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[bookmark: _Toc91657200]LIST OF ABBREVIATIONS AND RELEVANT DEFINITIONS 	Comment by CCMO: Please delete abbreviations/ definitions that are not applicable and add any new ones that are used in the research protocol.

	ABR
	ABR form, General Assessment and Registration form, is the application form that is required for submission to the accredited Ethics Committee (In Dutch, ABR = Algemene Beoordeling en Registratie)

	AE
	Adverse Event

	AR
	Adverse Reaction

	CA
	Competent Authority

	CCMO
	Central Committee on Research Involving Human Subjects; in Dutch: Centrale Commissie Mensgebonden Onderzoek

	CV
	Curriculum Vitae

	DSMB
	Data Safety Monitoring Board

	EU
	European Union

	EudraCT
	European drug regulatory affairs Clinical Trials 

	GCP
	Good Clinical Practice

	IB
	Investigator’s Brochure

	IC
	Informed Consent

	IMP
	Investigational Medicinal Product 

	IMPD
	Investigational Medicinal Product Dossier 

	METC 
	Medical research ethics committee (MREC); in Dutch: medisch ethische toetsing commissie (METC)

	(S)AE
	(Serious) Adverse Event 

	SPC
	Summary of Product Characteristics (in Dutch: officiële productinfomatie IB1-tekst)

	Sponsor
	The sponsor is the party that commissions the organisation or performance of the research, for example a pharmaceutical
company, academic hospital, scientific organisation or investigator. A party that provides funding for a study but does not commission it is not regarded as the sponsor, but referred to as a subsidising party.

	SUSAR
	Suspected Unexpected Serious Adverse Reaction

	Wbp
	Personal Data Protection Act (in Dutch: Wet Bescherming Persoonsgevens)

	WMO
	Medical Research Involving Human Subjects Act (in Dutch: Wet Medisch-wetenschappelijk Onderzoek met Mensen


	
[bookmark: _Toc91657201]
SUMMARY	Comment by CCMO: The summary should give a clear description of the central question that the research is intended to answer and its justification. 

It should specify the hypothesis (if applicable)and the research objectives. 

In addition the synopsis should briefly describe the design, population, methods and procedures of the study. 

Finally, the nature and extent of the burden and risks should be indicated. 

The summary should preferably not exceed one A4 sheet.

Rationale: <Please specify background and hypothesis (if applicable) of the study>
Objective: <Please specify the main and secondary objectives of the study>
Study design: <Please describe the design of the study, e.g. observational study, double-blind placebo controlled intervention study, longitudinal study>
Study population: <Please describe the study population, e.g. healthy human volunteers, 18 - 55 yr old>
Intervention (if applicable): <Please describe which intervention is given, e.g. one group receives twice daily a 10 mg tablet of product X and the other group receives twice daily a placebo tablet>
Main study parameters/endpoints: <Please describe the main study parameters, e.g. the main study parameter is the percent change in the number of events from baseline to endpoint, or the difference in genetic profile between patients and controls, or the total number of adverse reactions or a blood parameter> 
Nature and extent of the burden and risks associated with participation, benefit and group relatedness: <Please describe the burden and risks associated with participation, e.g. the amount and number of blood samples, the number of site visits, physical examinations or other tests, questionnaires or diaries which have to be filled in, physical and physiological discomfort associated with participation, the risks associated with the investigational treatment. A risk-benefit analysis can be given, if applicable. If a non-therapeutic study is carried out with minors or incapacitated persons, it should be specified whether the risks are negligible and the burden minimal and why the study is group related (i.e., study can only be done using these patients groups).>
[bookmark: _Toc326702304]
INTRODUCTION AND RATIONALE	Comment by CCMO: The research protocol must contain an introductory section explaining why the research is to be carried out. The scientific and social relevance of the project should be indicated with references to:

 Peer reviewed papers published in scientific journals (an overview of the references can be given in chapter 14). 

The results of any pre-clinical studies with potential clinical significance and of any clinical trials or studies relevant to the proposed research should be summarized.

 Convincing arguments should be given that there is not sufficient knowledge available to explain the problem or for the need to test what is known.

 It should be clearly stated which new information this study may add to what we already know. 

 This section should also explain why the research needs to be conducted with the selected population. This is particularly important where minors or incapacitated adults are to be used as subjects.
[bookmark: _Toc326702305]
OBJECTIVES	Comment by CCMO: The objectives of the study are the questions that the study is intended to answer and are based on the scientific rationale and/or hypothesis formulated. 

One can distinguish between the primary objective and secondary objectives. 

The primary objective is the main question to be answered by the results of the study, which determines study design and sample size. 

Secondary objectives are additional questions to be addressed if possible.

