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EXECUTIVE SUMMARY

BD2Decide Ethics framework has set rules to manage personal data, diagnostic images and biologic
samples of the BD2Decide clinical study subjects. These rules have informed the actions
implemented by the Consortium to gaatee that the privacy, dignity and health of patients
participating to the clinical study are safeguarded. These actions address the following aspects:

1)

2)

3)

4)

5)

Ensure health of patients: the BD2Decide study is an observational study and as such no
modificationsto the best practices in head and neck cancer diagnosis and treatment are nor
will be performed. The Ethics Committees of all participating hospitals have approved the
BD2Decide study protocolCopies of the approval documents have been collected by the
Coordinator.

Achieve informed consent by patients: all BD2Decide patients have provided and signed /
will be asked to sign an informed consent form. The Pls of each participating hospital are
bound to present and describe in details the clinical studyetpahient beforexcquiring

their informed consent. The consent may be withdrawn anytime.

Acquire corsent for retrospective patientsor the hospitals in Germany (UDUS and
subcontractor ULM) and in The Netherlands a general nméor consent is provided and
signed by patients: this consent has been acquired and is available at the Coordinators'
premises as well. In ltaly INT and AOP have obtained informed consent for all retrospective
patients still alive and who could be reached, as foreseen by Italidatiegs concerning

clinical studies.

Manage patient conserhe Pls of participating hospitals have set a procedure, according to
the protocol approved by Ethics Committees, to deal with patient's withdrawal. A Data
Transfer Agreement (DTA) and a Matdsidransfer Agreement (MTA) are currently being
signed by Consortium partners which regulate the destructioall afata and biologic
specimens of patients withdrawing from BD2Dedmddore the end of the study.

Guarantee privacy: nedisclosure of patiest identity is managed

a. patients' data and diagnostic images are encoded before being shared outside the
hospital in charge of patients' care

b. all information (e.g. place of birth, address, phone etc.) that might disclose the patient's
identity is not usethy BD2Decide

c. ethnicity, religion, sexual habits or other potentially discriminating factors are removed
from the shared patients’ data

d. diagnostic images aneseudogmized before being processed by the Image Analysis
Tools developed by Fraunhofer

e. RNAseqgwill not includeeither germline whole genome or germline whole exome DNA
sequencingthus, we willnot recover any data about SNPs or INDELs able to identify
patients.BAM files will be processed by INT in a separated server and only gene
expression praessed data that do not contain any data on nucleotide sequencing (raw
data) will be shared. BAM files will be manually (not via network channels) transferred

D1.2 Ethics report 8 30.12.2016
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to the owing hospital and then deleted from INT server immediately after the generation
of raw daa files;

6) manage patients' datand biological materialsharing: the DTAand the MTA(seeexcept in
anney between BD2Decide partners regulate the management of shared
pseudoymized/encoded datand biologic specimens, that will be destroyed in case of
paient's withdrawal and at the end of the BD2Decide project;

7) ensure data integrity, security and recovery: data encryption, backup procedures have been
set by the Consortium;

8) ensure data consistency: verification vs. original patients' health recordsrasitged by
the PlIs of each participating hospital, who signs and approves the data stored into
BD2Decide repositories;

9) disclosure of incidental findings to patients: each Pl will manage incidental findings
according to the ethical rules of the relevantpitas in general terms, as described in
section 5 of the DoA, incidental findings having consequences on patient's health will be
communicated to the patient by the relevant PI.

ABOUT THIS DOCUMENT

This document describéke actions applied to the BD28de project to guarantee compliance to
all Ethics aspects concerned with the project execution and the management of the clinical study,

It contains:
1 A summary of the application scape
The definition of theethics Framework for the project
The details ball ethics aspects addressed and the implemented monitoring activities
The main roles (persons, organizations and bothes)verview on ethics
The description of the mechanisaggplied to ensure ethics management
The description of the mechanisnosansure effective manageméntase of breach of
ethics.

= =4 4 -4 A

Appendixegrovidethe following reference material:
1 Ethics approvals by Ethics Committees of participating centres.
1 Templates of the Informed Consent forms signed by patients enrolled for theeBid2D
clinical study.
1 References to important documents.

D1.2 Ethics report 9 30.12.2016
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1 PRINCIPLES ANBDDBJECTIVES

1.1 ScoPE

Ethics aspects in BD2Decide relate to the execution of the clinical study and to the assessment of
clinical impacts as defined in the Technical AnneXObA, sectim 5 Ethics.

The main ethical aspects addressed and monitored throughout the project concern the following:

1. Comply with all Human Rights during the project execution, for patients and for
BD2DecideConsortium members.

2. Ensure the best and most appropriatatinent to patients involved in BD2Decide clinical
study, in order to preserve and enhance their health as much as possible, in compliance with
best clinical practice.

3. Guarantee patients' right to privacy, ethical management of their data and biologic
specimen, in conformity with EU and national laws and regulations and in compliance to the
informed consent signed by each patient entering the study.

4. Prevent undue disclosure of data teawthorized persons.
5. Guarantee data security and recovery.

6. Regulate acas, use and disposal of personal data and biological samples used for the
clinical study execution.

7. Ensure nordisclosure of individual patient's information in publications and in any
dissemination actions performed in the frame of the project.

8. Regulate he extraction and management of genomic and radiomics data extracted from
biologic specimen and diagnostic images respectively, in order to prevent the identification
of individuals; set rules for data coding gygkudaymization.

9. Set rules that guarante# the above mentioned points 1 to 8 after the end of the project.

10. Guarantee that no discriminations are applied concerning, gender. ethnicity, religion or any
other condition except the health conditions required to enter the clinical study (see Clinical
Study protocol approved by Ethics Committee) to both patients and BD2Decide Consortium
staff.

11. Ensure that the clinical study protocoénd its modification should any occur during the
study execution are approved by Ethics Committees of all particigatlinics.

12. Verify that the clinical study is published on clinical trials registry.

All these actions have been addressed by the Ethics Manager and by all Consortium members and
are detailed in this document.

The legal basis for our Ethics framework igailed in the Technical Annex-lIDoA, section 5
"Ethics" and in deliverables D10.1, D10.2, D10.3 , Quality Management procedures established in
D1.1 and Material and Data Transfer Agreements under signature by BD2Decide Consortium.

D1.2 Ethics report 10 30.12.2016
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1.2 THEETHICSCONTEXT OBBD2DECIDE

BD2Decide is an observational studye. manages patients enrolletetrospectively and
prospectivelyanddata obtained without any additional therapy or monitoring procedsrsuch
BD2Decide study is relatively lowisk for two reasons: thenvestigators observe and analyze
information about the health (and disease outcome) of the patients, but do not alter the care or
treatment administered and secondly there is a minimum potential for conflict between the
investigator role and the clinicianle.

Universal principles, such dake Helsinki Declaratiomnd the general privacy and patient's health
preservation regulations apply. Ethics approval to the detailed study protocol is prerequisite to the
start of the study.

However, the modalities dhe applicationof ethics regulationsary from one country to another.

To avoid potentiaproblems for the conduct &D2Decidemulti-centric international styd as well

as for the publication of resultgs the authors and editors come from countriesegoed by
different regulationsan Ethics framework and specific agreements have been established between
BD2Decide Consortium partners.

The BD2Decide Ethics is inspired by the recommendations (Twelve Golden Rules for Ethical
Research Conduct) publishey the European CommissioriEthics for Researchers".

Besides the approval by Ethics Committees of all participating hospitals, we have ensured the
following ethicsprinciples

1 Respect for patients conform to patients will and autonomy in decision totipgrate
through informed consent.

9 Justice avoid imposing on particular groups an unfair burden of participation in resdaich
inclusion and exclusion conditions for participantso discriminaton in the selection and
recruitment of participants

1 Beneficence and normaleficence BD2Decide study does not modify the best clinical
practices for Head and Neck cancer patients treatment, but increases the clinicians'
knowledge and insight on patient's individual disease presentation.

1 Integrity: Pls engagedn the advancement of knowledgxpected from BD2Decide are
bound toconduct honest and thoughtful inquiry and rigorous analysisasaccountable
for their activities.

1 Diversity: Pls must take into consideration theeds, values, and beliefsezch ndividual
patient. In this sense we have designed the informed consent and envisaged the Patients co
decision aid.

1 Conflict of interest: no conflict of interest exist as BD2Decide is not industry sponsored
and is an observational study.

2 See:http://ec.europa.eu/research/participants/data/ref/fp7@B888csfor-researchers_en.pdf

D1.2 Ethics report 11 30.12.2016
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2 ETHICS AND CLINICASTUDY

BD2Decide foresees a clinical study involving humans, biologic materials, diagnostic images with a
critical privacy aspect (CT and MRI scans of the patients’' head) and patients’ sensitiVieiglata.
important to mention that during the BD2Decidedy, the patient’s course of iliness is not altered

by the study. Materials, imaging and clinical data are collected after (for retrospective cases) or
during (for prospective cases) tirmal patient’soursesand treatmeist Thus ethical aspects

have leen addressed in depth both in the DoA part B section 5 and in the clinical protocol D7.1.

Regarding Ethical aspects, the Coordinator is responsible to ensure that all participating hospitals
fulfill the National and European regulations regarding safetgurity, privacy and all aspects
concerning the management of the biological specimen and patients data collected during the
project. For this scope the Coordinator has requested that all participating hospitals provide the
approval of BD2Decide study btheir reference Ethical Committees. Copies of the approvals
documents are maintained by the Coordinator.

Ethical Committees established in each clinical centre have approved the clinical study protocols
(for prospective study and for retrospective stuaiy)l the relevant ethics framework and quality
assurance guidelines have been set as part of the protocol.

Investigators conducting, or involved in conducting, observational studies are responsible for
ensuring these studies meet ethical standards. Whexe is more than one investigator, the
principal investigata (dr. Lisa Licitra and dr. Tito Polihave the overall responsibility for the
ethics of the activityAn Ethics Manager (Dr. Kathrin Scheckenbach, UDUS) has been apptunted
support the PlIs.

The greater the risk of harm from an observational study, the greater the care that is required in
assessing and addressing the ethical issues raised.

Failure to satisfy an ethics requirement is an extremely seriousardarmity that can stop the
clinical study execution and consequently invalidate or jeopardize the project execution and results.
Therefore it should be immediately addressed through adequate corrective and preventive actions
and should also be monitored as part of risk management.

2.1 GENERAL FRAMEWORK

As already described in BD2Decide DoA sectionh®, general foundations of our Ethical Policy is

the Charter of Fundamental Rights of the European Union (in particular art. 35 stating the right to
medical treatment and preventive healthcafB)e Consortium will manage ethical aspects
according to the following rules and principles.

1 The Directive 95/46/EC on the protection of individuals with regard to the processing of
personal data and the relevant national derivative regulations;

1 The Declaation of Helsinki- Ethical Principles for Medical Research Involving Human
Subjects (art 1.3 and 1.4 related to the careful assessment of risks to the subject), and all

D1.2 Ethics report 12 30.12.2016
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articles of section Ill. Noittherapeutic clinical research, related to the obligation
patientsd informed consent and right to w
dignity and personal integrity.

The Data Protection Act (1988) and Data Protection Amendment (2003), Directive
2002/58/EC on Privacy and Electronic Communicati(a@®ending Directive 97/66/EC),
regulating personal information protection across the telecommunications sector;

The Additional Protocol to the Convention on Human Rights and Biomedicine, concerning
Biomedical Research (CETS No. 195, 2005), reaffirming ftirelamental principle for
research involving human beings: free, informed, express, specific, and documented consent
of the person(s) participating.

2.1.1 Collection and management of biologic samples

For the BD2Decide study materials and samples are usearéhedutinely collected and processed
during patient’s treatment. Thus ethical and legal frameworks for this aspect are already in place in
all participating hospitals, as required by National and EU regulations.

l

The Universal Declaration on the Human Ger® and Human Rights, UNESCO Gen. Conf.

Res. 29 C/Res.16, reprinted in Records of the General Conference, UNESCO, 29th Sess., 29
C/Resolution 19, at 41 (1997) (adopted by the UN General Assembly, G.A. res. 152, U.N.
GAOR, 53rd Sess., U.N. Doc. A/RES/53/182899), especially art. 5, 7 and 9 regarding
informed consent, protection and confidentiality of genetic data.

The Opinion of the European Group of Ethics in science and new technologies to the E.C.
Ethical aspects of human tissue banking providing defité for human tissues and of
tissues management procedures and guidance regarding tissues donation information and
consent.

The principles of Protection of the human genome by the Council of Europe €D62-
March 2001), stating the protection andspect of the human genome and its basic
component, in order to prevent unethical and unlawful utilization for profitable reasons.

