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[bookmark: _Toc418768271]List of abbreviations
CC		Collagenous colitis
CRF		Case Record Form
EMCG		European Microscopic Colitis Group
IEL		Intraepithelial leukocyte
LC		Lymphocytic colitis
MC		Microscopic colitis. 
MCi		Microscopic colitis incomplete
SHS		Short Health Scale (Questionnaire)
[bookmark: _Toc91657201]

[bookmark: _Toc418768272]SUMMARY 

Rationale: Microscopic colitis (MC) is characterized by chronic, non-bloody, watery diarrhea and a (near to) normal appearing colonic mucosa, with typical histological inflammatory changes. Although generally considered as a benign condition, MC has a chronic sustained course in the majority of patients and is associated with an impaired health related quality of life. Unfortunately, systematic prospective data on the disease course are still lacking and valid markers for disease course prediction have not yet been identified. Better understanding of the disease course would generate more insight in the proportion of patients that require treatment, the optimal treatment time, and risk factors for symptom relapse. However, to be able to study these aspects, large, prospectively included, and well-characterized patient cohorts are required. Therefore, it is essential to systematically characterize all new MC patients and to collect biomaterials in future. 
Considering the large variation in international incidence rates, international collaboration is indispensable. Therefore, the aim of this project is to start a European database for MC with prospective collection of clinical data on disease phenotype, disease activity, response to treatment, disease course and medication use.

Objectives: To include MC patients in a European, prospective, web-based registry (PRO-MC registry), according to the project’s standardized directives.  Secondary, to collect and register clinical follow-up data of the patients included in the PRO-MC registry.

Study design:. This study is a European, multi-center, observational, prospective cohort study.

Study population: Patients with a new or established diagnosis of MC (either CC, LC, or MCi) are eligible for inclusion. 

Intervention: At specific visits participants will be asked to fill in a 7 day stool diary and a short quality of life questionnaire (SHS).

Main study parameters/endpoints: 
What is the long-term disease course of MC?
What treatment regimens are applied in MC and what are the outcomes? 
What are the patient’s characteristics of budesonide non-responders?
What is the general quality of life of MC patients?

[bookmark: _Toc418768273]Nature and extent of the burden and risks associated with participation: No risks associated
1. Introduction and Rationale  
Microscopic Colitis
Microscopic colitis (MC) is a chronic inflammatory bowel disorder characterized by chronic, watery, non-bloody diarrhea with a (near to) normal macroscopic appearance of the colonic mucosa by endoscopy though with typical histological inflammatory changes. MC includes two main subtypes, i.e. collagenous colitis (CC) and lymphocytic colitis (LC). 
The histological hallmark of CC is the presence of a thickened subepithelial collagen layer of ≥10 µm, which may contain entrapped capillaries and inflammatory cells. LC is characterized by an increased number of IELs above 20/100 epithelial cells is required, with a subepithelial collagen layer less than 10 µm. In both variants an increased (and homogeneously distributed) mononuclear inflammation in the lamina propria (lymphocytes and plasma cells) is seen and degeneration and/or detachment of the epithelium can been seen (1, 2). Cases not (completely) fulfilling the abovementioned criteria for either CC or LC, but with an increased number of IELs or a thickened collagen band are diagnosed as incomplete MC (MCi)

Epidemiology 
The incidence of MC in Europe tends to differ between countries. Highest recent incidence rates for MC were reported in Denmark, i.e. 24.7 per 100,000 person years between 2002-2011 (3).  Epidemiological studies performed in Sweden reported mean annual incidence rates up to 5.4 per 100,000 person years for CC in 2005-2010 (4) and 4.5 per 100,000 person years for LC in 2004-2008 (5). More southern European countries reported much lower incidence rates. A recent Spanish study reported incidence rates of 2.6 and 2.2 per 100,000 person years between 2004-2008 (6). The Dutch incidence rates were even lower (7). Differences in diagnostic awareness between countries and exposure to risk factors are considered to contribute to the geographical differences, but clear data to confirm this are lacking. Epidemiological studies indicate that peak incidence rates of both CC and LC are found in persons above 65 years of age (8). Furthermore, MC is known for its clear female predominance (6, 9-12). Finally, several of the abovementioned studies indicate an increase in incidence rates over time, which is important considering the ageing population.