Primary Objective: <please include primary objective>
Secondary Objective(s): <please include secondary objectives, if applicable>
[bookmark: _Toc326702306]
STUDY DESIGN
<Please include a description of the study design (examples of intervention studies are: double-blind randomized placebo-controlled trial, cross-over trial; examples of observational studies are: (nested) case-control study, cohort study), the duration and setting of the study.

If relevant, also include a justification of the design (for example for the type of control group, the duration of the treatment, the choice for cross-over or a parallel design)
 
 A flow chart can be included to give an overview of the study design and the main procedures that subjects will undergo in the course of research.>

[bookmark: _Toc326702307]
STUDY POPULATION
[bookmark: _Toc326702308]Population (base) 	Comment by CCMO: The research population should be clearly defined. 

From what source population will the subjects be drawn? 

What is the likelihood that the planned number of patients can be recruited from the defined source population? 

If relevant, prevalence/incidence number should be given. 

The characteristics of the study population should be given (age, sex, ethnic background (if relevant), etcetera)

[bookmark: _Toc326702309]Inclusion criteria
In order to be eligible to participate in this study, a subject must meet all of the following criteria:

[bookmark: _Toc326702310]Exclusion criteria
A potential subject who meets any of the following criteria will be excluded from participation in this study:

[bookmark: _Toc326702311]Sample size calculation	Comment by CCMO: The number of subjects required for the study should be justified. 

The number of subjects should always be large enough to provide a reliable answer to questions addressed. Also the size of detectable differences should be of clinical relevance.

The number of subjects is usually determined by the primary objective of the trial. If the sample size is determined on some other basis, then this should be made clear and justified. 

There are many formulas to calculate the size of the study population. It should be clear which method is used and the reasons why this method has been chosen. 

In case of multiple primary objectives, eg evaluation of multiple endpoints, each objective should have its own power calculation and in each of these the multiplicity corrected alpha, if needed, should be taken into account.


Also, the calculation itself should be given with a predefined p-value (usually 5%) and power. 
The power of the study is the probability that the study will have a significant (positive) result – provided a positive effect exists. Ask advice from a statistician to help you with this matter.


[bookmark: _Toc326702312]
TREATMENT OF SUBJECTS
< This chapter is only applicable for intervention studies>	Comment by CCMO: Intervention studies are studies in which the investigator deliberately intervenes in the consisting situation, in order to study the effect of that intervention. 

Examples of intervention studies are:
 to study the effect of flaxseed supplementation to usual diet in postmenopausal women on important hormonal biomarkers of breast cancer risk.
 stress tests to determine normal values
 studies in which the intervention consists of varying existing patterns or circumstances

[bookmark: _Toc326702313]Investigational product/treatment
<Please give a description of the intervention (medicinal product, medical device, food supplement, radiation, surgery, behavioural interventions, etcetera). Also use of comparator or placebo should be described.> 
[bookmark: _Toc326702314]Use of co-intervention (if applicable)
< Please describe what subjects should do and not do (e.g. use co-medication, adequate contraception, diet). If it is allowed to use co-medication or other kind of intervention, it should be specified on forehand what is allowed.)>
[bookmark: _Toc326702315]Escape medication (if applicable)	Comment by CCMO: Escape medication is medication which can be used, apart from the investigational product, during periods of acute attacks, pain or other complaints.
<Please describe type, dose per unit and maximum dose allowed.> 
[bookmark: _Toc326702316]
INVESTIGATIONAL PRODUCT 	Comment by CCMO: According to the definition of the EU clinical trial directive 2001/20/EC, an investigational medicinal product is a pharmaceutical form of an active substance or placebo being tested or used as a reference in a clinical trial, including products already with a marketing authorisation, but used or assembled (formulated or packaged) in a way different from the authorised form, or when used for an unauthorised indication, or when used to gain further information about the authorised form.

Thus in this section also information about the comparator product/placebo should be given.
<This chapter is applicable for research with any  product; medicinal product, food product, medical device or other >
 
[bookmark: _Toc326702317]Name and description of investigational  product(s)
[bookmark: _Toc326702318]Summary of findings from non-clinical studies	Comment by CCMO: If not relevant, briefly mention why not 
<One may refer to the Investigator’s Brochure (IB), Investigational Medicinal Product Dossier (IMPD), Summary of Product Characteristics (SPC) or a similar document (if applicable), by mentioning the relevant pages in that document. Be sure that the information is up to date and references to peer reviewed papers in (biomedical/scientific) journals should be given where appropriate.>