The Recommendations of the European Society of Human Genetics regarding Data storage
and DNA banking for biomedical researchhich addresses technical, social and ethical
issues, guidance regarding the usage of already stored anonymous biological samples,
obligation to anonymization and data protection and informed consent. The
recommendations also set provisions regarding teagement, control and security issues
related to biologic samples preservation, with special regard to confidentiality.

The 2009 OECD Guidelines on Human Biobanks and Genetic Research Databases
providing guidance for the establishment, governance, mamaggepperation, access, use
and discontinuation of human bii@mnks and genetic research databases.

The Recommendation Rec(2006)4 of the Committee of Ministers to member states on
research on biological materials of human origin, which sets obligationsdiregahe
collection, consent to usage and withdrawal option, obligations for identifiable biologic

D1.2 Ethics report 13 30.12.2016
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materials, to secure confidentiality, privacy, independent decision and safeguard of
individuals whose biologic materials are retained for research purposes

1 The ICH guideline E18 on genomic sampling and management of genomic data issued by
the European Medicines Agency.

2.2 BDZ2DECIDECLINICAL STUDY CONTEK

The BD2Decide study foresees the collection of retrospective and prospective patients' data and the
dataextraction from diagnostic images and from genomic and pathology tests on patients biological
samples.The objective of the clinical study is to collect existing prognostic models for Head and
Neck Cancer, collect multiscale patients' data, analyze therg osdels and Big Data analysis
techniques, and identify prognostic signatures and refined models that can faaeslee time of
diagnosis- the probable disease outcome for each patient and stratify patients by probability of
survival Figure2-1).

Diagnosis Treatment Followup
Basic Tumor BD2Decide Primary Clinical
investigation DSS Treatment assessment

. I ..
T i tumor [ reamevaee 1 [
Amagedata (CT or MRODWIMRI Board 1| Medications Reoccurrence/Free
MPeripherametastasisassessment | AQ oL assessment .

APanendosopy Treatment I survival?)
Mistologicablata: GradingP16/HP decision I I | AQoL assessment
MBehaviorabata: smoking, alcohol ] o I 1| (M12, M24)
other drugs Patient/clinician I 1 | Aimage data
AQoL athaseline treatment co- I I
decision | I ‘
A-Green-eptolilicgo ppof i I'ing | Tissue genomic BD2Decide
: l _ : DSS
AoraMod gene signature Prognostic I ﬁGenomllc from FFPEI
AdP\Vsignature models I| tumortssue ! Prognostic
ANT-172gene signature 1| (surgical cases) : models
ARNAseq foHPV & Genomig I |
profiles ( from FFPE Biopsies ! I Patient/clinician
- - - - - .
Population data reatmentco
decision
ACancer regiistriedata Big Dgta l —
APopulation health data analytics & ‘ Follow-up Decision ‘
ASocioeconomic data reasoning

Figure 2-1. Scheme of BD2Decide clinical study

The BD2Decide clinical study is multicentric across 5 EU Countries: Italy, Germany, The
Netherlands (AOP, INT, UDUS, VUmc, MAASTRO, Csortium partners; ULM subcontractor),
Poland and Portugal (INT subcontractors). All the hospitals have shared a common study protocol
and will provide data and biologic specimefigchnology partners (UPM, ATC. All, Fraunhaqfer
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VUmc statisticians, MAASTRQadiomics scientists) will accepseudogmized data and analyze
them.

The study relies on two patients' cohorts:

1. retrospective cohort: patients enrolled between year 2008 and 2014, whose data are used to
re-calibrate the prognostic models and to traid test the Big Data analysis algorithms;

2. prospective cohort: patients enrolled starting 01/01/2015, whose data are used to validate the
prognostic models and the Big Data analysis algorithms.

In the frame of this main studBD2Decide partnerare resporible of the following activities
1. collect patients' data from usual routimea eCRF dataset (retrospective data) and in an
electronic health record system (prospective patieallsparticipating hospitals,
2. collect patients' diagnostic images (CT anRINcans) for features eattion (anatomic and
radiomic): all participating hospitals,
3. collect patients biological samples (biopsies, tumor specimens from surgery) and analyze
them for pathological and genomic biomarkets participating hospitajs

4. shae these datamong Consortium partnerafter pseudogmization, for data analysisall
participating hospitals under MTA and DTA,

5. perform anatomic image features extractiparticipating hospitals by means of Fraunhofer
image analysis software,

6. perform raiomics signatures extraction from CT scans: MAASTRO researchers using
Oncoradiomics software,

7. perform radiomics signatures extraction from MRI and BMRI scans: POLIMI
researchers using BD2Decide radiomics software,

8. perform RNAsequencing for gene signmatiextraction and HPV status assessment: INT,

9. store and manage data collected-@RF: ATC using OpenClinica tool;

10.store and manage patients' data, including BAM files from RNAsequencing, imaging and
radiomics data: each participating hospital,

11.manage alpatients' datdor analysis: All on a shared repository for Big Data analysis and
models execution.

We have therefore considered the following ethical aspects:

1. Informed consent

2. Data protection and privadygr:
a. clinical data routinely collected,
b. diagnestic images and related features extracted by BD2Decide tools (image analysis
and radiomics),
c. genomic data extracted by INT through RNA sequencing techniques

3. Approval by Ethics Committees

4. Management of data and biologic specimdusng the project (MTADTA) and after the
end of the project
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5. Maintenance of data used for publications.
The BD2Decide clinical study has been registered by the Coordinator (Ref.:
https://clinicaltrials.gov/show/NCT028302), in compliance with clinical trials standards and to
ensure future publications in higimpact journals

2.3 STUDY PARTICIPANTSNCLUSION

The clinical study protocol sets the criteria for retrospective and prospective parentment.
We have desiged the clinical study in adherence with the principles outlined in sett@rin
particular considering gender aspects.

The following inclusion and exclusion criteria are defined:

1 Provision of subject inflaned consent (or consent from next of kin/legal representati
applicable) for use of the data and retrieval of tumor sample (where available), or wai
informed consent according to local national regulations

1 Histologically confirmed primary diawsis of oral cavity, oropharynx, larynx, hypophary
squamous cell carcinoma treated between ZWI3! (retrospective patients) or at time
recruitment for the study (prospective data)

1 Clinical stage Ill and IV (a,b) (c excluded)

1 Patient candidate forucative treatment: + surgery + 3D or intensity modulated RT (IMRT
chemotherapy

1 Adequate archival prereatment tumor specimen available (FFPE macrodissected section

1 Availability of baseline CT scan of the head and neck region performed with camgiguts of
2-3 mm or less in slice thickness with i.v. contrasMBt| scans with T1 (non or preonstrast
and T2 acquisitions (slice thickness lower than 3 ntinpoth available CT scan is preferred

f Male or female O 18 years ol d.

‘ EXCLUSION CRITERIA

1 Any previousheadand neck cancer.

1 Patients with previous malignancies in the last 5 years before treatment for head a
cancer,with the exception of surgically cured carcinoma in situ of the cervix, in situ k
cancer, incidental finding of stageld or Tlb prostate cancer, and basal/squamous
carcinoma of the skin.

1 Any previous malignancy that was treated with surgery and/or radiation of the head ar
region.

Histological type other than head and neck squamous cell cancer (nasophaiyawy, gi@nds anc

sinus nasal cancer are excluded).

Table 2-1. BD2Decide study inclusin and exclusion criteria

These criteria do not conflict with ethical issues concerning discrimination of subjects based on

gender, ethnicity, religion or other discriminations apart the fulfillment of health conditions relevant
for the clinical study executiolNo payments or other induced benefits are given to participating
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patients to avoid a conflict of interest in thispect. Only patients that are competent of agreement
and who are able to understand the stsiflpality and their rolan the research and clinical study

are actively involved. Patients are informed by a medical doctor who is familiar with the study.
They are able to post questions at any time. In case of the patient’s wish to withdraw his consent,
this is possible at any timepoint without mentioning any reason for this. The patient will therefore
receive equal treatmente will not receive any disprofitThese criteria are mandatory for
prospective patients.

If a patient is not able to read, a reliable, independent witvelss is not affiliated with the
institution orengaged in the investigatiois,defined and present during the entire informed aunse
discussionAs already described Bection5.2.6 of theBD2DecideDoA, dter the patient or legally
acceptable representative orally consents and has signed, if capable, the witness should sign and
personally date the consent form attesting that thenration is accurate and that the patient or
legally acceptable representative has fully understood the content of the informed consent
agreement and is giving true informed consent.

Within this study, a very high number of retrospective patient’s easasalyzed to get reasonable
datafor the aimed model, which is alsoprerequisite for the prospective analyJikerefore it

would be disproportionate to retrospectively receive informed consent of all these retrospective
patients. Furthermore, withiman oncologic study, referring to a patient’s grauh a high illness

related morbidity, only including surviving retrospective paewould lead to a bias and a blurred
study outcome. flus in some centerdJDUS, VUmc, MAASTRO)the ethics commiiees agreed to
include these patient’s data istactly pseudgmized way.Any back network is not possible.

Data transfer is regulated be a collediivegreed Data Transfergheement and an associated Data
Transferform (in Annex to this documeht

2.3.1 Responsibilities and verification procedures
The Pls at each participating centre are responsible to ensure that no discrimination is applied.

After verbal and written explanation of the study, the signature of informed consent as the adequate
documentation of i8 by study participants and the informing doctor is a prerequisite to
participation and patients' data and biologic specimen usage for BD2Decide. Only biologic
specimen that are anyway taken away during routine surgery and/or biopsy are used. Only
specima, that are not needed for diagnostics any more are integrated into the study.

The eCRF includes a mandatory declaration of the Pl concerning signature of informed consent.

2.4 STUDY APPROVAL B¥ETHICSCOMMITTEES

The Coordinator has already acquired theraygls by the Ethics Committees of INT, AOP, and
UDUS. VUMC and MAASTRO have already achieved Ethics apprimraBD2Decide prospective

study. The prospective study protocol was submitted first by the leading PI (Lisa Licitra) to the
Ethics Committee at IN, and, after approval, was submitted and approved by all other hospitals
participating to the clinical study. Two separate protocols have been submitted for the retrospective

D1.2 Ethics report 17 30.12.2016
PROPRIETARY OF BD2Decide CONSORTIUM Version 4



HORIZON 2020 H2020PHC3062015689715- BD2Decide Dissemination Level: PU

and for the prospective studgspectively. This decision was taken to cope wigitutions such as
VUmc that will only participate to the retrospective study and others (such as ULM or INT
subcontractors) that will participate to prospective study only.

INT and AOP have achieved informed consent from retrospective patients igéllaald have
achieved permission by Ethics Committees to extend informed consent given for previous studies in
case of dead patients or patients who cannot be reached for a new consent signature.

VUmc and MAASTRO have achieved extended Ethics Approiaalpreviousstudies concerning
Head and Neck Cancer Patiem¢hich cover BD2Decide retrospective patients' data collection
UDUS also has an extended Ethical approval on which the B&le ethical approval is referred
to.

Ethics approvaldor BD2Decide pospective studyn subcontracting hospitalsre ongoing. The
leading clinics for subcontracted hospitals are responsible for controlling their ethical approval on
the basis of their own. They will pass the ethical approvals of subcontracting clinice to th
coordinator including their patient’s informed consent formular. In these centres patients' enrolment
has not yet started and will start as recently asdhd ethics approvalare received.

2.5 MANAGINGMODIFICATIONS TO CINICAL STUDY PROTOCOL

All ethicdly relevant modifications of the clinical protocol will be submitted aswaendment to

the local ethical committees for approvHlmodifications should appear, the Ethical Board will
commonly assess their relevance for notification as an amendmdm ethical approval. EU
relevant as well as local legislations and issues will therefore be resp&pf@dvals for these
amendments will be collected by the Coordinator. This is valid for the clinical centers as well as
their subcontracting partner clas.

2.5.1 Tasks and responsibilities

The following table summarizes the project governance structure and the main responsibilities
connected with the project Ethics Management.

