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Version management

Version Date ‘ Most important adjustments

2.2 August 2021 e Correction of web address GMS
e Correction of salary scales

2.1 January 2021 e Deletion of Pink Ribbon as funding partner
e Typo corrections
2.0 Ist October 2019 e Total revision (New Funding Conditions)
1.9 23rd Januari 2019 e Scope Infrastructureinitiatives
1.8 19th December 2018 |« Reformulationswithregardto partiesinvolved inthe project;

e Merge with guidelines forimplementation projects and
Infrastructure initiatives.

1.7 Ist April 2018 e Overall general adjustments

1.6 Ist October 2017 e Overall generaladjustments;

¢ Removed funding, review and operating;

e Translated Dutch summary tab;

e Added research activities per research phase ;
e Added fundingpartners;

e Addedinclusion centerin aclinical trial;

¢ UpdatedtravelandaccommodationcostsandICRP
instructions.

1.0 June 2016 Initial document
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1. Introduction

This document explicates the guidelines for the submission of a project proposal within the KWF
Kankerbestrijding (KWF) programme Research & Implementation (in Dutch: ProgrammaOnderzoeken
Implementatie, PO&I). It provides practical information on the registration in the Grant Management
System (KWF GMS, see https://gms.kwf.nl/ ). It explains the different funding types, conditions
and research phases under which you can submit. Furthermore, it guides you through the actual
submission of a project proposal form and the applicable fields in KWF GMS. Lastly, itdescribes the
reviewing process and explains the criteria that are used to review a project proposal.

>registratio>> preparatio>> creati0n>> review >> decision>

Afteryourprojectproposal hasbeen granted forfunding, youwillreceive agrantdecision letter with
the applicable conditions. These guidelines do not cover the monitoring of your project by KWF neither
the projectclosure.

Ifyou have any procedural questions or questions concerning KWF GMS, please contact our scientific
review and grants administration department.

Phone: +31 (0)20 5700450
E-mail: bestedingen@kwf.nl
Website: www.kwf.nl/poi

See www.kwf.nl/onderzoek/poi/Pages/Contact if you have questions regarding the content of your
project proposal, please contact the programme coordinator.

2. Tips and tricks

>registratio>> preparatio>> creation>> review >> decision>

We advise you to read the entire guideline and pay extra attention to the following tips and tricks.

2.1 Ifyouintendtoinvolve patientsorapatientorganizationduringyourstudy, please make sure
you contactthem intime. See chapter 5.

2.2 If you have not already done so, please register your organization, department and personal
profile as soon as possible and advise your fellow principal investigators and scientific personnel
to do the same. Please contact our scientific review and grants administration department at
least six weeks before the call deadline to approve the registration. See chapter 3.

2.3 Before creating a project proposal, selectthe righttype of funding and research phase. See
chapter 4. Ifyou wantto adjust the type of funding or research phase in KWF GMS you have to
create a new project proposal.

24 Please check all eligibility conditions of your funding type in chapter 4. Any requests for
exemption mustbe submittedto KWF atthe latestsixweeksbeforethe calldeadline.


https://gms.kwf.nl/
mailto:bestedingen@kwf.nl
http://www.kwf.nl/poi
https://www.kwf.nl/onderzoek/poi/Pages/Contact.aspx

Guidelines KWF 2021

25 KWF GMS does not support copying from external word processors since importing formatted
textinto KWF GMS is not supported. We therefore recommend to edit your text layout with the_
text editorin KWF GMS. Before submitting, please check and verify the layout by clicking the_
print form - view button on the tab project details. Disclaimer: not all special characters might
berendered correctly inthe PDF and some information on the application form is not displayed
in the PDF.

2.6 Restrictthe number of your work packages. In general, one to three work packages will suffice.
This also applies for complex research proposals.

2.7 Milestones are defined as critical pointsin time to ascertain that sufficientand successful
progresshasbeenmadeinyourproject. Forprojectproposalswithinthe explorationtrack, two
tothree milestonesintotal will be sufficient. For projectproposalswithinthe developmentand
implementation track, three to six milestones in total will suffice.

2.8 Ifyou enlistaservice provider orinclusion center, itisobligatory to upload a quotation forthe
estimated costs (including taxes).

29 In case of collaboration with other organizations, or in case of co-funding, please be aware that
Value Added Tax, VAT (in Dutch: BTW) may be charged. Contactyour organization’s finance
department or Technology Transfer Office, TTO, for the actual regulations.

2.10 KWF recommends to request your finance department to check if the budget of your project
proposalis filled out correctly and in accordance with the guidelines and funding conditions. To
this end, the financial contact person can view and edit the project proposal or you can export
your draft project proposal from GMS to PDF.

2.11 TogenerateaPDFfile from the project proposal, please ensure thatthe security settings of PDF
documents are disabled (e.g. password-protection or any other encryption).

2.12 Westrongly advise youto validate your project proposalin KWF GMS atleast two days before
the calldeadline. After clicking the validate button, all obligatory fields willautomatically be
checkedforcompleteness. Atimely validation of your proposal will allow youto correct
unexpectederrors/issueswhile beingable to continue writing onyour proposal. Whenthe
deadlinehaspassed, projectsthathave notbeensubmitted properly willautomatically be
recorded as missed deadline and will not be taken into consideration.

3. Registration and approval in KWF GMS

>registratio>> preparatio>> creation>> review >> decision>

KWF uses KWF GMS forthe whole process of submission (registration, preparation and creation),
review, decision, monitoring and closing of projects, see www.gms.kwf.nl. This chapter provides
information on the registration in KWF GMS.

3.1 Registration of a department and/or organization

To participate as a lead institute or participating organization in a project proposal, your organization
and department needto be registered in KWF GMS. During the registration process, you can choose
from existing organizations and departments (i.e. already registered by KWF) oryou can create a new
one.

All organizations will be checked for eligibility, see chapter 3.2.


http://www.gms.kwf.nl/
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3.2 Approval of a department and/or organization

The lead institute and all participating organizations have to be approved by KWF before you can
submit the project proposal. A red notification bar on the application form indicates that your
department has not been approved yet. Please click the validation button to check the approval status
of the participating departments. For approval, contact KWF’s scientific review and grants
administration, at least six weeks before the call deadline.

Requirements for a lead institute:

Approval of a lead institute indicates that the organization is appropriate for performing scientific
research and that the organization is equipped with the required infrastructure. Appendix 1 gives an
overview of types of organizations which are eligible as lead institute.

Approval of an organization:

To approve an organization and/or a department, the following documents have to be presented to

KWF:

. Arecent (no older than two months) commercial register extract, issued by the Chamber of
Commerce (in Dutch: uittreksel Kamer van Koophandel). Incase the organizationis already
approved but approval is requested for a new department of this organization, this register
extractis only required when the director of the organization has changed.

. Aregistrationform, describing details ofthe organization, the department, the director of the
organization, paymentdetailsand contactdetails ofthe delegated authority atthe department
levelandthefinancial person. Theregistrationformincludesadeclarationfromthedirector of
theorganization (whose nameisontheregisterextractofthe Chamberof Commerce)stating
thatthe delegated authority hasthe authority tosign. Thisregistrationformisavailable at KWF
scientific review and grants administration department.

KWEF reserves theright to reject a project proposal if the organization does not satisfy the approval
requirements or the requested documents are not provided on time.

3.3 Registration of a personal profile

After choosing an organization and department, you will be asked to fill out a personal profile in GMS.
This profile contains your contact details, CV and other information which is relevant for the review
and monitoring process, such as specific expertise and experience. After having created apersonal
profile, you will receive a PIN number, which is accessible viayour personal profile. It can be used to
link your account to project proposals.

The following distinction has been made between expertise and experience:

. Expertise refers to your competencies in terms of specialisation, qualifications, position (e.g.
biologist, pathologist, epidemiologist, psychologist, surgeon).
. Experience refers to your competenciesinterms of the field of oncology and/orresearchin

which you have worked or are working (e.g. type of tumors, techniques, methods, models,
project management).
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4. Preparing a projectproposal

>registratio>> preparatio>> creation>> review >> decision>

Afterregistrationin KWF GMS, you will be requested to select the funding type and research phase.
Based onyour choices, a project proposal form will openin which you can draft your project proposal.

Chapter 4.1 describes the different funding types and their terms for eligibility and these terms are
binding. Italso provides you a guideline to select the best funding type for yourresearch.

Chapter 4.2 describes the several research phases.

4.1 Funding types
KWEF offers five funding types:

o Research project

. Young Investigator Grant
o Unique High Risk project

. Consortium project

o Infrastructure initiatives

For each funding type, the greater part of the work on the project must be performed in the
Netherlands. Therefore,duringthetermofthe projectthe projectleaderistobeemployedbyaDutch
organization. Whenitisrequired forthe project, parts ofthe work plan can be performed abroad.

Forallfunding typesitis allowed to collaborate with other organizations to addresstheresearch
question. Ifthe collaboration has a complex nature, e.g. because of participation of private parties, a
collaboration agreement may be required.

Conditions and guidelines for each funding type are described in the next five chapters.

In case you have a valid reason, e.g. for a follow up of a clinical trial, you may deviate from the
eligibility condition of at least one scientific researcher to be employed on the project with a minimum
of 0.5 FTE per year during the term of the project. This valid reason must be substantiated in the
section people of the project. KWF assesses whether the reason is valid.

4.1.1 Research project

Thefundingtype Research projectaims at scientific projects which address aresearch question.
The duration of a Research projectis generally up to fouryears, but depends onyourresearch
question, asis the budget.

Eligibility terms Research project:

. TheResearch projectis hypothesis-drivenand has adefined duration and definedfinalanalyses
in which the hypothesis is confirmed or rejected.

. The project leader holds a PhD degree at the start of the project.

o Atleast one scientific researcheris to be employed on the project with a minimum of 0.5 FTE per

year during the term of the project.
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4.1.2 Young Investigator Grant

Thefunding type Young Investigator Grant (YIG) is for researchers who are in an early stage of their
scientific career and offers talented young researchers the opportunity to initiate an independent
oncologicalresearchline. Theyoungresearcher mustbe capable ofleadingthe projectand executing
the projectindependently.

The suggested duration of a YIG project is four years, with 1.0 FTE scientific and 1.0 FTE non-scientific
personnel peryear.

Eligibility terms YIG:

o The YIGis hypothesis-driven and has a defined duration and defined final analyses inwhich the
hypothesis is confirmed or rejected.

. The project leader has to initiate an independent line of research.

o The project leader holds a PhD degree at the start of the project.

. The projectleader needsto be employed onthe project fora minimum of 0.5 FTE peryear during
the term of the project.

o The projectleaderis eligible to submit a YIG project proposal if the call deadline is within five

years after obtaining his/her PhD degree. Possible exceptions are:

o Anextensionwiththetime spenton study/training to become aclinical/medical doctor
after obtaining a PhD;

o Anextensionwithamaximum oftwoyearsincase ofanyvalidreason, e.g.in case of
maternity leave. This valid reason must be substantiated with official documents atthe
latestsix weeks beforethe call deadline. If KWF considersthereasonto be valid, an extension
will only be granted for the upcoming call.

Exceptions are only possible after written approval by KWF.

4.1.3 Unique High Riskproject

Thefundingtype Unique High Risk project (UHR) provides the possibility to perform short-term
preparatoryworkto determine whetheranotyetfully crystallisedideaoffersviable opportunities.
Thistype offundingistovalidateinnovativeideas,torealise preliminaryworkandis meantfornon-
existinglines ofresearch onamostly theoretical basis, butwith high potential for breakthroughsin
science. Thereforetheprojectleaderisanexperiencedscientistinthespecificareatoensure pilot
experiments will be undertaken efficiently.

The guideline forthe duration ofaUHR projectis onetoone and a halfyears. Six months after the
starting date the project will be evaluated to ascertain that sufficient and successful progress has been
made in the project and funding can be continued.

Eligibility terms UHR:
. The project leader holds a PhD degree at the start of the project.

4.1.4 Consortium project

The funding type Consortium project is for Research projects in which expertise from different
organizationsisrequired to address acomplex research question. A project performed by four or more
organizations (this does not include service providers, inclusion centers and co-funders) is always
consideredto be a Consortium project. Because of the complexity of a Consortium project, a project
manager must be appointed to coordinate the project. In general, the duration of a Consortium
project may last up to six years.
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Eligibility terms Consortium project:

. The Consortium projectis hypothesis-driven and has a defined duration and defined final
analyses in which the hypothesis is confirmed or rejected.

. The projectleader holds a PhD degree at the start of the project.

. Atleastone scientific researcheris employed onthe projectataminimum of 0.5 FTE
employment per year during the term of the project.

. A project manager is appointed.

. Acollaborationagreement,signedbytheleadinstituteandallparticipating organizations, is

required before starting the project.

4.15 Infrastructure initiatives

The funding type Infrastructure initiatives facilitates existing or new Infrastructure initiatives that
support and enable oncological research. KWF expects that the Infrastructure initiative is able to
anticipate on its continuity and thereby to be implemented in a self-sustainable manner. So, the
(financial) support provided by KWF is of temporary nature and KWF is not responsible for the
continuity of this infrastructure. There is no guideline for the duration and budget of an Infrastructure
initiative. The review process of Infrastructure initiative includes a two-stage process. When the pre-
proposal has been positively reviewed and selected, you will be invited to submit a full proposal.

The scope of Infrastructure initiatives can vary per call, and only project proposals within the scope
will be considered. The scope can be found in the call text on the website, see
https://www.kwf.nl/onderzoek/poi/Pages/Infrastructurele-initiatieven

Examples of Infrastructure initiatives are:

. Facilities and platforms: biobanks, clinical trial platforms, early detection platforms, omics
facilities, modelorganism platforms, imagingfacilities and systems biology platforms.
. Data infrastructures: data repositories/archives/catalogues/portals/tools that proactively

promote, engage and/or are in transitionto adopt well-curated and FAIR (Findable, Accessible,
Interoperable and Reusable) data.

Characteristics of Infrastructure initiative are:

. Value to oncology by fostering, enabling and supporting oncological research. Clear description
of one or more research questions/Research projects which will be enabled by the Infrastructure
initiative.

. Nationwide need and a broad support from the scientific community.

. Services and resources are available and accessible on a national scale.

. Collaborationwithinthe oncologyresearch areawith existing Infrastructure initiatives, atboth
national and international scale.

. Transition to adopt the FAIR data policy (e.g. FAIRification of existent data and preparation

phase to integrate single data resources/collections into overarching initiatives).

Collaboration between Infrastructure initiatives is encouraged. Therefore, if complementary
Infrastructure initiatives are submitted in the pre-proposal stage, KWF can invite the project leaders to
submit a merged full proposal. In this case, please be aware that:

o Only one project leader can submit the full proposal.

. Both project leaders have to sign a statement in which they accept to merge the preproposals to
one full proposal. The signed statement has to be forwarded to KWF, see atemplate in appendix
2.

. Only after receiving the signed statement of acceptance, KWF will activate the full proposal

submission form.

Eligibility terms Infrastructure initiative:
. A project manager is appointed.

10
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4.2 Research phases

Afterchoosingafundingtype,youneedtoselectaresearch phase. KWFidentifies sevenresearch
phases, divided in two tracks.

The exploration track focuses on finding solutions to address knowledge gaps, obtaining new
scientific knowledge and identifying first leads and targets.

The development and implementation track focuses onthe development and implementation of leads
andtargets in the area of prevention, diagnosis, treatment and coping with cancer. The focus is on
problems relevant to patients or the general public in a healthcare or practical setting.

Incase a project proposal contains activities that apply to several research phases, please choose the
earliest research phase of the project. If an interventive prospective clinical study is part of the project,
always choose the research phase clinical research.

Theresearch phases are explained below and showninfigure 1. Research activities and examples per
research phase can be found in appendix 3. Raicreseanch

Exploration track
. Basic research Infrastructure
. Credentialing

Development and Implementation track

Credentialing

. Creation ofmodality
. Preclinical research
. Clinical research Impementarion

. - Creation of modality
. Implementation research 7 SQ o e
. Infrastructure Clinical ‘:;,‘.%‘:“_‘_,’_‘/ Pre-clinical research

Figure 1: Research phases

4.2.1 Basicresearch

The goal of basic research is to obtain essential insight into the origin and progression of cancer and
its (psychosocial) effects, as well as basic principles underlying the prevention and treatment of cancer
and relevant technological developments. Basic research does not focus directly on the possible
application of this knowledge.

4.2.2 Credentialing

Credentialing (or collecting credentials, evidence, confirmation) aims at identifying factors, targets
andleadsthatcouldinfluence orimprove prevention, diagnostics, treatment and quality of life.
Examples are the discovery ofdrugs or biomarkers and compound or drug screening. Observational
and population studies are also part of credentialing, including cross-sectional research, retrospective
and/or prospective cohort studies and case-control studies. The credentialing phase includes afirst
step towards validating the identified factors, targets or leads.

4.2.3 Creation of modality

The goal of creation of modality research is the extensive characterisation and further development of
newinventions/modalities untilthereis sufficient (invitroandinvivo) evidence frommodelsystems
orretrospective data and sample sets, to start preparing for human evaluation.

The development of psychosocial interventions is included in this research phase. Human
participationinthe development ofinventions/modalities is possible in this phase whenitis not
meantforavalidationinahumansetting. Startingfromthisresearch phase, concrete solutionsfor
specific problemsand needs (includingunmet medicalneeds) are developed and validated.