[bookmark: _Toc326702319]Summary of findings from clinical studies
<See explanatory text of chapter 6.2, including remark>
[bookmark: _Toc326702320]Summary of known and potential risks and benefits	Comment by CCMO: A structured risk analysis including all study details has to be given in chapter 13 
<See explanatory text of chapter 6.2, including remark>
[bookmark: _Toc326702321]Description and justification of route of administration and dosage
[bookmark: _Toc326702322]Dosages, dosage modifications and method of administration
[bookmark: _Toc326702323]Preparation and labelling of Investigational Medicinal Product	Comment by CCMO: Preparation and labelling of the investigational medicinal products should be done according to the relevant GMP guidelines. See annex 13of the guideline Good Manufacturing Practice (2003/94/EG, via http://ec.europa.eu/health/files/eudralex/vol-4/2009_06_annex13.pdf )

Examples of labels (in Dutch) used for the Investigational Medicinal Products can be found on the website of the CCMO: www.ccmo.nl (in the ‘Commentary on documents (section A-M)’
	
[bookmark: _Toc326702324]Drug accountability
<Please describe the procedures for the shipment, receipt, disposition, return and destruction of the investigational medicinal products.>

[bookmark: _Toc326702325]
NON-INVESTIGATIONAL PRODUCT	Comment by CCMO: According to the definition of the EU clinical trial directive 2001/20/EC, a non-investigational medicinal product (NIMP) is a medicinal product that falls within Article 3(3) of Directive 2001/83/EC (‘medicinal products intended for research and development trials’), while not falling within the definition of IMP. This means that they are not to be used as the test substance, reference substance or comparator in the trial.
<This chapter is applicable for any other product that is used in the study, like challenge agents or products used to asses end-points in the trial. This can be a medicinal product or a food product or a chemical compound or stable isotope or other product.	Comment by CCMO: For examples see Annex 1 of the ‘Guidance on Investigational Medicinal Products (IMPs) and ‘non investigational medicinal products’ (NIMPs) – Eudralex Volume 10 chapter III
This chapter does not include co-medication or escape medication, these are already mentioned in chapter 5 
For products to be used as in usual clinical practice the information can be limited to the chapters 7.1, 7.6 and 7.7 >
 
[bookmark: _Toc326702326]Name and description of non-investigational product(s)
[bookmark: _Toc326702327]Summary of findings from non-clinical studies	Comment by CCMO: If not relevant, briefly mention why not 
<One may refer to the Investigator’s Brochure (IB), Investigational Medicinal Product Dossier (IMPD), Summary of Product Characteristics (SPC) or a similar document (if applicable), by mentioning the relevant pages in that document. Be sure that the information is up to date and references to peer reviewed papers in (biomedical/scientific) journals should be given where appropriate.>

[bookmark: _Toc326702328]Summary of findings from clinical studies
<See explanatory text of chapter 7.2, including remark>
[bookmark: _Toc326702329]Summary of known and potential risks and benefits	Comment by CCMO: A structured risk analysis including all study details has to be given in chapter 13 
<See explanatory text of chapter 7.2, including remark>
[bookmark: _Toc326702330]Description and justification of route of administration and dosage

[bookmark: _Toc326702331]Dosages, dosage modifications and method of administration

[bookmark: _Toc326702332]Preparation and labelling of Non Investigational Medicinal Product	Comment by CCMO: Preparation and labelling of the non-investigational medicinal products should be done according to the relevant GMP guidelines.

[bookmark: _Toc326702333]Drug accountability
<Please describe the procedures for the shipment, receipt, disposition, return and destruction of the non-investigational medicinal products.>

[bookmark: _Toc326702334]
METHODS
[bookmark: _Toc326702335]Study parameters/endpoints
[bookmark: _Toc326702336]Main study parameter/endpoint
< Please describe the main study parameter/endpoint, for example number of events/relapse, blood hormone levels, etcetera>
[bookmark: _Toc326702337]Secondary study parameters/endpoints (if applicable)
< Please describe the secondary study parameters/endpoints, for example number of adverse and serious adverse events, etcetera>
[bookmark: _Toc326702338]Other study parameters (if applicable)
<Please describe the other study parameters. For example, baseline values or parameters which might intervene with the main study parameter (confounders), like body weight, smoking, etcetera. > 
	
[bookmark: _Toc326702339]Randomisation, blinding and treatment allocation
[<This chapter is only applicable for intervention trials and should also describe for blinded studies the indications for breaking the randomisation code. Describe by whom and how the randomization sequence is prepared and what measures are taken that “concealed allocation” in assigning patients to study arms is guaranteed >] 

[bookmark: _Toc326702340]Study procedures	Comment by CCMO: The protocol must contain a detailed description of the procedures that subjects will undergo in the course of the research.

It should be clearly indicated which procedures are part of the medical treatment and which are extra for this study and whether diagnostic procedures or treatment will be postponed.