Role Type Appointment Responsibility

Ethical Board | Body It includes the Pls of eAc I't manages prdg
clinical study participant sitg issues (see DoA part A, WP1,
in the Project, appointed by| task T1.4)

the relevant responsible
Partner, plus an Ethical
Manager who chairs the
Board.
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Role Type Appointment Responsibility

Ethical Managern person Member of the EthideBoard | Monitors and addresses ethiceé
issues in close cooperation wit
the Coodinatgrcollects ethical
approvals and amendments
agreements and handling
instructions

Coodinator person Chair of the project, Membe Monitors and addregs ethical
of the Ethical Board issues in close cooperation wit
the Ethical Managerollects
ethical approvals and

amendments, agreements ang
handling instructions

Pls person Representative of a clinical | Managesand ensurekcal
center and its subatractors | ethical issus, ensures
correctness in native langge,
refers all relevant documents t
the Coodinator and Ethical
Manager, addresses all
discrepancy or eminent
challenge to the Ethical Board

Subcontractor | clinic Subcontractor of a specific | Manages and ensures local
clinical partner/PI ethical issues, ensures
correctness in native langge,
refers all relevant documents t
theassociatedl, who passes
them to theCoodinator and
Ethical Manager, addresses a
discrepancy or eminent
challenge to the Ethical Board
by informing theassociatedPl,
who is member of the ethical

board
Local ethical| committee| Local commiteee Reviews and approves the
committees BD2Dedade Roject ethics and
amendments for the specific
local side

Table 2-2. BD2DecideEthics Management roles and rsponsibilities
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2.5.2 Ethical Board and Ethical Manager

The EthicalBoardestablished by BD2Decide Consortium manages and monitors the fulfillment of
the ethicalrequirements for BD2Deciddinical studyexecuton in the Clinical Centres arfdr the
patients’ data management by technology partners, entbatebe appropriate ethical frameworks
and procedures are in plaess illustrated in the Dopart B, section 5

It includesthe Plfor eachClinical Centren the projectand at the subcontracting clinjeppointed
by the relevant responsible Partners, as summarized in the following table.

The Ethical Manager, Dr. Kathrin Scheckenbach, MD, PhD is in charge of monitoring the
adherence to all ethical aspeottated to the clinical study execution based on given information
and reports (if necessary translatet inglish) of all clinical partners.

Clinical Centre Responsible Partner Pl

Milano INT Lisa Licitra

Parma AOP Tito Poli

Amsterdam vVUmc Ruud Br&enhoff

Dusseldorf UDUS Katrhin Scheckenbach

Maastricht MAASTRO Philippe Lambin / Frank
Hoebers

Lisbon (INT subcontractor) INT Lisa Licitra

Poznam (INT subcontractor) INT Lisa Licitra

ULM (UDUS subcontractor) ubDUS Kathrin Scheckenbach /
Rene Grassi (ULM)

Table 2-3. The Ethics responsible organizations at BD2Decide Clinical Centres

2.5.3 Pls in each participating centre

As stated in the 5.2.5 of the BD2DecideA, thePrincipal Investigator at each centill:

1 Ensure each patient is given full and adequate oral and written information about the nature,
purpose, and possible risks and benefits of the study.

1 Ensure each patient is notified that they are free to discontinue from the study at any time.

1 Ensure that each patient is given the opportunity to ask questions and allowed time to
consider the information provided.

1 Ensure each patient provides signed and dated informed consent before conducting any
procedure specifically for the study.

1 Ensureth®r i gi nal, signed I CF is/are stored | oc

1 Ensure a copy of the signed ICF is given to the patient
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Pls in each Clinical énterensured that positive,valid ethical approval #t covers th@rotocolof
BD2Decide and repects local ethical demands available andvas sent to the Coordinator for
collection.

Patent’s informed consent composed in compliance to the European Clinical Trials Directive
(EC2001/20).Personal data will be managed according to Directive 95/4@&iCthe relevant
national application lawSinceethic proposals and patient’s informed consargssubmitted in the
country’s first language, thecal Pl is responsiblghat thecontent of theethical approval is correct

and covers allneedsof the B[RDecide Project based on tlsibmitted grant and ongoing
modifications.The same is valid in case of all kinds of necessary amendments.

Pls are responsible fdahe local pseudnymizationof the data including imaging and biological
specimen before provin to other partners.

They areresponsible for keeping the lElcpseudonymization key and its correctnéasthermore,
they are responsible for guarding the data and rdgulackup it in an adequate backp-system.

Pls must ensurean adequatenformation and training of local staff that is involved in and
contributes to the studydere the aspect of data management, as well as management of biologic
samples and imaging and thseudonymiation strategy have to be addresddd.is responsible,

that the patient’s subscribed informed consent is present and that its présedoeumented
correctly in the ptients CRF.The electronic CRF in OpenClinica contains a field for the
documentation of the presence of a valid patient’s informed caosiastre tis.

PI’s ensure locally, that datamaging and specimen processing is performed like described in the
dedicatedlocumentgattached to this document)

Processing pathways have collectively besstablished for the clinical data (CRF), specimen
procesgig for genetic analysi§INT), specimen processing for HPV analy$idJmc) and the
processing of imaginMAASTRO, Fraunhofer, ®LIMI, technical partners)Any discrepancy or
eminent challengeare addressely the partnerso the Ethical Bard, where a ¢goint solution is
aimed.

2.5.4 Monitoring and verification procedures

The Ethical Board is the heart of the ethical framework since the Pls of all clinical partners are
presented. Major regulations for a coordinated safe handling of data, imaging and spg@me
established in the ethical board. They are documented in collective agreements for data transfer
(DTA) and material transfer (MTA) as well psocess instruction®r the handling and transport of
specimen for HPV analysis, genetic analysis,-d&actronic CRF) and imaging transfer. Here also

the execution of all data sources beyond the project and after the end of the project are regulated.
All kind of data, materials and imaging data is strictly transferred outside the treating center in a
pseudoymized way.The Ethical Board is addressed in case of any discrepancy or eminent
challenge concerning the belongings of BD2Decide atwbuteddata. This is also true for the
appearance of discrepancy or eminent challenges concerning clearly BD2Dwdimged data
sources beyond and after the project.
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The Coordinator and the Ethical Manager ensure that all ethical approvals of the clinical partners
are present (attached to this document). During data collection in the ele€@®Rjdocal Pls
ensurethe presence of the patient’s informed consent. Within the documentation, the Coordinator
and the members of the Ethical Boaah review the integrity of this information e.g. by a random
inspection.Any discrepancy or eminent challenge are addressdtietd=thical board, where a
conjoint solution is aimed.

All agreements and handling instructions needed to guarantee a corredndgiag and material
transfer respectingseudonymization and ethical rules, are all time available for all partners in the
passworesecured OwnCloud platform oféfBD2Decide Project.
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3 MANAGEMENT OF BIOLOIGAL SPECIMEN

3.1 CONTEXT

Biologic specimen are needed for BD2Decide study execution. Their usage and possible transfer
between one Institution (the PROVIDING PARTNER, i.ke tclinical centre custodian of the
biologic specimeih and another (the RECEIVING PARTNER, i.e. the BD2Decide beneficiary
entitled to process the biologspecimes for data extraction) is ruleid pseudonymized waynder

the informed consent signed by ipats and by a Material Transfer Agreement (MTA) signed
between the two involved beneficiaries.

Biological specimens are collectegdeach hospital as usual practice from tumor biopsies and tumor
tissues when surgery is performed and are stonelér formén (FFPE) Only patients for whom

this biologic materials are in sufficient quantity to maintain an adequate quota in the hospital will be
selected for BD2Decide study. Pathologists in each participating hospital are responsible to
guarantee this conditioand to prepare the materials required for BD2Decide RNA sequencing and
HPV status determination. A SOP has been defined as part of the study protocol for samples
preparation, labeling and shipmenthich is integral part of the MTA signed by the provgliand

by the receiving partners.

Biologic samples taken from the FFPE baaks provided by all participating hospitals (partners
and subcontractors) to INT genetics laborataafter encoding them with a numeric identifier
automatically generated by BD2Elde and that does not allow to identify the patient identity (see
section4.3for details).

The following uses of biologic specimens are foreseen in BD2Decide clinical study:

Description Responsible Providing Partners
partner
(Receiving Partnel)
RNAseq processing genomic signatt INT -  Scientist: AOP (T. Poli)
extraction from sections of FFP Loris De Cecco INT (L. Licitra)
tumor/biopsy specimen collected in eac VUmc (RH Brakenhoff)
participating centre for retrospective a UDUS (K. Scheckenbach
prospective patients; , HPV signatL MAASTRO (F. Hoebers)
extraction for Oropharynx cancer FFF
specinen.
HPV testing on OroPharyngeal cancers VUmc - Scientist UDUS (K. Scheckenbach
RH Brakenhoff

Table 3-1. Procedures requiring biologic specimes

D1.2 Ethics report 23 30.12.2016
PROPRIETARY OF BD2Decide CONSORTIUM Version 4



* Xk
*

*
* *

* *
* ok

HORIZON 2020 H2020PHC3062015689715- BD2Decide Dissemination Level: PU

3.2 RELEVANT ETHICS REGUWTIONS

For what concerns data protection, we abide to the EU regulation for data privacy and on National
regulations where these are more restrictive.

For what spedically concerns genomic tests and data managememtBD2Decide Consortium
abides to the regulatory framework set by the European Medicines Agency (EMAqQuideline
E18 on genomic sampling and management of genomic®. datds regulation addresses
maintenance of samples integrity, samples quality and technical performance of &saysic
samples and dataill be securely stored, maintained, and access controlled similar ‘genomic
samples and health informatiomhe main principleselate to mangement of specimens and
management of genomic data extracted from biologic specimens.

3.2.1 Management of biologic specimens for genomic tests

1.

10.

11.

standardization of procedurestaff at all participating sites should be properly trained to
usestandardized procedes as described in the relevant SOP;

type of speciment® be collected should bempatible with the intended use;

data collectionshall considemter- and intrasubject variabilityin the context of the clinical
study objectivege.g. through patientaiclusion/exclusion criteria);

specimen preservation conditionaccurately evaluatthe impact of fixation and additives
on the analytes of interest and the types of tests to be carried out prior to sample collection
in a clinical study

specimen stabilityand degradationtake gpropriate handling measures to prevent nucleic
acid degradation and genomic profile alterations during sample collection and prgcessing
optimize the time from specimen collection to freezing, fixation, or processing, as well as
the storage timemonitorconditions ofspecimenstorage and processing

specimen volume and compositioaccurately size the specimens volumes in order to
guarantee appropriate analysis;

genomic sample qualityapply appropriate quality control methode determine if the
quality and quantity of the extracted nucleic acid targets are adequate for the defined
downstream genomic testing to be performed

sources of interferencemonitor potential sources of interference that might affect assays
performances;

transport and shipment establishthe appropriate transport conditions prior to sample
shipment

samples storageensure that samples are appropriately stored until use and that residual
aliquots are destroyed at the end of the study;

curation of samples imentory. monitor and curate samplesentory relative to: consent for

3 See http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2016/02/WC500200837.pdf
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use of the samples, length of storage relative to the sample retention policy, and requests to
withdraw sample®r destroy them in case of patient's withdrawal from the study or end of
the study

3.3 BDZ2DECIDE ETHICS MANAGEENT OF BIOLOGICAL FFCIMENS AND DERIVEOGENOMIC
DATA

The procedures for samples collection, preparation, storage, preservation during shipment, storage
and maintenance at receiving partner's site, preparation for Rtjlferseing, as well as for data
management, follow the indications of the above mentioned EMA directive.

3.3.1 Processing of biologic specimen s at the providing partner

The processing of biologic specimen at the providing partners' laboratories is performeet ito o
ensure:

1. quality of the portion of the biologic specimen used for BD2Decide

2. correct attribution of each specimen to the related patient/study subject

3. pseudonymization of the biologic samples and correct labeling

4. correct packaging aimetlensuring quality and integrity of samples during shipment
5. adequate shipment procedures.

SOPs for genomic samples management has been agreed between INT (the partner performing
RNA sequencing and genomic data extraction) and the providing partners ,VA@Ie,
MAASTRO, UDUS and subcontracting hospitals.

A SOP is defined for samples preparation from FFPE specimens preserved at providing partners
and for samples shipment to INprotocolin SOP _pr ocedures RBNAseq BD2de

Sample handling is regulated inetkommonly agreed MTA and handling instructions for genetic
sampling and HPV sampling.

Pathologic samples for the BD2Decide project contains paraffin embedded tissue that was taken
during tumor biopsy and/or oncologic surgery. Therefore, all samplesesi®wved by local
pathologists and classified as squamous cell carcinomas. Tissue samples used for analysis should
contain at least 80% tumor tissue. Thus tumor parts fulfilling these criteria are isolated by
macrodissection technique and sent by Providiaginers to Receiving Partners due to shipping
protocols defined by the Receiving Partners according to their requirement. HPV sampling and
shipping is described in the ATimesue protocol

Providing partners (AOP, MAASTRO, UD& VUmc) identify appropriate patients for the
BD2Decide study by clinical parameters and the existence of appropriate imaging. After the
patient’s informed consent is given or or for retrospective patient’s in some centers, waiver’'s are
verified, they adress their local Dept. of Pathology for allocation of suitable patient’s samples.
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After macrodissection and pseudonymization of the samples according to the locally stored
pseudonymization key, samples are prepared and shipped according to the relé®antofSO
Receiving Centersfi(Ti ssue pr otnycBdDe cH ByeMUme 8§ SOP_pr ocedu
RNAseqg_BD2deci deo by I NT) t o t he Receiving
pseudonymized specimen, data and imaging that does not allow any backtrackiagaftieht's

identity.