11
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4.2.4 Preclinical research
Thegoalofpreclinicalresearchisthecompletion ofallstagesrequiredto starttheclinical/human
evaluation of a new invention/modality in subjects, such as:

. thedevelopmentof GMP/clinical-grade production, toxicity testing, pilotortechnicaltesting,
successful IND/IMPD/CE submission and regulatory/ethical aspects;

. prospective analysesoftheclinicalfeasibility ofaninvention ormodality without performing
the actualintervention (e.g. prospective biomarker studies without changing the actual
treatment).

425 Clinical research
The goal of clinical research is to realize prospective clinical research, such as:

. a prospective clinical evaluation of a new invention/modality or assay/tool using a limited
number ofsubjects;

. establishing the effectiveness of anew invention, dosage, off-label usage, combinations of
modalities or psychosocial treatment;

o changesto treatment regimens associated with existing methodologies (including population

checks) in a patient population.

426 Implementation research

Implementation research encompasses scientific studies on methods to promote the delivery and
enhance the adoption of evidence-based interventions in (clinical) practice aligning with the main
goals of KWF. A project proposal must have aresearch focus, including a scientific research question.
Eligible projects focus on any aspect of Implementation research, including the factors affecting
implementation, the process of implementation and the results of implementation. This also includes
how to introduce potential solutions into a (health) system or how to promote their large scale use
and sustainability. The purpose is to understand what, why, and how evidence based
interventions/new methods work in “real world” settings, and to test approaches in order to improve
them. Implementation projects require an optimal alignment between the current Research project
and the envisioned end product and its users. Possible research questions can be:

. Whatare barriers and/or success factorsinthe implementation of an (evidence-based)
innovation/new method?

. Which implementation strategies are effective and which are not?

. Why does an implementation strategy work in one healthcare practice and not in another?

. What are the unintended and unexpected effects of the implementation?

. To what extent has an innovation/new method been implemented and adopted in the
organization?

. How can the result of the implementation be sustained?

4.2.7 Infrastructure
For Infrastructure initiatives, choose the research phase infrastructure.

12
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5. Creating a projectproposal

>registratio>> preparatio>> creation >> review >> decision>

After having chosenthe fundingtype and research phasein KWF GMS, an application form (draft
version) with a project number will be created.

The projectproposal consists of several sections andtabs. Please find below a detailed commentonall
tabs.

General instructions:

o Your project proposal must be written in English, except for the Dutch summary tab.

. Fields which are marked (*) in KWF GMS are mandatory. Some fields are conditionally
mandatory. If one of these fields is missing, KWF GMS indicates this by validation of your project
proposal.

. KWF GMS does not support importing formatted text, so please make sure to use plain text
when copying from external word processors. Toinsert special characters, use the insert button
in KWFGMS.

. For Infrastructure initiatives: the fields requested in the pre-proposal submission form will be

supplementedwithextrafieldsinthe fullproposalsubmissionform. The specificfieldsofthe
pre-proposal can still be edited in the full-proposal submission form.

5.1 Project details
5.1.1 Title of theproject
Please choose a clear title, covering the contents of the project proposal.

5.1.2 Project duration
Choose the duration for the project proposal in months. When your project will last longer than 96
months, please contact KWF before submission.

5.1.3 Keywords

Keywords (maximum of five) are requested to represent the content of your project proposal, such as
tumortype, methodology or field of work. If your Research projectis specifically focused on paediatric
or geriatric oncology, enter this as a keyword.

5.1.4 Scientific abstract
Summarise your proposal, preferably based on the following structure:

. description of the problem;

. envisioned solution/researchdirection;
. aim/hypothesis;

. plan ofinvestigation;

. expected outcome.

If funding for the project is granted, the scientific abstract can be published in the international
research database ofthe International Cancer Research Partnership. Itis obligatory to ensure this text
does not contain any confidential details that might reveal sensitive information or infringe the
intellectual property rights of yourresearch. KWF will use these summaries forcommunication
purposes (e.g. to inform the public/donors about KWF-funded research).
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For Infrastructure initiatives pre-proposal: summarise your proposal using the following topics:
. aim;

. preliminary activities;

. the need for the Infrastructure initiative;

. examples of oncological research lines/projects that the infrastructure will enable;
. financial self-sustainability;

. work plan.

5.1.5 Maingoals
KWF has defined four main goals:

. We prevent cancer wherever we can;

o We stimulate better treatment for every type of cancer;

. We aim for a better quality of life for (former) patients and their loved ones;
. We ensure that high quality palliative care is available for all patients.

Please indicate which main goal(s) your research will contribute to. If your proposal concerns basic
research, you are requested to indicate this.
Describe how the results of this project proposal will contribute to the selected main goal(s).

5.1.6 Previous rejected projectproposals

Please indicate whether this project proposal is an updated version of a project which was previously
rejected by KWF and specify the corresponding project codes.

When resubmitting, you are advised to modify the project proposal in accordance with the feedback of
the reviewers and review committee. Please indicate which changes you have implemented to
improve the project proposal and how the feedback of the reviewers and the review committee has
been addressed.

For Infrastructure initiatives - pre-proposal:
Please explicate whetherthe Researchproject(s)/researchlines have beensubmittedto KWF earlier
and indicate the corresponding project codes.

5.1.7 Related proposals and previously granted funding
Specify the project codes of projects, funded by KWF or other funders, which are related to the project
proposal.

5.2 Classification

KWFisamemberofthelnternational CancerResearch Partnership (ICRP). ThelCRP partnershave
adoptedacommon method of classification, the Common Scientific Outline (CSO) and Disease Site
Code (DSC), which provide a simple overview of national and international cancer research.

KWF also employs asystem of classification specifically designed fortranslationaland clinical research
to have a more detailed overview of its own portfolio, which is called modality coding.

Youaretoclassify yourprojectproposalbased onthe ICRP and modality coding system. KWFcan
choosetochange your classification of the project.

Please be aware of the following specific aspects of the modality coding:

. Ifthe project proposal concerns basic research, select basic research as the primary
modality. Only code a secondary modality ifthe research goals of this second modality are
actually to be achieved during the term of the current project proposal;

. ForInfrastructure initiatives, the primary modality is fixed to infrastructure and the
corresponding application and type are fixed to not applicable.

See appendix 4 for more detailed instructions.
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5.3 Dutch summary

Thetab Dutch summary will be used by the patients advisory committee (PACO) for assessing the
project proposal. If the project is granted, the Dutch summary can be used for communication
purposes to laymen. Therefore the entire tab has to be filled out in Dutch.

The PACO reads the Dutch summary in order to review the relevance and feasibility of the project
proposal from patient perspective andto assess patientinvolvement. PACO members are partofthe
development and implementation review committee and play an active role in formulating the
funding advice. The PACO is notinvolved in the assessment of the exploration track.

5.3.1 Project titel (projecttitle)
Choose a clear Dutch title which describes the content of the project.

5.3.2 Samenvatting projectplan (summary of project plan)

Summarise your project proposal inlayman’s terms and avoid using specialised medical or scientific
terminology. Although PACO members are trained in reading project proposals, notallmembers have
a background of medical expertise or knowledge of specific research methodologies.

For more information on how to write a Dutch summary, please click:
https://www.gezondheidsfondsen.nl/wordpress/wp-content/uploads/2019/07/SGF-A4-
Handr_onderzoekers.pdf

Please use clear subheadings, as shown below.

For development and implementation projects:

Background

¢ Problem: identification of the problem being the starting point of your project proposal;

e Objective: the envisaged solution for the problem/the research direction. In what way does your
research proposal contribute to this solution?

Relevance

. Targetpopulation: forwhomandinwhatway isthis developmentsignificant, whatisthe size
ofthisgroup of (ex)patients, andwhatistheir currentsituation? Whatisthe currentprognosis
forthisgroupinterms oflife expectancy, quality of life and the seriousness oftheir condition
(including symptoms, somatic complaints and psychosocial burden)?

. Patient needs: does the objective of the study correspond to the needs of the target population?

. Contribution to the KWF main goals: How does this solution/research direction contribute to
KWF’s main goals? For example by prevention, diagnostics/early detection, recovery/survival
rate, less invasive/stressful treatment, impact on outcomes of clinical research, quality of life,
quality of health care provided and/or scientific development.

. Added value relatedtothe field of oncology: describe the expected added value of your
solution/research directionto:

everyday practice;

other therapies/interventions (including experimental treatment methods);

the health care sector;

future patients;

cancer prevention;

scientific development.

. Scientific foundation: the relevant research findings (in clinical experience and literature) which
substantiate this solution/research direction.

O O O O O O
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Study design

Study design: describes the different research stages.

A clear and comprehensible diagram Illustrating of the study design (including follow-up). This
can be attached as PDF file.

Partnerships: whilstresearching, will you be collaborating or coordinating with other parties?
Dissemination of results: how will the results be disseminated to end users as well as
participating patients?

Follow-up: what steps are required to implement the findings of the research and the envisaged
solution, and how does this project anticipate on it?

For Infrastructure initiatives:

Background

Problem: describe what support the Infrastructure initiative offers to tackle which problem.
Objective: the envisaged solution for the problem. Describe the scientific need for this
Infrastructure initiative and how it will enable and facilitate the scientific research.
Contribution to the KWF main goals: how will this Infrastructure initiative enable scientific
research that contributes to KWF’s main goals?

Relevance

Theexpected added value ofthe Infrastructure initiative inview ofthe current situationinthe
following areas:

everyday practice;

other therapies/interventions (including experimental treatment methods);

health care;

future patients;

cancer prevention;

scientific development.

O O O O O O

Study design

Work plan: the different stages for the set-up of the Infrastructure initiative.

A clear and comprehensible diagram illustrating the study design (including follow-up). This can
be attached as PDF file.

Collaborations: will the Infrastructure initiative collaborate with other initiatives?
Dissemination of results: how are results disseminated to end users as well as to participating
citizens?

Follow-up: which follow-up steps can be anticipated to ensure the financial self-sustainability of
the Infrastructureinitiative?

5.3.3 Toelichting deelnemers (patientinclusion)
If your project proposal includes human subjects, please describe:

All steps the study participants will experience during the project, including the follow-up
period. We advise you to attach a PDF file including a diagram showing these steps.

The imposition on the study participants (in terms of time, physical, psychological and social
impact and potential side effects) and how they will be supported.

The possible benefits (what will study participants gain from participating?).

The planned comparisons between the experimental arm and the control arm.

Therisks and ethical aspects (freedom of choice, privacy) associated with participation.
Theresearch sample: the number of study participants, inclusion and exclusion criteria, chance
ofdropouts, feasibility of the envisaged research sample and recruitment strategy.
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5.3.4 Toelichting patiéntenbetrokkenheid (patientinvolvement)

Patientinvolvementis a process thatincludes patients or theirinformal caregivers as stakeholders,
advisors and shared decision makers, in research, policy, or quality of care. Please note thisis not
patient inclusion, which refers to persons who are included in a clinical trial.

KWF believes it is important to involve patients and/or patient organizations to enable them to
addresstheirneedsinallstages. Please describe how patients and/or patientorganizations are
actively participating inthe design, planning, developmentand execution of your study, aswellas
disseminationofresults. Ifpatientsorpatientorganizationsarenotparticipating, pleaseexplicatethe
reason.

Answer the following questions, and include documents to support your answers:

o How and when are patients/patient organizations involved?

. What kind of input is provided? What will this input be used for?

o Describe the role of patients and/or patient organizations during and after the study? Will they
be involved in translating results into concrete actions?

o When and how will patientinvolvement take concrete shape?

. How will results of the study be communicated to the patients and/or patient organizations ?

. How will patients and/or patient organizations be involved in the dissemination of results?

3 ForInfrastructureinitiatives: Inwhatway will patients beinvolved indata ownership, privacy,

ethical and societal issues?

For more information, see the website www.kwf.nl/patientenparticipatie.

In order to establish a meaningful involvement of patients or patient organizations, they should be
contacted at the latest 6 weeks prior to the call deadline. In your search for participating patients, you
could contactthe Dutch Federationfor Cancer Patient Organizations (In Dutch Nederlandse Federatie
van Kankerpatiéntenorganisaties, NFK). Their website www.nfk.nl provides direct links to the
websites of the different cancer patient organizations.

Formoredetailedinformationon patients/patientrepresentativesinvolvementduringthedifferent
stages ofresearch, please click www.participatiekompas.nl/kickstarter.

5.4 Parties of theproject

InKWF GMS, tab parties ofthe project an overviewis requested of
. allpeoplewhoactivelyworkonthe project;

. all organizations involved in executing.

5.4.1 People of theproject

Youmustregistertheprincipalinvestigators andscientificpersonnelinthetable people ofthe project.
If a positionis vacant, you can enter vacancy. Adding aforeign researcher as a principal investigator or
scientific personnel is permitted. Please justify in the corresponding work package(s) their
contribution to the work plan.

Persons who can contribute to the project, people of the project:

o The project leader being the holder of the grant, isthe lead researcher of the project and takes
directresponsibility for completion of a funded project. The project leader must be employed by
a Dutch organization during the term of the project. The project leader is responsible for the
scientific management and coordination of the whole project and the submission of all required
reports on behalf of the lead institute. In addition to his/her obligations as a participant, the
project leader must ensure that the project team complies with the terms and conditions of the
research grant. Each project has one projectleader, who alsois also the exclusive contact for
KWF. Please note that the projectleader cannot take the role of project manager.

. Theprincipalinvestigator isresponsible forthe daily scientific management of a specific part of
the project, usually defined in (a) work package(s). A project can have multiple principal
investigators.
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. Scientific personnel areresearchers such as PhD students, postdoctoral researchers, medical
doctors or trainee doctors who execute the research activities.
. Researchsupportpersonnel (MBO,HBO oracademic)referstopersonnelthatexecutesnon-

scientific supporting tasks withinthe Research project, such astechnicians, research nurses,
datamanagersandtrialmanagers. These personnelcostscanbe addedtothe budgetaccording
totheirlevel of education: MBO (vocational education); HBO (Bachelor's degree) and academic
(Master’s degree).

Anexample ofresearch supportpersonnelisaproject manager,whosupportsthe project
leaderto ensure thatthe project willbe completed on time and within budget, with a specific
focus on facilitating collaboration between the different organizations in a complex project. The
projectmanager’s main goalisto ensure thatthe project’s objectives are mettothe highest
possible standards andto ensure everyone completestheirrequiredtasks. The projectmanager
doesnothave ascientific/researchroleinthe projectandis notinvolved inthe projectata
content level. Examples of possible tasks: organizing and taking minutes of meetings,
contacting stakeholders and external parties, taking care of contracts and payments, logistics of
thesamples, and monitoringofthe progress. Aprojectmanageris obligatoryfor Consortium
projects and Infrastructure initiatives and recommended for multi-center clinical studies.

o Advisorssupportwithexpertisewhichisnotavailableinthe projectteam. Theiradviceonthe
progressofthe projectisfocussed onthefinalgoal orproduct. KWFencouragesinvolvingthe
rightadvisorsand (patient-)advocatesbothbeforeandduringthe project. Thisistoensurethat
the projectproposal meetsthe needs ofthefield and the end users of the modality/invention
beingdeveloped. Advisorsarenotinvolvedintheimplementation ofthe workplan. Anadvisor
sendsaletterofcommitmentto specify the agreement made with the advisorinterms ofthe
advisoryrole in the project and how this contributes to the project proposal/planning.

5.4.2 Register people of the project in KWF GMS

You can add people to your project proposal by linking them by PIN number or by adding manually. For
all people of the project, fill out in which work package(s) they are involved and if budget for FTE is
requested by filling out yes or no:

. By clicking yes you state that personnel costs will be requested for funding by KWF. The
requested data on FTE/salary must also be processed inthe budget tab.
. By clicking no you state that personnel costs will be funded by own contribution. In that case

funding for this employee is already provided for by their organization and you must indicate
FTE own contribution (average/project).

5421 PIN numberto link principle investigators and scientific personnel

Principalinvestigators withapersonalprofilein KWFGMShave aunique PIN numberthatcanbe
foundontheirprofilepage. The projectleader mustusethisPINnumbertolink principalinvestigators
and known scientific personnel to the project proposal.

KWF therefore request the projectleader to ask for the other participants PIN number and use this to
synchronise their contact details to the project proposal. Before providing their PIN number the
principal investigator or scientific personnel must ensure their profile is up-to-date. By providing their
PIN number, the participants authorise the project leader to submit the proposal on their behalf, as
well as agreeing to undertake, and assume responsibility for, their part of the work plan. When a
researcherislinked to a project proposal as principal investigator, he/she can make changesto the
project proposal.

5422 Minimum of 0.5 FTE employment

For Research projects, YIG and Consortium projects: please state ifyou have atleastone scientific
researcher employed on the project at a minimum of 0.5 FTE employment per year during the term of
the project. If you do not meet this eligibility condition, please justify.

5423 No PIN number for research support personnel and advisors
Researchsupportpersonnel, vacancies and advisors have no PIN number. You mustfillouttheirname,
organization anddepartment.
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5.4.3 Project leader details

The projectleader’s personnel data will automatically be copied from his/her profile. This information
includes: name, the institute and department he/she registered and CV, including obtained degrees,
education/training, professional experience and relevant honours and awards. Please ensure this
profile is up—to-date. The projectleader’s four most relevant publications can be added manually to the
project proposal.

5.4.4 Principal investigator details

Afterthe PIN number and last name have been added, the profile data of the principal investigator is
automatically copied into the project proposal. This data includes: the name of the principal
investigator and CV, including obtained degrees, education/training, professional experience and
relevant honours and awards. The principal investigator’'s four most relevant publications can be
added manually to the project proposal.