Clinical symptoms 
High frequency of watery, non-bloody diarrhea (>5-10 times/day) is the key feature of MC. Nocturnal diarrhea, urgency, fecal incontinence, abdominal discomfort are commonly present (13, 14). Quality of life is significantly impaired in both CC and LC patients (15, 16), especially in those patients with ≥3 stools per day or ≥1 watery stool per day (17).

Pathophysiology
The exact pathophysiological mechanism for chronic diarrhea in MC is not fully clarified. Reduced sodium absorption accompanied by a secretory component of active chloride secretion (18, 19). Induction of inflammation in the lamina propria is considered the key pathogenic initiator of this secretory diarrhea. For most intraepithelial leukocytes (IELs) are CD8+ T-lymphocytes, an immune or autoimmune reaction is suggested a causative factor (20, 21). The autoimmune theory is further supported by the relatively high prevalence of concomitant autoimmune disorders in MC patients (13, 22). 
Drug-induced inflammation (23-26), bile-salt diarrhoea and changes in the epithelial barrier function (e.g. increased permeability) due to luminal factors (23) are considered as contributive factors to MC. However, the exact mechanism remains to be elucidated. Genetic predisposition nowadays may also be implicated, as familial clustering of the disease has been reported (27-29). However, large studies addressing the host genetics of MC patients are not available. 

Treatment
Remission is obtained in more than 80% of MC patients given oral budesonide (30). However, approximately 60-80% of all patients experience symptom relapse when budesonide is stopped after 3-6 months (31-33). A considerable proportion of the relapsing patients (10-20%) will finally turn out to be non-responder to oral budesonide (33). Risk-factors for primary non-response are unknown. Unfortunately, an alternative evidence-based treatment is not yet available. Identification of non-invasive markers for monitoring disease activity or predicting therapy response would be of immense clinical relevance. So far, no fecal marker (e.g. eosinophilic protein X, fecal eosinophilic cationic protein and fecal calprotectin) has had any discriminative value. However, the numbers of patients included, was generally small (34-36). 

Disease course
MC is a benign condition following a chronic intermittent or continuous course. The duration of symptoms varies between 4 and 68 months (9). To date, the disease course of MC is largely unpredictable. Adequate prospective data on the disease course are lacking and valid markers for disease course prediction have not yet been identified. Based on small retrospective studies, a short-term (<3 months) spontaneous remission is expected in less than 5%, a chronic intermittent course with complete resolution of symptoms after 3-4 years in approximately 50-65%, and a long-term (>5 years) chronic disease course in 15-40% of the CC patients (13, 37-40). LC tends to follow a milder course, with resolution of diarrhea within 3 years in 80% and permanent remission after a single attack in 63% of the LC patients (41, 42). However, the relapse-rate after successful treatment is high in both CC and LC (60-80%). Over 90% experiences the relapse within 3 months after treatment cessation (31, 43). Better understanding of the disease course would generate more insight into which patients require treatment, the optimal treatment time, and risk factors for symptom relapse. 

Conclusion
More studies addressing the natural disease course of MC, potential pathophysiological mechanisms, the role of non-invasive markers, and genetic predisposition in patients with MC are warranted. To be able to study these aspects, it is essential to systematically characterize all new MC patients and to collect biomaterials. Therefore, large cohort studies including prospectively non-selected and well described patients are warranted.
Considering the relatively low incidence rates of MC in some European countries, international collaboration is indispensable. Therefore, the aim of this project is to start a European database for MC with prospective collection clinical data on disease phenotype, disease activity, response to treatment, disease course and medication use. It is intended to extend the project with collection of biomaterials in future, and to study non-invasive markers for disease course prediction. 


[bookmark: _Toc381889066][bookmark: _Toc418768274]2. Objectives
[bookmark: _Toc381889067]Primary objective: 
· To include MC patients in a European, prospective, web-based registry (PRO-MC registry) in order to assess baseline characteristics of MC patients, and to collect and register clinical follow-up data in order to assess the disease course, treatment response and quality of life of MC patients

Secondary Objectives
· (Future) To expand the registry in a later stage of the project with collection and storage of biomaterials of patients included in the PRO-MC registry, in order to create a biobank for future studies addressing the natural disease course of MC and the role of non-invasive markers, intestinal microbiota and genetic predisposition in MC. 