The correct attribution of each sample to the patient is under the responsibility of pathologists at the
providing partners' premises. An internal registry of all samples prepared and shipped is maintained
and the link between eachnsple and the patient is ensured by an internal registry maintained by
the pathologist and revised and monitored by the PI at the providing partner's.

For the correct attribution of each sample to the right patient, local Providing Partners sign the
sample with the patiens ID generated during the pseudonymization process of the BD2Decide
project before sending the sample to the Receiving Partners. Each Providing Partner makes sure that
a correct attribution takes pladeach Providing Partner safes theepdonymization key locally and
ensures a regular bacip in an adequate system.

Pseudonymization of the samples as a process takes place locally by the Providing Partners before
the samples are transferred to the Receiving Partners. Receiving Partneikse renly
pseudonymized samples identified by the BD2Dedeédicated pseudonymization key.
Identification of the patient by person is not possible outside the treating, responsible clinical
centers

For correct packing and shipping, needed conditionsdaceimented be Receiving Partners in
specific protocols and handling instructions for Providing Partners. All Instructions are agreed with
and provided to Providing Partners.

3.3.2 Processing of biologic specimens at the receiving partner
INT is the receiving artner for genomic tests (RNA sequencing) and HPV status assessment.

VUmc is the receiving partner for HPV immunohidstochemistry testing on UDUS biological
specimens.

A SOP has been defined for samples management and processing (RNA sequencing) at INT
recaving partner.

A SOP has been defined for samples management and processing (p53 stain etc.) at VUmc.

These SOPs are integral parts of the MTA signed by providing and receiving partners. These SOPs
comply with EMA guidelines. The MTA and the relevant D€&mply with both EMA guidelines
and data protection and data privacy regulations.
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3.3.2.1 Management of specimens at INT

To ensure pseudonymization, upon arrival or extraction, a unique identification code connected
with the single patient will be attributed @l the clinical samples included in the study and
received from the participantaliquots will be prepared from samples using the-tx@aing device

of Twin-Helix that enables a computer recording and tracking. All the experimental and
bioinformatics actiities will be tracked using dedicated software for documental repository
provided by IBM.The Samples will be stored in an alarm@&@°C freezer dedicated to the Dr
Licitra studies.

The unused material and all the intermediate products, after expefiragalgsis and control of
data quality, will be destroyed or sent back to the providers, according sogned MTA

3.3.2.2 Management of specimens at VUmc

Samples received at VUmc are pseudonymized by UDUS prior to ship¥iémtc will perform
immunostaining tets which are not usual practice at UDUS and will not be performed by UDUS
pathologists.

Local handling procedures for oropharyngeal and-ormpharyngeal samples in the Providing
Center is similar to the handling of specimen for genomic data (describ@d.i). Transfer
including needed shipping conditions and the samples needs for HPV diagnostics are described in
det ai | in the ATissue protocol HPV testing BD

Biologic specimens are stored at VUmc laboratorier the test execution only. Any residual
samples will be destroyed after verification of the quality of the tests performed.

VUmc will perform the relevant immunostaining tests on samples and will send the test results back
to UDUS. UDUS Pl is resporde toinsert the test results in BD2Decide repositories (OpenClinica
or BD2Decide electronic health record system for prospective study).

3.4 MANAGEMENT OF BIOLO® SPECIMENS AT THEND OFBD2DECIDE STUDY

As defined in the MTA, all residual biologic specinsemot used at the end of BD2Decide study
must be destroyed. The materials might be maintained only on exception basis and upon specific
written agreements between the two involved parties (Providing Partner and Receiving Partner).
These written agreementsave to be addressed to the Ethical Board and collected by the
Coadinator and the Ethical Managé@he same is true for clinical partners and their subcontractors.

3.4.1 Management of genomic data by INT

Receiving Partners (INT) will perform RNAseq analysigle provided, pseudonymized samples.
The generated BAM files will be placed at a local server of the receiving partner INT for the
duration of the project. The raw data is in the ownership of the Providing Partners and given to
them for storage and camuring and after the project. The Receiving Partner destroys the
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unprocessed BAM files after they have been processed for the purposes of the BD2Decide project
unless further agreements are performed in accordance with additional ethic approvals and in
acordance with the needs of the BD2Decide project.

The BAM files will be processed locally at the Receiving Partner and the data needed for the
BD2Decide analysis will be extracted. These data does not allow any identification of the patient
and is therefar not classified as sensitive in respect to backtracking to the patient’s identification.
BAM files will be manually (e.g. on hard disks) delivered and transferred to the hospital that sent
the samples and will be deleted from INT server. Each Providingd?awill receive raw data of

only their patients.
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Figure 3-1. Scheme of the procedure for genomic data management by INT

For data transfer, no Ulgased cloud will be used. Raw data shall be kept locally in Remhding
Center for a sufficiet time period (e.g. 10 years in Italy, Germany) according to local laws and
neec.

Since we plan to perform only partial sequencing, data resulting from this technique is not suitable
for generating a genetic fingerprint of the patients, potentially allowing a patient’s referral. Primary
sequencing data will not be shared.

Each centeis the owner of the data and responsible for img storing. Furthermore, the
responsible receiving partner (INT) only get biologic specimen of pseudonymized patients from
providing partners with no chance of a backtracking of the data outside the Térs is regulated
within the MTA and DTA between the partners.

For publications, only pseudonymized data is used and genetic information is limited to the
belongings of modeling and the purpose of the project. Data is collectively publishedatifecat
analysis and aggregation and accordingly modeling.

3.4.2 Responsibilities and methods of verification

The PI of receiving Institution (Receiving Scientist) must provide a written declaration to each
Providing Partner Scientist that all residual materhas been destroyemt present a written
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agreement between the concerned Providing Partner and Receiving Partner on an exception basis to
maintain the material.

3.5 MANAGEMENT OF DIAGNOSC IMAGES

Diagnostic images are managed by the authorized ra@tdaay each participating centre. They are
processed by radiologists to segment regions of interest (Tumor, dyot#s, other regions if
applicable) and extract anatomic features by means of the Image Analysis Tools developed by
Fraunhofer IGD in WP3.

Diagnostic images are downloaded from hospital PACS after undergoing removal of patient's
identification information (e.g. Name, birth date, national insurance code, hospital code), as
described in the following secti@gh4. In case images are brought to the hospital by the patient, they
are stored in a separate PACS, processed to remove patient's identification information and then
transferred to the separate workstation used for Fraunhofer Image Analysis Tools execution.

The resllts of this processing are anonymized images, to which the B"2Decide Patient BD3(see
below) is manually assigned by the radiologistages so processed are compliant with EU and
National regulations for data protectiordgprivacy.

Segmented images are then transferred via secure https protocols to POLIMI and MAASTRO for
radiomics features extraction from MRI and CT scans respectively. Anonymized images might also
be manually delivered by radiologists to POLIMI and MAASTRfSearchers on digital supports if
needed and agreed between parties. Copies of anonymized images are kept at each partricipating
hospitals (as required in case of publications) and are also available on a shared repository managed
by All and ATC, for cosultationby physicians.

The BD2Decide DTA and MTA regulate the transfer and use of diagnostic irdageg and after
the end of the project.

3.6 ETHICS ASPECTS MONITRING AND VERIFICATI® PROCEDURES
Ethic monitoring includes different levels:

1. General ethd approval by the ethic committees including protection efel@ited patiens
data

2. Local ethic monitoring within the clinical centers (Providezlated):
3. Good ethical governance of received data (Receslated):
4. Protection of the BD2Decide Datawsoe to third parties within and after the project

The BD2Decied Projeds based on ethic legislation of the EU and local authorities. These need a
formal ethic framework that guarantees the basis for the ethically correct implementation of the
project. The ethic apmvals of each clinical center ateerefore needed.
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Here, @ch Pl is responsibleo write andsubmit an ethigroposalto the dedicated local Ethic
Commtitee according to the BD2Decide propoaatl its belongings. Changes should be respected
and if needed added as an amendmleneach ethic proposal, underlying £E&hd local laws and
ethic principles must be respect&ince these ethigroposalsand the associated patients informed
consent and information forms are written in the local laggyu each Pl is responsible for the
correctness of the content of the etpioposalthat shouldransfer (pseudonymized data) can start
after a valid ethic approval received.

A patient information sheas writtenin the local language and preparedairtordance with the
ICH Note for Guidance on Good Clinical Practice (ICH, Topic E6, 199%)ill be provided for the
purpose of obtaining informed conse#tpproved ethic proposals and amendments should be
passed to the Coordinator and the Ethic Managieo collect thenand check the totality.

If a further approval of the local patient’s data management is needed, the Coordinator and the Ethic
Manager must be informed and this approval must also be passed to them for collaat@se of

any discrepncy or eminent challengthis must be addressed to tBeadinator andthe Ethical
Manager Discrepancies and challenges that can be solved locally, should be solved locally. Any
other case should also be addressed t&thieal board, where a conjoistlution is aimed.

Subcontracting clinical partners are in first Iswgervsed by the Pls of their contract partners. Here

the local Pl and the person in charge of the subcontracting institution (both partners) are responsible
to write and submit an leit proposal to the dedicated local Ethic Committee according to the
BD2Decide proposal and its belonginghe clinical data, imaging and sample collection and
transfer (pseudonymized data) can start after a valid ethic approval is re€haegies shodlbe
respected and if needed added as an amendment.

Already received ethic approvals from the Pls of the basic clinical centers are attached to this
document.

Each Pl is locally responsible that the BD2Decide study is performed due to the fixed etbgal r

on the basis of the submitted ethic approval. In clinical routine, the Pl is in charge to control this.
Special attention should be drawn on the fact that all patient’s informed consents are assured and
documented in the CRF correctly. Furthermdine responsibléandling of any patient’s associated

data including only pseudonymized data and material transfer according to the taken agreements
and handling instructions should be performBdsides,no external partner or even third person
should be atbwed to enter local medical IT systems containing sensible patient’s data. This must
also be assude by IT-related BD2Decide partners.berations should be reported to the
Coordinator and the Ethical managkrthey can be solved locally, they should dmved locally.

Any other case should also be addressed to the Ethical board, where a conjoint solution is aimed.

Clinical data, imaging and specimen from subcontracting partners must be treated equally to basic
clinical partners.

Receiving partners onlgeceive pseudonymized data, that does not allow them any backtracking to
the patients identity. In addition,they assure that also extensive data collection by radiomics or
genetic analysisamot beused for backtracking patient’s identity.
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In geneticsthis is guaranteed by the fact, that only partial analysis of genomic information are
performed.Genetic and imaging analysis will firstly be performed independently of clinical data
sets and the unified in the BD2Decidaabaséor general analysis.

By performing the analysis in 2 steps, a direct correlation of clinical and extensive imaging and
genetic data should be avoided and therefore additionally prevent backtracking.

Third parties are not allowed to get insight to the whole BD2Decide dataseheyndare not
allowed to perform any analysis withe BD2Decide data beyond andéafter the project.

Data, imaging or material might be maintained and analyzed for other purposes only on exception
basis and upon specific written agreements betweerllilw@ved parties (Providing Partners and
Receiving Partners).

For any usef data generated for and within the projeeyond BD2Decide, ethic agreements must
be assured thdtlly cover these belongings. The Ethical Board of the BD2Decide Projetd bas
informed of and to agree to these activities.
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4 ETHICAL ASPECTS OFMHIENTS' DATA MANAGEIENT

The management of patients' data is performed at two levels:

1. Internally to each participating clinical centre: to manage patients (prospective) and to
ensurefuture use of BD2Decide in clinical practice: in this case data must be linked to the
real patient and this link must be kept inside the hospital and managed according to the
privacy regulations established by each hospital.

2. For the BD2Decide study and aels and for research purposes: in this case patients' data
arepseudnymized/encoded prior to be transferred to BD2Decide platform and data will not
contain any personal information that might allow to identify the patiRsgudonymization
is performed B a neutral sequential IBcode that does not allow amgtracing to the
paient’s true identity. Since some patients were already part of prior studiedld@ra
NeoMark, MAASTRO etc.), previous patient’s ID’s are transferred internally to the
BD2Decidededcated sequential f2ode which is used within the OpenClinica System.

