the study design and required inclusion of participants.
You are strongly advised to include the necessary methodological expertise in your project group.
· Study population/Data sources: Please describe the target population; provide main eligibility criteria. When existing datasets are used, please describe their source.
· Intervention & Comparator: Describe the treatment(s) or intervention(s), including dosing and route of administration. Describe the comparator arm, if applicable, and substantiate the choice for the comparator. Also describe the registration and reimbursement status of the medicinal product(s) used (see www.medicijnkosten.nl). Does the medicinal product have a marketing authorization in The Netherlands? Also consider whether this is an extramural medicinal product and if so, whether it is listed (Bijlage 2 van de Regeling zorgverzekering). Or is the product from the intramural system and if so, is it there an add-on assigned? 
· Outcome parameters: Describe the primary (effectiveness/efficacy) endpoint, secondary endpoint(s), Quality of Life endpoints and safety assessment. If possible, describe the clinical relevance ranges per endpoint.
· Sample size calculation: Provide details (and arguments for the choices made) on the sample size calculation so it can be reproduced (superiority vs. non-inferiority, alpha, beta, clinically relevant difference, etc.).
· Data analysis: Detail the population(s) for the analyses planned (intention to treat, per protocol, safety), primary analysis (define the time point, variable, tests that will be used, details and justification for any adjustments) and secondary analyses.
· Economic evaluation: Indicate whether an economic evaluation (cost-effectiveness analyses) is part of the project. An economic evaluation, in which you compare the costs and effects of different forms of care, is an excellent method to quantify the concrete benefits (see section 3A of this form). Only if the effectiveness is not intended as an outcome of this project or if it is expected that the intervention (if it leads to health gains) is always cheaper, no economic evaluation needs to be performed. In that case argue this clearly, preferably from a social perspective. The performed cost-effectiveness analysis (KEA) and/or budget impact analysis (BIA) must be in line with the Guideline for conducting economic evaluations in health care from Zorginstituut Nederland.
· You are asked to describe the plan of action of the economic evaluation on the basis of the following components: analytical technique; study perspective; comparators; time horizon; patient population; model approach (if applicable); outcome measures & data collection; costs & data collection; discounting; analyses (including sensitivity & scenario analyses).
· You are strongly advised to include the necessary HTA expertise in your project group.
· Diversity: Describe how your project addresses diversity. Detail how target group differentiation by characteristics such as age, gender, socio-economic status, educational level, migratory and cultural backgrounds, and sexual orientation (as much as these are relevant to the theme of the project) are reflected in the design, execution and implementation of the study. If this does not apply to your study, please state this explicitly. For more information on this, please visit our ZonWw website Diversity and the Gender and Health Knowledge Agenda.

Please use the headings below for your text:

DESIGN:
STUDY POPULATION/DATA SOURCES:
INTERVENTION & COMPARATOR:
OUTCOME PARAMETERS:
SAMPLE SIZE CALCULATION:
DATA ANALYSIS:
ECONOMIC EVALUATION:
DIVERSITY:



3.	RELEVANCE FOR CLINICAL PRACTICE:
An important criterion for awarding the grant is that the application clearly shows the relevance of the research for the daily clinical practice and that the users of the outcomes are involved in both the design and implementation of the project. When assessing relevance, the committee looks at the two aspects as stated below:

A. CONCRETE REVENUES
	The research to be funded must lead to a health benefit and/or efficiency gain in clinical practice, i.e. the quality of care increases through better use of available medicines. Please describe the below elements: 
· Describe the potential gains of the intervention in relation to the current standard of care. This can be in terms of more efficient care, more cost-effective care or higher quality of care. 
· Describe how the intervention will lower the current (disease) burden for the patient and society, e.g. through better quality of life or lowered costs of the healthcare problem that the intervention focuses on.

Substantiate the expected concrete results:
· In principle, the expected concrete yields should be quantified using Appendix D. Estimation of potential concrete revenues. If you believe this does not apply to your application, please state this clearly and substantiate it.
· The potential (real) concrete benefits must be further substantiated in the application, as much as possible on the basis of available data.