5.45 Scientific personnel details

Afterthe PIN number and last name have been added, the profile data of the scientific personnel is
automatically copied into the project proposal. This data includes: the name(s) and CV, including
obtained degrees, education/training, professional experience and relevanthonours and awards.

5.4.6 Parties of theproject

Please complete the table parties of the project. If you have filled out the people of the project, KWF
GMS will fill out the lead institute and participating organizations automatically. A participating
organization who does not request budget for FTE but does request other funding, must be indicated
here. Finally, the service providers, inclusion centers and co-funders must be added. For definitions of
the parties please read below. Figure 2 shows schematically all criteria for the parties involved.

Conditions:
. The project must resort under one lead institute.
. The lead institute is permitted to cooperate with one or more parties.
. Each party has only one role in a project. The party acts either as:
o lead institute
o participating organization;
o service provider;
o inclusion center;

o co-funder.
Roles can switch per project and are not fixed between projects.

. Therightonintellectual property onthe projectresults depend ontherole ofthe organization
intheproject. Aprojectresultisdefinedas:allinformation,samples, knowledge andinventions
arisingfromthe project. Thisresultmay possibly be protected by meansofrightonintellectual

property.
. The added value of each of the separate organizations must be justified.
o Data management can be performed by the lead institute, a participating organization or

service provider. The projectleader and the lead institute are responsible for safeguarding of
data management.

Definitions parties of the project:

. The lead institute is a Dutch organization that carries the final substantive and financial
responsibility for the project and the dissemination and exploitation of the project results. The
lead institute is also employer of the project leader, the sole recipient of the funding and point of
contact for KWF, the participating organizations and other stakeholders. Appendix 1 gives an
overview of types of organizations which are eligible as lead institute.
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A participating organization is an organization that carries substantive and financial
responsibility for a part of the project, the dissemination and/or exploitation of the results. A
foreign participating organization can perform parts of the work plan, when the project leader
deemsthis necessary. The necessity must be justified in the description of collaboration.

A participating organization whose owners benefit from the net income or earnings of the
organization, cannotreceive funding from KWF, unless all of the netincome or earnings are
used for the stated purpose of the organization to increase the social impact and/or public
good. These specific participating organizations must confirm their contribution in a letter of
commitment. The letter must comply with the guidelines as stated below.
Aninternalserviceproviderisadepartmentoftheleadinstitute orparticipating organization
that provides a necessary service forthe work plan, such as data management, animal facilities,
pathologyreviewand MRIscans.Aninternalservice providerdoesnotbenefitfromthe project
results and has norightto the projectresults. A quotation for their servicesis obligatory.
Anexternal service providerisanorganizationthat provides anecessary service forthe work
plan, such as data management, animal facilities, pathology review and MRI scans. An external
service providerdoesnotbenefitfromthe projectresultsandhasnorighttothe projectresults.
A quotation for their services is obligatory.

Aninternal inclusion center is a department of the lead institute or participating organization
thatonlyincludes patients forclinical studiesand has noactiveresearchroleinthe project. It
has norighttothe projectresults, an exception to thisisthataninclusion centerretainsthe
right to information, samples, knowledge and inventions on its own generated data.A
quotation for their services is obligatory.

Anexternal inclusion center is an organization that only includes patients for clinical studies
andhasnoactiveresearchroleinthe project. Ithas norighttothe projectresults, . thasno
rightto the projectresults, an exception to thisis thataninclusion center retains therightto
information, samples, knowledge andinventionsonitsowngenerated data. Aquotationfor
their services is obligatory.

Co-funders contributeinthe formofafinancialand/or materialdonation forthe execution of
the project(co-funding). Aco-project, unlessagreedinaseparate agreementwiththelead
institute and participating organization. Thisagreementshould be inline with the articles of
the funding conditions ondissemination and exploitation ofthe results ofthe project. Aletter
of commitment from the co-funder is obligatory.

ForInfrastructure Initiatives fullproposal: User groups:usergroupsofthe Infrastructure
initiative must justify their support and commitment for using the Infrastructure initiative, by
describingwhichkind ofscientificresearchwillbe performed. Lettersofcommitmentfromthe
Infrastructure initiative user groups are obligatory.
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Figure 2: Schematic overview of organizations working on a project.*

* An exceptiontotheright of projectresultsis thataninclusion centerretains the rightto
information, samples, knowledge and inventions on its own generated data.

Letter of commitment:

In a letter of commitment the organization specifies the contribution they will make to the project,
e.g.in-cash contribution, costs of man-hours, material resources and number of patients to be

included, etcetera. The letter includes how their contribution fits within the project

proposal/planning.

Youcanuploadtheletterasattachment (PDFfile) tothe project proposal form. The PDFfile name
mustclearlyindicatethe subjectoftheletter. Letters of commitmentare compulsoryfor: participating
organizations whoreceive nofunding from KWF, co-funders, advisors and user groups (Infrastructure
initiatives). The letter must comply with the following terms:

. The letter must be printed on headed stationery and must be addressed to the projectleader. It
must show the correct address of the organization.
. Theletter mustspecify the contribution made by the organization. E.g. in-cash contribution,

the cost of man-hours (number and/or rate applied), material resources (numbers, cost prices,
rates, percentagesthatcanbeattributedtothe project, etc.),numberofpatientstobeincluded
and how their contribution fits within the project proposal/planning.

. The letter must give consent for KWF to publish the organization’s name as participating
organization, inclusion center or co-funder of the project.
. The letter must be signed by an authorised person from the committing organization.

21



Guidelines KWF 2021

. Aletterofcommitmentbyusergroups of Infrastructureinitiatives should demonstrate their
supportand commitmentto use the Infrastructure initiative, by describing which kind of
scientific research will be performed in the Infrastructure initiative.

5.4.7 Collaboration

5471 Upload organogram

Please provide a schematic representation (in PDF format) of the parties of the project and the people
working on the project (project leader and principal investigators), including the work packages for
which they are responsible. Figure 2 could form the basis for the organogram.

5472 Description ofcollaboration

When applicable, please describe the role of the collaborating organizations in the project and their
synergy, based ontheir specific expertise andincluding the knowledge exchange and decision-making
process within the collaboration.

5413 Project embedding

Please indicate if this project proposal is part of a larger project with additional funding. Ifit is,
describethelargerprojectinwhichthe currentprojectproposalisembedded. Describethewaysin
whichthe projectplanandthelarger projectare dependentuponeachotherintermsoforganization
and funding. Describe the relationships between the execution of the larger project and the execution,
results and benefits of this project proposal.

5.5 Project proposal

Inthe tab project proposal you have to describe your actual project proposal/work plan. Use this
section to describe and substantiate the activities that cover your request for funding. Please note that
thereferences which are in this tab must also be listed under the references tab.

5.5.1 Relevance

5511 Problem andresearch direction or solution
Pleasedescribetheproblemyouintendtosolve and specifythe needsthatwill be fulfilledwhenyour
projectordevelopmentplan has been successfully completed. Make sureto be as specific as possible
and substantiate the size ofthe problem (e.g. target population, burden on the patient, under-or
overtreatment, costs, etc.). Describethe solutionyouenvisage (e.g.newdiagnostictest,therapyor
preventive therapy, screening modality, etc.). When the problem involves a specific lack of knowledge,
it sufficesto describe how the results of the project will contribute to the current state-of-the-art
research and whattype of spin-off/future activities you expectitto generate (e.g. anew platform
technology, specific knowledge that will help the field move forward, newtargets for prevention,
diagnosis or therapy, etc.).

5512 Aim/hypothesis
Please describe the goals ofthis project proposal, divided into main goals and secondary objectives or
research questions; and/or specify the hypothesis that you will test.

5.5.2 Background

5521 Summary ofliterature

Please provide a concise summary of the relevant literature. Clearly distinguish between the results of
your own research and those of otherresearch groups and what gaps inthe research field the proposal
seeks tofill.

5522 Preliminary results of own research

Please specify the results of preliminary research (including pilot studies) undertaken by you or the
researchteamthatledtothecurrentprojectproposal. Refertothe preliminaryresearchthathas
already been/or is inthe process of being published and abstracts.
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5523 Supporting documentation
If applicable, upload supporting figures of (preliminary) work.

When applying for aclinicalresearch proposal please note thatitis notobligatory to attach the
Patientinformationform, PIF, tothe projectproposal(clinical supportingdocumentation section of
the tab). Ifthe PIFis notyet available during submitting the project proposal, please upload a
statement on when the document will be available.

5.5.3 Plan ofinvestigation

5531 Synopsis of work packages and their interconnection

Please explain howthe activities of your overall work plan are divided across the work packages and
how the work packages are interconnected.

5532 GANTT chart
You are advised to add a GANTT chart, showing the duration of the work packages, the major activities
included in these work packages and the time frame in order to reach the milestones.

GANTT chart
Month
Work Package 1- Title WP leader

Task1.a
Task1.2
Task1.3

Work Package 2 - 7itle WP Leader
Task 2.1
Task 2.2
Task 2.3

Figure 3: Example ofa GANTT chart.

5.5.3.3 Creating a work package
Restrictthenumberofwork packagestoaminimum. Forstraightforward projectsandevenformore
complex projects, one to three work packages will suffice.

5.5.3.4 Description of work packages
Aworkpackageconsistsofaunitofcoherentwork/activitiesandisclearly distinguishable fromother
work packages. Ascheduled startand completion date withinterim milestones (ifapplicable) are
defined, as well as atleast one milestone to conclude the work package (obligatory).

Required fields for each work package are:

. specification of the work package number;

. starting month and duration of the work package;

. principal investigator who will be responsible for the completion of the work package;

. objective(s) of the work package and significance to the overall project aim;

. description of the work (methods and techniques);

. statistics utilised in this work package and any supporting documentation if applicable.

Ifapplicable, please include inthe work plan the possible burden, side effects and effects on quality of
life for patients and describe how you will minimise the negative effects. KWF advices to address this
as early as possible during the development of interventions, diagnostics tests and care.

Ifthe project proposalincludes aninternship abroad, describe in the work package the internship’s
contributionto capacity-buildinganditsrelevancetothe proposal’s objectives. Explainwhythe
internshipis necessary forthe implementation ofthe work plan andinclude adescription ofthe
available expertise at the host institute.
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5.5.3.5 Work packages for clinical studies
KWF recommends to describe atleast the following aspects of the clinical study in separate work
packages:

WP1: Undertaking the trial (including selection of research sample)
Please describe in awork package the organizational structure of the trial and the sample selection
strategy, including the following information:

. How is the research organised?

. Necessary research sample (the number of required trial subjects) and statistical validation.

o Is the study single-center/multi-center? When multi-center, KWF recommends to appoint a
project manager.

. Will the study be undertaken at a national or international level?

o Alist of the participating hospitals/inclusion centers.

WP2: Data management and analysis

KWF recommendstoinclude the description of execution and organization of data management as
extraseparateworkpackagesintheworkplan(handlingandstorage ofdataanddocumentsand
monitoring and quality assurance):

. Howwillthe centraldatamanagementbe organized? Isa CRF beingused? Whatare the
qualifications of the staff?

o What database will be used and how will the data be stored?

o How is the local data management organised? Who collects the dataand what are the
qualifications of the staff?

o How will the monitoring be organised and to what extent? Does the local monitoring comply

withthe Netherlands Federation of University Medical Centers (in Dutch: Nederlandse Federatie
van Universitair Medische Centra, or NFU) guidelines? What are the qualifications of the staff?

o Deploymentof personnel, registered atthe Netherlands Association of Oncology Data
Managers (appliestolocal and central data management and to monitoring).

. How isthetrialmanagement organised? Will there be any trial management agencies involved?
If so, please specify the agreements.

. Does the organization or trial management agency have a quality guarantee or any

certification? If so, please attach the relevant documents.

WP3: Follow-up
When the follow-up of the clinical trial is required to address the hypothesis, this must be described in
a separate work package. The follow-up work package describes:

. Motive for follow-up. What are the end points? Which questions are important?

3 Duration of follow-up, frequency of follow-up (yearly frequency, timeline of agreements in
protocol) and required time per visit.

. Expected drop-outrate.

. Will the patients be invited for follow-up (or regular care/registration) as part of the study?

5.5.3.6 Milestones

Milestones are the starting pointfor monitoring a project. They are critical points intime, setto
ascertain that sufficient and successful progress has been made in the project. Do not confuse with
specific deliverables of the project such as publications.

A milestone can be defined as a pointin time, either during or at the end of a work package, that marks
the completion of a major activity or project requirement (or set of activities). Since milestones serve
asmarkersofprogress, pleasedescribethem SMART (Specific, Measurable, Acceptable, Realistic,
Time-Bound). In order to be able to determine when a milestone is successfully met, distinct criteria
must beformulated.
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Define alimited number of significantmilestonesthat can be usedto measure the progress ofthe
project. For project proposals that fall within the exploration track, two to three milestones in total
willsuffice;forprojectproposalswithinthedevelopmenttrack,anaverage ofthreetosixmilestones
intotal will suffice. Itis obligatory to formulate at least one milestone per work package.

5.5.3.7 Statistics

Please substantiate the methodology/study design, including power calculations, andinclude a
statisticalanalysis strategy. Ifapplicable, describe howyouwillapproachdata managementand -
sharing, quality control, bioinformatics, data accessibility, or any other specific data analysis methods
you intend to use.

5.5.4 Experiments including human subject, animals or recombinant DNA

If the work plan includes human subjects (= patients, healthy people or material/tissue from patients),
animals or genetically modified organisms, please describe the intended numbers and the type of
animals/organisms required for the implementation of the work plan.

Please note, thatitisthe responsibility ofthe projectleaderandthe lead institute to ensure thatthe
researchcomplieswiththe legalregulations applicabletotheuse ofhuman subjects, animalsor
recombinant DNA.

5.5.5 Dissemination plan

Describe howyouwill ensure thatthe knowledge/skills/technology resulting fromthis projectwillbe
transferred to potential users that could benefit from this, e.g. scientists, clinicians, healthcare
professionals, patients and policymakers. Describe your actions to disseminate the obtained
knowledge, such as publications, presentations, education, media, training etc.

5.5.6 Intellectual property strategy

All projects will yield results, information, samples, knowledge and inventions. For further
developmenttothe benefitofpublicand patientsitmay benecessarytoprotecttheresults. Please
describe your strategy to protect these as they arise, e.g. patents, trade secrets, copyrights,
trademarks,registereddesigns.Ifyouareelectingnotto protectthe knowledge/skills/technology
resulting from the project, please motivate your decision. Describe any relevant existing intellectual
property neededforthe execution ofthe projectaswell. Also, specifyifandhowthe Technology
Transfer Offices (TTOs) of the participating organizations are involved in the project.

5.5.7 Infrastructure Initiatives

5571 Pre-proposal
ForlInfrastructureinitiatives pre-proposal, filloutthefollowingfields. Please note thatthesefieldsare

editable during full proposal submission.

o Relevance

. Aim:definethe aim ofthe Infrastructure initiative by describing which oncological Research
projects will be enabled by this infrastructure, and conclude by providing at least three concrete
examples of Research projects.

. Preliminary activities: motivate whyyouandthe proposedteamarethebestsuitedtocarry out
the work plan and indicate the preliminary activities that have been undertaken.

. Plan ofinvestigation

. Workplan: draftageneral description ofthe work planthatisto be executed, usingthe

following structure:

o initiation;

o consolidation;

o fullindependence.
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Feasibility

Financial self-sustainability plan: describe how you foresee to achieve long-term financial self-
sustainability, indicating concrete measures (e.g. catalogue of services, service price, user
numbers, etc) forthe proposed Infrastructure initiative, after KWF (financial) supporthas
stopped.

Full proposal

For Infrastructure initiatives full-proposal, fill out in the following fields

Relevance

National accessibility: describe howtheresources and services, enabled by the Infrastructure
initiative, will be accessible at a national level.

Timely nature of the Infrastructure initiative: justify why the current momentis the most
appropriate to set/implement/further develop the Infrastructure initiative.

Merged submission: when different complementary pre-proposals are merged into one full
proposal form, please describe how the overlap in the activities of the merged Infrastructure
initiatives will be tackled.

Quality

Plan ofInvestigation

Synopsis of work packages and cohesion: please use this sectionto provide an overview of your
overall work plan and activities. Include how the activities will be divided across the work
packages, how the work packages are interconnected and the added value of each work
package.

GANTT chart: provide a GANTT chart showing the duration of the work packages, major
activities therein and the required timeframe for reaching the milestones.

Description ofwork packages: provide aconcise and concrete description of each work package.
State the work package number, the name of the work package leader, the starting and closing
dates of the work package and the objective of the work package. Please specify the
contribution of the objective of each work package to the overall aim of the Infrastructure
initiative and conclude by indicating the milestones and results of each work package.
Milestones: are critical points in time, setto ascertain that sufficient and successful progress
has been made in the Infrastructure initiative. It is obligatory to formulate at least one
milestone per work package; a total of three to six milestones will suffice.

Feasibility

Financialself-sustainability: describewhicharrangementsyouhave plannedtoensurelong
term financial self-sustainability (such as potential and contact with other (co-)funders,
developmentofabusiness model, by e.g.indicatingthe contribution ofdifferentfunders, the
costmodalities being developed: fee-for-service, full-cost/recovery-cost/pay-per-view/pay-per-
computing, etc).