4.1 LEGAL CONTEXT

The legal framework for patient's data management in multicentric clinical study is defined by the
following regulations aEU and national level:

91 Directive 95/46/EC othe European Parliament and of the Council of 24 October 1995 on
the protection of individuals with regard to the processing of personal data and on the free
movement of such data.

1 National directives on data privacy.

1 Directive (EU) 2016/680 of the Eurogre Parliament and of the Council of 27 April 2016 on
the protection of natural persons with regard to the processing of personal data by competent
authorities for the purposes of the prevention, investigation, detection or prosecution of
criminal offencesor the execution of criminal penalties, and on the free movement of such
data, and repealing Council Framework Decision 2008/977/JHA.

9 ICH guideline E18 on genomic sampling and management of genomic data issued by EMA.

4.1.1 Management citizens' health data

Citizens' health data are considered sensitive information and as such they need strict protection
from undue disclosure and guarantee of patients' privacy.

The following principles shall apply:

1. no data that might disclose patient's identity must be disclosedauthorized persons; in
clinical studies data shall be pseudonymized/encoded;

2. no data concerning race, sexual habits or religion shall be used or disclosed even in
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pseudonymized form;

3. patients must provide written informed consent to the clinicalystupon being clearly
informed by the PI at each participating centre concerning the scomdfdtieequiredany
potential consequences$the research and on the right to withdraw anytime

4. patients must clearly indicate to the Pl whether they wanbetonformed in case of
incidental findings arising from the study execution;

5. for genomic data handling, specific conditions as established by EMA guidelines shall
apply.

4.1.2 Management of genomics data (EMA guidelines)

Genomics data are subject to more feste regulation as compared to patients' clinical data, as
they contain extremely sensible information. Therefore pseudonymization procedures might not be
sufficient to prevent undue disclosure of the patient's identity from genomic data. EMA guidelines
indicate the following recommendations:

1. coding of data to decrease complexity and likelihood of error, single coding is
recommended for genomic samples and data. Anonymization, as defined in ICH E15, is not
recommended, because the process renders fligy &b connect previously unlinked
genomic data to phenotypic data impossite it does not allow for sample destruction
pursuant to withdrawal of consent or #d of study

2. access to genomic samplemd datashall be granted only to authorized pensel:
contractual agreements shall be established to ensure strict control of access to data and
samples.

4.2 CQCURRENT STATUS

As already stated in D1.1, procedures for electronic patidata management in participating
hospitals and for BD2Decide @RF havebeen established in agreement with the Legal Office of
the Coordinator and of participating centres.

A Data Transfer Agreement is under signature to rule the responsibilities of each BD2Decide
beneficiary concerning management and treatment of patpssistbnymized data used for data
analysis and modeling and for all the activities and tasks foreseen for BD2Decide (Ref. Technical
Annex |- DoA).

These procedures comply with the Italian and EU regulations reggrduagy (i.e. non disclosure
of personalnformation and in particular of sensitive daéay foresee the following:

1 Data pseudonymization is appliemlall patients' collected data

1 No full genomic profile is collected by BD2Decide, only partial genomic dataalected
in anonymous modality

1 Imaging data aranaymized by the radiologists before image processing;
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1 Patients' data management remains under the responsibility of each participating hospital,
who has received ethics approval for the BD2Decide clinical study, and patient's consent

1 Except of the gender and age, sharkuiocal data does not include identificatioalevant
information like name, address, birth date, phone numlmérshe patient.The CRF is
focused on data relevant for the description, classification, treatmentugtane of head
and neck cancer angotentially affecting factors, which are essentially needed for
performing the study.

1 No partner outside the treating center will gain direct access to the local medical system.

4.3 DATAPSEUBDNYMIZATION PROCEDURS

This paagraph describe the procedures adopted in the BD21Decide system for data anonymization

4.3.1 Linking pseudo nymized data to real patients for care delivery

In the area of allowing clinicians to lingseudnymized data to real patients in the context of
deliveling care and treatment to Head and Neck cancer patients with the support of the BD2Decide
platform, we introduce the following attributes:

A The BD2Decide patient ID: this is an identifier of the patient inside the BD2Decide platform,
which is assigned oneepatient is first introduced into the BD2Decide environment;

A The real name: this is real name of the patient, which is recorded at every visit of the patient in
the clinical centre;

A The local patient ID: this is the identifier of the patient in the Habpitformation System
(HIS) of the local clinical centre, which is automatically produced, when the patient with the
real name is firstntroduced into the HIS.

4.3.1.1 Solutions examined

Towards linking these three different attributes, we have assessed a miirsbletions. All these
solutions are driven by the fact that we need to fulfil the following fundamental requirements:

A The BD2Decide patient ID, which is the identifier used internally in the BD2Decide platform
for the patients of all clinical centresusique;

A The patientso real name cannot be reveal ed
responsible clinical centre.

In the first solution we examined, the BD2Decide patient ID is automatically generated. More
specifically, we assume that it data already exists in a HIS, so the local patient ID is already in
place. Outside the BD2D project, the clinicians know that the HIS has allocated a local ID for a
patient real name. So, all specialties access the hospital systems with the lo€alr lihe
retrospective and prospective studies, the clinicians enter the patient data into the platform, which
creates the BD2Decide patient ID. Since, the platform offers different roles and discriminates
between the users of each centre, this patiens fobal with BD2Decide, but it can be matched to

D1.2 Ethics report 34 30.12.2016
PROPRIETARY OF BD2Decide CONSORTIUM Version 4



HORIZON 2020 H2020PHC3062015689715- BD2Decide Dissemination Level: PU

the real name of the patient, only by the clinical centre that introduced data into the platform to
generate this ID. The clinicians are then responsible for creating a local file (i.e. in Microsoft
Excel), which maintains the link of the patient real name, the local patient ID and the reference
patient ID in the BD2Decide project. This file is locally maintained within the network of each
clinical centre. This file can then be used by all the specialtigseatlinical centre with a particular

role in the use of the BD2Decide platform.

In order to read or update the patient data in the BD2Decide platform, one uses the local file to
match a real name or local patient ID with the BD2Decide patient ID. Byimgtinis 1D into the
interfaces of the BD2Decide platform, one can have access to the data of the specific patient. The
platform will employ authentication and authorisation procedures forbaded access to the
pseudonymizegbatient data, so dependiog the registered user, one could navigate to the whole
dataset or a subset of this.

The other solutions we examined assume that the clinicians manually enter an ID into the platform
for the BD2Decide patient ID, which can be either the local patient IBngrarbitrary number.

Since the BD2Decide platform knows that the registered user belongs to a clinical centre, when the
user records the patient ID, the platform addsdégR prefix with the initials of the centre.

In both solutions, the associationafeal name with a BD2Decide patient ID should be maintained
inside the clinical centre and by no means should we allow the clinicians to submit real names to the
BD2Decide User Interfaces and, in turn, the platform to translate internally to a BD2patie

ID.

4.3.1.2 Responsibilities and verification

ATC, as the ICT provider of the corresponding components of the platform for the eCRF based
pseudnymized data, is responsible for the proper generation of the BD2Decide patient ID and the
maintenance of this afa in the platform. ATC implements the respective authentication
mechanisms to allow clinicians to accgsseudoymized data, according to specific rules. The
security measures applied by ATC to tpeeud ny mi zed patientsd dat a
following section.

4.3.2 ATC security measures in the BD2Decide platform
Basic principles

Personal data undergoing processml) be kept and controlleth such a way as to minimise, by
means of suitable preventative security measures, the risk of their destarcki®s, whether by
accident or not, of unauthorized access to the data or of processing operations that are either
unlawful or inconsistent with the purposes for which the data have been collected.

Processing personal data by electronic meahsonly beallowed if the security measures referred
to below are adopted in accordance with ghigacy potection laws and regulations established at
EU and at each Countigvel:

a. computerised authentication;

b. implementation of authentication credentials manageprecedures;
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c. use of an authorisation system;

d. protection of electronic means and data against unlawful data processing opexations
unauthorised access;

e. implementation of procedures for safekeeping backup copies and restoring data and system
availability;

f. implementation of identification codes for specific processing operations performed by
health care bodies in respect of data disclosing health and sex life.

Purpose of data collection in BD2Decide

ATC is developing the patients’ documentation system [RiDE the clinical decision support
system (CDSS) through on premise deployment of relevant technologies and software solutions for
collecting, managing, processing and storipgeudonymizedpersonal data for the patients
participating in the clinical stuels of the BD2Decide clinical research centres. According to the
established regulations, ATC is acting as a Data Processor, collecting and processing
pseudonymizegbatients' data, as dictated by the BD2Decide Clinical Organisations, who are Data
Controlles.

The corresponding data will be used only for the purposes of the BD2Decide project, as they have
been described in the H20BMHCG-2015689715 BD2Decide Grant Agreement and the associated
Consortium Agreement. ATC will then use th&eudonymizedata, fom patients that have already
signed a consent form with their clinical centres, for:

a) administering PDS and CDSS;
b) allowing doctors to browsgseudonymizedata for the clinical status of patients;

c) enabling the execution of prediction analysis and prognostdels for Stage Il and IV
Head and Neck Cancer patients;

d) enhancing the cdecision process between the physicians and their patients on the
appropriate treatment to be followed;

e) estimating the life expectancy rate for the patients and comparingdiffierent prediction
models;

f) enhancing predictions by aggregating pgseudonymizegatients' data with other big data,
such as publicly available population data;

g) facilitating the implementation of the researchers' functionalities, as they are offettesl by
Visual Analytics Tool, developed by UPM.

Data storage

The BD2Decide software solutions, which ATC is implementing, will collectpgeudonymized
patient's data that are indicated in the electronic Clinical Record Format of the project. The
collecteddata shall not lead to the identification of any patient directly or infer to a patient through
any other data combination. In that respect, ATC hosts and maipsengonymizegatient data,
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which cannot be considered either as personal or sensitivanylrcase, ATC is harvesting the
BD2Decide data as being personal data, thus the appropriate security mechanisms to protect the
deployment of the BD2Decide solution are deployed by ATC.

The tools will process and s frastrueguret whichsis sdtagaa i n
ATC premises. This infrastructure consists of powerful Intel platform servers, suitable high
performance storage devices, firewall hardware and software and networking equipment combining
technologies to provide performanaed flexibility. To this end, the deployment of the BD2Decide
solution follows the security policies and procedures being applied by ATC, in order to manage any
personal or sensitive information required by the project. The storage area of the BD28@side t

will be implementing backup and restore mechanisms to ensure continuity in the provision of the
BD2Decide services.

Data retention and deletion

ATC stores the data collected by the clinical partners only for as long as it is necessary for the
delivery of the services offered through PDS and CDSS. Apart from where the law stipulates a
specific period, we retain theseudnymised data for the BD2Decide project period, which is until
December 2018, considering also an extension of this period by 90 dafacilitate the
demonstration of the tools during the BD2Decide final review meeting. In compliance to our legal
obligations with respect to the retention and deletion of personal information, in BD2Decide we set
out specific conditions for our data retiem policy and procedures for the BD2Decide
pseudonymizedata.

After the expiration of the BD2Decide data retention period, all the patpsaadonymizediata

will be deleted from the ATC infrastructure, including any backups. By default, the reteotioy

of tape backups of ATC currently cannot exceed the 5 weeks. Furthermore, specific project data
will be deleted following the written request from any Consortium partner, subject to the provisions
of the BD2Decide Consortium Agreement.

Data securiy and transfers

ATC is employing the appropriate technical and organisational precautions to prevent the loss,
misuse or alteration of any personal informationpseudonymizediata used in the BD2Decide
project. All the legally assigned BD2Decide repréatves that have access to the project data
stored into the ATC infrastructure are responsible for protecting the credentials they use for
accessing PDS and CDSS and keeping their password confidential.

Access to the BD2Decide data is allowed throughdstedised technologies, developed for the
project services. Specific user authentication and authorisation mechanisms are employed on the
service and data layers of the DB2Decide solution that allow-baded access to the
pseudonymizedata. According tohe operations foreseen in the project, the data collected from the
ATC software may be transferred to the BD2Decide big data infrastructure, managediry All
Image. Secure technical interfaces allow transferring the BD2Decide data to this infrastructure
through secure HTTP protocols.

Any other transfer is forbidden.
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Data access rights and third parties

In order to safeguard security of the projpseudonymizegatients' information, a number of
security measures are indicated. To this end, all BD2Dgquadigcipants that need access to the
pseudonymizednformation stored in ATC for the implementation of the BD2Decide project are
bounded by the Consortium Agreement for not disclosing any information outside the project. ATC
is using standardised technaileg) for secure storage, delivery and access of personal information,
as well as managing the rights of the users. In this way, there is complete guarantee that the
accessed, delivered, stored and transmitted information will be managed by the right, patBons
well-defined rights, at the right time.