Main research questions of interest
· What is the long-term disease course of MC?
· What treatment regimens are applied in MC and what are the outcomes?
· What are the patient’s characteristics of budesonide non-responders?
· What is the quality of life of MC patients?
[bookmark: _Toc418768275]3. Study Design in brief

This study is a prospective, observational, European, multi-center, cohort study, performed by the European Microscopic Colitis Group (EMCG). This study will include patients with a new or established diagnosis of MC (either CC, LC, or MCi). Collected data will consist of clinical data only. Data will be collected at predefined time points. Please see chapter 5 for more details on the methodology.  
[bookmark: _Toc366248506]The study is planned to start in the second half of 2015 in a selected number of centers. Hereafter the number of participants will be expanded continuously. The study will continue for at least 5 years. Considering the prospective follow-up, no end date has been set for this study, yet. 

It is the intention to extend the study with collection of biomaterial (blood, faeces, and colonic biopsies) in a later phase of the project. If so, this will be described in a later protocol amendment and separate MEC permission will be sought.  
[bookmark: _Toc381889068]
[bookmark: _Toc418768276]4. Population
[bookmark: _Toc384288210][bookmark: _Toc418768277]4.1 MC-patients
[bookmark: _Toc384288211][bookmark: _Toc384288212]Any patient attending the gastroenterology outpatient clinic or endoscopy unit with an established or new diagnosis of MC (either CC, LC, or MCi) is eligible for participation in this study. 

Patients have to be diagnosed according to the internationally accepted criteria for MC i.e. chronic watery, non-bloody diarrhea, a (near to) normal colonoscopy, and typical histological abnormalities defined as (1, 2): 
· The presence of a thickened subepithelial collagen layer of ≥10 µm, which may contain entrapped capillaries and inflammatory cells for CC
· An increased number of IELs above 20/100 epithelial cells, with a subepithelial collagen layer less than 10 µm for LC.
· An increased number of IELs, or a thickened collagen layer, but not fulfilling the strict criteria for CC or LC for MC incomplete (MCi).

In all variants an increased (and homogeneously distributed) mononuclear inflammation in the lamina propria (lymphocytes and plasma cells) should be present and degeneration and/or detachment of the epithelium can been seen.

[bookmark: _Toc381889070][bookmark: _Toc394494980][bookmark: _Toc418768278]4.2 Inclusion criteria 
In order to be eligible for participation in this study, a subject must meet the following criteria:
· The abovementioned diagnostic criteria for CC, LC, or MCi are met
· Signed informed consent
· Man or woman, age ≥18 years at the time of inclusion

[bookmark: _Toc381889071][bookmark: _Toc394494981][bookmark: _Toc418768279]
4.3 Exclusion criteria
A subject who meets any of the following criteria will be excluded from participation:
· Not capable of signing an informed consent 


[bookmark: _Toc394494982][bookmark: _Toc418768280][bookmark: _Toc384288216]4.4 Population size 
Considering the general aim of the project, i.e. a prospective cohort of MC patients, the number of subjects to be included in the study is unlimited. All subjects eligible for inclusion can be included, as long as the study is active. Approximately 30 centers, specialized in gastroenterology, are intended to participate in this project. Centers are located in Sweden, Denmark, Germany, the Netherlands, France, Spain, Portugal, Italy, Great-Britain, Hungary and Lithuania. Due to the large variation in international incidence rates, no number can be given on the expected number of included patients.
[bookmark: _Toc381889072]

[bookmark: _Toc418768281]5. Methods
[bookmark: _Toc381889073][bookmark: _Toc394494984][bookmark: _Toc418768282]5.1 Study aim
The PRO-MC Collaboration will establish a European, prospective cohort of well-characterized patients with a new or established diagnosis of CC, LC, or MCi. The primary aim is to describe baseline characteristics, disease course, treatment response and quality of life of the PRO-MC cohort. 
The secondary aim is to enable future research on potential pathophysiological mechanisms, genetic predisposition, and the role of non-invasive markers and intestinal microbiota in MC. Therefore, it is intended that biomaterials of patients will be collected and stored in a next phase of the project, in order to create a large prospective biobank. 
[bookmark: _Toc381889074]

[bookmark: _Toc394494985][bookmark: _Toc418768283]5.2 Study procedure
5.2.1. Time sequence
A patient will be included in the study at the moment of signing informed consent, which, for new MC cases, will be equal to the date of diagnosis. A patient is included in the study until lost to follow-up or until the end of the study. 