At least the following matters should be addressed (if applicable):
 
Invasive procedures to be performed (injections, venapunction , liquor sampling, scopic examination, biopsy, catheterisation, radiation)

Psychological/psychiatric investigations to be performed

Questionnaires (e.g. Quality of Life)

Clinical tests to be performed (e.g. HIV, pregnancy)

 Laboratory tests to be performed

etcetera
< Please give a description of the procedures, techniques, methods and/or tests to be used to assess the defined study parameters/endpoints. Include information on sample volumes. All procedures that subjects undergo must be listed. A schedule of assessments can be helpful >

[bookmark: _Toc326702341]Withdrawal of individual subjects
Subjects can leave the study at any time for any reason if they wish to do so without any consequences. The investigator can decide to withdraw a subject from the study for urgent medical reasons.
[bookmark: _Toc326702342]Specific criteria for withdrawal (if applicable)
[bookmark: _Toc326702343]Replacement of individual subjects after withdrawal
[bookmark: _Toc326702344]Follow-up of subjects withdrawn from treatment
[bookmark: _Toc326702345]Premature termination of the study
< Please describe the criteria for terminating the study prematurely and the procedures in case the study will be terminated prematurely.> 
	
[bookmark: _Toc326702346]
SAFETY REPORTING
Temporary halt for reasons of subject safety
In accordance to section 10, subsection 4, of the WMO, the sponsor will suspend the study if there is sufficient ground that continuation of the study will jeopardise subject health or safety.  The sponsor will notify the accredited METC without undue delay of a temporary halt including the reason for such an action. The study will be suspended pending a further positive decision by the accredited METC. The investigator will take care that all subjects are kept informed. 

[bookmark: _Toc326702348]AEs, SAEs and SUSARs
[bookmark: _Toc326702349]Adverse events (AEs)
Adverse events are defined as any undesirable experience occurring to a subject during the study, whether or not considered related to [the investigational product / trial procedure/ the experimental intervention]. All adverse events reported spontaneously by the subject or observed by the investigator or his staff will be recorded.	Comment by CCMO: For example, an adverse event can also be related to a diagnostic procedure or to an already existing condition.

[bookmark: _Toc326702350]Serious adverse events (SAEs)	Comment by CCMO: As of 1 October  2015,  investigators and sponsors are required to document and/or report serious adverse events to the accredited METC. This requirement  applies for all studies subjected to the WMO (see article 1 WMO). Exceptions can be made and should be described in the protocol. The procedure for handling SAE reporting to accredited METC will be reviewed  by the METC. A guidance document has been developed by CCMO and NVMETC and is available on the CCMO website: www.ccmo.nl
A serious adverse event is any untoward medical occurrence or effect that 
· results in death;
· is life threatening (at the time of the event);
· requires hospitalisation or prolongation of existing inpatients’ hospitalisation;
· results in persistent or significant disability or incapacity;
· is a congenital anomaly or birth defect; or
· any other important medical event that did not result in any of the outcomes listed above due to medical or surgical intervention but could have been based upon appropriate judgement by the investigator.
An elective hospital admission will not be considered as a serious adverse event.

< Please describe the procedures for handling the serious adverse events. If certain SAEs do not require immediate reporting by the investigator to the sponsor, please specify.> 	Comment by CCMO: The investigator shall report serious adverse events to the sponsor without undue delay after obtaining knowledge of the events, unless, for certain serious adverse events, the protocol provides that no immediate reporting is required.
The investigator will report all SAEs to the sponsor without undue delay after obtaining knowledge of the events, except for the following SAEs:  <specify which SAEs do not require immediate reporting by the investigator to the sponsor, if applicable>        .


The sponsor will report the SAEs through the web portal ToetsingOnline to the accredited METC that approved the protocol, within 7 days of first knowledge for SAEs that result in death or are life threatening followed by a period of maximum of 8 days to complete the initial preliminary report. All other SAEs will be reported within a period of maximum 15 days after the sponsor has first knowledge of the serious adverse events.	Comment by CCMO: As of 1 October 2015, expedited (individual) SAE reports has to be reported through the webportal ToetsingOnline. This is not mandatory for SUSAR reports. See also chapter 9.2.3.  Instructions for this can be found in the user manual, see https://toetsingonline.nl/

< If certain SAEs do not require( expedited) reporting to the accredited METC, please specify these SAEs as well as the frequency of reporting of these SAEs in line listings, or in a annual safety report or otherwise.>

[bookmark: _Toc326702351]Suspected unexpected serious adverse reactions (SUSARs)
<This chapter is only applicable for studies with an investigational medicinal product>
Adverse reactions are all untoward and unintended responses to an investigational product related to any dose administered.

