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1. INTRODUCTION

The tests of the device on volunteer patients for clinical validation have todsectioicatiareeistigation

and will respect the standard 1ISO14155:2011 (Clinical investigation of medical devices feGomthian subje
clinical practice). Clinical investigations must take into account scientific principles underlyihg the col
clinical data along with accepted ethical standards surrounding the use of human subjects.

The clinical investigation conducted will respect the Directive 95/46/EC about the protection of individ
regard to the processing of personal data fird thovement of such data. As requested by the Directive:
90/385/EEC and 93/42/EEC, the clinical investigations will be carried out in accordance with the Decl
Helsinki adopted by the 18th World Medical Association in Helsinki, Einland, in 196

All clinical investigations will be based on the MEDDEV 2.7/4 (December 2010) guidelines. The g
address the requirements of Annex X of directive 93/42/EEC and Annex VII of directive 90/385/EEC (as
by directive 2007/47/EC) and are lomsdde GHTF document SG5/N3:2010. These guidelines offe
clarifications on conformance with EN 1S@:2808%nd EN ISO 142:2009 for clinical investigations, and

on meeting the Essential Requirements of the relevant directives. The docgueanpeopittearily on

two points: 1) when clinical investigations would be needed to show compliance with relevant E
Requirements and, 2) general clinical investigation principles for medical devices. As is the typical appr
MEDDEV guidanageneral recommendations and interpretations are offered rather than detailed cover:
investigative procedures.

Before conducting any test on the volunteer, the patients will be informed on the nature and purpos
procedure, the risks (notgmsthe benefits and the uniqueness of this procedure. The patient will have
opportunity to ask questions to elicit a better understanding of the procedure, so that he or she can
informed decision to proceed or to refuse to participist of tine device. Only after this procedure the
request of signing an informed consent will be made to the patient. For assays using samples taken fron
a parental permission to authorize the study will be requested.

Recruitment of participant

- Participant, inclusion/Exclusion criteria

Participants eligible for the Validation of Analytical Characteristics (WP3, T3.4) will be healthy adults w
to be recruited after signature of the Informed Consent Form. Con8tlkegti@osayiseumoniaagnd
Bordetella pertussi#l be inoculated in samples extracted from these healthy participants in order to dete
the analytical characteristics of the assay.

Participants eligible for the ValidationcbhiPa¢ Diagnostic Charactsri@VP7, T7.1) will be children and
adult patients with specific suspicion of acute respiratory infection admitted to the medical centres Ho
Sant Joan de Déu and Parc Sanitari Sant Joan de Déu. Recruitment will only be confirmedfafter com
informed consent procedure and signature of Informed Consent Forms by participants or the
representatives.

All samples will be prospectively analysed. No samples previously stored biobanks will be retrieved ar
for the study.

- Indirecincentives and benefits for participation

The Patient Information Sheet will inform padictpantguardiaotthe benefits expected for patients and
society that will potentially derive from their participation as per the following writing:
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i E xteddenefits for patients are the following:

A To access rapid and precise diagnostics of infections causptbdnccus pneumordad
Bordetella pertussisthe first visit to the health care facility, eliminating further visits to the clin
laboatory for sample extraction and outpatient visits for collection of diagnostic results.

A To benefit from Famasive or minimally invasive sample extraction, which is preferable for pedi
patients, especially newborns and infants.

A To benefit froimely and specific therapies against respiratory infections, from a better recovery
disease and, in the case of hospitalization, from a shorter stay in hospital.
Expected benefits for society are the following:
A To reduce emerging resistance totagibdue to antibiotic misuse derived from inadequate diagnosi
of respiratory infections and from inappropriate antibiotic treatment.