Time sequence of the study

	Visit
	Visit no.
	Month no.
	Time window

	Baseline
	Inclusion (1)
	Month 0
	N.A.

	Follow-up visit
	(2)
	Month 3
	± 3 weeks

	Follow-up visit
	(3)
	Month 6
	± 3 weeks

	Follow-up visit
	(4)
	Month 12
	± 3 weeks

	.....
	(....)
	Every 12th month
	± 3 weeks




	Inter-visit contact
	IV1 – IV 2 – IV.
	Month x
	

	Pathology 
	PA1 – PA2 – PA…
	Month x
	

	Lost-to-follow-up
	LTF
	Month x
	




5.2.2. Overview of the time sequence
MC patients diagnosed in participating centers will be informed about the project by their physician. The research physician will then explain the main goal of the project and will provide the patient with the study information (invitation letter and information brochure). Written informed consent can be obtained at this time, or at a later appointment with the research team.
When a patient is willing to participate or when he/she has questions, the patient is requested to contact the research physician. 
	If a patient does not want to participate, this will be registered in a separate document, in order to gain an overview of participation rates. Selected epidemiological data (age, gender, ethnicity, type of MC) will be recorded, but only if oral/written consent is given by the non-participating subject to do so. 

After informed consent is obtained, the participant will be provided with a 1 week defecation diary to assess disease activity (by number of watery stools), and a Short Health Scale (SHS) questionnaire to assess quality of life. Furthermore, the case record forms (CRF) belonging to the Baseline visit will be filled out by the research physician / team in collaboration with the patient.

During the Follow-up visits a predefined list of data has to be recorded in the eCRF by either the research physician or research assistant. These data will be obtained through both medical chart study at the hospital and/or GP’s office and active inquiry at the patient. The moment of active inquiry can either be a face-to-face visit or a telephone contact. Furthermore, some data (SHS and defecation diary) will be filled out by the patients themselves. The documents will be provided to the patients 1-2 weeks before the scheduled follow-up moment and can either be handed over by the patient to the research physician /assistant or be returned by regular mail (port paid).

Next to these fixed visits, data will be collected in case of an inter-visit contact. This could be any visit, that is not a standard follow-up visit; e.g. because of a relapse of symptoms, change of medication, clinical follow-up moment.  At these variable follow-up moments a specific eCRF will be filled out during a face-to-face or telephonic contact. No questionnaire or diary has to be filled out. 
Every time, related or unrelated to the follow-up visits, when new colon histology is available, a pathology form should be filled out to register detailed data on the histology. 

Study related follow-up appointments will be communicated to the patient before (by way of the information brochure) and immediately after inclusion. If possible, these follow-up moments should be combined with coinciding visits for regular care. However, it’s not the intention to deliberately adjust the planning of appointments for regular care to the project’s visit scheme. A time margin before and after the prescheduled follow-up appointment is allowed (see table in section 5.2.1). 
In case a face-to-face contact is not feasible, a telephonic contact could be scheduled and required documents (diary, SHS) could be provided and returned within time by (e-)mail.