B. IMPLEMENTATION OF THE RESULTS: FEASIBILITY AND STRATEGY
	It must become clear from the application that the results, after completion of the project, can be implemented (will be usable) in clinical practice and can therefore change daily practice.

Rational implementation (possible routes, barriers and tackling barriers)
Describe how the results will have an impact on daily practice and what route will be used to accomplish the implementation of the project results. Describe the impact pathway over time: from primary steps such as embedding in (international) guidelines to subsequential steps that lead to implementation in daily practice. Describe possible barriers for implementation and how these will be overcome during the project. 
What knowledge utilization should this project lead to among stakeholders from practice, policy, research/science, education, business and/or other funders? Why and when? How and with whom?

In addition, please discuss the following factors that we know promote the likelihood of knowledge utilization and implementation of project results:

Collaboration with relevant stakeholders
Collaborating with persons and/or organizations who have an interest in, or are interested in, the outcomes of the project (such as a potential knowledge user or co-funder) is an important element for implementation. In order to increase the support, and thus the chance of implementation of the project results in clinical practice, it is important that all stakeholders are involved from the start of the project (from design, through execution, up to completion and implementation).
The execution of your study should therefore take place in a multidisciplinary partnership in which preferably all expertise from research, practice, policy and/or education, from different organizations, associations, institutes or centers are involved.

Describe who the stakeholders are (persons or organizations who have an interest in or are interested in the results of the project). For example: patients (associations) and their caregivers, healthcare providers, health insurance companies, CBG, Zorginstituut Nederland, FMS, NHG, KNMP, scientific and/or professional associations, guidelines committees, or board and management of healthcare institutions.
Describe how they will be involved in the design and conduct of the project and what is needed from them for the implementation of results. If you will not involve a stakeholder, please explain why not.

Co-financing
Co-financing is desirable where possible and useful, but not required within this round. Co-financing can promote the implementation of the results and can come (in the form of money or in kind) for example from a manufacturer or from participating centers.

Delivery of usable knowledge products
You provide (interim) revenues and outcomes of a project that are contained in a 'tangible' product: such as (scientific) publications, presentations, guidelines, software, tools, decision aids, leaflets, models, educational modules/training courses, literature overviews and/or datasets. With concrete knowledge products that match your stakeholders, you ensure that your stakeholders can use the project results.
Describe which concrete and usable knowledge products the project will yield (and for whom), and how the products can be used by the stakeholders. 

Targeted dissemination and implementation activities
Describe which concrete dissemination and implementation activities will take place during the project, and which activities are necessary after completion of the project (short and long term). Which opportunities and what barriers do you expect and what strategy will be used to tackle these?
You can find additional information on the ZonMw website Implementation and impact on the use in daily practice, in policy, in business, in science or in education.

Process evaluation
While executing a study into the (cost) effectiveness of an intervention, this intervention is in fact implemented (temporarily or otherwise) in the participating centres in the study. By looking at implementation outcome measures in a structured way during the study, a lot of information is collected that can contribute to the implementation and assurance of the intervention in the participating (and other) centres after the study. You are therefore requested to include a process evaluation in your action plan, in which you give structured attention to hindering and promoting factors for implementation.

Consider the following: 
· Context: Is there resistance amongst certain stakeholders to the introduction of the intervention, or support? What is the reason for this resistance and how has it been successfully removed? Why is patient inclusion more difficult than expected and what helped to facilitate inclusion?
· Chosen strategies: What strategies were applied when introducing the intervention in the participating centres? Which approach worked/didn't work and why? Consider, for example, how, when and to whom the study and intervention were introduced in the participating centres, what steps had to be taken in the workplace to get the intervention implemented and who was involved in the introduction of the intervention in the workplace.
· The intervention itself: Did the intervention have to be adapted to accommodate the participating centres, and if so what? What may be altered or improved upon further roll-out to other centres? Which elements should be preserved?


Please use the headings below for your text:

RATIONAL IMPLEMENTATION (possible routes, barriers and tackling barriers):
COLLABORATION with relevant stakeholders:
CO-FINANCING:
DELIVERY OF USABLE KNOWLEDGE PRODUCTS:
TARGETED DISSEMINATION AND IMPLEMENTATION ACTIVITIES:
PROCESS EVALUATION:



4.	FEASIBILITY OF THE PROJECT:
	TIMELINE
Provide a clear time schedule for (each phase of) the project and substantiate why the project is feasible within the chosen time frame. It must be plausible that the objective of the grant application will be achieved within the described timelines with the available expertise, manpower, facilities and resources.