Continuity ofthe Infrastructure initiative: estimate the number of users ofthe Infrastructure
initiative, and explain the intended measures to maintain and/or increase this number.
Riskanalysis: provideaSWOT analysisincluding strengths, weaknesses, opportunitiesand
threats of the Infrastructure initiative. Include also the planned arrangements to
overcome/mitigate the weaknesses and threats of the Infrastructure initiative.

Dissemination plan: describe how you will ensure that the information, samples, knowledge
and inventions, that are enabled by this Infrastructure initiative, will be transferred to the
potential users (e.g. scientists, researchers, clinicians, care professionals, patients, policy
makers). Whatare your actions to raise awareness ofthe Infrastructure initiative?
Technology transfer involvement: specify how the TTOs of the participating organizations are
involved in the project. If a collaboration between the Infrastructure initiative and a commercial
partner is foreseen, please describe how your TTO is involved. If applicable, provide specific
examples(s) of the potential opportunities for valorisation.
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5573 FAIR Data
In accordance with the funding conditions of KWF Kankerbestrijding 2020, the lead institute is
requiredtoworkaccordingtothe FAIRdataprinciples (Findable, Accessible, Interoperable and
Reusable).Inordertofurtherstimulatethe FAIRIficationofdataandtools,adatamanagementplanis
requested.

For Infrastructure initiatives:

Pleasefill outthe datamanagement plan as complete and accurate as possible. Indicate which steps
willbetaken duringthe course ofthe Infrastructure initiative to ensure thatdataandtools are FAIR.
Be aware thatthe datamanagementplanisadynamic document. Assuch,andincasefundingis
granted, further developments and adjustments will be allowed during the course of the
Infrastructure initiative. The developments of the data management plan will be monitored by KWF.
For assistance on creating a data management plan, click
https://dmponline.dcc.ac.uk/help#PlanningHelp

Data management plan

. General features: indicate if you created the data management plan with the assistance of a
datamanagementexpert.fso, please statethename, organization/department, phone
number and email address.

. Characteristics of the data collection: describe the characteristics of the collected data (e.g. data
type;isthe datanew, existentorcoupled data; will the collected data be coupled to patient
data). Ifyou are going to reuse/combine data sets, please describe whether you have the data
owner’spermissiontouse/combinethedata. Describethe envisaged end product(e.g.raw
data,computed data, software, semantics and/orontologies). Indicate ifan estimation ofthe
sizeofthedatacollectioncanbegiven(e.g.numberofparticipantsorsubjectsinthecollection
andifso,itssizeinGB/TB)andindicatethe storage capacitytosaveandbackuptheavailable
data during the course of the Infrastructure initiative.

o Legislation (including privacy): when the research, enabled by the Infrastructure initiative,
involveshuman subjectspleaseincludeifinformed patientconsentisavailable fordata
collection. And describe also whether there is need to anonymize/pseudonymize the data.

. Findable data: describe howthe datacanbefound (e.g. searchengine, archive, catalogue) and
which metadata scheme will be used to describe the data collection (e.g. which metadata and
which persistent and unique finders (DOI) will be used).

o Accessible data: state whether the data collection will be accessible for further research and
verification. Also indicate if the data is:

o openly available;

o only partiallyavailable;

o under embargo.

If applicable, please describe the restricting access conditions to access the data collection.

. Interoperable data: describe which data standards will be used and which metadata standards
willenable furtherdata couplingto otherdata collections. Iftheresearch, whichisenabled by
the Infrastructureinitiative, involves human subjects please describe the privacy protection
measuresassociatedwiththereuseofthedataandpotentialcombinationwithotherdatasets.

. Reusabledata:include howyouwillensure the sufficientquality ofthe dataand associated
documentationsoitcanbereusedbyothers(e.g.replication package)andwhich selection
criteriawill be usedto ensurethatthe datais preserved and reused. Please estimate the size of
the data collection (in GB/TB) thatisto be preserved in an archive/repository and which
archive/repository will be used to ensure long term use of the data? Once the projectis closed,
howlongwillyourecommendto preservethe selected dataforarchiving? Didyou make an
estimation ofthe costsfordata preparationforarchiving andisthis estimation provided forin
the current project budget?
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5.6 Budget
Inthistabyoucanrequestbudget, neededforthe duration ofyourproject. Thisrequestistobe
divided in several subcategories:

. personnel costs;

. materials;

. services;

. open access;

. internship abroad.

By filling out the subcategories, KWF GMS will automatically calculate the total amount of the
requested budget, which will be shown in the summary requested budget.

Costs that will be paid from co-funding or by own contribution can be included in the corresponding
items. Inthe preclinical and clinical research phases, KWF expects co-funding by other organizations
or by means of own contribution from the participating organizations to be part of the project
proposal.

Basedontheinputofthe requested budget, own contribution and co-funding, the summarybudget
table,willbefilled outautomatically. Please specify andjustifyindetailinthe budgetdescription. This
appliesforrequestedbudget, co-finance and own contribution. Coststhatare eligible forfunding by
KWFcanberequested, orlisted as own contribution orco-funding. Poorly defined costsand non-
eligible costs will not be funded by KWF.

KWF recommends to request your finance department to check if the budget of your project proposal
is filled out correctly and in accordance with the guidelines and funding conditions. To this end, the
financial contact person can view and edit the project proposal or you can export your draft project
proposal from GMSto PDF. Ifyou do notknowwho has accessto KWF GMS, please contact KWF
scientific review and grants administration department.

5.6.1 Personnel costs

Please specify in this section the FTE of personnel which is requested for funding by KWF. The
corresponding salaries will be calculated automatically. Calculations are made with reference to the
salary scales based on the Collective Labour Agreement for Dutch University Medical Centers (in
Dutch: CAO Nederlandse Federatie Universiteiten, NFU: https://www.nwo.nl/en/salary-tables ),
applicable atthe date of opening of the callto determine the maximum fundable amount for the various
roles that are involved at the project. These are cumulative rates, including indexation. The salary
scales will be updated before issuing the decision letter, but will not be adjusted during the course of
the project. Any personnel costs exceeding these scales must be paid for by the lead institute or
participating organization.

Scientific personnel - PhD-student!

Scientific personnel - senior (PhD/MD etc.)!

Research support personnel — MBO?2

Research support personnel — HBO?

Research support personnel — Academic?

1Scientific personnel:includes PhD students (PhD-studentscale) and PhD/MDs (senior scientific staff)
who actively contribute tothe research. The same salary scales are used for PhDs/scientific personnel
and forresearchers with a medical degree. Thisis because specialists/ researchers with amedical
degree are not employed on the projectin arole of medical doctor, but of researcher. Please note:
funding of scientific personnel with (partial or full) structural financing cannot be applied for.
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2 Research support personnel: includes non-scientific staff that provides support with no scientific
role, forexampletechnicians, research nurses, datamanagersand projectmanagers. Foraproject
manager, funding can be requested for up to a maximum of 1.0 FTE peryear.

5611 Scientific personnel — additional personal budget

Scientific personnelreceiving salary from funding by KWF, are granted an annual additional personal
budget of € 750.- per FTE. This standard and fixed amount will be added automatically. The additional
personalbudgetcanbe usedforattending conferences and associated travel expenses, publications
and printing a thesis.

5.6.2 Materials

Allmaterialcosts mustbe specified peryearindetailusingaseparate rowforeachtypeofproduct.

Thiscanbefurtherjustifiedinmore detailinthe budgetdescription. Materials mustbe specifically

required for the execution of the project, thisincludes:

. Project-specific software and licences;

. Unspecified consumables for standard laboratory work and routine procedures, e.g.chemicals,
enzymes, molecularbiology kits and reagents, glassware, plastics, dyes, radioisotopes, tissue
cultures, stationery, postage and courier costs. Per FTE scientific and supporting personnel
requested forfunding by KWFto performlaboratory work, peryear€12.500 can be applied foras
unspecified consumables;

. Extraconsumablesrequired forexecutingtheresearch needstobe properly justified and
specified in the budget description;

. Relevant literature, surveys and market research;

. Purchase of and accommodation for laboratory animals;

. Useofaspecificdeviceifitisessentialforexecutingthe projectandifthedeviceisnotalready
available;

. Travel and accommodation costs for data collection, site visits, stakeholder or focus group
meetings. Travel and accommodation costs for meetings ofthe projectteam are not eligible for
funding;

. Costs made for patientinvolvement, to enable executing and evaluate the project;

. Audit fees up to a maximum of € 2,500.- per project.

5.6.3 Services

The budgetforfees paidto service providers and inclusion centers, should be listed using a separate
row in the budget tab. Indicate per row whether it concerns a service provider or an inclusion center
and state the requested amount. The amount must be substantiated with quotations, which can be
uploaded as PDF file. Please ensure thatthe uploaded quotation matches the description and amount
inthe budget tab. There is no set maximum for these costs as a proportion of the total project budget;
the internal review committee will assess whether each service provider and inclusion center has
added value and whether the quoted price is fair.

. Examplesofservices providedbyservices providers are specificanalyses, laboratory services,
bioinformatics or statistics, biobanks, imaging and pathology costs, quality-of-life registration;
o The costsforrequesting apermitatthe Centrale Commissie Dierproeven (CCD), the Medisch

Ethische Toetsingscommissie (METC) or Centrale Commissie Medisch Onderzoek (CCMO) can be
appliedforifthese permits are required to execute the proposed research. Thisisonly applicable
forthe research and experiments which will be executed on the research proposal,

. The quotations for aninclusion center must specify the costs of patientinclusion. The number
of patients to be included and the fee per patient needs to be specified.

5.6.4 Open access

Please indicate the budget requested for open-access publication during the project. A maximum of
€ 10,000.- can be applied for.
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5.6.5 Internships abroad

Internships abroad can bring essential knowledge and skills, which are required for the execution of
the project,tothe Netherlands. Funding canberequestedfor scientific personneltoundertake an
internship abroad forcapacity-building purposes, withaminimum ofone month and a maximum of
twoyears, butnolonger than fifty percent of the duration of the project. The internship musttake
place atasingleinstitute, howeveryou canapply for multiple internships during one project. Inthat
casethetotaltime spentonthedifferentinternshipsabroad may notexceedthe maximumduration.
Staffwillremain employed atthe Dutch institute for the duration ofthe internship. Funding can be
requested fortravelling (return trip, economy class) and accommodation expenses incurred by the
relevant researcher(s).

5.6.6 Requested budget —summary

Basedonthe previously providedinput, therequested budgetsummarywillautomatically befilled
out. When funding is requested for open access or an internship abroad, this budgetis allocated in the
first year of the term of the Research project.

5.6.7 Own contribution

The lead institute and participating organizations can provide personnel, materials or cash
contributionsto projectactivities. Thistype of contribution tothe projectactivitiesisreferredtoas
own contribution.

Please indicate the capital contribution for material costs made by the participating organizations.
This only refers to eligible expenses. The amount stated here must be specified in the budget
description section.

Contributions being made interms of personnel should also be indicated in the tab parties ofthe
project. Thesecontributionsaresummedautomaticallyinthebudgettaband mustbespecifiedinthe
budget description in order to further substantiate the commitment of the participating
organizations.

5.6.8 Co-funders

Pleasedescribeanyco-fundingthatexistsforthis project. Thisreferstocontributionstothe project,in
cashormaterials, made by non-participating organizations. Please note thisonly refersto eligible
expenses.

Co-fundingintheformofmaterialresources mustbe calculated atcostprice. Commercialretailrates
willnotbe accepted. For co-funding ofequipment, please take any previous depreciationandthe
intensity of use into account. Co-fundinginthe form of supplies or services will only be permitted if
theservicecanbespecifiedasanidentifiablynewendeavour. Theserviceisnotpermittedtoalready
be available withinthe research institute(s) thatis/are undertaking the research. Applicants may
wishtolistservicesthathave already been supplied (such as adatabase, software, orplantlines) as co-
funding. The pre-financed amountofco-fundingfromeach party canbeaddedtothetotalco-funding
amountin the budget sheet and be specified in the budget description.

The following items do not fall within co-funding:

. Discounts on (commercial) rates for materials, equipment and/or services;

. Costsrelatingtooverhead, supervision, andconsultancy;

. Funding that has not yet been secured, for example from project proposals that are stillunder
consideration by KWF or other funding organizations;

. KWF funding secured through other projects;

. Funding by private persons, associations, foundations, or funds that are notregistered as a

Public Benefit Organization (in Dutch: ‘Algemeen Nut Beogende Instelling’, or ANBI). Thistype
of funding can be arranged through donations at KWF with specific earmarking for this project
proposal.
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5.6.9 Budget description
In the budget description you must justify the requested budget, own contribution and co-funding.

. Briefly describe the tasks of the requested personnel;

. Motivate and justify your budget request;

. Describe the costs that will be covered by own contribution and co-funding;
. In case of no own contribution or co-funding, please justify.

5.6.10 Non eligible costs
Coststhatarenoteligible forfundingareinfrastructuralcostsatcompanylevelandcostsformaterials
and personnel that are not related to the project, for example:

. Salary of scientific personnel, such as an academic or a medical doctor with structural funding,
as from ‘de eerste geldstroom’ ;

. Salary of personnel who performs educational tasks, patient care and administrative or
managerial tasks;

. Indirect overhead costs;

. Expenses for organizing project team meetings;

o Expenses for employer’s and intention declarations;

o Expenses for application, maintenance, licensing and transfer of patents and results;

. Gifts for patients or project staff:

o Expenses fordigital data carriers such as computers andiPads for general administrative
purposes;

o Genericsoftware;

. Costs for purchase and depreciation for general laboratory equipment;

. Costs of setting up laboratories;

o Costs for housing and office supplies.

5.7 Development plan

Thetab development plan is applicable for project proposals in the development and implementation
track. Mostlikely, your projectwillnotbethe endpointofadevelopment. This sectionfocusesonthe
stepstoachieve implementation into practise after having successfully completed the project. It
includestherelevantstages, stakeholders, feasibility andrisks. KWF considersitessentialthatthe
knowledge, skillsandtechnologyresultingfromaproject,aretobefurtherdevelopedforthebenefitof
patientsandthe general public. Thereforeitisimportantthatthe steps, following after completion of
the project, aretobetakeninto consideration atan early stage. Please consultyour TTOifyouneed
guidance in providing information on this part of your proposal.

5.7.1 Development plan

Please describe the necessary steps after completing the project, in order to come to the
implementation of the application/intervention you developed. Include the necessary parties and
people and expectedtimeline. Tosupportyour development plan, a schematic representation ofthe
development plan can be uploaded.

5.7.2 Opportunities and risks

Please describe the risks and opportunities you are likely to face after finishing the project and the
actions you will take to prepare for this and ensure your project stands the best possible chance of
arriving atimplementation (e.g. specific expertise provided by external advisors, companies involved
in the project, data handling in accordance with the required formats for regulatory authorities). In
addition, consider aspects such asreimbursement, useradoption, regulatory issues, incorporationin
guidelines, manufacturing issues and future funding. This section specifically focuses on the steps
that need to be taken after closing the project. Opportunities and risks during the term of the project
should be described in the project proposal tab.
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5.7.3 References

Please list all references mentioned in the scientific abstract, project proposal and development plan
sections. Make suretoinclude: authors, title,journal (officialabbreviation), edition, year, firstandlast
page. Preferably, the total number of references does not exceed fifty. Listing all authors will help KWF
finding suitable external reviewers, therefor use of ‘et al.’ is not allowed.

Please use the reference format used by the Journal of Biochemistry, as illustrated below:
firstauthorsurname, firstauthorinitial, second author surname, second authorinitial, [etc], year
published, title, publication, title volume number, pagesused. Ifthe Journal ofBiochemistryisnot
available inyourreference software, please use the Harvard referencing style.

5.8 Reviewers/Acknowledgements
Enlistin the suggested reviewers section national and international experts, capable of reviewing your
proposal.

Please do notinclude reviewers with a conflicts of interest. KWF refers to a conflict of interest if a
reviewer:

o Is currently working in the same department or lab or did so during the pastfive years;
Published a co-publication during the past five years,

Is a former colleague or (co-)promotor;

o Has any collaborations that might influence the review.

Please do not enlistmembers of the KWF internal review committee as reviewers. For an overview you
canread:

. Internal review committee Exploration, see https://www.kwf.nl/over-kwf/Pages/KWFE-
Adviesraad.aspx#exp
. Internal review committee Development, see https://www.kwf.nl/over-kwf/Pages/KWE-

Adviesraad.aspx#op

5.8.1 National reviewers

Thelistshouldinclude atleasttwo national expertsin the field of research of your project. Inthis
context, itisimportantthatthe projectleaderand principalinvestigators have no conflictofinterest
withthese experts.Thelistmustshowthe names, institutes employing the experts and theiremail
addresses.

5.8.2 International reviewers

The list should include at least five international experts in the field of research of your project.
Inthis context, itisimportantthatthe projectleader and principal investigators have no conflict of
interestwiththese experts.Thelistmustshowthe names, institutesemployingthe expertsandtheir
email addresses.

5.8.3 Those excluded fromreviewing
If desired, you can list a maximum of three experts or clinical study groups you wish to exclude from
reviewing the project proposal.

5.84 Competing companies excluded from reviewing

To review the feasibility of the project, KWF might send project proposals, resorting under the
developmenttrack, to business experts who are employed by companies inthe life sciences sector. If
you wish to exclude competing companies from reviewing your project proposal, please listthem in
this section.
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5.85 Acknowledgments
Please read the acknowledgments carefully, tick the box(es) to agree and submit your project proposal.
. General acknowledgements:

o By signing, the project leader declares that the information supplied in the project
proposal and profileis truthful, and that he/she willimmediately reportto KWF in case of
any changesthatmayberelevanttothe development, assessmentoracceptance ofthe
project proposal.

o Bysigning,theprojectleaderdeclaresthathe/she hasinformed all principalinvestigators
and participating parties of the project on the content of the project proposal before
submitting the project proposal.