5.3 Collection of medical data
All data will be recorded on predefined, electronic CRFs. These eCRFs form the basic structure of the PRO-MC registry, each participating center uses the same forms and collects the same data for the PRO-MC collaboration. 
Medical data will be collected according to a standardized follow-up scheme (see section 5.2.1), in order to have a standardized data collection in all participating hospitals, regardless of the clinical policy. The variables to record during each visit (baseline visit, follow-up visit, inter-visit contacts) are listed below. 
Details on the defecation diary and SHS are outlined as well. These documents will be translated to the national language, before submission to the regional authorities.  
[bookmark: _Toc418768284][bookmark: _Toc381889075]
5.3.1. Baseline Visit
During Baseline Visit the following variables will be recorded
1) General Patient Data
· Month and year of birth
· Gender
· Ethnicity
· Type of MC
2) Diagnosis
· Date of diagnostic endoscopy
· Type and indication of endoscopy procedure at which diagnosis was established
· Presence and type of macroscopic findings during diagnostic endoscopy. 
3) Signs and symptoms
· Weight
· Height
· Duration of symptoms before diagnosis
· Presence of nightly defecation / urgency / incontinence / abdominal pain
· Self-reported abdominal pain (0-10) and functional impairment
4) Disease activity
· Average number of stools (diary based and/or self-reported)
· Average number of watery stools (diary based and/or self-reported)
· Short Health Score 
(for an outline of the diary and SHS please see section 5.3.5 and 5.3.6 below)
5) Performed diagnostics
· Microbiology 
· Celiac disease serology
· Lactose-intolerance testing
· Bile-acid malabsorption
6) History
· All comorbidities at time of diagnosis
· Familial history for MC, IBD, colorectal cancer, celiac disease
7) Intoxications
· Smoking and  alcohol
8) Treatment
· Current MC treatment regimens
· All other drugs, currently used (generic name and dose)

[bookmark: _Toc418768285]5.3.2. Follow-up Visits
During Follow-up visits the following variables will be recorded
1) Signs and symptoms
· Weight
· Presence of nightly defecation / urgency / incontinence / abdominal pain
· Self-reported abdominal pain (0-10) and functional impairment
2) Disease activity
· Average number of stools (diary based and/or self-reported)
· Average number of watery stools (diary based and/or self-reported)
· Short Health Score 
(for an outline of the diary and SHS please see section 5.3.5 and 5.3.6 below)
3) History
· Additional comorbidities since last visit
4) Intoxications
· Smoking and  alcohol
5) Treatment
· Current MC treatment regimens
· All other drugs, currently used (generic name and dose).
6) Events
· Report any MC related endoscopy / surgery / hospitalization / death since last visit
[bookmark: _Toc418768286]
5.3.3. Inter-Visit Contact
If an inter-visit contact has taken place, the following variables will be recorded
1) Signs and symptoms
· Weight
· Presence of nightly defecation / urgency / incontinence / abdominal pain
· Self-reported  abdominal pain (0-10) and functional impairment
2) Disease activity
· Average number of stools (diary based and/or self-reported)
· Average number of watery stools (diary based and/or self-reported)
· Short Health Score 
(for an outline of the diary and SHS please see section 5.3.5 and 5.3.6 below)
3) Treatment
· Current MC treatment regimens
· All other drugs, currently used (generic name and dose).

5.3.4. Pathology Form
If new colon histology is available, the following variables will be recorded
1) Details on the specimen
· Location of biopsy taking
· Locations positive for MC
2) Histology
· MC characteristics on H&E
· MC characteristics on additional staining (if applicable). 

[bookmark: _Toc418768287]5.3.5. Patient’s defecation diary
Patient’s diaries (PDs) have to be filled-out by the patient before each visit. In these diaries patient’s record their stool frequency during a 7-day period. Furthermore, for each stool the consistency has to be defined (watery vs non-watery).
One PD contains the data for one week. In case of missing data the corresponding fields remain empty. 

In case the patient forgot his/her diary at a contact, both investigator and patient have to estimate
the results for “Number of stools” and “Number of watery stools” and record the ‘patient reported’ stool variables. Patient and diary reported stool data are reported in separate boxes in the registry. 
At each visit, the investigator calculates the mean number of stools, which is defined as:
the number of stools / number of days with entries

In case of less than 5 days of entries and no possibility to retrospective assessment, the
numbers of watery/soft/solid stools are not evaluable for this week. 