Through the use of advanced firewall operations, the ATC network prevents the connection to open
network ports, and exchange of data will be through consortium known ports, protected via
password protected miegenisms and strict IP filtering rules. The BD2Decide platform, including
PDS and CDSS, will issue server side SSL certificates to validate secure connection of the
BD2Decide users to the software developed by ATC. In more details, within BD2Decide ATC is
developing the following data access mechanisms:

1 Security at the Application layer: this applies to the end users of the BD2Decide tools
deployed at ATC premises, namely clinicians, physicians, clinical researchers, etc., as well
as the software of other paers interfacing with the ATC tools, such as UPM for the Visual
Analytics tool and AHin-Image for the big data infrastructure. These stakeholders enter or
readpseudonymied patient data through the relevant software, which is released as a secure
Webapplication. In this application, access to the provided functionalities is granted through
HTTPS, while each user has their own credentials and defined role.

91 Security at the Transport layer: The server hosting the BD2Decide tools will be certified
through(self-signed) SSL certificates to be a trusted information source.

1 Security at the Network layer: If requested, and as long as it can be supported by the clinical
partners, ATC may introduce an additional level of security by enforcing IP filtering to
allow access to the BD2Decide tools hosted within the ATC network.

4.3.2.1 Responsibilities

In accordance to the obligations from the implementation of the BD2Decide Grant Agreement, all
the BD2Decide Consortium members assign authorised personnel to access AHtesarfitvthe
collected and processed data, subject to their role in the project.

4.4 ANONYMIZATION OF DIAGNGTIC IMAGES

Clinical partners identify the relevant imaging within their centers. Providing partners perform
image segmentation locally, using the segtation software distributed by the Fraunhofer Institute.

The Fraunhofer software is locally installed in the centers of the clinical partners. There is no direct
IT-link between thehospital’smedical data bank of Providing Clinical Partners and Reugivi
Partners outside the clinical centdrsaginganonymization is performed within the clinical centers
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of Providing Partners before passing tegmentedmaging to Receiving Partners. Therefore,
receiving Partners are not able to conclude to the patiédéntity by received imagingd-or
imagingamonymization a locally installed software is used. Lar@nymization software routinely
provided by the Dept. of Radiology alternatively software provided by technical partners (e.qg.
Fraunhofer Institute)s locally used Imaging is only passed to any partner outside the treating
center in anonymized way, that does not allow any backtracking.

Diagnostic images and extracted dg@assed to the Receiving Partners is primarily not linked to the
clinical daa of the patients. Unlinkeithaging data is analyzed by the Radiomics software by the
Receiving Partners (MAASTRCROLIMI). After analysis, radiomic data is integrated into the
BD2Decide software system and therefore linked to genetic and clinical dateotteling. This
strategy helps to prevents patient’s identification because of imaging and it prevents the usage of
clinically linked imaging data by third parties.g. Oncoradiomics Company). All Pls guarantee

that third parties have no access to th&BBcide database.

During modeling,ananymizd values, extracted from imaging data is linkedpseudonymized
clinical data angbseudaymized extracted genetic features by their pseudonymization that is able to
link the preanalyzed data sources. Since @dita sources are pamalyzed, the extracted data
composition is not sufficient to allow amgtracing of the patnt’s identity only by this combined,
pseudonymized data.

The imaging proceseepreserg a main component of the BD2Decide syst&aw imagesare
initially stored locally in the PACS (Picture Archiving and Communication Systemgach
clinical center. Theaw images are stored in DICOM (http://dicom.nema.org/standard.html) format.
The images in DICOM format include sensitive information alpaitens, such as nhame, gender,
ageandcity. This information are included in the header tags of the images files (metadata) and
also in the image itselDue to the risk of patient identification i$ necessarythat the images
acquiredand treated bthe BD2Decidesystemare previouslharmonymized.

The process of anonymization consists in dajep a t i sensitive Gand identity information
included in the images and in the metadata of the image filegrder © eliminaing the
information contained irthe image itself, a printed text detectienperformed(Figure 4-1). The
text detectionis executedoy processing the digital imagiand comparing the characteristics of the
regions of interest.

Image with embedded patient data Anonymized image

Anonymization

Figure 4-1. Image anonymization
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The anonymization process éxecuted locallyby a radiologist throughinternalssoftwaretools
installed on clinical centers.In Parma clinical center, the software SUITESTENSA
(http://www.esaote.com/dsS/healthcarét/softwarehealthcarat/p/suitestensais-pacs/)is applied

to raw imagesSUITESTENSA is an information and imaging management platform specifically
dedicated to Radiology, Nuclear Medicine, Radiotherapy, Breast Medicine, Interventialiia)] Ra
Orthopedics and Operating Room, which provide administrative, reporting angrposssing
tools. This solution is based on webabled technology and support standard communication
protocols, such as DICOM 3.0, HL7 and FEXML. The use of establisldestandards provides

A

systemsdé interoperability and avoiding data d

Similar tools to SUITESTENSAare used in theother clinical centers. The tools include
functionalities to export images and to eliminate all sensitive data (DICOM tags) linkbe to
patient.

Once the images amonymized an internal algorithm igmplemented to cross the data awod
presenthemto professionals. Iparticular, few demographitata {.e. age and gender) and patient’
clinical centerareavailableto the technicapartners allowing patient identityprotection withinthe
BD2Decide systemThe image anonymization process for Parma clinical center is represented
Figure4-2.

Pat i ent aréencodedanceidentifieth aspecificand uniquepatient identifier(patient ID),
defined into BD2Decide system. @lpatientD is automatically generated by OpenClinica tioe
retrospective study and Itlye CDSS forthe prospective study.

OpenClinica
& CDSS

2.
96&,
%
0

SUITESTENSA
Platform

Figure 4-2. Example of image anonymization in Parma center

4.4.1 Responsibilities and methods of verification

Regarding responsibilities, the patientso6 dat
assigned the appropriate personnel to enter data for retriogpact prospective studies into the
BD2Decide platform, in the form of electronic Clinical Format Record. These personnel are
responsible for the validation of data inserted into the platform.
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4.5 DATAINTEGRITY MANAGRIENT

4.5.1 Correspondence of data to the right patients

Correspondence of data to patients is responsibility of PIs at each participating hospital. In case of
biologic materials, the responsibility lays with the pathologists appointed by providing partners who
must ensure appropriate labeling of bgptal specimens before packaging and shipment. At the
receiving partner's premises, the responsible investigator (as defined in the relevant SOP and MTA)
are in charge of correctly assigning the data originated by the biomolecular/genomic analysis of the
biological specimens to the relevant patients by means of the unique ID assigned by BD2Decide.

The same applies to the segmented diagnostic images and related radiomics data generated by
MAASTRO form CTs and by POLIMI from MRI scans.

From a technical viewpot, the Pl of each participating hospital is required to check and approve
data inserted in the-€RF (OpenClinica) and in BD2Decide repositories by digitally "closing”
patients' records from his/her access account.

4.5.1 Data Base integrity

The integrity of he BD2Decide DB will be ensured by a periodic verification of data present in the
data bases. These verifications will be mandatory before data usage by models and big data
analytics systems.

Data preservation is ensured by the backup and restore presestablished for the project.

4.5.2 Responsibilities and methods of verification

Responsibilies and methods of verification lelveen described i8.5.4 3.4.2 3.6 and n above
paragraphs of the current document section

For data integrity, Data Managers appointed in each participating hospitals are in charge of this
verification and must report any data inconsistencies to the relevant Pls. The Pls of each
participating lospital will immediately activate the restore procedures, if relevant, and will inform
technology partners of possible data corruption issues.

4.6 BACKUP AND RECOVERMROCEDURES

It any partner notices data loss or unauthorized data use in any respect ogriteriBD2Decide
Project, he should directly inform the Coordinator and the Ethical Managers. Local discrepancies
may be solved locally. éeral discrepancies should be solved collectively within the Ethical
Board.

Backups of data will be performed in &agarticipating hospital as established by internal
procedures. For the OpenClinica datasets, backups will be performed awvieashonth Because
patients' data are collected and stored at each hospital site, manual integration of missing data from
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lag backup will be possible.

In particular for genomic data, a mirroring procedure has been established at INT to maintain a
daily copy of raw data on a second NA8dicated workstatiorCopies of BAM files are stored at
each hospital premises.

4.6.1 Responsibili ties and methods of verification

Each PI has to assure that the pseudonymization key is safely stored at only his institution. He has
to take care of the patient’s data locally and reassure that the right and correctly attributed data is
integrated into ta BD2Decide system. The same is valid for imaging data and biologic samples.
The local Pl also has to reassure a regularkgated local backup system for the data so that no
data loss should appear. As far as pseudonymized data, imaging or biologiessaragransferred

from a Providing Partner to a Receiving Partner, the Receiving Partner is in duty to protect the
commissioned data, imaging and sample as well as the obtained research results (raw data and
processed data). The Receiving partner alsadhasovide a functional, regularly tgated backup
system. Third parties should never let unauthorized insight in or even transfer of BD2Decide
attributed data. This point is even more to stress for data, commissioned of Providing Partners to
Receiving Peners.

For backups and restore procedures the following responsibilities are set:
1 Clinical partners (PIs) must maintain copies of patients' data in the hospital premises.

1 Data hosting partners (ATC for OpenClinica, partner to be defined for BD2Decid& CDS
datasets) are responsible to establish periodic (at least weekly) backups and restore
procedures.

91 INT is responsible to mirror genomic raw data.

1 MAASTRO and POLIMI are responsible to correctly associate radiomics data to the patient
ID indicated in the @dgnostic images used for radiomics features extraction and to provide
copies of extracted data to each participating hospital.

4.7 PATIENT'S WITHDRAWAL AND DA ERASURE

Each patient of the study can withdraw his participation at any time of the study witaotibning

any reason for this. The local Pls, who are the sole to able to identify the pseudonymized patient’s
data, shouldcorrespond it to the @rdinator and should make sure that the patient’s
pseudonymized data and imaging are identified and excétuie the BD2Decide data bank. Also

the biological sample of the patient must be removed and destroyed as well as the extracted data
(HPV, genomics). It must be reassured tligt patient camot have any disadvantage neither in
clinical handling and treatent because of his withdralw
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4.7.1 Responsibilities and methods of verification

Respamsibilities andmethods of verification are described in &fd are established in MTA and
DTA. The Pls of each participating hospitals must ensure that data and reateridestroyed.

4.8 MANAGEMENT OF DATA ATHE END OF THE PROIH

Data, imaging and biological speen are blnging and in the responsibility of the clinical
centers, providing them. Atlinical data, imaging andiological sample®r data generated out o

them (e.g. geneticanust only be used for theeedsof the BD2Decide project. The data and
materials might be maintained or be used for research after or beyond BD2Decide only on
exception basis and upon specific written agreements between the tweethpalties (Providing
Partner and Receiving Partneblere ¢hical aspects have to be respected and if necessary
additional ethi@pprovals and/or informeahient’s consentmustbeobtained.

The same is true for the use of clinical data, imaging avlddic materials and data generated by
third parties.The coordinator should be informed of the use of data dedicated to the BD2Decide
project and should get into contact with affected partners if necessary.

If no additional agreements are taken, fieewonymized clinical and pseudonymized, edited
imaging data havdo be savedfor 10 years Afterward both data sources should be erased.
Biological samples should be destroyed after the project unless other agreements between the
involved partners (Providingnd Receiving partner) are confirmed.

Ref. DTA and Ethics sectianof DoA.
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ANNEX A. TEMPLATE FORINFORMED CONSENT ATPARTICIPATING
HOSPITALS

We propose here the ICF standard template used by INT, which has been adapted by other
participating hospitalsaccording to the local requirements set by their Ethics Committees.

Study name A Prospective Observational Study for the Development and Validation of New
Prognostic Models in Head and Neck Cancer Patients

Principal investigator: Dr. Lisa Licitra, MPI of other hospitals)

Formn. 1

STUDY INFORMATION FOR THE PATIENT

This modulewill be deliveredo youwell in advance ofour finaldecision,
It provides essentiahformation on thénvestigationaktudythat you are asketb participate
It is important that youeadthis information andhatyoudiscuss with youdoctor
before signinghe consento participation in the study
(Formno. 2, "InformedConsent for Study Eolment").
The patienmay withdrawhis consenat any time

Introduction

The head & neck medical oncology department of the National Cancer Institute in(Mikis
replaced by the name of other hospitdlay promoted this study to identify clinicaadiological

and biological factors that may influence pat
for the most appropriate treatment for maximize its benefits in the future. The identification of
factors related to your clinical hisigrthe treatments you have received, the detection of alterations

of your genes and the characteristics of the microenvironment in which tumors grow might be a
valuable aid to your doctors in order to better select patients who can benefit -oararr
treatments currently available.

