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1.1. Name and position of the head of clinical investigation and his employees

The Clinical Research Database will be established at the University Hospital

Hamburg-Eppendorf by the I. Department of Medicine and is managed by Prof. Dr.

Christoph Schramm on the medical side and Christian Casar on the technical side.
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The medical and technical directors of the database (Schramm, Casar) are

responsible towards the Ethics Committee in respect of the collected data.

1.2 Proof of the scientific qualification of the Head of the Clinical Database

The documents proving the scientific qualification of Prof. Christoph Schramm

(approval documents and certificates for GCP training) were already submitted.

Christian Casar is a researcher at the I. Department of Medicine holding an M.Sc. in
bioinformatics. He is also a trained IT specialist for system integration.

1.3. Funding of the study

Funding from the European Association for the Study of the Liver (EASL) and the
Falk Foundation is available for the establishment of the Clinical Database. The

Clinical Database is owned by the I. Department of Medicine, UKE.

1.4. Notification of charges
The notification of charges should be sent to the I. Department of Medicine.

2. Description and scientific justification of the project

2.1 Explanation of the experimental objectives

One focus of the I. Department of Medicine is the research of rare liver diseases.
Among other things, it plays a major role in experimental and translational projects in
the Collaborative Research Centre (CRC) 841 "Liver Inflammation: Infections, Immune
Regulation and Consequences" of the German Research Foundation.

However, various factors make it difficult to design studies in this field. On the one
hand, it is difficult to generate a sufficiently high number of cases in rare diseases. On
the other hand, they are diseases with an extremely heterogeneous disease spectrum,
which creates additional diagnostic and therapeutic difficulties. Furthermore, the
therapy is usually individualized and is conducted according to different schemes in

large centres.

The European Commission has set up reference networks to improve the care of rare
disease patients. The R-LIVER database is the necessary register for multicentre data

collection within the framework of the European Reference Network (ERN-RARE-
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LIVER) for rare liver diseases. ERNs are networks of European centres funded by the
European Commission which have a special expertise in the treatment of certain rare
diseases. The creation of such networks aims to improve the care of rare diseases

within Europe and to create structures for knowledge exchange and research.

For this reason, the planned multicentre research database is to create an
infrastructure that will allow clinical data from various treatment centres to be brought
together in a uniform pseudonymised form, taking into account data protection

requirements.

Within the ERN for rare liver diseases, two variants of a multicentre database for rare
liver diseases are to be created. The first variant is primarily used for quality
assurance in diagnosis and therapy monitoring and therefore only records the
parameters necessary for this purpose during diagnosis and follow-up examinations.
This is intended to ensure a high standard of treatment for rare liver diseases within
the ERN. A second version of the database is directed at centres with a high number
of patients and correspondingly high research interest in the field of the respective
diseases and therefore collects more data on therapy and progression. It is planned
that annual follow-up examinations of all patients will be recorded within the
databases. A list of the patient data collected in each case is attached to this

application.

2.2. The present state of knowledge

The database will be surveyed annually for quality indicators. Apart from this, no
specific projects with data from the clinical database are currently planned. The

clinical data are made available for specific questions only. Specific questions and



the use of the data will be communicated to the Ethics Committee in the notification

procedure.

2.3. Information on pharmacological-toxicological preliminary tests, safety-

related results and radiation protection

Not applicable.

2.4. Justification of the need for human testing

No human trials are carried out, only clinical data on the medical background and
course of treatment of patients are collected.

2.5. Description of the planned experiment protocol including statistical

evaluation

Clinical data is transferred to the research database after obtaining patient’s consent.
The planned IT infrastructure allows the input of data by cooperation partners outside
the UKE in pseudonymised form.

Clear procedures and rules are defined for accessing and exporting data from other
centres. The conception of data protection and data security takes place in close
coordination with the Hamburg data protection office. A detailed concept on data
protection and data flow is attached to this application.

2.6. Ownership rights

The Clinical Database is owned by the I. Department of Medicine of the University
Hospital Hamburg-Eppendorf. In order to take this basis into account, the database is

always managed by a physician of the I. Department of Medicine.

2.7. Structure of the logistics, competence and delegation algorithm

Clinical structure as well as technical and organizational measures are described in
detalil in the attached data protection concept in sections 3 and 4. It also describes in

detail the authorization concept (section 5).

Ensuring the patients’ informed consent and protection of patients' rights is also the
responsibility of each participating centre due to possible deviating local guidelines.

The patient information and consent form used at the UKE are attached. In this
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consent, patients agree to the use of the data by third parties after further

pseudonymisation/anonymisation.

2.8. Bibliographical references

Not applicable (see also 2.2.).

2.9. Information on multicentre studies

The objective of the Clinical Research Database is the long-term development of a
resource for research into rare liver diseases. The merging of data from various clinical
centres plays an important role. A description of the technical management of the data
and the organisational structure can be found in sections 3 and 4 of the attached data

protection concept.