[bookmark: _Toc418768288]5.3.6. Short Health Scale (SHS)
The Short Health Scale (SHS) is a valid, reliable and responsive measure of subjective health. It will be assessed at baseline and follow-up visits. The SHS is a simplified four-item questionnaire, representing each of four health dimensions: (1) symptom burden, (2) social function, (3) disease-related worry, and (4) general well-being. The questions (health dimensions) concern the effects of his illness on quality of life (QoL). Reponses are scored by the patient by making a vertical dash through each of the four horizontal 100 mm visual analogue scales (VAS). The four questions are:

1.) How severe are the symptoms you suffer from your bowel disease?
No symptoms (0)---------------------------------------(100) Very severe symptoms

2.) Do your bowel problems interfere with your activities in daily life?
Not at all (0)---------------------------------------(100) Interfere to a very high degree

3.) How much worry does your bowel disease cause?
No worry (0)---------------------------------------(100) Constant worry

4.) How is your general feeling of well-being?
Very good (0)---------------------------------------(100) Dreadful

[bookmark: _Toc394494986]Questions will be translated into the national language for each participating center in necessary. 


[bookmark: _Toc418768289]5.4 Biomaterials
Initially, no biomaterials will be collected for the PRO-MC collaboration project in order to focus on adequate and high quality data collection. 
In a later phase of the project it is intended to extend the project with collection of biomaterials (blood, faeces, and colonic biopsies). If so, this will be described in a later protocol amendment and separate MEC permission will be sought.  


5.5 Registry program and logistics
The data management program of choice will be designed, built, provided, and supported by MEMIC, an ICT-company affiliated to Maastricht University, Maastricht, the Netherlands. The database is designed for adequate and safe data recording, and MEMIC ensures that the strict rules concerning anonymity of medical data, access to the data and storage of the medical data are followed.
The database is linked to a logistic program, called Logis, which will determine the moments of follow-up. Physicians will get an alert from the program when a new follow-up moment has to be scheduled for a patient. Details on the handling of the data and the ethical aspects are specified in Chapter 9.1.


[bookmark: _Toc381889077][bookmark: _Toc394494987][bookmark: _Toc418768290]5.6 Encrypting patient data
Each participant is assigned a unique code, consisting of a center initial (e.g. Ma for Maastricht) and a 4-digit sequence number (0001 etc.); e.g. Ma0001. This code will be used for all study related documents and materials. The participant’s identity cannot be traced directly via this code. Only the local principle investigator, local coordinating researcher and local persons monitoring research quality and data safety will have access to the local source file, in which the unique code is linked to the personal data such as name and date of birth. This file will be kept in a secure site on the hospital/institutions network and access to this file will be restricted to the clinicians participating in the study at this local center.
[bookmark: _Toc381889078]	
[bookmark: _Toc394494988][bookmark: _Toc418768291]5.7 Withdrawal of individual subjects
Subjects can leave the study at any time if they wish to do so, without giving a reason and without any consequences. Material and data, if unused, will be destroyed or deleted on participant’s request. 


[bookmark: _Toc326702346][bookmark: _Toc381889079][bookmark: _Toc418768292][bookmark: _Toc381889085]6. Statistical Analysis 
Although a selection of predefined research questions is available, the number of research questions to answer is unlimited and unfixed. This hinders a specified statistical analysis plan. In general: data will be presented as mean ± standard error of the mean [standard deviation] or as median [interquartile range] if not normally distributed. Standard statistical tests like Student’s Test, Chi-square, ANOVA and simple logistic or linear regression analyses (or their non-parametric variants) will be applied to answer the main research questions. A two-sided p-value below 0.05 will be considered to be statistically significant. Correction for multiple testing will be performed if applicable. 
Missing data will be deleted pairwise. In case of a large number of included subjects, multiple imputation of missing variables will be considered. 

A first analysis on the data will be performed after the first 100 included patients have reached at least 1 year of follow-up. 


[bookmark: _Toc418768293]7. Ethical Considerations
[bookmark: _Toc381889086][bookmark: _Toc418768294][bookmark: _Toc326702362]7.1 Regulation statement
The study will be conducted according to the principles of the Declaration of Helsinki (latest version, Fortaleza, Brasil, 2013). 
The investigators and all involved study personnel agree to conduct this study in accordance with the ICH Guideline for Good Clinical Practice. According to the ICH GCP the investigator(s)/institution(s) must provide direct access to source data/documents for study related monitoring, audits, Institutional Review Board (IRB)/Independent Ethics Committee (IEC) review, and regulatory inspection. Each subject has consented - via written informed consent - direct access to his/her original medical records for study-related monitoring, audit, IRB/IEC review, and regulatory inspection.
Add local regulations that apply.