. For Infrastructure initiatives (pre-proposal): Data sharing acknowledgements:

o By signing, the project leader declares that he/she agrees with sharing the contact
information, which includes the name, the email address and the keywords, with other
project leader(s) in case of the pre-proposal being selected for merged full proposal
submission.

5.9 Personal motivation (YIG only)
Please describe your personal motivation for applying for a YIG by answering the following questions:

o Why are you submitting a project proposal fora YIG?

. What does this YIG mean to you and in what way will the YIG help your scientific career to move
forward?

o Why are you the right person to receive a YIG?

. What future position and role do you hope to be in, in five to ten years?

6. Review

>registratio>> preparatio>> creation>> review >> decision>

KWFfundsandfacilitates high-quality projectsthatcontributetotherealisation of KWF’s maingoals
andthe development of scientificknowledge ofoncology. Therefore, the reviewing ofthe project
proposalswillbe based on KWF’sreview criteriaand executed by differentassessors. Allassessors are
obligedtohandletheprojectproposalinformationfaithfully,forexamplebyrespecting confidentiality
and taking into account possible conflicts of interest.

6.1 Review criteria

KWF uses three review criteria: relevance for KWF’s main goals, scientific quality and feasibility.

. Relevance:thewayinwhich,andthe extenttowhich,the projectproposalcontributestoKWF’s
main goals, or contributes toincrease the knowledge of the causes, the development and effects
of cancer and cancer treatment.

. Scientificquality: the extenttowhich aprojectproposal satisfies allthe scientificrequirements
to achieve the objective that has been set.
. Feasibility: the extentto which the necessary resources are available, and all the preconditions

have been satisfied, to achieve the objective that has been set.

Thethreereview criteriawill be defined in more specific details for each research phase.
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6.1.1 Review criteria for basicresearch
Relevance:

. In what way, and to what extent, does this research contribute to increasing knowledge of the
causes, the development and effects of cancer and cancer treatment?

Scientific quality:

. Is there adequate theoretical and/or empirical substantiation?

. Can the hypothesis be tested and will it lead to the objective that has been set?

. Is the hypothesis innovative and/or does it contribute to progress in the field?

o Methodology: is the research design suitable for testing the hypothesis?

Feasibility:

o Isthe required expertise to successfully complete this project available in the projectteam?

. Isthe composition of the projectteam and advisors (including personal contributions) logical?
o Isthe Research projectfeasibleinterms of the proposed costs, available infrastructure,

milestones and proposed time frame?

6.1.2 Review criteria for credentialing research

Relevance:

. In what way, and to what extent, does this research contribute to achieving the main goals of
KWF?

o To what extent does it provide added value compared with the current state of science?

Scientific quality:

. Is there adequate theoretical and/or empirical substantiation?

. Can the hypothesis be tested and will it lead to the objective that has been set?

. Is the hypothesis innovative and/or does it contribute to progress in the field?

. Methodology: is the research design suitable for testing the hypothesis?

Feasibility:

. Isthe required expertise to successfully complete this project available inthe projectteam?

. Isthe composition ofthe projectteam and advisors (including personal contributions) logical?
. Isthe Research projectfeasible interms ofthe proposed milestones, costs, available

infrastructure and proposed time frame?

6.1.3 Review criteria for creation of modality research

Relevance:

. Inwhatway, and to what extent, willthe envisaged findings contribute to or provide a solution
foranunmet(medical) needinscope oflesscancer, more cure, and abetter quality oflife for
patients?

. What impact will the solution have on the problem?

. Inwhatway,andtowhatextent,doestheobtainedknowledge provideaddedvaluein

comparison with the current scientific state?

Scientific quality:

. Is there adequate theoretical and/or empirical substantiation?

. Doesthe studyfitwithinthe developmentandimplementation track, tocompletely or partially
solve or prevent the problem?

. Can the hypothesis be tested and will it lead to the objective that has been set?

. Methodology: is the research design suitable for testing the hypothesis?
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Feasibility:

. Isthe required expertise to successfully complete this project available in the projectteam?

. Isthe composition of the projectteam and advisors (including personal contributions) logical?
. Isthe Research projectfeasibleinterms ofthe proposed milestones, costs, available

infrastructure and proposed time frame?

Feasibility development plan:
. Is the development and implementation track realistic?
. Willthe proposed solution become available for patients/target population in due time?

6.1.4 Review criteria for preclinical research

Relevance:

. In what way, and to what extent, does the envisaged solution contribute to an unmet (medical)
need in scope of less cancer, more cure, and a better quality of life for patients?

. Inwhatway, andtowhatextent, doesthe knowledgethatisgenerated offeraddedvalue
compared to the current scientific state of art?

. What is the impact of the solution on the problem?

o What is the added value compared with international developments?

. Are there developments in the field that render this approach obsolete?

Scientific quality:

o Is there adequate theoretical and/or empirical substantiation?

. Doesthe studyfitwithinthe developmentandimplementation track, tocompletely or partially
solve or prevent the problem?

. Willthis projectpavethewaytoproceedtothefollowing phaseinthedevelopmentand
implementation track?

. Methodology: are the steps, which are proposed in the study design, adequate?

Feasibility:

. Isthe required expertise to successfully complete this project available inthe projectteam?

. Isthe composition ofthe projectteam and advisors (including personal contributions) logical?

Isthe Research projectfeasibleinterms ofthe proposed milestones, costs, available
infrastructure and proposed time frame?
Is the necessary study population available for the follow-up phase?

Feasibility development plan:
. Is the development and implementation track realistic?
. Willthe proposed solution become available for patients/target population in due time?

6.1.5 Review criteria for clinical research

Relevance:

. In what way, and to what extent, does the envisaged solution contribute to an unmet (medical)
need in scope of less cancer, more cure, and a better quality of life for patients?

. In what way, and to what extent, does the knowledge that is generated offer added value?

. Whatis the added value in the context of developments in the field?

. Are there developments in the field that render this approach obsolete?

Scientific quality:

. Is there adequate theoretical and/or empirical substantiation?

. Doesthe studyfitwithinthe developmentandimplementation track, tocompletely or partially
solve or prevent the problem?

. Can the hypothesis be tested and will it lead to the objective that has been set?

. Methodology: is the clinical study design adequate?
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Feasibility:

. Istherequired expertise and experience to successfully complete this project availableinthe
projectteam?

. Isthe composition ofthe projectteam and advisors (including personal contributions) logical?

. Isthe Research projectfeasibleinterms ofthe proposed milestones, costs, available
infrastructure and proposed time frame?

. Isthe necessarystudypopulationavailable andwillingtotake partintheresearchstudyandis

thepredictedrate ofinclusionrealisticandfeasible? Dothe potentialbenefitsproportionateto
the burden on the patients/persons involved in this research study?
. Is the plan for the selection of the research sample properly substantiated and realistic?

Feasibility development plan:
o Is the development and implementation track realistic? Will the proposed solution become

available for patients/target population in due time?

6.1.6 Review criteria for Implementationresearch

Relevance:

. How and to what extent does the intended Implementation research contribute to the main
goals of KWF?

o In what way, and to what extent, does the knowledge that is generated offer added value?

. Towhatextend doesthe projectworkfacilitate and aid inthe national accessibility ofthe actual
application? (Scale, size, timing)

o Isthe studied innovation/new method the best option for (future) implementation and this

relatedresearch, orare otherinnovations/new methods more suitable (interms ofquality
improvement or cost efficiency)?

Scientific quality:

. Is this innovation/ new method sufficiently validated and ready for Implementation research?

. Is there adequate scientific, practical and organizational substantiation for this
Implementation research?

. Can the hypothesis be tested and will it lead to the objective that has been set?

Methodology: is the (real world) study design adequate?
Willthe proposedimplementation strategy and projectplanfacilitate future (national)
implementation of the innovation/new method?

Feasibility:

. Istherequired expertise, ownership and experience to successfully complete this project
available in the projectteam?

. Isthe composition of the projectteam and advisors (including personal contributions) logical?

. Are all relevant stakeholders involved?

Isthe Research projectfeasibleintermsofthe proposed milestones, costs, available
infrastructure and proposed time frame?

. Isactualimplementation and national accessibility ofthe innovation/new method facilitated
and/or stimulated given the chosen strategies, involved stakeholders, proposed costs,
infrastructure, and given the proposed schedule and milestones?

If applicable, is there reimbursement by health insurer? Or is there attention for this aspect?
Ifapplicable, towhatextentis future adoption of the innovation/new method by the executing
party/parties realistic and expected?
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6.1.7 Review criteria for Infrastructureinitiatives
Thelnfrastructureinitiativeswillbe subjectedtoareviewprocessaccordingtothe reviewcriteria
below. Please note that some of the review criteria will only be applicable for full proposal.

(Scientific) quality:

. Is/are the applicant(s) the most appropriate party(ies) to be executing this initiative?
. Is the expertise within the project team available to carry out the work plan?
. Towhatextentisthework planthe mostappropriate andrealisticplantoreachthe proposed

aimin view of the milestones and time frame?

Relevance:

. Is KWF the most appropriate party to contribute to the proposed Infrastructure initiative?

o Istheresearch, enabled by this Infrastructure initiative, the most suitable and appropriate?

. Are the services/resources, provided by the Infrastructure initiative, nationally accessible?

. Is there national support and (inter)national integration of the initiative?

. Does the Infrastructure initiative tackle the fragmentation problem (e.g. resources &
collections, data & tools, regulation, etc.) and thus of added value?

o For merged submissions only: are the complementary aspects of the Infrastructure initiatives

well tackled?

Feasibility:

. Isthefinancial self-sustainability ofthe Infrastructure initiative anticipated, realisticand
concretely described?

o Is the continuity of the Infrastructure initiative well planned and ensured?

. Is the information provided in the SWOT analysis sufficient?

. Are the transfer of knowledge measures sufficiently described and appropriate to reach the

external stakeholders (research community, patients, general public) and is/are the technology
transfer officers involved in a feasible way?

6.2 Review process
The review process takes six to eight months and consists of the following stages and sub-stages:
. Internal Review
o Eligibility check
o KWEF internalanalysis
o Scientific eligibility check
. External review
o Patients’ Advisory Committee (PACO)
o Peerreviewers
. Board review
o Review by individual board members
o Interview with the project leader (not applicable for all funding types)
o Board reviewmeeting
. Prioritisation meeting

For Infrastructure initiatives:

. The Infrastructure initiatives review procedure consists of atwo-stage process: a pre-proposal
and full proposal review.

. Both pre- and full proposals will be reviewed by KWF and the internal review committee
Infrastructure initiatives.

. Theinternalreviewcommittee Infrastructure initiativeswillbecomposed ofmembersofthe

internal review committees and (inter)national experts in different areas.
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The review procedure of pre-proposal projects:
. Internal Review
o Eligibility check
o Scientific eligibility check
. Board review
o Review by individual board members
o Board reviewmeeting

Please note: Invitation to submit a full proposal does not guarantee funding.

Review procedure of full proposal projects:

. Internal Review
o KWEF internalanalysis
. External review

o Patients’ Advisory Committee (PACO)
o Peerreviewers
. Board review
o Review by individual board members
o Interview with the projectleader and project manager
o Board reviewmeeting
o Prioritisation meeting

The stages and substages will be explained below.

6.2.1 Internal Review

6211 Eligibility check

Duringtheinternal review, KWF performs an eligibility check. Project proposals are checked for errors
anditisverified whether the project proposal has been submitted in accordance with the eligibility
terms. Ifthe projectproposal passesthese preliminary checks, itproceedstothe nextstage ofthe
review process.

6212 Scientific eligibility check
Subsequently, three members of the internal review committee with the appropriate expertise to
assess the proposal will determine whether:

. The project proposal is scientifically eligible;

. does it concur with KWF’s main goals;

. does it contribute to existing knowledge about the causes, development and effects of cancer
and cancer treatment?

. does the project proposal meet the minimum criteria? And is it sufficiently developed? This

meansthe proposedresearchis cancer-related, sufficient preliminary research has been
undertakento supportthe hypothesis, the proposal is sufficiently developed, the proposal is
well written and the proposed research is ethical.
Ifthe projectproposal passesthescientificeligibility check,itproceedstothe nextstage ofthereview
process and will be sentto external reviewers.

6.2.2 External review

6221 Review by external peer reviewers

During the external review, the project proposal is reviewed by external scientific experts in
accordance with the review criteria. The reviewers may also add recommendations for possible
improvement. Preferably minimum of three national or international external reviewers, with the
appropriate assessment expertise willreview the project proposal in accordance with KWF’s review
criteria.
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6222 Review by the Patients’ Advisory Committee (PACO)

Patients are the primary group to benefit from KWF’s activities, and they have first-hand experience of
undergoing cancertreatments and living with cancer. These experiences are valuable and essential
inputin establishing the relevance of KWF’s activities and therefore the Patients’ Advisory Committee
(PACO) is involved in the review process for all project proposals in the development and
implementation track. The PACO consists of members that are current or former cancer patients with
a variety of indications and stages of the disease and have higher-education qualifications or
experience. PACO members use the Dutch summary to review the project proposal from the patient
perspective on relevance, feasibility and patient involvement.

The advice issued by the PACO will be included in the review of the project proposal along with the
external peer review reports. Members of the PACO will attend the board review meeting to ensure
that PACO arguments are interpreted correctly, explaining them in greater detail and discussing the
project proposals when necessary. Ifthe review process involves aninterview,a PACO member will
also be present at the interview.

Review criteria for the PACO:

Relevance:

. Does the objective of the project proposal match the needs/wishes of cancer patients orthe
general public?

. Doesthe envisaged result offer sufficientadded value comparedto the current status quo?

Feasibility:

. Isthe burden placed upon participantsinthe study acceptable, considering the envisaged
results?

. Has sufficient consideration been givento ethical aspects, the implementation of the results, or
the realisation of any necessary follow-up action?

. Will (enough) patients be willing to participate in this study?

Patient involvement:

. Towhichextentare patientsinvolvedinthedesignofthe projectproposal, the execution ofthe
study and the dissemination of results?

. Have patients, patient organizations or patient representatives actively been participating in
the design and execution of the study?

. How have their efforts been incorporated in the study?

6223 Review by other experts/specialists
In addition to consulting scientific reviewers and patients, expertise from other experts or specialists
willsometimesberequired toreview projectproposals. These experts/specialists caninclude
entrepreneurs, statisticians, implementation experts, caregivers, pharmacists, end users, or other
relevantpartiesinthefield ofoncology. Whenadevelopmentplanisapplicable, these expertsor
specialistswillreviewits feasibility withinthe projectproposalfromaspecificexpertangle, suchas

business, statistics, or health care.

6.2.3 Board review

Toenable comparison, project proposals will be categorised for review. This selection will be based on
the research phase. The review committee consist of two subcommittees, the exploration review
committee and the development and implementation review committee.

The exploration review committee consists of approximately 30 members. The developmentand
implementation review committee consists of approximately 40 members and includes additionally
two appointed representatives from the PACO. Together, these members cover a wide range of
expertise inoncology.
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6231 Review by individual committee members

To each project proposal three members of the internal review committee will be assigned to and they
shall receive all external reviewer reports. KWF will also provide a summary of all the information
related to the project proposal and specific points which need to be addressed inthe review process.
Based on the external reviewer reports and considering the input from various experts, the three
committee members will independently provide an objective review of the project proposal’s
relevance, scientific quality and feasibility.

6232 Interview
Three assigned members ofthe review committee will review YIG and Consortium project proposals,
and make a selection of project proposals that have been most favourably reviewed.

o For YIG projects, the interview will assess the opportunity to initiate an independent
oncological research line and the capability of taking the responsibilities of a project leader.
. ForConsortiumprojects, theinterviewwillassessthe collaborationinthe projectand howthe

projectis executed by the participating organizations ofthe Consortium project.
Inordertobe ableto maketheirfinal selection, the review committees may atany pointdecideto
initiate interviews for all funding types.

The project leaders will be invited for the interview approximately one week before the interview. A
delegation of the internal review committee, a PACO member (in the development track) and the
secretary of the internal review committee will be present during the interviews. The assessors form
their opinion during the interview, which will be input for the board review meeting.

6233 Board reviewmeeting

After finishing the above described process, all project proposals will be submitted to a final review
during the board review meeting.

Theaimofthismeetingistoformanfinalrecommendation andrating ofthe projectproposals, which
reflects the opinion of the entire internal review subcommittee.

This finalrecommendation will be based on the reviewers’ reports, the facts and reflections provided
by KWF, the three committee members’ reviews, the advice fromthe PACO, the interview and the
discussions during the board review meeting.

Method of rating the project proposals:

. A: excellent project proposals, eligible for funding;
. B: project proposals eligible for funding;
. C: project proposals not eligible for funding.

6.2.4 Prioritisation meeting

The aimofthe prioritisation meetingisto formulate afinalrecommendationtothe board of KWF for
granting fundingtothe selected project proposals from both tracks. The guiding principle forthe
recommendation will be the impact the projectis expected to have. Besides, funding partners of KWF
may choose project proposals eligible for funding to fund on behalf of the funding partner.

Participants of the prioritisation meeting are the chairs and vice-chairs of both review subcommittees,
PACO members, the chairman of the KWF board of advisors and the delegated persons of the funding
partners. On behalf of KWF the secretaries of the review subcommittees and the manager Research
will attend.