2.10. Planned study duration

Due to the nature of the diseases to be investigated, there is no general deletion period
for the stored data.

If a patient makes use of the right of revocation of his consent, he can determine within
the scope of the revocation whether he demands the deletion of his data from the
database or whether he considers the anonymization of his data as sufficient. If the
patient requests deletion, his or her data is removed from the database immediately
upon receipt of the deletion request.

If the patient does not request that his or her data be deleted from the research
database, his or her data will be made anonymous. For this purpose, the clinical
department deletes the patient's clear name from the pseudonym key list, destroys the
declaration of consent and instructs the UKE IT department to physically delete the

entry in the patient's file to participate in the research database.

3. Describing the foreseeable burden and risks for the test persons

3.1. Response to any contraindications, risks, inclusion and exclusion criteria

In principle, all patients newly presenting with a rare liver disease at the University
Hospital Hamburg-Eppendorf and who have given their consent should be included in

the research database. The consent can be withdrawn by the patients at any time with
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effect for the future (see Patient Information). In this case, all data will be anonymized
or destroyed according to the patient's wishes. The exact procedure for this is

described in the data protection concept in section 2.3.

3.2. Termination criteria

No termination criteria have been defined for the establishment of the research
database.

4. Explanation of the expected benefits and significance of the experiment for

humans
4.1. Regarding under-age healthy trial subject
There are no direct advantages for individual minor patients.

However, due to the life-long progression of rare liver diseases and the frequent
manifestation of the disease during childhood or adolescence, it is to be expected
that underage patients in particular could benefit indirectly from the research results
based on a multi-centre database.

4.2. Regarding patients as trial subjects
There are no direct advantages for the individual patient.

However, in addition to research into rare liver diseases, the research database aims
to provide means of quality control, i.e. it is to be ensured that defined quality criteria
for diagnosis, therapy monitoring and therapy control, which are considered absolutely
necessary, based on the current guidelines and the recommendations of the leading
experts of the participating centres, are met. Therefore, due to these quality assurance
measures the research database can indirectly lead to better medical care for the
individual patient.
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5. Weighing the risks and drawbacks against the probable benefits

5.1. Taking into account the principle that the interests of the test person must

always take precedence over the research interests

Providing clinical data to the research database is voluntary and does not affect the
medical care of the participating patients. The consent to participate can be

withdrawn at any time without disadvantages.
5.2. Limitation of the number of test persons to the absolute minimum required

The aim is to create a multicentre registry, especially in order to generate sufficient
patient data for rare autoimmune liver diseases, which allow high quality studies.

Therefore, limiting the number of cases does not appear to be sensible.

5.3. In the case of tests on healthy volunteers who do not benefit from the trial,
stricter requirements on the justifiability of the research project than in the

case of novel therapeutic trials on patients are applied

Not applicable.



5.4. Special considerations are necessary for blind and double-blind tests on

patients in regards of the unequal treatment of the two groups
Not applicable.

6. Information on the content of the informed consent process

6.1. Regarding patients/probands

Information and consent is given on the basis of the attached documents. Patients
are asked for their consent in writing. The information is provided by the treating
physician. The patient information contains information on the aims and structure of
the research database as well as on the scope of the data collection and the process
of pseudonymisation. The pseudonymisation and storage of data has been
developed together with the data protection officer of the UKE. The exact procedure
for this is described in the data protection concept in section 2.3.

6.2. Information on the revocability of consent

Patients are informed orally and in writing by the treating physician that participation
in the research database is voluntary and can be withdrawn at any time by oral,

telephone or written notification without disadvantages.

6.3. Special information on the situation in randomized and double-blind tests

Not applicable.

6.4. Observance of the special rules for minors and patients whose legal

capacity is impaired

In the case of persons who are not able to give their consent, data will only be collected
if a guardian appointed by court order gives their consent. Since rare liver diseases
often manifest themselves in childhood, the inclusion of minors appears to be
particularly clinically and scientifically relevant. In the case of two guardians, the
consent of both guardians is required. If a parent or guardian withdraws or does not
grant permission, the data will not be included or deleted or made anonymous. A
separate, age-graduated patient information for underage patients as well as

corresponding declarations of consent are attached to the letter.
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7. Attachment of a sample for the information (in writing) to be given as well as

the declaration of consent

See attached data protectors approved patient consent form.

8. Proof of sufficient subject insurance

8.1. Information on the existence and extent of a subject's insurance and the
obligations to be observed by the subject in the event of suspected damage
and death

Not applicable.

9. Presentation of the fulfilment of any other prerequisites for the

implementation of the project

Not applicable.

10. Measures in the event of a change in the risk situation

10.1. Ensuring that, in the event of a change in the risk situation during the

trial, the choices are weighed again in each case

Not applicable.

10.2. Notification of the modified termination criteria to the Ethics Committee

Not applicable.

10.3. Notification of serious or unexpected events to the Ethics Committee

Not applicable.
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Place, Date Prof. Dr. C. Schramm

(study director)