A To improve surveillance and control of respiratory infections by public health agencies by early c
of disease threaks and adoption of preventive measures against infection spread in the communit

A Maecosteffective utilization of health care resources
Participants will not obtain any immediate benefit for their health as a consequence of padigipatidg in the
- Risks for participants

Healthy adults recruited for the Validation of Analytical Characteristics (WP3, T3.4) will not be exposed |
since sample collection will benmasive (nasopharyngeal aspirates) or minimally invasive (fow®: prick bl

Extractions from participants will be performed in a dedicated room while inoculation of infectious ¢
samples will be performed in a separate laboratory room that only laboratory technicians are allowed to «

No additional risks arecgrated for children and adult inpatients recruited for the Validdiimnabf Pre
Diagnostic Characteristics (WP7, T7.1) because sample collection will be performed as an activity
necessary and inevitable for the diagnosis and subsémemtdfdbeir disease in hospital. No specific
extractions for the sole purpose of the study will be required from these inpatients.

- Nature of the data collected from the participant

Patient personal data will only be retmrddidical data management purposes. However, samples will b
adequately anonymized in order to secure confidentiality of patient information.

- Informed consent procedures

A Patient Information Sheet for Collection of Biological Samples anddwusbkribFFoeus for Utilization of
Bi ol ogi cal Samples (for adults and for chil dre
the Hospitalsdéd Ethics Committee to proceed.

The Patient Information Sheet will include the followang aspec
A Reference data of the RESPOC Project (including name and contact details of the Principal Inve
in charge of the study)
A General description of the study

Statement of voluntary nature of participation. Statement of no subsequent iciganttakdéme de
by the eligible participant in his/her relationship with the health care professionals of the medical
where the study will take place.

Statement of benefits derived from the participation in the study
Statement of no additional reskged from the participation in the study
Statement of privacy and confidentiality of participant personal data under Spanish laws

Statement of no financial consequences for the participant, neither expenditures nor potential
derived from the grtial commercialization of the results of the study

>\

> > > >
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A Statement that children older than 12 years will be issued themselves a Patient Information Shee
Informed Consent Form for signature.

See attached file of Patient Information Sheet for fdimitigital Samples.
The Informed Consent Forms will include the following aspects:

A Identification data of participant

A Statement of the participant that he/she has read the Patient Information Sheet, has been gi
possibility to ask questions dbeustudy, has been given the possibility to speak with the Princip
Investigator of the study, and understands that his/her participation is voluntary

Aln the case of the specific I nformed Conse
repesentative that all appropriate information has been given in his/her presence to the child a
explanation has been adapted to the child level of understanding

A Statement that the sample will be destroyed upon completion of the study

See attachedefil o f I nformed Consent Forms for Utilizat
representatives, respectively.

The informed consent procedure will follow a procedure starting with a heath care professional descript
study and itsofential benefits to eligible participants and their representatives (in the case of chil
Information will be adequate and sufficient so that the participant is able to evaluate and decide wheth
part in the study or not. After the patticading the Patient Information Sheet, a time for clarification
questions and doubts will be allowed. In addition, participants will be given the possibility to think o
decision and consult with other persons and with the Princgtal invelstigge of the study for further

explanations. In case of acceptance to take part in the study, one copy of the signed Informed Consent
be issued to the participant and another copy will remain under custody of the Principal Investigator.

Use of human biological samples

- Source of human biological samples

Sources of human biological samples will be healthy adults for the Validation of Analytical Characterist
T3.4) and children and adult inpatients for the Validattnicdagnostic Characteristics (WP7, T7.1).
Inpatient personal data (hame, surname, sex, age, home address) will only be recorded for clini
management purposes. However, samples will be adequately anonymized in order to secure confide
patiet information. No secondary use of existing samples will be performed and samples will be destro
completion of the study.

Privacy/confidentiallity procedures

Samples collected will be dissociated from personal data and anonymizedf thEosaamplalio the
Molecular Microbiology Department of the Hospital Sant Joan de Déu for analysis, the Principal Invest
replace the clinical | aboratory code of the sa
secod code that will identify the sample in the study. The only sample data associated with this second
be the results of the diagnostic assays performed with the PCR gold standard technique, which will h.
previously recorded for clinicaladitag) purposes. These data will remain for subsequent comparison with
results delivered by the RESPOC assay. Linkage of codes will be kept under custody of the Principal In
of the study and only accessible to this professional.