Theinputforthe prioritisation meeting will be the recommendation and rating of the board review
meeting, including asummary and arguments from different perspectives. Furthermore, KWF input at
policy level is to be taken into consideration.

The final recommendation of the project proposals will be based on the comparison of all project
proposals that are eligible for funding. Taking into account that A-rated project proposals will be given
precedence overthose with a B-rating. The board of directors of KWF are the final decision makers.
This decision, including the substantiated final recommendation and the comments of the external
reviewers and the PACO, will be communicated to the project leader.
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7. Decision

>registratio>> preparatio>> creation>> review >> decision

After the review process the project leader will receive a decision letter.

7.1 Funding granted

Iffunding forthe projectproposalis granted, the projectleaderwillreceive agrantdecision letter,
including an attachmentinforming him/her on the approved budget, the justification ofthe board
review, the comments from the external reviewers and the PACO, and the terms and conditions. The
termsandconditionsconsistofthe KWF Fundingconditionsandthe KWF Auditprotocolandwillbe
applicable as from the signature date of the funding contract.

Funded projects will be assigned to a specific KWF programme coordinator who has knowledge of the
relevant research field. The programme coordinator will be the primary contact for the project leader,
and will contact him/her to arrange a personal start up meeting. In this meeting, arrangements will
be made regarding the monitoring of the project, collaboration between the research group and KWF,
andinterim meetings and communications. Expected milestones and designated go/no-go milestones
will bediscussed.

7.1.1 Funding Partners
Aproject proposal eligible for funding can be selected by afunding partner*. Selected projects may
receive specific funding conditions upon granting the funding.

*Afunding partnerisafundraising party withalongtermpartnershipagreementwith KWF. Thefunds
raised by the funding partners are spentthrough KWF Programme Research and Implementation. The

preferredfundingthemesarebeingsetoutinthe partnership agreement. Inthe prioritising meeting,

projectsarematchedandselected byfunding partners. Projectsthatbestmatchthefundingthemes

are being funded by the funding partner.

Current funding partners and their themes:

71111 Alpe d’HuZes
- Theme “Ambitie: het stimuleren van jong talent (Bas Mulder Award)” will be matched with YIG’s.

Theme“Nieuwe Ontwikkelingen: hetcreérenvanextrakansenvoorbaanbrekende
onderzoeksideeé&n” will be matched with UHR projects.

Theme “Hermannetje: de kennisbenutting van onderzoeksresultaten te versnellen, middels ‘een
extra duwtje’ will be matched with specific (pre-)clinical Research projects.

7.1.2 PPP allowance (PPS-toeslag)

Innovative research and developmentrealised by public private partnerships, PPP (in Dutch: publiek
private samenwerking, PPS)issupported bythe Top SectorLife Sciences & Health. Dependingonthe
regulations of the Ministry of Economic Affairs, KWF may use the option to finance projects partly by
using PPP allowance, and thus effectively increase the number of projects that can be funded. For
projects that are partially funded with PPP allowance, additional funding conditions, including
reporting criteria, might apply. When this occurs, KWF will inform the project leader. KWF will
maximise their efforts to minimise the additional funding conditions.
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7.2 Funding rejected

Whenfunding ofthe projectproposalisrejected, the projectleaderwillreceive adecisionletterwith
thejustification ofthe board review and the comments of the external reviewers andthe PACO
attached.

7.2.1 Rejection with aB-rating

Rejected project proposals with a B-rating are projects of good quality, feasibility, and relevance. They
will notbe funded because of insufficient budget. During the prioritisation meeting other project
proposals were considered to be more suitable for funding. Rejected B-rated project proposals can be
resubmittedinafuture calland again followthe fullreview procedure. Whenthe projectproposalis
resubmitted, itisadvisedtoamendinaccordance withthecommentsofthereviewersandtheadvice
of the KWF internal review committee. Also further improvements on the project proposal are
allowed.

Ifaresubmissionis considered, please note that the guidelines for submission might have changed,
check the actual guidelines carefully.

7.2.2 Rejection with aC-rating

Project proposals of insufficient quality, relevance and/or feasibility will be rejected with a C-rating.
Depending on the comments of the review committee, the project leader can be encouraged or
discouraged to resubmitting the project proposal in an amended form. If a project proposal is
resubmitted, it will not be treated differently from the other new project proposals. When the project
proposalis being resubmitted, it must be amended in accordance with the comments of the reviewers
and the advice of the KWF internal review committee.

Ifaresubmissionis considered, please note that the guidelines for submission might have changed,
check the actual guidelines carefully.

7.3 Appeal procedure

The projectleader and the lead institute can object against KWF’s decisionto reject a project proposal
inthe scientific eligibility check phase orifrejected with a C-rating. This mustbe done withinfourteen
days uponreceipt of the decision letter. Please note that appeal againstthe decision of KWF torejecta
proposal with a B-rating is not allowed.

After having received the appeal, KWF shall consult the internal review committee and aims to decide
and respond within four weeks.

. Ifthe objectionisbasedonvalidgrounds, thedecision and eventualgranting ofyour projectwill
be reconsidered.
o If the objection is not valid, the decision will not be changed.

Thedecision made by KWF is binding, no furtherappeal is possible. Exceptwhen an objectionis
rejected on procedural grounds, itis possible to appeal againstthis decision. The KWF Board of
directors will handle this appeal.

The regulations for appeal, (in Dutch: reglement bezwaren tegen besluiten op aanvragen van
wetenschappelijke onderzoeksprojecten KWF Kankerbestrijding) are published on the KWF website,
see https://www.kwf.nl/onderzoek/poi/Pages/default.aspx

Attachments:

. Appendix 1 Criteria for a lead institute

. Appendix 2 Statement of acceptance to merge projects
. Appendix 3 Research activities per research phase

Appendix 4 KWF project classification, ICRP and modality coding
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Appendix 1 Criteria for a lead institute
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The table below shows which types of organizations are eligible as lead institute in a project proposal.

Eligible as

. . Organization
lead institute 9

Yes e University
e Medical center
e Researchinstitute, for example:
o A NWOinstitute
o A KNAW:Institute
o Netherlands Cancerlnstitute
o Princess MaximacCenter

Upon approval e Peripheral hospitals, including:
o hospitals affiliated with the Association of Top Clinical Teaching
Hospitals (in Dutch: Samenwerkende Topklinische Ziekenhuizen,
STZ)
e Organizations*, forexample:
o Universities of applied sciences
o  So-called Public BenefitOrganizations (in Dutch: Algemeen Nut
Beogende Instelling, or ANBI)
o Data managementcenters

No e Organizations*, forexample:
o SMEs (small to medium enterprise)
o Large companies

e Foreign organizations

* Organizationswhose ownersbenefitfromthe netincomeorearningsoftheorganization,cannotact
aslead institute, unless all ofthe netincome or earnings are used for the stated purpose ofthe
organization to increase the social impact and/or public good.

Organizationsthatare listed as upon approvalinthe table above mayrequesttoactasalead
institute. Please forward this request to KWF scientific review and grants administration department
atleastsixweeksbeforethe calldeadline. KWF willtake thisrequestunder consideration and will
inform the project leader on the outcome.

Criteria for a lead institute are:

The organization:

. Has to undertake independent scientific research as a main objective;

o hasrelevantknowledge, expertise, and facilities to perform high quality scientific research. E.g.
expertise of both the project leader and the department, publications and meetings with
scientists on aregular basis, PhD students.

. grants researchers the freedom to publish in international scientific journals;
. has a repository or has access to a repository;

. has a mandate on the obtained data;

. receives a proportion of its basic funding from public funds.
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Appendix 2 Statement of acceptance to merge projects
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I,[Nameprojectleader(PL)], projectleaderofthe pre-proposal[Title of pre-proposal],[Namelead
institute] submitted under the Infrastructure initiatives, hereby declare that | will be projectleader of
themergedproposal[Title merged proposallandthat[Name oforganization]willactasleadinstitute.

The project leaders of the pre-proposal(s):

[Title pre-proposal 1], [Name PL 1], [lead institute 1]
[Title pre-proposal 2], [Name PL 2], [lead institute 2]
[Title pre-proposal 3], [Name PL 3], [lead institute 3]

Agreed with and accepted the merging of the above mentioned pre-proposals and with my
nomination as project leader of the merged full proposal [Title Full proposal]

[Signature PL]

[Name PL pre-proposal 1]

[Signature PL pre-proposal 2]

[Name PL pre-proposal 2]

[Signature PL pre-proposal 3]

[Name PL pre-proposal 3]
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Appendix 3 Research activities per research phase
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Inthesetables youfindthe research activities foreach research phase. Thetables aredividedin
research areas, so called modalities. The modalities are explained in appendix 4.

I. BIOMARKERS

Research phase

Research activities

Credentialing

Discovering molecular biomarker with clinical potential
Validating biomarker (confirming sensitivity/specificity expected
for clinicalutility)

Assessingfeasibility ofdevelopment of protocol/reagent/device

Creation of modality

Defining patientsubsetwith biomarkerusingsmallnumberof
specimens in single laboratory

Validating assay and correlation of biomarker with outcomes
retrospectively acrosslarge numbers ofspecimensindifferentlabs

Preclinical development

Developing/refining clinical grade biomarker assay protocol/
reagent/device

Validating in prospective human study the correlation of biomarker
with outcome

Clinical research

Studying in humans the utility of biomarker to direct therapy or
chemoprevention or to predict outcome/risk

Implementation research

Scientific studies on methods to promote the delivery, and enhance
the adoption of biomarkers for patients/end users within
diagnostic tests and/or treatments on several locations

Il. IMAGING

Research phase

Research activities

Credentialing

Discovering imaging biomarker with clinical potential
Validating biomarker (confirming sensitivity/specificity expected
for clinicalutility)

Assessing feasibility of developing agent or technique

Creation of modality

Developing new imaging platform

Developing new technique/imaging agent

If technique, optimising acquisition and analytic parameters in
preclinical or phase 0 setting

Ifimaging agent, performing radiolabelling dosimetry

Preclinical development

Testing/refining imaging performance, pharmacokinetics/
pharmacodynamics (PK/PD), toxicology etc. in preclinical setting
Establishing good manufacturing practice (GMP) production for
agent asnecessary

Testing/refining imaging performance, PK/PD, toxicology etc. in
phase l/llsetting

Establishing GMP for platform as necessary

Optimising platform available for clinical testing

Clinical research

Conducting phase ll/lll trials for specific clinical utilities

Implementation research

Scientificstudiesonmethodsto promotethedelivery,andenhance
the adoption ofimagingtechniques within diagnostic testsand/or
treatments of patients/end users on several locations
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I1l. AGENTS

Research phase Research activities
Credentialing e Discovering target with clinical potential
¢ Validatingtarget(convincingempirical basisforattributingclinical
potential)
¢ Assessingfeasibility ofdeveloping agentagainstthe target
Creation of modality e Assessingimpactofperturbingtargetusing experimental system
¢ ldentifying candidate agents and screen for binding and influence
on activity

e Selecting lead candidate

Preclinical development e Conducting preliminary toxicology screening

e Conducting process development/pilot manufacturing

¢ Verifying activity/PK in pilot product

¢ Implementing Good Laboratory Practice (GLP)/GMP

¢ Verifying activity/pharmacokinetics (PK)/stability/quality control
in GLP/GMP product

¢ Performing definitive toxicology screening

e Completing Investigational New Drug (IND) submission

Clinical research e Conducting phase I clinical trial(s)

e Conducting phase Il clinical trial(s)

e Conducting phase lll clinical trial(s)

Implementation research | « Scientific studies on methods to promote the delivery, and enhance

the adoption of agents within (preventive) treatments of

patients/end users on several locations

IV. IMMUNE RESPONSE MODIFIERS

Research phase Research activities

Credentialing e Discovering antigenorotherimmune modifierwith clinical
potential in specific cancer(s)

e Validating immune modifier (convincing empirical basis for
attributing clinical potential)

e Assessing feasibility of identifying/developing the immune
response modifier

Creation of modality ¢ Characterising and/or modify antigens

¢ Identifying or developing delivery vehicle (vector, cell, etc.)

¢ Identifying or developing immune modulator (adjuvant, cytokine,
chemokine, etc.)

e Developing immune response modifier

¢ Measuring responsetoimmune response modifier andrefining
antigen(s), delivery vehicle,immune modulator, as necessary

¢ Refiningimmuneresponse modifierand/orimmunisation strategy

¢ Identifying lead immune response modifier candidate

Preclinical development e Conducting process development/pilot manufacturing

e Verifying activity in pilot product

¢ Implementing GMP/GLP

¢ Verifying activity in GMP product

¢ Conducting toxicologyscreening

e Completing INDsubmission

Clinical research e Conducting phase I clinical trial(s)

e Conducting phase Il clinical trial(s)

e Conducting phase lll clinical trial(s)

Implementation research | ¢ Scientific studies on methods to promote the delivery, and enhance
the adoption ofimmune response modifiers within (preventive)
treatments of patients/end users on several locations
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V. INTERVENTIVE DEVICES

Research activities

Research phase

Credentialing

Identifyingtechnologyinnovationorinnovative application of
existing technology

Validating technology (convincing empirical basis for attributing
clinical potential)

Assessing feasibility of developing the technology

Creation of modality

Analysing utility of technology in laboratory
Building/refining prototypedevice
Testing prototype on phantoms and/or animals
Defining usage protocol for humans

Preclinical development

Building/refining clinical-gradedevice

Testing clinical-grade device on phantoms and/or animals
Conducting phase 0 tests on humans

Preparing regulatory submission

Clinical research

Conducting phase I trials (proof of principle)
Conducting phase Il clinical trial(s)
Conducting phase lll clinical trial(s)

Implementation research

Scientificstudieson methodsto promotethedelivery,andenhance
the adoption of interventive devices within (preventive) treatments
of patients/end users on several locations

Research phase

VI. LIFESTYLE AND EXPOSURE

Research activities

Credentialing

Identifying and validating correlation between behaviour and
exposure and disease (empirical basis for attributing causal effect
consistent across diverse populations/study designs)

Identifying specific lifestyle alteration that would mitigate the risk
factor

Creation of modality

Specifying lifestyle alteration and developing lifestyle alteration
intervention

Evaluating effect in relevant animal model

Preclinical development

Conducting pilot study to evaluate effects among healthy
individuals

Clinical research

Conducting pilot study to assess efficacy of lifestyle alteration in the
study population

Refining specification of lifestyle alteration

Conducting study of efficacyin larger, more diverse population

Implementation research

Scientific studies on methods to promote the delivery, and enhance
the adoption of interventions to improve quality of life and/or
quality of care for patients/end users and survivors on several
locations
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VII. QUALITY OF LIFE / QUALITY OF CARE

Research phase Research activities

Credentialing ¢ Identifying and validating factors that influence quality of life

¢ Gaininginsightin and validating mechanisms underlying factors
that influence quality of life or (variation in) quality of care

¢ Identifying specific alteration thatwould mitigate the negative
impact on quality of life or quality of care

¢ Identifying and validating factors resulting in negative side effects
of interventions

Creation of modality e Developinginterventionstoimprove quality of life or quality of care

¢ Developing/adapting interventiontoreduce/avoid side effects

e Developingtools measuringorsupporting quality oflife or quality
of care

e Specifying variations in patient needs

Preclinical development e Technical testing of interventions

¢ Conducting pilot study on healthy individuals

Clinical research e Conducting pilot study in study population to assess efficacy of

interventions to improve quality of life

e Conducting pilot study in study population to assess efficacy of
interventions to improve quality of care
¢ Conducting study of efficacy inlarger, more diverse population

Implementation research | « Scientific studies on methods to promote the delivery, and enhance
the adoption of interventions to improve quality of life and/or
quality of care for patients/end users and survivors on several
locations
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Appendix 4 KWF project classification, ICRP and modality coding

>registratio>> preparatio>> creation>> review >> decision>

KWF joinedthe International Cancer Research Partnership (ICRP)in 2009. This partnership brings
together a large number of international organizations funding cancer research, including the
American Cancer Society, the US National Cancer Institute and Cancer Research UK. The ICRPs mission
istoincrease the benefits cancer patients receive from the results of cancer research through global
collaboration and strategic coordination of research. The ICRP has adopted a common method of
classification—the Common Scientific Outline - (CSO) and Disease Site Codes - (DSC)—whichprovides
asimple and easy overview of national and international cancerresearch. This overview can be usedto
improve the coordination and organization of the efforts by various stakeholders.

To provide amore detailed picture of its portfolio of (early) translational and (early) clinical research,
KWF also employs a system of classification specifically designed for this type of research. This
‘modality coding’, used in addition to the ICRP classification, is based on a classification system
developed by the US National Cancer Institute and the Canadian Cancer Research Alliance. The
following modalities are used:

Research phase Modality

Basic research Basic research

Credentialing

Creation of

modality

Preclinical Biomarkers Imaging | Agents Immune Interventive | Lifestyle | Quality of
response devices life/care

development o
modifiers

Clinical research

Implementation

research

Infrastructure Infrastructure

Following the ICRP rules and the modality coding norms, KWF canchoosetochange your
classification of the project.

4a. ICRP coding instructions

As coding instructions for the CSO code(s) we ask you to decide what the main aim or ‘center of
gravity’ is of the project proposal. Please apply the CSO codes that reflectthe overall nature of the
project and that are achievable within the lifetime of the project (no more than two CSO codes are
allowed per project proposal). Coding should not include potential or future applications of the
research findings.