Unexpected adverse reactions are SUSARs if the following three conditions are met:
1. the event must be serious (see chapter 9.2.2);
2. there must be a certain degree of probability that the event is a harmful and an undesirable reaction to the medicinal product under investigation, regardless of the administered dose;
3. the adverse reaction must be unexpected, that is to say, the nature and severity of the adverse reaction are not in agreement with the product information as recorded in:
· Summary of Product Characteristics (SPC) for an authorised medicinal product;
· Investigator’s Brochure for an unauthorised medicinal product.

The sponsor will report expedited the following SUSARs through the web portal ToetsingOnline  to the METC  <reporting via webportalToetsingOnline is only applicable for investigator initiated studies>:
· SUSARs that have arisen in the clinical trial that was assessed by the METC;
· SUSARs that have arisen in other clinical trials of the same sponsor and with the same medicinal product, and that could have consequences for the safety of the subjects involved in the clinical trial that was assessed by the METC.
The remaining SUSARs are recorded in an overview list (line-listing) that will be submitted once every half year to the METC. This line-listing provides an overview of all SUSARs from the study medicine, accompanied by a brief report highlighting the main points of concern. 
The expedited reporting of SUSARs through the web portal Eudravigilance or ToetsingOnline is sufficient as notification to the competent authority.

The sponsor will report expedited all SUSARs to the competent authorities in other Member States, according to the requirements of the Member States. 

The expedited reporting will occur not later than 15 days after the sponsor has first knowledge of the adverse reactions. For fatal or life threatening cases the term will be maximal 7 days for a preliminary report with another 8 days for completion of the report. 

< For multicentre studies the responsibilities of investigators in participating centres as well as of the coordinating investigator should be clearly defined>

<Please describe also the method of breaking the code for SUSAR reporting.>

[bookmark: _Toc326702352]Annual safety report

<This chapter is only applicable for studies with an investigational medicinal product>
< The annual safety report may be combined with the annual progress report (see chapter 12.4).>

In addition to the expedited reporting of SUSARs, the sponsor will submit, once a year throughout the clinical trial, a safety report to the accredited METC, competent authority, and competent authorities of the concerned Member States.
This safety report consists of:
· a list of all suspected (unexpected or expected) serious adverse reactions, along with an aggregated summary table of all reported serious adverse reactions, ordered by organ system, per study;
· a report concerning the safety of the subjects, consisting of a complete safety analysis and an evaluation of the balance between the efficacy and the harmfulness of the medicine under investigation.

[bookmark: _Toc326702353]Follow-up of adverse events
All AEs will be followed until they have abated, or until a stable situation has been reached. Depending on the event, follow up may require additional tests or medical procedures as indicated, and/or referral to the general physician or a medical specialist.
SAEs need to be reported till end of study within the Netherlands, as defined in the protocol 

[bookmark: _Toc326702354][Data Safety Monitoring Board (DSMB) / Safety Committee]	Comment by CCMO: Delete what is not applicable 
<In case a DSMB is established to perform ongoing safety surveillance and to perform interim analyses on the safety data, this committee should be an independent committee. The composition of the DSMB should be described and it should be clear that each member has no conflict of interest with the sponsor of the study.	Comment by CCMO: The need for a DSMB may follow from chapter 13 of the protocol.

See also the EMEA guideline on Data Monitoring Committees for assessing the need for a DSMB and for information on the establishment of a DSMB and their working procedures (EMEA/CHMP/EWP/5872/03 dd 27 July 2005) http://www.emea.europa.eu/pdfs/human/ewp/587203en.pdf 
The task and responsibility of the DSMB should be described (see chapter 10.4 for interim analyses either for safety or for futility or positive efficacy) > 	Comment by CCMO: The DAMOCLES Study Group published a template for a charter for a data monitoring committee which might help for the structure and organisation of a DSMB. 
See Lancet 2005;365:711-722 & ccmo-website

<Criteria on which the DSMB may decide to terminate the trial prematurely should be clearly defined before the trial has started.>

The advice(s) of the DSMB will only be sent to the sponsor of the study. Should the sponsor decide not to fully implement the advice of the DSMB, the sponsor will send the advice to the reviewing METC, including a note to substantiate why (part of) the advice of the DSMB will not be followed.

< In case a DSMB is not needed, but some safety review is deemed appropriate, information on this safety committee should be given here. Information should be provided on the composition of the committee and (in)dependence of the members, the reason to establish this committee, type of data that will be reviewed and moment of review, possible measures to be taken>
[bookmark: _Toc326702355]
STATISTICAL ANALYSIS
<Describe for each of the parameters (as mentioned in chapter 8.1), in the applicable chapter below:
·  in general terms, how the data (categorical data and/or continuous variables) will be presented (quantitative and/or qualitative), and how derived parameters will be calculated (if applicable);
· How missing data will be handled; 
· how the data will be statistically analysed, including information on subjects to be included in the analyses. 	Comment by CCMO: eg Univariate analysis (pearson correlation coefficients, t-test, anova (univariate), etcetera) or multivariate analysis (multiple linear regression, multiple logistic regression, proportional hazards (Cox), etcetera)	Comment by CCMO: eg  Intention-to-treat analysis or per-protocol analysis
From the descriptions it has to be clear how the primary and secondary objectives of the study will be answered.