Involved population

Eligible patients for this study suffer from locally advanced squamous cell carcinomas of the head
and neck who are candidate to curative treatment with a combination of radiation, chemotherapy
and surgey.
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Study proposal

The studyaims to identify factors or combinations offactors relatecto tumor prognosisand
responseto treatmentable toinfluence diseasehistory. There areno benefitsfor you, butthe
scientific knowledgewhich will be derivedfrom this researclcould help,in the near futureto
improve and optimizéhe possibilities focancer treatment

Personal data collection and biological samples

The study aims to coll ect and analyze patien
Available data will be collected from medical records and all paper material and / or digital
attachments of the clinical chart. Radiological information will be also collected.

The study duration is not standardized since it will depend on the timeegdoicomplete the data
collection.

Cyto-histological samples from your archival tumor tissue already available will be simultaneously
stored. These samples will be used to evaluate the biological characteristics of the tumor such as the
presence of getie alterations or viral infections related to malignant disease (eg. HPV infection).

It will be assigned a serial number identifying these specimens and only the medical staff will be
able to associate it with you.

Participation in the study will produago change in the current practice and also no additional
diagnostic or monitoring procedure will be performed.

You will be asked to fill in a questionnaire investigating your quality of life at the beginning of the
study and one year later.

The study wil be conducted in accordance with the instructions contained in the
"Recommendations to guide physicians in biomedical research involving human subjects”, in
accordance with the Helsinki Declaration of the World Medical Association and the rules of "Good
Clinical Practice" issued by the European Union and transposed by the Italian Government.

Your biological samples will be stored at the Fondazione IRCCS Istituto Nazionale dei Tumori in
Milan and at the Department of Otolaryngology and Head and Neck Swrfgiry District, VUmc
Institute, in Amsterdam.

The stored material, in compliance with the Italian Privacy Act, will be used exclusively for
scientific research purposes, subject to the prior approval of the Ethics Committee of the National
Cancer Institte of Milan(relevant Ethics Committegif will never be used for profit and / or trade.

Your personal data (age, sex, medical history, previous or recurrent infectious diseases, allergies,
medications), to the exclusion of your name, and those relateé tustory of your disease (stage,
histological type, treatments performed, progression dates and Hatpwvill be collected,
registered and linked to information related to your biological material.
Sample collection and processing of your data valhimde upon approval by the Ethics Committee
only after you have read, understood and signed the Informed Consent Form.
Every patient who agrees to participate must give their written consent to the study, while asking all
the required explanations to tdector in charge, in order to understand all needed information.
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By signing this informed consent, you agree that researchers at the National Cancer Institute of
Milan use anonymously your biological sample and your personal data for research purposes.

Potential disadvantages
Your participation in the studgioes not involveredictableside effects

Your participating isabsolutelyolunteer; at any time you have the ability to revgker consentvithout
providing explanationsor loseany rights.

Insurance

Given the observational naturef the study the insurancepolicy provided by the Foundatioansures
appropriate coveragender currentegislation

Safeguards to protect the patient participating in the clinical study
This study was approved by thadependent Ethics Committee at the National Cancer Institute of
Milan (other Ethics Committees of participating hospjtals

Samples will be processed, stored and analyzed under the responsibility of:
Dr. Silvana Canevari and Dr. Loris De Cecco, as regafdyenomic analysis, at the Laboratory of
S.S. Service Functional Genomics and-ibi@rmatics, IRCCS Foundation, National Cancer
Institute, via Venezian, 1 Milan

Dr. RH Brakenhoff, as regards the analysis to detect the presence of viral infections dHiP\¢
Department of Otolaryngology and Head and Neck Surgery of the District, rm ZH 1 D 116, PO Box
7057, 1007 MB Amsterdam

Your participation in the study is totally free. This means that you can freely decide not to
participate in the study, there& not to sign this agreement, without affecting in any way the
assistance you will receive at that institution.

A copy of this information form and a copy of any Consent will be given to the patient who agrees
to participate in the study.

Information and expression ofconsentto the processing opersonal data
(Pursuant to Resolutids? of 24/7/2008Guidelines fomprocessing of personal data the contexof
clinical trials)

Processing Controllersand Related Issues

The National Cancer Institute in Néin (other participating hospitalvill process yourpersonal data
particularly thosen health and onlyto the extent thadre essentiab the objectiveof the studysolely on
the basif the realizatiorof the study

The updated lisbf those respotilsle for processing the dataf patients participatingn the studyand all
subjectswho treat them including analytical laboratories- is availableand at your requestthe doctor
responsible of the studwill provide it to you
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Nature of the data

The esearcher involved in the study will identify you with a code: the data relating to you collected
during the study (eg. date of birth, gender, your weight and your height etc, with the exception of
your name), will be recorded, processed and stored togeditle this code. Only doctors and
authorized entities will be allowed to link this code to your name.

Methods of data elaboration

The data, processed using electronic tools, will be disclosed only in strictly anonymous form, such
as through scientific geers, statistics and scientific conferences. Your participation in the study
implies that, in accordance with legislation on clinical trials of medicinal products, the personnel
involved in the study, the Ethics Committee and the Italian and foreign laegtbrities will know

the data that concern you, also those included in yours original clinical documentations, in such a
way as to guarantee the confidentiality of your identity.

Exercise of your rights

You may exercise the rights under Art. 7 of thal€dgeg. Access to your personal data, integrate,
update, correct and object to their treatment for legitimate reasons, etc.) Applying directly to the
Ethics Committee of the National Cancer Institute in M{laimer participating hospitgl

You may withdrav your participation from the study at any time and without giving any reason: in
this case, the biological samples related to you will be destroyed. No further data will be also
collected; those data already collected will be used without altering therssults.

By providing your written consent, you authorize those who are involved in the study (medical
staff, data managers, statisticians, inspection staff of regulatory bodies and those enabled by the
study protocol and / or by the current regulatjortsmanage your biological samples and health
information for the purposes of the study.

Any information about yourself will be published only in anonymous form, carefully and rigorously
avoiding any details that might in some way allow third partiesatce your identity. Moreover,
your data will be conserved in accordance with the security measures provided by the Code.

National Cancer Institute Milan IRCCS foundation protocol numBest. INT 65/16-66/16 (other
reference protocol for other partiaifing hospitals

Formn. 2

Study name A Retrospective Observational Study for the Development and Validation of New
Prognostic Models in Head and Neck Cancer Patients

Principal investigator: Dr. Lisa Licitra, Mther PI for other participating hass)
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INFORMED CONSENT FOR STUDY ENROLMENT

Thisform must be signeloly youonly if you decideo participate to thestudy
It is importantthat you havehoroughly discussedith your doctor before signintis consent.

The patientmay withdrawhis corsentat any time

| declare that | have been fully informed about the aforementioned clinical trial, that | have read the
Study information for the Patient form

oné. ./ ée. . eée.

| got a copy for my records, and | have discussed adequately with my Douotolged in this
study,

D~
~~
D~
D~
D~

on é. ./

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,

at eeeeeeeeeeeeeeeeeeeeeeeeceeceeeeeeeeeee. . |

2) | declare to be aware of the advantages and potential disadvantages linked to the object of the
study;

3) | give my free and informed consent to take part in theeafentioned clinical trial;

4) | authorize the collection, storage and use of biological samples as previously detailed;

5) | authorize, for the purpose of this clinical study, the management of data regarding myself, in
printed and electronic form, inompliance with current regulations, according to, among other
things, of Italian Legislative Decree no. 196/2003 and subsequent amendments to complement the
consent | have already subscribed to the processing of sensitive data at the Istituto Nazionale
Tumori in Milan;

[ I aut hori ze

I I do not authorize

to provide to my general practitioner,
Or e s
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news about my participation in this

Signature of Patient .........................

Name of the Patient
Date: A

Signature of the Legal Representative or Guardian ....... .....ccccevvveneee

(if appropriate)
NaME. .o

Date: ... .. /... .

Signature of WItNESS) .....ccovvvviiiiiiiiiiiiiiiiiee e
(if appropriate
NaME. .ot e

Date: ... .. [l

Signature of WItNESS......ccooeeiiiieiiiiiiieeeee e,
(if appropriate)
NAME. e

Date: ... .. /..... |

Researcher signature L

Name. ..

Date: ... .. /..... |

clinical study.
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ICF by UDUS

Patienteninformation

Sehr geehrte Patientin, sehr geehrter Patient!

Sie werden gegenwartig als Patient der Hals-, Nasen- und Ohrenklinik
(HNO-KIinik) am Uniklinikum Dusseldorf arztlich behandelt. Das Uniklinikum
Dusseldorf betreibt eine Biobank an der der Fachbereich HNO-Klinik
beteiligt ist. Bei dieser Biobank handelt es sich um eine Sammlung von
menschlichen Biomaterialien wie Blut, Urin oder Gewebe, verknupft mit
ausgewahlten medizinischen Daten. Die Hals-Nasen- und Ohrenklinik bildet
einen fachspezifischen Anteil dieser Biobank.

Die Untersuchung von menschlichen Biomaterialien und die Analyse der
daraus gewonnenen oder zu gewinnenden Daten sind zu einem wichtigen
Instrument medizinischer Forschung geworden. Deshalb fragen wir unsere
Patienten und daher auch Sie, ob sie bereit sind, uns bestimmte
Korpermaterialien und Daten fir die Forschung zur Verfigung zu stellen.
Ihre Teilnahme ist vollig freiwillig. Soweit Sie sich nicht beteiligen
mochten oder lhre Zustimmung spater widerrufen mochten,
erwachsen Ihnen daraus keine Nachteile.

Im Folgenden informieren wir Sie Uber die Ziele der Biobank des
Uniklinikums Dusseldorf (Fachbereich HNO-KIinik), die Verfahrensweisen
und die MaBnahmen zum Schutz lhrer personenbezogenen Daten, damit
Sie sich auf dieser Grundlage l|hre eigene Meinung bilden und eine
Entscheidung treffen kénnen.

Sollte Ihnen etwas unklar sein, fragen Sie bitte Ihren behandelnden Arzt
bzw. Ihren Studienarzt, bevor Sie Ihre Zustimmung erteilen. Sie kdnnen
sich wegen Rickfragen auch zu einem spateren Zeitpunkt an jeden Arzt
der HNO-KIlinik wenden.

1. Ziele der Biobank

Die Biobank des Uniklinikums Dusseldorf (Fachbereich HNO-KIinik) dient
der FoOrderung medizinischer Forschung. In der Biobank werden
Biomaterialien und ausgewahlte Daten langfristig aufbewahrt und fir die
Forschung zur Verfigung gestellt, um die Vorbeugung, Erkennung und
Behandlung von Erkrankungen zu verbessern. Innerhalb der HNO-Klinik
beschéaftigen wir uns in unterschiedlichen Arbeitsgruppen im Speziellen mit
der Entstehung, Verbreitung und Behandlung von Tumoren und
Entziindungen im Kopf-Hals-Bereich sowie, immunologischen Reaktionen
und Mdoglichkeiten der Gewebemodulation im Kopf-Hals-Bereich.
Ausserdem wird die genetische Veranlagung zur Ausbildung von
Erkrankungen im Kopf-Hals-Bereich, wie z.B. Tumoren, Entzindungen
(Allergie, Nasennebenhdhlenentziindungen) oder Horstérungen untersucht.

2. Um welche Art von Biomaterialien und Daten handelt es sich?

Bei dem Biomaterial handelt es sich um Gewebe und Korperfliissigkeiten,
die im Laufe lhres derzeitigen Krankenhausaufenthaltes zum Zweck der
Untersuchung/Behandlung entnommen, dafiir jedoch nicht mehr benétigt
werden und daher ansonsten vernichtet wirden.