For more detailed information on the CSO codes please click:
https://www.icrpartnership.org/sites/default/files/cso/ICRP_Coding Guidelines.pdf
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Common Scientific Outline (CSO)

1.Biology - Researchincluded inthis category looks atthe biology of how cancer starts and progresses as well as normal biology
relevant to these processes.

1.1 Normal Functioning
Examples of science that would fit:
e Developmental biology (from conception to adulthood) and the biology of aging
¢ Normalfunctioningofgenes,includingtheiridentificationandexpression,andthenormalfunctionofgeneproducts,
such as hormones and growth factors
 Normal formation of the extracellular matrix
e Normal cell-to-cellinteractions
¢ Normal functioning of apoptotic pathways
e Characterization of pluripotent progenitor cells (e.g. normal stem cells)
1.2 Cancer Initiation: Alterations in Chromosomes
Examples of science that would fit:
e Abnormal chromosomenumber
e Aberration in chromosomes and genes (e.g. in chronic myelogenous leukemia)
e Damage to chromosomes and mutation in genes
e Failuresin DNA repair
e Aberrant geneexpression
e Epigenetics
e Genes and proteins involved in aberrant cell cycles
1.3 Cancer Initiation: Oncogenes and Tumor Suppressor Genes
Examples of science that would fit:
e Genesandsignalsinvolved in growth stimulation orrepression, including oncogenes (Ras, etc.), and tumor
suppressor genes (p53, etc.)
o Effects of hormones and growth factors and their receptors such as estrogens, androgens, TGF-beta, GM-CSF, etc.
e Research into the biology of stem cell tumor initiation
1.4 Cancer Progression and Metastasis
Examples of science that would fit:
e Latency, promotion, and regression
e Expansion of malignant cells
e Interactionofmalignantcellswiththeimmune system orextracellular matrix
e Cellmobility, including detachment, motility, and migration in the circulation
e Invasion
¢ Malignantcellsinthe circulation, including penetration of the vascular system and extravasation
e Systemic and cellular effects of malignancy
e Tumor angiogenesis and growth of metastases
¢ Role of hormone or growth factor dependence/independence in cancer progression
e Research into cancer stem cells supporting or maintaining cancer progression
e Interaction of immune system and microbiome in cancer progression
1.5 Resources and Infrastructure related to biology
Examples of science that would fit:
e Informatics and informatics networks
e Specimen resources
e Epidemiological resources pertaining to biology
e Reagents, chemical standards
e Development and characterization of new model systems for biology, distribution of models to scientific community
orresearchintonovelways of applyingmodel systems, including but notlimitedtocomputer-simulationsystems,
softwaredevelopment,invitro/cellculture models, organ/tissue models oranimal modelsystems. Guidancenote:
thisshould only be usedwhere thefocus ofthe awardis creatingamodel. Ifitis only atool oramethodology, code to
the researchinstead.
e Education and training of investigators at all levels (including clinicians and other health professionals), such as
participation in training workshops, conferences, advanced research technique courses, and Master's course
attendance. Thisdoes notinclude longer-termresearch-basedtraining, suchas Ph.D. or post-doctoral fellowships.

50




Guidelines KWF 2021

2. Etiology - Research included in this category aims to identify the causes or origins of cancer - genetic, environmental, and
lifestyle, and the interactions between these factors.

2.1 Exogenous Factors in the Origin and Cause of Cancer
Examples of science that would fit:

Research into the role of lifestyle factors such as smoking, chewing tobacco, alcohol consumption, parity, diet,
sunbathing, and exercise inthe origin and cause of cancer or increasing the risk of cancer

Researchinto the social determinants of cancer such as crime, housing dilapidation (poor housing), neighbourhood
level socioeconomic status and services and their relationship to cancer incidence and mortality etc.

Studies on the effect(s) of nutrients or nutritional status on cancer incidence

Development, characterization, validation, and use of dietary/nutritional assessment instruments in epidemiological
studies and to evaluate cancer risk
Environmentalandoccupationalexposuressuchasradiation,second-handsmoke/e-cigarettes,radon, asbestos,
organic vapors, pesticides, and other chemical or physical agents

Infectious agents associated with cancer etiology, including viruses (Human Papilloma Virus-HPV, etc.) and bacteria
(helicobacter pylori, etc.)

Viral oncogenes and viral regulatory genes associated with cancer causation

Contextual factors contributing to cancer incidence (e.g. race/ethnicity, socioeconomic status, neighbourhood
factors, community factors, built environment).

2.2 Endogenous Factors in the Origin and Cause of Cancer
Examples of science that would fit:

Free radicals such as superoxide and hydroxide radicals

Identification /confirmation of genes suspected of being mechanistically involved in familial cancer syndromes; for
example, BRCAL, Ataxia Telangiectasia, and APC

Identification/confirmation of genes suspected or known to be involved in ‘sporadic’cancer events; for example,
polymorphisms and/or mutations that may affect carcinogen metabolism (e.g. CYP, NAT, glutathione transferase,
etc.)

Investigating arole for stem cells in the etiology of tumors

2.3 Interactions of Genes and/or Genetic Polymorphisms with Exogenous and/or Endogenous Factors
Examples of science that would fit:

Gene-environment interactions, including research into the role of the microbiome

Interactions of genes with lifestyle factors, environmental, and/or occupational exposures such as variations in
carcinogen metabolism associated with genetic polymorphisms

Interactions of genes and endogenous factors such as DNA repair deficiencies and endogenous DNA damaging agents
such as oxygen radicals or exogenous radiation exposure

2.4 Resources and Infrastructure Related to Etiology
Examples of science that would fit:

Informatics and informatics networks; for example, patient databanks

Specimen resources (serum, tissue, etc.)

Reagents and chemical standards

Epidemiological resources pertaining to etiology

Statistical methodology or biostatistical methods

Centers, consortia, and/or networks

Development, characterization and validation of new model systems for etiology, distribution of modelstothe
scientificcommunity orresearchintonovelways ofapplyingmodel systems, including butnotlimitedtocomputer-
simulation systems, software development, in vitro/cell culture models, organ/tissue models oranimal model
systems. Note: this should only be used where the focus of the award is creating amodel. Ifitis only atool ora
methodology, code to the research instead.

Education and training of investigators at all levels (including clinicians and other health professionals), such as
participation in training workshops, conferences, advanced research technique courses, and Master's course
attendance. This does notinclude longertermresearch based training, such as Ph.D. or post-doctoral fellowships.
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3. Prevention - Researchincluded in this category looks at identifying individual and population-based primary prevention
interventions, which reduce cancer risk by reducing exposure to cancer risks and increasing protective factors.

3.1

3.2

3.3

3.4

3.5

3.6

Interventions to Prevent Cancer: Personal Behaviors (Non-Dietary) that Affect Cancer Risk
Examples of science that would fit:

e Researchondeterminants of personal behaviors, such as physical activity, sun exposure, alcoholandtobaccouse,
known to affect cancer risk and interventions (including educational and behavioral interventions, such as e-
cigarettes, directed at individuals as well as population-based interventions including social marketing campaigns,
environmental supports, and regulatory, policy and legislative changes) to change determinants or to target health
inequalities.

+ Directed education to specified populations of patients, health care providers, and at-risk groups about cancer risk
and prevention andrelevantinterventions with the intent of promotingincreased awareness and behavioural
change. This includes communication of lifestyle models that reduce cancerrisk, such as communicating smoking
andtobacco cessation interventions, genetic counselling, ortargeting/addressing health inequalities.

Dietary Interventions to Reduce Cancer Risk and Nutritional Science in Cancer Prevention
Examples of science that would fit:

e Quantification of nutrients, micronutrients, and purified nutritional compounds in cancer prevention studies

e Development, characterization, validation, and use of dietary/nutritional assessment instruments to evaluate cancer
prevention interventions

¢ Researchondeterminants of dietary behavior and interventions to change diet (including educational and behavioral
interventions directed at individuals as well as population-based interventions including social marketing
campaigns, environmental supports, and regulatory and legislative changes)

e Education of patients, health care providers, at-risk populations, and the general population about cancer risk and
diet

e Communicating cancerrisk ofdietto underserved populations, at-risk populations, and the general public

¢ Communication of nutritional interventions that reduce cancer risk

e Nutritional manipulation of the microbiome for cancer prevention

Chemoprevention and other medical interventions
Examples of science that would fit:

e Chemopreventive agents and their discovery, mechanism of action, development, testing in model systems, and
clinical testing

e Other(non-vaccine)preventive measuressuchas prophylacticsurgery (e.g. mastectomy, oophorectomy,
prostatectomy etc.), use of antibiotics, immune modulators/stimulators or other biological agents.

e Manipulation of the microbiome for cancer prevention (e.g., fecal transplant)

Vaccines
Examples of science that would fit:

e Vaccines for prevention, their discovery, mechanism of action, development, testing in model systems, and clinical
testing (e.g. HPV vaccines)

Complementary and Alternative Prevention Approaches
Examples of science that would fit:

e Discovery, development, and testing of complementary/alternative medicine (CAM) approaches or other primary
preventioninterventionsthatare notwidelyusedinconventionalmedicineorarebeingappliedindifferentwaysas
compared to conventional medical uses

¢ Mindandbody medicine (e.g. meditation, acupuncture, hypnotherapy), manipulative and body-based practices (e.g.
spinal manipulation, massage therapy), and other practices (e.g. light therapy, traditional healing) used as a
preventive measure.

Resources and Infrastructure Related to Prevention
Examples of science that would fit:

¢ Informatics and informatics networks; for example, patient databanks

e Specimenresources (serum, tissue, etc.)

o Epidemiological resources pertaining to prevention

e Clinical trialsinfrastructure

e Statistical methodology or biostatistical methods

e Centers, consortia, and/or networks

o Development and characterization of new model systems for prevention, distribution of models to scientific
communityorresearchintonovelwaysofapplying modelsystems, including but notlimitedto computer-simulation
systems, softwaredevelopment, invitro/cellculture models, organ/tissue models oranimalmodel systems. Note:
thisshould only be used wherethe focus of the awardis creatingamodel. Ifitis only atool oramethodology, code to
the researchinstead.

e Educationandtraining ofinvestigators atalllevels (including clinicians and other health professionals), such as
participation in training workshops, conferences, advanced research technique courses, and Master's course
attendance. Thisdoes notinclude longertermresearch basedtraining, suchas Ph.D. or post-doctoral fellowships.

52




Guidelines KWF 2021

4.Early Detection, Diagnosis and Prognosis - Researchincludedinthis category focuses onidentifying and testing cancer
markers, imaging and other methods that are helpful in detecting and/or diagnosing cancer as well as predicting the outcome
or chance of recurrence or to support treatment decision making in stratified/personalised medicine.

4.1 Technology Development and/or Marker Discovery
Examples of science that would fit:

Discovery or identification and characterization of markers (e.g. proteins, genes, epigenetic, microbiomic), and/or
technologies (such as fluorescence, nanotechnology, etc.) that are potential candidates for use in cancer detection,
staging, diagnosis, theranostics and/or prognosis

Use of proteomics, genomics, expression assays, or other technologies inthe discovery or identification of markers
Defining molecular signatures of cancer cells, including cancer stem cells (e.g. for the purposes of
diagnosis/prognosis/theranostic and to enable treatment decision planningin personalized/stratified/precision
medicine)

4.2 Technology and/or Marker Evaluation with Respect to Fundamental Parameters of Method
Examples of science that would fit:

Development, refinement, and preliminary evaluation (e.g. animal trials, preclinical, and Phase | human trials) of
identified markers or technologies such as genetic/protein biomarkers (prospective or retrospective) orimaging
methods (optical probes, PET, MR, etc.)

Preliminary evaluation withrespectto laboratory sensitivity, laboratory specificity, reproducibility, and accuracy
Research into mechanisms assessing tumor response to therapy at a molecular or cellular level

4.3 Technology and/or Marker Testing in a Clinical Setting
Examples of science that would fit:

Evaluationofclinicalsensitivity, clinicalspecificity, and predictivevalue (Phasell orlliclinicaltrials),including
theranostics and prediction of late/adverse events

Quality assurance and quality control

Inter- and intra-laboratory reproducibility

Testing of the method with respect to effects on morbidity and/or mortality

Study of screeningmethods, including compliance, acceptability to potential screenees, andreceiver-operator
characteristics. Includes education, communication (e.g. geneticcounsellingand advice on screening behaviorbased
on cancer risk factors), behavioral and complementary/alternative approaches toimprove compliance, acceptability
ortoreduce anxiety/discomfort, and evaluation of new methods to improve screening in healthcare settings.
Research into improvements in techniques to assess clinical response to therapy

4.4 Resources and Infrastructure Related to Detection, Diagnosis or Prognosis
Examples of science that would fit:

Informatics and informatics networks; for example, patient databanks

Specimen resources (serum, tissue, images, etc.)

Clinical trialsinfrastructure

Epidemiological resources pertaining to risk assessment, detection, diagnosis, or prognosis

Statistical methodology or biostatistical methods

Centers, consortia, and/or networks

Development, characterization and validation of new model systems for detection, diagnosis or prognosis,
distribution of modelstothe scientificcommunity orresearchinto novelways of applying model systems, including
but notlimited to computer-simulation systems, software development, invitro/cell culture models, organ/tissue
modelsoranimalmodelsystems. Note: thisshouldonly beusedwherethefocus ofthe awardiscreatingamodel. Ifit
is only atool or a methodology, code to the research instead.

Education and training of investigators at all levels (including clinicians and other health professionals), such as
participationin training workshops, conferences, advancedresearch technique courses, and Master's course
attendance. This does not include longer term research based training, such as Ph.D. or post-doctoral fellowships.
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5. Treatment - Research included in this category focuses on identifying and testing treatments administered locally (such as
radiotherapy and surgery) and systemically (treatments like chemotherapy which are administered throughout the body) as
well as non-traditional (complementary/alternative) treatments (such as supplements, herbs). Research into the prevention of
recurrence and treatment of metastases are also included here.

5.1 Localized Therapies - Discovery and Development
Examples of science that would fit:

e Discovery and development of treatments administered locally that target the organ and/or neighboring tissue
directly, including but notlimited to surgical interventions, cryotherapy, local/regional hyperthermia, high-
intensity, focused ultrasound, radiotherapy, and brachytherapy

e Therapies with a component administered systemically but that act locally (e.g. photodynamic therapy,
radioimmunotherapy, radiosensitizers and theranostics)

e Developmentofmethods oflocalized drug delivery of systemictherapies e.g. Pressurized Intraperitoneal Aerosol
Chemotherapy (PIPAC), direct intratumoral polymers/gels/nanoparticles/microsomes etc.

e Research into the development of localized therapies to prevent recurrence

¢ ldentifying mechanisms of action of existing localized therapies and targets, including cancer stemcells.

5.2 Localized Therapies - Clinical Applications
Examples of science that would fit:

e Clinicaltestingandapplication oftreatments administered locally thattargetthe organ and/orneighboring tissue
directly, including but notlimited to surgicalinterventions, cryotherapy, local/regional hyperthermia, radiotherapy,
and brachytherapy.

+ Clinicaltesting and application oftherapies withacomponentadministered systemically butthatactlocally (e.g.
photodynamic therapy, radiosensitizers and theranostics, Pressurized Intraperitoneal Aerosol Chemotherapy (PIPAC),
direct intratumoral polymers/gels/nanoparticles/microsomes etc.)

e Phasel, Il, orlll clinical trials of promising therapies that are administered locally

e Side effects, toxicity, and pharmacodynamics

e Clinicaltesting of localized therapies to prevent recurrence and prevent and treat metastases

5.3 Systemic Therapies - Discovery and Development
Examples of science that would fit:

e Discoveryanddevelopmentoftreatmentsadministered systemically suchascytotoxicorhormonalagents, novel
systemic therapies such as immunologically directed therapies (treatment vaccines, antibodies , antibiotics,
theranostics or other biologics), gene therapy, angiogenesis inhibitors, apoptosis inhibitors, whole body
hyperthermia, bone marrow/stem cell transplantation, differentiating agents, adjuvant and neo-adjuvant
treatments, systemically-delivered nanoparticles/microsomes, cell-based therapies, manipulation of the microbiome
etc.

¢ Identifying mechanisms of action of existing cancer drugs and novel drug targets, including cancer stem cells for the
purposes of treatment/identifying drug targets

e Drugdiscovery and development, including drug metabolism, pharmacokinetics, pharmacodynamics, combinatorial
chemical synthesis, drug screening, development of high-throughput assays, and testing in model systems, including
that which may aid treatment planning in stratified/personalised medicine

e Investigating the molecular mechanisms of drug resistance (including the role of cancer stem cells) and pre-clinical
evaluation of therapies to circumvent resistance

o Development of methods of drug delivery

o Researchinto the development of systemic therapies to prevent recurrence

5.4 Systemic Therapies - Clinical Applications
Examples of science that would fit:

¢ Clinical testing and application of treatments administered systemically such as cytotoxic or hormonal agents, novel
systemic therapies such as immunologically directed therapies (treatment vaccines, antibodies, antibiotics,
theranostics or other biologics), gene therapy, angiogenesis inhibitors, apoptosis inhibitors, whole body
hyperthermia, bone marrow/stem cell transplantation, differentiating agents, adjuvant and neo-adjuvant
treatments, systemically-delivered nanoparticles/microsomes, cell-based therapies, manipulation of the microbiome
etc.

e Phasel, Il, or lll clinical trials of promising therapies administered systemically

e Side effects, toxicity, and pharmacodynamics

¢ Clinical testing of systemic therapies to prevent recurrence and prevent and treat metastases

5.5 Combinations of Localized and Systemic Therapies
Examples of science that would fit:

o Developmentandtesting of combined local and systemic approaches totreatment (e.g. radiotherapy and
chemotherapy, or surgery and chemotherapy)

¢ Clinical application of combined approaches to treatment such as systemic cytotoxic therapy and radiation therapy

e Developmentandclinical application of combinedlocalized and systemic therapies to preventrecurrence and prevent
and treatmetastases

Continued on next page
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Continued from previous page

5.6 Complementary and Alternative Treatment Approaches
Examples of science that would fit:

Discovery, development, and clinical application of complementary/alternative medicine (CAM) treatment
approaches such as diet, herbs, supplements, natural substances, or other interventions thatare not widely usedin
conventional medicine or are being applied in different ways as compared to conventional medical uses
Complementary/alternative or non-pharmaceutical approachesto preventrecurrence and prevent and treat
metastases

5.7 Resources and Infrastructure Related to Treatment and the Prevention of Recurrence
Examples of science that would fit:

Informatics and informatics networks; for example, clinical trials networks and databanks

Mathematical and computer simulations

Specimen resources (serum, tissue, etc.)