[bookmark: _Toc326702356]Primary study parameter(s)
<Describe in detail how the primary analysis   will be done for the primary outcome parameter(s) in order to avoid subjective choices to be made during the analysis . Discuss how the type I error will be controlled in case of multiplicities  and what the impact is of the multiplicity corrected alpha  if needed, with regard to the power of the study. Any other analyses  of the primary study parameter(s) should be labeled as such and must be separated in the text from the description of the main analysis above. If multivariable methods  are used the list of covariates needs to be specified.>	Comment by ALMDM: i.e the analysis on which the main conclusion will be based)	Comment by ALMDM: e.g. choice of time points	Comment by ALMDM: e.g. due to multiple primary endpoints, multiple treatment arms or multiple time points of evaluation	Comment by ALMDM: e.g. using the Bonferroni correction	Comment by ALMDM: e.g.exploratory analyses	Comment by ALMDM: e.g. Anova, Cox-regression etcetera

[bookmark: _Toc326702357]Secondary study parameter(s) 


[bookmark: _Toc326702358]Other study parameters


[bookmark: _Toc326702359]Interim analysis (if applicable)
< Please describe when the interim analysis will be done, which statistical methods will be used, who will perform the interim analysis and the stopping rules (if applicable). Also refer to the DSMB Charter in case a Data Safety Monitoring Board will be established to advice on stopping, see also chapter 9.5>
[bookmark: _Toc326702360]
ETHICAL CONSIDERATIONS
[bookmark: _Toc326702361]Regulation statement
<In this chapter it can be stated that the study will be conducted according to the principles of the Declaration of Helsinki (version, date, see for the most recent version: www.wma.net) and in accordance with the Medical Research Involving Human Subjects Act (WMO) and other guidelines, regulations and Acts (if applicable, please specify)>

[bookmark: _Toc326702362]Recruitment and consent
<Please give a description of the recruitment and informed consent procedures. How and by whom (investigator, supervising doctor, other person) will subjects be informed about the study and asked for their consent? How much time will they be given to consider their decision? The patient information letter and informed consent form should be attached as a separate document.>

[bookmark: _Toc326702363]Objection by minors or incapacitated subjects (if applicable)	Comment by CCMO: Section 4, subsection 2, of the WMO stipulates that a minor or legally incompetent adult cannot be forced to undergo a treatment or behave in a particular manner in the context of non-therapeutic research against his or her will. 

Consequently, if minors and/or incompetent adults are to be used as subjects in a non-therapeutic research project, the protocol or patient information must state the grounds on which a subject will be deemed to object. 

There are three codes of conduct which can be found on the website of the CCMO: www.ccmo.nl).
<Please specify which code of conduct is applicable for minors and/or incapacitated adults participating in non-therapeutic research. This should also be specified in the informed consent letter.> 

[bookmark: _Toc326702364]Benefits and risks assessment, group relatedness	Comment by CCMO: For studies with capacitated adults and therapeutic research with minors and incapacitated subjects, it should be explained why the risk to and burden for the subject will be in proportion to the potential value of the research and, if applicable, it should be stated to which extent the research may be beneficial to the subject.. 

In case of non-therapeutic research with minors and incapacitated subjects it should be stated why the risks associated with participation can be considered negligible and the burden can be considered minimal.

If the study population includes minors and/or incapacitated adults or dependent subjects and the study is non-therapeutic, it should also be explained why the research may be regarded as group-related. A study may be deemed to be group-related if it is evident that it could not be conducted without the participation of subjects belonging to the group in question
<Please give a justification of the proposed study.>

[bookmark: _Toc326702365]Compensation for injury	Comment by CCMO: An insurance for subjects participating in medical research, that falls within the scope of the WMO, should be available in accordance with the legal requirements of article 7 of the WMO.

If the sponsor wishes to obtain dispensation from the statutory obligation to provide insurance, because participating in the study is without risks, a reasoned request should be made to the accredited METC and this dispensation should be mentioned here.
<Please give information about the liability insurance and the insurance for the subjects participating in the study.> 
<The sponsor or investigator should also have a liability insurance.>

The sponsor/investigator has a liability insurance which is in accordance with article 7 of the WMO.
 