Hinzu kommen Blutproben (bis zu 20 ml), Schleimhautabstriche des oberen
Luft-Atemtraktes und Sekretproben aus der Nase, den Nasennebenhdhlen
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ANNEXB. ETHICS COMMITTEES APROVALS

The clinical study approvals have been acquired for retrospective and prospective studges in th
following participating hospitals:

BD2Decide Hospital Retrospective study Prospective study

AOP Ethics Committee Parm Ethics Committee Parm
12/04/2016. Resolution n. 7/1' 12/04/2016. Resolution n. 7/1

Prot. n. 12532 08/0472016  Prot. n. 12534 08/04726

INT Ethics Committee Istitutc Ethics Committee  Istitut
Nazionale dei Tumori Milano Nazionale dei Tumori Milano
22/03/2016. Study N. INT 22/03/2016. Study N. INT
66/16 65/16

ubuUS Included in Ethics Committe Ethics Committee Dusseldo
Disseldorf 22/04/2016 an 22/04/2016. Resolution 1
11.07.2016 Redotion n. RH/NM 201609; UDUSN:T.
RH/NM 201609 UDUS Nr. 5472
5591 and 5472

MAASTRO Outcome Prediction it Ethics Committee Maastr
Head&Neck Cancer Patien 03/05/2016. Resolution n. 547
After Radiotherapy Patient
(OutcomeH&N),
ClinicalTrials.gov  Identifer:
NCT01985984

The Head and Neck Tumc
Biobank, ClinicalTrials.gov
Identifier: NCT01644786

vumc Not required, already achieve Not appicable. VUmc does nc
for previous studies accordir perform prospective study.
to National Ethics Regulations
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AOP

SERVIZIO SANITARIO REGIONALE
EMILIA-ROMAGNA
Azienda Ospedaliers - Universitaria di Parma

ssst SERVIZIO SANITARIO REGIONALE
$3%r EMILIA-ROMAGNA

.
YYD Amimnda Unita Ssnitasia Locade di Parma

»
L
]
N

Cométato Etico per Parma

IF Comitato Etico per Parma in data 12 Aprile 2016 verbale n, 7/15

fia valutato il seguente studio osservazionale

A prospective Observational Study for the Development and Validation of Mew Frognostic Medels in Hesd and Neck
Cancer Fatients for Decision Suppart

PROTOCOLLO: BD2DecidePro nell'ambite del Frogeto “Big data and models for personalized Head and Neck
Cancer Decision Support”,

SPONSOR/IPROMOTORE: HORIZON 2020

INVESTIGATORE PRINCIPALE: Praf Tite Pali L0 Chirurgia Maxillo-Facciale

DOCUMENTI ESAMINATI

Lettera dt trasmissions

Protocolla, Profocel Version 2,1 — 01 March 2018

Sinossi, Versione 2.1 del 01 Marzo 2048

Grant Agresment

Echeda Clinica per la Raccolta dei Dati, Viersion 1.1 — 27 Movermber 2015

Allegato B2 — Dichiarazione del Promotore — Sperimentazione MO PROFIT, Versions de! 1302016

Motifica racoolta dati relros pettivi, 180352016

Delega ai collaboratorn, 21032016

Elenca Centri partecipanti ed Elence Centri collaborateri, Versions 1 el 18032016

Feglio Informativa & dichiarazione & consenso alla speimentazione nel caso d pazmenti adulll & capaci,

Wersione 1 del 180372016 B

+ Feglio Infarmative e dichiarazione di consenss alla sperimentazione nel caso d soggelli incapaci, Versione
1 del 18/03/2015

+ Informativa & manifestazione del consenso al trattamento dei dati parsanali, Versions 1 del 18/032016

* Informativa e manifestazione del consenso al rallamenta dei dati personali pazienti incapaci, Versione 1 de
TE03208

+  Lettera al Medico Curante, Versione 1 del 18052016

= Curriculum Vitae Prof Bak

*  Modula Assunzione di Responsabiila o assenza di confitto di interessi par STUHO NO-PROFIT, versione
del 18032018

« Parere del Centro Coordingtons

Comitats Etlco per Parma

Via Grarmscl, 14 - 43800 Parma

T +30.0531 703013-703957- F. +19.0521, 704702
SOMERCEToO DA, ek - v, S0, pr it comitatoation
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EMILIA-ROMAGHNA

Comidate Efico per Fama

SERVIZIO SANITARIO REGIONALE

il SERVIZIO SANITARIO REGIONALE
EMILIA-ROMAGNA

Asjenda Units Sanitarka Locale i Parma

i Comitato Etico per Parma in data 12 Aprile 2016 verbale n. THE

ha valutato il seguente atudio osservazionale

A refrospeciive Obeeryational Sy for the Davelopment and vighidation of New Prognostic Models in Head ana Meck

Cancer Patients for Decision Suppor.

PROTOCOLLO: BD2DecideRe nell'ambila del Progetic

Cancer Decision Support”
SPONSORPROMOTORE: HORIZON 20

"Big data and models for parsonalized Head and Meck

20
INVESTIGATORE PRINCIPALE: Frof. Tilo Poli 1.0, Chirurgla Macxillo-Facciale

DOCUMENTI ESAMINATI

Lertera di trasmisaions

Grant Agresment

Delega ai collaborator 2 MARDE

l-tltllllt

Wersione 1 del 18032018

1 del 18/0312016

Elents Ceniri partecipant! ed Elencd
Faghio infarmative & dichiarazions di conse

Ergtocolle, Protocol Verson 2.4 - 0 March 2016
Sipossi, Versone 2.1 del 01 Marzo biial-]

Geheda Clinica per la Raccolta del Dati, wversion 1,1 — 27 Novernber 2015
Allegato B3 — Dichiarazions del Pramotore — Sparimentazicne MO PROFIT, Versione deal 180372018
Natifica raceolta dali retrospettivi, 18/032016

Cenin collaboraton, Versions 1 del 18032018

fso alla spenmentazione rel caso di pazient adull & capaci,

Foglic Informative & dichiarazione di cONSENS0 &

ia spedmentazions nel caso di soggedl incapaci, Versona

«  Informativa & manifestazione del consenso af trettaments dei dati personali, Versiona 1 del 18032016
Informatlia & manifastazions del consenso al tratlamanto dai dati personall pazien) incapaci, Varsione 1 del

VRAAR0NE

« Laters al Medico Curarts, Versicne 1 el {BADIE0NE

Curriculum Vitae Frof, Foll

« Modulo Assunzione di Responsabilits @ assenza

del 16032016
« Parere osl Centro Coordinatone

di gonfiitte di interessi per STUDIO NO-PROFIT, wersione
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Fondazione LR.C.C.5.
ISTITUTO NAZIONALE DEI TUMORI

......:....

D33 Milano (Ttaly), Via Venezian, 1 - E-mail: etico@istitutotuman, mi. it — faoe +30 02 2390 3453 - tel,: £3902 2390 2545

COMITATO ETICG

Dot ssa Lisa Licira O

gé%f“m“gm Medica 3 DM - 370603 - ZA0W016

Fendazione IRCCS Isbiuto Nezianale Tumon - Milano
SR DEcCcE

Milano, 22 marzo 2016

Oggetto: "Studio osservazionale prospettico per lo sviluppo e la validszione df
nuovi modelli prognosticl in pazienti con fumaore della testa e del colle al fine di
sviluppare uno strumanto d supporto decisionale - BD2DecidePra”

Con riferimento alle studio osservazionale in oggetto, si comunica che durante la
seduta del 22 marzo 2016 il CE ha preso visione della documentazions
presentata in data 02 marzo 2016 e informa che, per quanto di sua compstenza,
nulla osta alla effettuazicns dello studia.

A questo studio I'ufficio di segreteria ha assegnato il N. INT 65M6. A guesto
numero ufficiale va fatto riferimento per ogni comrispondenza.

Il Presidents

{5('.'?" Dott. Valter Torri

4.

D . LABLANA
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Fondazione LR.C.C.S.
ISTITUTO NAZIONALE DEI TUMORI

20133 Milano (Tealy), Via Venezian, 1 - E-mail: etcof@msuiuotumant.mi it - o 39 02 2300 3453 — tel.: +39 02 2390 2545

COMITATD ETTCO

Dott z=a Lisa Licitra

5.C. Oncelegia Medica WA O

Oi - F370805 - 23032016
Foncazione IRCCS Isttuln Nazienala Tumer - Milans
SR DECCE

Milano, 22 marzo 2016

Oggetto: "Studio osservazionale retrospelfivo per lo sviluppo e la validazione g
nuovi modelli prognosticl in pazienfi con tumore della lesta & del collo af fine df
sviluppare uno sfirumento di supporfo decisionals - BD2DecideRe”

Con riferimento allo studio osservazionale in aggetto, si comunica che durante |a
seduta del 22 marzo 2016 il CE ha preso visione della documentazione
presentata in data 02 marzo 2016 e informa che, per quanto di sua competenza,
nulla osta alla effettuazione dello studio,

A questo studio I'ufficlo di segreteria ha assegnato il N. INT 66/16. A guesio
numero ufficiale va fatto riferimento per ogni corispandenza,

Il Presidents

[35'.(" Dott. Valter Tori

-

DR 2. Laian/cd
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UubUS
Medizinische Fakultat Mf"ﬂ
Ethikkommission HEINRICH HEINE
UNIVERSITAT DUSSELDORF
Heinrich-Heine-L D = 40204 D0 Prof. Dr. med. T. Hohlfeld
Vorsitzender
Frau
Dr. med. Kathrin Scheckenbach Prof. Dr. rer. nat. K.-D. Kréncke
Klinik fur Hals-Nasen-Ohren-Heilkunde CGeschiftsfihver
-HIER -
Dr. rer. nat. N. Fitzner
Telefon 0211/ 81-18591
Telefax 0211 / 81-19592
Ethikkommission@
Bitte stets angeben: med.uni-duesseldorf.de
- Interne Studiennummer: 5472
»Software-basiertes Model zur personalisierten Entscheidungsunter-
stiitzung bei Kopf-Hals-Karzinompatienten - Big Data and models for Ethikkommission an der Medi-
personalized Head and Neck Cancer Decision support gm::-*"m“'““"
Kinderklinik Geb. 13.41
Ebene 03 Raum 34
Moorenstr 5
Sehr geehrte Frau Dr. Scheckenbach, 40225 Disseldor!
die Ethikkommission der Medizinischen Fakultat der Heinrich-Heine-
Universitat Dusseldorf hat das von Ihnen vorgelegte Studienprotokoll mit
- dem o.g. Titel gepriift und beurteilt.
www.uni-duesseldorf.de
Seitens der Ethikkommission bestehen keine ethischen oder rechtlichen
Bedenken gegen die Durchfiihrung lhrer Studie. Disseldorf, 22.04.2016
Nach Abschluss des Projektes bitten wir um Ubersendung eines knappen
Schlussberichtes oder einer abschlieRenden Publikation.
Fur die Durchfiihrung Ihrer Studie wiinschen wir viel Erfolg!
Mit freundlichen GriRen
AA V. Rrw
Prof. Dr. Klaus-Dietrich Kroncke
i. A. der Kommission
Seite 1von 1
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Medizinische Fakultat
Ethikkommission

Heinrich-Heine-Universilat Dusseldorf =) 40204 Dusseldorf

Frau
Dr. med. Kathrin Scheckenbach
Klinik fur Hals-Nasen-Ohren-Heilkunde

- HIER -

Bitte stets angeben:

== Interne Studiennummer: 5591
»Retrospektive Evaluation von multimodalen Outcome-Indikatoren bei
Patienten mit Tumorerkrankungen im Kopf-Hals-Bereich*

Sehr geehrte Frau Dr. Scheckenbach,

die Ethikkommission der Medizinischen Fakultét der Heinrich-Heine-
Universitat Dusseldorf hat das von lhnen vorgelegte Studienprotokoll mit
dem o.g. Titel gepruft und beurteilt.

Seitens der Ethikkommission bestehen keine ethischen oder rechtlichen
Bedenken gegen die Durchfuhrung lhrer retrospektiven pseudonymisierten
Datenanalyse.

Nach Abschluss des Projektes bitten wir um Ubersendung eines knappen
Schlussberichtes oder einer abschlieRenden Publikation.

Fur die Durchfuihrung lhrer retrospektiven pseudonymisierten Datenanalyse

wiinschen wir viel Erfolg!
Mit freundlichen GriiRen
A AN KT

Prof. Dr. Klaus-Dietrich Kroncke
i. A. der Kommission

F A7

HEINRICH HEINE

UNIVERSITAT DUSSELDORF

Prof. Dr. med. T. Hohlfeld
Vorsitzender

Prof. Dr. rer. nat. K.-D. Kréncke
Geschiftsfiihrer

Dr. rer. nat. N. Fitzner
Wissenschaftliche Mitarbeiterin

Telefon 0211/ 81-19591
Telefax 0211 / 81-19592

Ethikkommission@
med.uni-duesseldorf.de

Ethikkommission an der Medi-
zinischen Fakultat der HHU
Diisseldorf

Kinderklinik Geb. 13.41
Ebene 03 Raum 34
Moorenstr. 5

40225 Disseldorf

www.uni-duesseldorf.de

Diisseldorf, 11.07.2016
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