RECRUITMENT CONSIDERATIONS
Also substantiate the feasibility of patient inclusion in the time planned for this phase of the project. Take into account the available number of patients, the number of patients who meet the inclusion criteria and the expected number of patients who would want to participate; The feasibility of patient inclusion is explicitly taken into account in the assessment (if applicable). More information about this can be found in the publication Succesvol includeren.

If applicable, indicate whether the project requires additional and/or different activities from participating patients compared to the standard treatment (e.g. extra blood tests, filling in questionnaires, making extra visits). If this is the case, we want to hear what impact is expected on their willingness to participate. Has there perhaps already been contact with experiential experts about this?

If patients are included, fill in the form E. Planned inclusion’ and add it including graph and bar graph. Please refer to this in the Application Form.

If multiple centres are participating in the study, please ask them to sign a participant statement (Letter of Intent) and attach it to your application (mandatory if applicable, example Letter of Intent).

OPPORTUNITIES & OBSTACLES
Provide a realistic impression of the opportunities and obstacles that you see for the execution of the project.

Please use the headings below for your text:

TIMELINE:
RECRUITMENT CONSIDERATIONS:
OPPORTUNITIES & OBSTACLES



5. PATIENT PARTICIPATION:
	ZonMw attaches great importance to patient participation and wants to see the patient perspective reflected in your project idea and research. The grant application must show that a patient organization (or other experience experts) considers the research question relevant and the proposed approach to patient participation feasible. 
It must also be clear how the research design and budgeting provides for the involvement of patients/experience experts. For example, what role do patients/experience experts play within which phase of the research?

Please describe:
· In what way patients are involved in the design of the research project, e.g. regarding the choice of outcomes or feasibility, and in the development of the complex intervention.
· What role do patients/experts play in which phases of the study? 
· How will the design and budgeting provide for involving patients/experts?
· Which contacts do you have with cooperating partners on this theme (e.g. Patiëntenfederatie Nederland, specific patient organizations, individual patient representatives) and how is their input processed?

For additional information see website Patiëntenfederatie Nederland and ‘Participatiekompas’ for guidance and tips on patient participation.

When patient participation is not applicable for your project, please substantiate clearly.

PLEASE NOTE: Initiatives to facilitate patient recruitment are not to be mentioned here. These should be listed under ’recruitment considerations’.




6.	EXPERTISE, PRIOR ACTIVITIES, PUBLICATIONS AND OTHER PRODUCTS:
	Provide an overview of the available expertise, activities that have already been performed (implementation, e.g. in research, education, patient care), products from your project group (such as articles, (chapters in) books, patents, conference proceedings, software, open access research data), which are relevant to the submitted application. Please indicate as much as possible why you consider it relevant to the application and who had what role in the activities and/or creation of the products.

If applicable, mark open products, such as open access databases, open source software, open access publications, with an 'O'. Products marked with 'O' must be freely accessible worldwide by the submission deadline of this round.

You can also indicate here if you have done something with FAIR data, the application of FAIR principles, in the past. These include:
· Enabling data sharing (data sharing and/or data visitation for algorithms); 
· Reuse existing data; 
· Made existing data more FAIR ('FAIRify');
· Participate in the development of FAIR metadata schemas, open software, or other tools for FAIR data.



7.	BACKGROUND IP (IF APPLICABLE):
	If applicable, describe who holds the rights to the background IP (intellectual property) / existing knowledge. If you have any questions about this, please contact the KTO officer or legal advisor of your organisation. ZonMw advises you to involve this person in your application as early as possible, if applicable.




8.	LITERATURE REFERENCES / KEY OUTPUTS:
	Please list a maximum of ten key references that substantiate your application (do not list the publications of your project group members). If there aren’t any references, please explain why. Note that a full ‘literature review’ is not applicable in this phase but will be done if a full application is submitted.
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