The sponsor (also) has an insurance which is in accordance with the legal requirements in the Netherlands (Article 7 WMO). This insurance provides cover for damage to research subjects through injury or death caused by the study.
The insurance applies to the damage that becomes apparent during the study or within 4 years after the end of the study.

[bookmark: _Toc326702366]Incentives (if applicable)
<Please describe any special incentives, compensation or treatment that subjects will receive through participation in the study.>
[bookmark: _Toc326702367]
ADMINISTRATIVE ASPECTS, MONITORING AND PUBLICATION
[bookmark: _Toc326702368]Handling and storage of data and documents	Comment by CCMO: Data should be handled confidentially and if possible anonymously. Where it is necessary to be able to trace data to an individual subject, a subject identification code list can be used to link the data to the subject. The code should not be based on the patient initials and birth-date. 

The key to the code should be safeguarded by the investigator or an independent person/committee (e.g. notary) in case the data or human material is kept for a longer period of time(see also the code of proper use: www.fmwv.nl). 

The handling of personal data should comply with the Dutch Personal Data Protection Act (in Dutch: De Wet Bescherming Persoonsgegevens, Wbp).
< Please describe the procedures for handling data, how data are coded, who has access to the source data, by whom the key to the code is safeguarded, how long data and/or human material will be kept, which steps are taken to ensure data security and how the subjects privacy is protected.>.

[bookmark: _Toc326702369]Monitoring and Quality Assurance 
< If monitoring of the conduct of the study takes place, please describe who will monitor, what will be monitored, frequencies etc. One can refer to a monitoring plan for details >

[bookmark: _Toc326702370]Amendments 
<The following text is applicable for studies without an investigational medicinal product.>
Amendments are changes made to the research after a favourable opinion by the accredited METC has been given. All amendments will be notified to the METC that gave a favourable opinion. 	Comment by CCMO: The documentation that will be included in the submission should cover the following information:

 Covering letter, including the reasons for the amendment in one or two sentences, a brief description of the changes that are included in the amendment and the name of the documents that are modified;

 An extract of the modified documents, where applicable, showing both the previous and new wording, where applicable.

 The new version of the modified documents, where applicable, identified with updated number of version and date.

<The following text is applicable for studies with an investigational medicinal product.>
A ‘substantial amendment’ is defined as an amendment to the terms of the METC application, or to the protocol or any other supporting documentation, that is likely to affect to a significant degree:
· the safety or physical or mental integrity of the subjects of the trial;
· the scientific value of the trial;
· the conduct or management of the trial; or
· the quality or safety of any intervention used in the trial.

All substantial amendments will be notified to the METC and to the competent authority.

Non-substantial amendments will not be notified to the accredited METC and the competent authority, but will be recorded and filed by the sponsor. 
< Examples of non-substantial amendments are typing errors and administrative changes like changes in names, telephone numbers and other contact details of involved persons mentioned in the submitted study documentation.>


[bookmark: _Toc326702371]Annual progress report
The sponsor/investigator will submit a summary of the progress of the trial to the accredited METC once a year. Information will be provided on the date of inclusion of the first subject, numbers of subjects included and numbers of subjects that have completed the trial, serious adverse events/ serious adverse reactions, other problems, and amendments. 

[bookmark: _Toc326702372]Temporary halt and (prematurely) end of study report	Comment by CCMO: For studies with an investigational medicinal product, end of study report should also be submitted to the competent authority within a period of 90 days and 15 days for premature ending.
<The following text is applicable for studies without an investigational medicinal product.>
The investigator/sponsor will notify the accredited METC of the end of the study within a period of 8 weeks. The end of the study is defined as the last patient’s last visit. 	Comment by CCMO: If the end of study is defined otherwise, this new definition should be given.

The sponsor will notify the METC immediately of a temporary halt of the study, including the reason of such an action. 
   
In case the study is ended prematurely, the sponsor will notify the accredited METC within 15 days, including the reasons for the premature termination.

 Within one year after the end of the study, the investigator/sponsor will submit a final study report with the results of the study, including any publications/abstracts of the study, to the accredited METC. 

<The following text is applicable for studies with an investigational medicinal product.>
The sponsor will notify the accredited METC and the competent authority of the end of the study within a period of 90 days. The end of the study is defined as the last patient’s last visit. 	Comment by CCMO: If the end of study is defined otherwise, this new definition should be given.

The sponsor will notify the METC immediately of a temporary halt of the study, including the reason of such an action.

In case the study is ended prematurely, the sponsor will notify the accredited METC and the competent authority within 15 days, including the reasons for the premature termination.

 Within one year after the end of the study, the investigator/sponsor will submit a final study report with the results of the study, including any publications/abstracts of the study, to the accredited METC and the Competent Authority. 