[bookmark: _Toc381889087][bookmark: _Toc418768295]7.2 Recruitment and consent 
MC patients diagnosed in participating centers will be informed about the project by their physician. The research physician will then explain the main goal of the project and will provide the patient with the study information (invitation letter and information brochure). 
Each participant is offered reflection time, in which the participant can decide whether or not to participate. Hereafter, written informed consent will be obtained. The research physician explains that participation is completely voluntary, and that the participant can always withdraw (without further explanation). Withdrawal or refusal of participation has no consequences for the treatment he/she is entitled to. Furthermore, the participant is explained that data will be handled confidentially and all data will be stored in an encrypted fashion. 

[bookmark: _Toc381889088][bookmark: _Toc418768296]7.3 Insurance
It is the responsibility of each participating center to be in possession of a valid liability insurance to cover for damage to research subjects through injury or death caused by the study.
[bookmark: _Toc381889089][bookmark: _Toc326702367][bookmark: _Toc418768297][bookmark: _Toc326702368]8. Administrative aspects and publication 
[bookmark: _Toc381889090][bookmark: _Toc418768298]8.1 Handling and storage of data and documents
All information and data concerning subjects or their participation in this study will be considered confidential and will be handled in compliance with all applicable regulations. As outlined above, no data will be recorded in the registry which can trace the participant’s identity. All data will be stored applying a unique encryption code, consisting of the first initial of the country, the first initial of the center, and a sequence number (e.g. DK0001). The local investigator is responsible for this encryption. The local investigator(s)/institution(s) will provide direct access to source data/documents for study related monitoring, audits, Institutional Review Board (IRB)/Independent Ethics Committee (IEC) review, and regulatory inspection.

A selected number of persons, appointed by the project’s steering group, will have access to all (encoded) data in the registry. All other investigators will have access to their participants data only. The general storage and the safety of the registry’s data is the responsibility of the PRO-MC steering group in association with MEMIC, the company providing the registry. It’s the responsibility of the local investigator(s) to manage the data encryption (anonymisation) according to the locally applying regulations. 

Furthermore, the local participant in the project can only retrieve locally collected data from the registry. Any research question which requires PRO-MC data to answer, that are related to the project’s aims, has to be reported to and accepted by the steering group in advance.
If the registry has to stop for whatever reason; participating centers will get access to their own data only. All remaining data will be deleted. 

All data used in the analyses, the reports, publications of this study will be without identifiable reference to any individual subject. All data generated by this study will be stored for a period of 15 years after inclusion. 

Because this project concerns a European collaboration, anonymized study data and (in future) biomaterials, can be looked-up from multiple countries and can be digitally transported for analyses or publication. Any data leading to the participants identity should remain at the site of included and should be stored according to the applicable guidelines for data safety and protection. This is the responsibility for the local investigator. 

[bookmark: _Toc381889091][bookmark: _Toc418768299][bookmark: _GoBack]8.2 Amendments
Amendments are changes made to the research after a favourable opinion by the accredited Medical Ethical Committee (MEC) has been given. Amendments to the protocol will be notified to the accredited MEC, in time.
The coordinating investigator will ensure that the relevant amendments are added to all copies of the protocol in circulation. All amendments must be submitted to the concerning MEC. Amendments which might affect the health interests of the patients will require another informed consent. Administrative or technical changes which do not affect the health interests of the patients do not require a new vote by the Ethics Committee or a new informed consent from the patients already included in the study.
[bookmark: _Toc381889092]
[bookmark: _Toc393887509][bookmark: _Toc418768300]8.3 Publication policy
Publication of the results of this study, either positive or negative, in at least one international journal is expected.
Data collected in the PRO-MC registry are only allowed to be published/presented/used as international (group) data. Publication of local/national data collected in the context of the PRO-MC project is only allowed if they do not correspond to the PRO-MC project aims in any way. 
[bookmark: _Toc381889094][bookmark: _Toc418768301]
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