Clinical trialgroups

Clinical treatment trials infrastructure

Epidemiological resources pertaining to treatment

Statistical methodology or biostatistical methods

Drugs and reagents for distribution and drug screening infrastructures

Centers, consortia, and/or networks

Development and characterization of new model systems for treatment, distribution of models to scientific
community orresearchintonovelways ofapplyingmodel systems, includingbutnotlimitedto computer-simulation
systems, softwaredevelopment, invitro/cellculture models, organ/tissue models oranimalmodel systems. Note:
thisshould only be used wherethe focus of the awardis creatingamodel. Ifitis only atool oramethodology, code to
the researchinstead.

Reviews/meta-analyses of clinical effectiveness of therapeutics/treatments

Education and training of investigators at all levels (including clinicians and other health professionals), such as
participation in training workshops, conferences, advanced research technique courses, and Master's course
attendance. This does notinclude longertermresearch basedtraining, suchas Ph.D. or post-doctoral fellowships.

6.CancerControl,Survivorshipand Outcomes Research -Researchincludedinthiscategoryincludesabroadrange ofareas:
patient care and pain management; tracking cancer cases in the population; beliefs and attitudes that affect behavior regarding
cancer control; ethics; education and communication approaches for patients, family/caregivers, and health care professionals;
supportive and end-of-life care; and health care delivery in terms of quality and cost effectiveness.

6.1 Patient Care and Survivorship Issues
Examples of science that would fit:

Research into patient centred outcomes

Quality oflife

Pain management

Psychological impacts of cancer survivorship

Rehabilitation, including reconstruction and replacement

Economic sequelae, including research on employment, return to work, and vocational/educational impacts on
survivors and their families/caregivers

Reproductive issues

Long-term issues (morbidity, health status, social and psychological pathways)

Symptom management, including nausea, vomiting, lymphedema, neuropathies, etc.

Prevention and management of long-term treatment-related toxicities and sequelae, including symptom
management(e.g. physicalactivity orotherinterventions), preventionof mucosities, preventionofcardiotoxicities,
opportunistic infections, cachexia etc.

Psychological, educational or complementary/alternative (e.g. hypnotherapy, relaxation, transcendental meditation,
imagery, spiritual healing, massage, biofeedback, herbs, spinal manipulation, yoga, acupuncture)
interventions/approaches to promote behaviors that lessen treatment-related morbidity and promote psychological
adjustment to the diagnosis of cancer and to treatment effects

Burdens of cancer on family members/caregivers and interventions to assist family members/caregivers
Educational interventions to promote self-care and symptom management

Research into peer support, self-help, and other support groups

Behavioral factors in treatment compliance

Continued on next page
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Continued from previous page

6.2 Surveillance
Examples of science that would fit:

Epidemiology and end results reporting (e.g. SEER)

Registriesthattrackincidence, morbidity, co-morbidities/symptoms, long-term effects and/or mortality related to
cancer

Surveillance, measurement, evaluation or tracking of established cancer risk factors in populations such as diet, body
weight, physical activity, sun exposure, and tobacco use, including method development

Analysis of variations in established cancerrisk factor exposure in populations by demographic, geographic,
economic, or other factors

Trends in use of interventional strategies in populations (e.g. geographic variation)

6.3 Population-based Behavioral Factors
Examples of science that would fit:

Research into populations’ attitudes and belief systems (including cultural beliefs) and their influence on behaviors
related to cancer control, outcomes and treatment. For example, how populations’ beliefs can affect
compliance/interaction with all aspects of the health care/service provision

Research into the psychological effects of genetic counselling

Research into behavioral barriers to improving cancer care/survivorship clinical trial enrolment

6.4 Health Services, Economic and Health Policy Analyses
Examples of science that would fit:

Development and testing of health service delivery methods

Interventions to increase the quality of health care delivery

Impact of organizational, social, and cultural factors on access to care and quality of care, including studies on
variations orinequalities in access amongracial, ethnic, geographical or socio-economic groups

Studies of providers such as geographical or care-setting variations in outcomes

Effect of reimbursement and/or insurance on cancer control, outcomes, and survivorship support

Health services research, including health policy and practice and development of guidelines/best practice for
healthcare delivery across the diagnostic/preventive/treatment spectrum

Analysis of health service provision, including the interaction of primary and secondary care

Analyses ofthe costeffectiveness of methods usedin cancer prevention, detection, diagnosis, prognosis, treatment,
and survivorcare/support

Ethical, legal or social implications of research/health service delivery (e.g. genetic counselling)
Research into systemic or operational barriers to trial enrolment

6.5 Education and Communication Research
Examples of science that would fit:

Development of generic health provider-patient communication tools and methods (e.g. telemedicine/health)
Tailoring educational approaches or communication to different populations (e.g. social, racial, geographical, or
linguistic groups)

Researchintoneweducationaland communication methods and approaches, including special approaches and
considerations for underserved and at-risk populations

Research on new methods and strategies to disseminate cancer information/innovation to healthcare providers (e.g.
web-based information, telemedicine, smartphone apps, etc.) and the effectiveness of these approaches

Research on new communication processes and/or media and information technologies within the health care
system and the effectiveness of these approaches

Media studies focused on the nature and ways in which information on cancer and cancer research findings are
communicated to the general public

Education, information, and assessment systems for the general public, primary care professionals, or policy makers
Research into barriers to successful health communication

6.6 End-of-Life Care
Examples of science that would fit:

Hospice/end-of-life patient care focused on managing pain and other symptoms (e.g. respiratory distress, delirium,
cachexia) and the provision of psychological, social, spiritual and practical support through either conventional or
complementary/alternative interventions/approaches throughoutthe last phase of lifeand into bereavement
Quality of life and quality of death for terminally-ill patients

Provision of psychological, social, spiritual and practical support to families/caregivers through either conventional
or complementary/alternative interventions/approaches

Research into the delivery of hospice care

Continued on next page

56




Guidelines KWF 2021

Continued from previous page

6.7 Research on Ethics and Confidentiality
Examples of science that would fit:

¢ Informed consent modeling/framing and development

¢ Quality of Institutional Review Boards (IRBs)

o Protecting patient confidentiality and privacy

e Research on publication bias within the cancer research field

6.9 Resources and Infrastructure Related to Cancer Control, Survivorship, and Outcomes Research
Examples of science that would fit:

e Informatics and informatics networks

e Clinical trial groups related to cancer control, survivorship, and outcomes research

¢ Epidemiological resources pertaining to cancer control, survivorship, and outcomes research

e Statisticalmethodology orbiostatisticalmethods pertainingtocancercontrol, survivorshipand outcomesresearch

e Surveillance infrastructures

o Centers, consortia, and/or networks pertaining to cancer control, survivorship and outcomes research

o Development and characterization of new model systems for cancer control, outcomes or survivorship, distribution of
modelsto scientific community or researchinto novel ways of applying model systems, including but notlimitedto
computer-simulationsystems, software development, invitro/cell culture models, organ/tissue models oranimal
model systems. Note: this should only be usedwhere the focus ofthe awardis creatingamodel. Ifitisonly atoolora
methodology, code to the research instead.

e Psychosocial, economic, political and health services research frameworks and models

¢ Education and training of investigators at all levels (including clinicians and other health professionals), such as
participation in training workshops, conferences, advanced research technique courses, and Master's course
attendance. Thisdoes notincludelonger-termresearch-basedtraining, such as Ph.D. or post-doctoral fellowships.

Concerning the Disease Site Codes (DSCs), please indicate which Disease Site Code(s) is/are
applicabletotheresearch describedinthe project proposal (no morethan12 DSCs are allowed per
project proposal). Ifthe research does notfocus on a particular type of cancer, please use the ‘not site-
specific’ category (code 2).

Disease Site Codes (DSC)

Name Code Notes

Adrenocortical Cancer (0]

Anal Cancer 103

Bladder Cancer 3

Blood Cancer 67 Usethis code for Blood Cancersotherthan: Hodgkin's Disease (24),
Leukemia/Leukaemia (27), Myeloma (30), Non-Hodgkin's Lymphoma
(35).

Bone Cancer 4 Includes Osteosarcoma, Malignant Fibrous Histiocytoma, Ewing’s

sarcoma and all other bone/cartilaginous tumors.

Brain Tumor 6 Includes Chordoma

Breast Cancer 7

Cardiotoxicity/Heart Cancer 8

Cervical Cancer 9

Colon and Rectal Cancer 64

Ear Cancer 10

Endometrial Cancer 11

Esophageal/Oesophageal Cancer 12

Eye Cancer 13 Includes uveal (eye) melanoma
Not including Retinoblastoma (45)

Gallbladder Cancer 14

Gastrointestinal Tract 15 Use this code for Gl cancers other than: Colon and Rectal (64),
Esophageal/Oesophageal (12) , Gallbladder (14), Liver (23), Pancreatic
(37), Small Intestine (50), Stomach (51).

Genital System, Female 17 Use this code for genital system, female cancers other than: Cervical

(9), Endometrial (11), Ovarian (66), Vaginal (57), Vulva (101).

Continued on next page
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Genital System, Male

Head and Neck Cancer

Heart Cancer/Cardiotoxicity
Hodgkin’s Disease

Kaposi’s Sarcoma

Kidney Cancer

Laryngeal Cancer
Leukemia/Leukaemia

Liver Cancer
Lung Cancer
Melanoma
Myeloma

Nasal Cavity and Paranasal Sinus Cancer

Nervous System

Neuroblastoma
Non-Hodgkin’s Lymphoma
Not Site-Specific Cancer

Oesophageal/Esophageal Cancer
Oral Cavity and Lip Cancer
Ovarian Cancer

Pancreatic Cancer
Parathyroid Cancer

Penile Cancer

Pharyngeal Cancer
Pituitary Tumor

Primary CNS Lymphoma
Primary of Unknown Origin
Prostate Cancer
Respiratory System

Retinoblastoma
Salivary Gland Cancer
Sarcoma (soft tissue)

Skin Cancer (non-melanoma)
Small Intestine Cancer
Stomach Cancer

Testicular Cancer
Thymoma, Malignant
Thyroid Cancer

Urinary System

Vaginal Cancer
Vulva Cancer

19

21

24
46
25
26
27

23
28
29
30
31

33

32
35

12
36
66
37
38
39
61
40
104
102
42
43

45
63
105

49
50
51

52
53
54
55

57
101

Use this code for genital system, male cancers other than: Penile (39),
Prostate (42), Testicular (52) cancers.

Use this code forhead and neck cancers otherthan: Laryngeal (26),
Nasal Cavity and Paranasal Sinus (31), Oral Cavity and Lip (36),
Parathyroid (38), Pharyngeal (61), Salivary Gland (63), and Thyroid (54)
cancers.

Includes Kidney cancer and Wilm's tumor

Including ALL, AML, CLL, CML & Hairy Cell Leukaemia, Myelodysplastic
Syndrome and Myeloproliferative disorders

Including Bile Duct

Including Mesothelioma

Including Multiple Myeloma

Use thisfor nervous system cancers otherthan: Brain (6), Eye (16),
Neuroblastoma (32), Pituitary (40), Primary CNS Lymphoma (104) and
Retinoblastoma (45).

Includesfundamentalresearch (fluids, secretions, milklymph, blood
components, celllines and cell fractions, etc.) and research that applies
to all types of cancer.

Usethiscodeforrespiratory cancersotherthan: Lung (28), Nasal Cavity
& Paranasal Sinus (31) cancers.

Includes Fibrosarcoma, Rhabdomyosarcoma, Leiomyosarcoma,
Liposarcoma, Muscleandother Soft Tissue Sarcoma (butnotEwing’s
Sarcomaorotherbone/cartilaginous tumors (4) of Kaposi’s Sarcoma
(46)).

Usethis codeforurinary cancers other than: Bladder (3), Kidney or
Wilm's tumor (25).
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4b. Modality coding instructions
When deciding onthe applicable coding for modality, applications, and type of research, please decide
what the main aim or ‘center of gravity’ is of the project proposal, and assign the modalities,
applicationsandtypesthatbestmatchthe project. No morethantwo modalities may be assignedto
each project proposal. An unlimited number of applications and types can be assignhed to each project
proposal. Ifmore than two modalities willapply tothe research, choose the two mostimportantand
characteristicaspects ofthe study. Coding should notinclude potential or future applications ofthe
research findings.

We ask you to pay attention to a few specific aspects of the modality coding:

Ifthe projectproposalconcernsbasicresearch, code basicresearch asthe primary modality.
Only code a secondary modality if the research aims concerning this modality are actually
achieved during the term of the current proposal.

ForInfrastructure initiatives, the primary modality is fixed to infrastructure and the
corresponding application and type are fixed to not applicable.

Research intoimage guided therapy, using imaging to improve or complement a therapy,
should be coded to the relevant treatment modality plus type supporting tool.

(Clinical) research with quality of life as a secondary endpoint should not be coded to the

modality guality of life/care.

MODALITY CLASSIFICATION

Modality Application Type
Biomarkers ¢ Risk assessment/predisposition/ « Single gene, molecule or protein
susceptibility e Profile: molecular, cellular
o (Early) detection/screening * Histological characteristics
e Physiological characteristics
e Diagnosis/staging e Other
* Prognosis e Supporting tool (device/test to develop or measure a
¢ Prediction/patient selection biomarker)
e Response assessment
Imaging ¢ Risk assessment/predisposition/ ¢ X-ray/Computed tomography (CT)
susceptibility ¢ Magnetic Resonance Imaging (MRI)
o (Early) detection/screening e Nuclear Imaging (PET and SPECT)
e Ultrasound
e Diagnosis/staging e Spectroscopy
* Prognosis « Light (e.g.endoscopy)
* Prediction/patientselection « Infrared (e.g. near- infrared fluorescence)
¢ Response assessment e Other
e Supporting tool (e.g. contrast, imaging enhancers)
Agents e Prevention e Small molecules
e Therapy ¢ Nucleic acids (DNA, RNA, antisense oligonucleotides)

Proteins/peptides(e.g.recombinantproteins, therapeutic
enzymes)

e Hormones

e Microorganisms (virus, bacteria)

¢ (Multidrug) resistance

¢ Agent notyetknown

e Other

e Supportingtool (e.g. cell culture systems, mouse models,
carriers)

Continued on next page
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Continues from previous page

Immune response
modifiers

e Prevention
e Therapy

e (Monoclonal) antibodies

e Cytokines (e.g. growth factors, interleukins, chemokines,
interferons)

Other immunostimulants/immunosuppressors
Vaccines

(Adoptive) immunecells

Transplantation

e Other

Supportingtool (e.g. cell culture systems, mouse models,
delivery expressionvector)

Interventive devices

e Prevention
e Therapy

¢ Non-invasive
e Minimally invasive
¢ Invasive

Radiation therapy (incl. radionuclides)

Cryoablation

Hyperthermia

Photodynamic therapy (PDT)

Surgery

Active surveillance

e Other

Supportingtool (e.g. reproducible assays, imaging methods
forimage guided therapy, carriers)

Lifestyle and exposure

e Prevention
Therapy (as part of ortoimprove
cancer treatment)

Tobacco

Physical activity

Alcohol

Diet andnutrition

Herbs andbotanicals

Social and cultural environment

Gene/environment interactions

Exogenous hormones

o Adverse exposuretoinfectious agents and contaminantsin
the air, water and soil

Solar radiation

(Hazardous) occupational exposure

o Adherence to screening/treatment

e Other

Supporting tool (e.g. identification of target population,
biochemical, behavioraland/orimaging assaysto measure
effect of lifestyle alteration)

Quality of life/care

¢ Physical (side) effects of
treatment/cancer

e Cognitive (side) effects of
treatment/cancer

e Psychological (side) effects of
treatment/cancer

Social (side) effects of
treatment/cancer

¢ Unspecified Quality of Life
¢ Quality ofCare

Tissue damage (e.g. cardiovascular (side) effects)
Changesinbody composition/weightand physicalfitness
Mouth and throat problems

Nausea andvomiting

Hormonal (side) effects

Sexual (side) effects

e Pain

Secondary malignancies

Concentration and learning problems

Memory issues

Fatigue andsleep

Psychological distress

Fear ofrecurrence

Societal participation

Relations andfamily

L]

L]

L]

L]

L]

L]

Needs/care use

e Care service/improvement

¢ Communication and decision making
e Other
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