<In case the final study report will not be available within one year, another term should be defined including the reasons.>

[bookmark: _Toc326702373]Public disclosure and publication policy	Comment by CCMO: On the website of the CCMO (www.ccmo.nl) the CCMO statement on publication policy can be found. This statement contains the basic principles of the CCMO’s position on the disclosure/ publication of research results obtained form studies involving human subjects. It is the opinion of the CCMO that the results of scientific research involving human subjects must be disclosed unreservedly.

Prospective Trial Registration
The International Committee of Medical Journal Editors will require, as a condition for consideration for publication, registration of the clinical trial in a public trial registry before the first patient is recruited (N Engl J Med 2004; 351(12): 1250-1).
<Please mention the arrangements made between the sponsor and the investigator concerning the public disclosure and publication of the research data. >
[bookmark: _Toc326702374]
STRUCTURED RISK ANALYSIS 
<This chapter is applicable for research with any product: medicinal product, food product, medical device or other (as described in chapter 6 and 7)>	Comment by CCMO: In case more than one product is concerned, make separate sections per product

[bookmark: _Toc326702375]Potential issues of concern

< In this final paragraph of the research protocol a structured risk analysis which consists of a number of steps is required. The analysis should result in a comprehensive overall synthesis of the direct risks for the research subjects in this study in chapter 13.2. The risk considerations on the various issues listed below should be supported by up to date information and should be clearly described to allow a thorough review by the METC. For details one may refer to the previous chapters, the Investigator’s Brochure (IB) or a similar document (if applicable), peer reviewed papers in (biomedical/scientific) journals. The issues below are provided to structure your considerations and allows an efficient communication with the METC when questions arise as a result of the review of your research protocol. The remarks per item are provided as a guidance for describing your considerations. Should issues not be applicable, please indicate so.
For registered products to be used within the indication and not in combination with other products chapter 13.1 can be skipped; explain in chapter 13.2 why 13.1 is skipped >

a. Level of knowledge about mechanism of action	Comment by CCMO: Is there a plausible mechanism? Is there adequate clinical and patho-physiological knowledge about the mechanism? Particularly consider potential activation of self-amplifying mechanisms (immunologic, psychiatric, coagulatory)


b. Previous exposure of human beings with the test product(s) and/or products with a similar biological mechanism	Comment by CCMO: Investigate direct mechanism, assess related mechanisms and analogue disease states, investigate primary and secondary pharmacology


c. Can the primary or secondary mechanism be induced in animals and/or in ex-vivo human cell material?	Comment by CCMO: Receptor homology? post-receptor mechanism similar? measurement system applicable? human ex-vivo tests available?


d. Selectivity of the mechanism to target tissue in animals and/or human beings	Comment by CCMO: Receptor distribution in tissues; General pharmacological studies; Toxicology studies


e. Analysis of potential effect	Comment by CCMO: Predictions of safety window (anticipated drug levels for beneficial vs potentially harmful effects); Dose- or concentration –effect relation; Nature and seriousness of potential adverse effects (vital organ systems affected)


f. Pharmacokinetic considerations	Comment by CCMO: Half-life in relevant effect compartment; Pharmacokinetic dynamic relations; Active or toxic metabolites


g. Study population	Comment by CCMO: For instance are research subjects healthy volunteers or patients suffering from a life threatening disease? Are the research subjects patients at an Intensive Care? Is the condition of the patients that participate in this study stable? Are women with child bearing potential included in the study?  


h. Interaction with other products	Comment by CCMO: For studies where a combination of products is given, or participants are allowed to use certain products/medicines: Systematically consider potential pharmacokinetic interactions (CYP450, P-gp) and pharmacodynamic interactions (pharmacological/physiological)


i. Predictability of effect	Comment by CCMO: Biomarkers for effect in animal and man; Precision and accuracy of measurement; Relation of marker to clinical effect


j. Can effects be managed?	Comment by CCMO: Antidotes or antagonists; Other countermeasures; for instance assurance of access to adequate medical support  in case of emergencies (also considering the number of concomitant participants and the risk of the intervention)


[bookmark: _Toc326702376]Synthesis
<should include uncertainties and the unknown and the overall risk: 
Make clear what measures have been taken to reduce what risks	Comment by CCMO: Examples can be: type of study population, certain in- or exclusion criteria, additional safety measurements, prolonged supervision of participants, establishing a DSMB or safety committee
Make clear why in your opinion the remaining risks are acceptable for the subjects participating in the study>



[bookmark: _Toc326702377]REFERENCES

<Include all key references published in peer reviews journals that are relevant for the study and are discussed in the protocol. Do make sure that the references are up to date.>


Version number:  ,date		28 of 28