Legal Frameork
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Data management of participant personal information will comply with the Spa®jisih LaDa&4ha%er,

of protection of personal data and with be in accordance with the EU legal framework, particul:
Recommendation Rec(2006)4 of thettéerfrMinisters to member states on research of biological materic
of human origin (Adopted by the Committee of Ministers on 15 March 2006 at the 958thmeeting of the I
The Ethical Committee of the Hospital Sant Joan de Déu alread\e grralpasatiaccording to the Spanish
Law 14/2007 of Biomedical Research.
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2. ETHICS REVIEW REP(HQ)

- ’
(Z‘)I EiShicuI Review\in‘FP% '0 .

Ethics Review Report

PROPOSAL PROGRAMME PROPOSAL ID ACRONYM
FP7-SME-2013 606488 RESPOC
REVIEW DATE
22 May 2013

1. Identification of the issues* raised by the project (panel’s assessment)

e Adult Patients

o Pediatric patients

e Human biological material (nasopharyngeal aspirates, nasopharyngeal swabs, capillary
blood (fresh and existing samples)

e Data protection and privacy

e Genetic data

* (e.g. the involvement of children, patients, vulnerable people, animals, non-human primates, human
mnterventions and tissues, data protection and privacy, hESC, ...)

2. Ethical issues

a) Were the ethical* aspects of the proposed research well described in relation to
its objectives?

Yes [ ]No

The RESPOC instrument will be a diagnostic platform designed to detect bacterial and viral
respiratory pathogens. Initially it will identify Streptococcus pneumoniae (pneumococcus)
and Bordetella pertussis which are two of the most prominent pathogens which cause vaccine-
preventable infections. The solution will be based on the development of DNA extraction and
DNA amplification methods integrated into a low-cost microfluidic lab-on-a-chip (LoC)
consumable. The POC instrument will be validated and demonstrated at the facilities of the
RTD hospital participant and at the facilities of the SME end-users.
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b) Were the ethical* aspects of the proposed research well described in relation to
its methodology?

[] Yes No

The applicants have given no precise information with respect to the Ethical Issues arising in
this proposal, of which there are many.

Validation: the project includes, among other tasks, a laboratory validation of the analytic
characteristics of the assay and an in-field pre-clinical validation of its diagnostic
characteristics and usability. The title of WP7 is actually misleading as it does not only
include the demonstration of the instrument but also validation activities.

Participants, inclusion/exclusion criteria: There will be three types of participants as
described in WP7:

For the evaluation of performance and operational characteristics of the RESPOC instrument
samples from pediatric and adult patients will be used.

For the evaluation of usability characteristics lab workers will participate, selected from a
number of point of care settings. This part of the research will take the form of a questionnaire
survey. No sample questionnaire has been provided.

Human biological material: Genetic analysis will be performed on human biological
material with the use of bioinformatics approaches (WP3, T.3.1). The applicants state in the
Ethical Issues Section (new document provided) that « the samples used will be unlinked from
any personal data, and the results obtained will only be used to assess the performance of the
proposed diagnostic device in front of reference analytical techmniques. No clinical
investigation will be performed, and the results obtained will not have any diagnostic value».
This description is not sufficient as the source of the samples must be clear and legitimate.
These samples are :

a) archived samples taken from HSJD biobank. Numbers are provided (40 for B. pertussis and
40 specimens for S. pneumonia) but no further information regarding the origin of the
material.

b) fresh samples will be collected from pediatric and adult patients with suspicion of pertussis
disease admitted to the HSJD and 1 secondary-level hospital in the Catalonia region (WP 7,
Task 7.1). It should be noted, however, that this collection of fresh samples is not included in
the description of the role of this particular institution in the Consortium (Part b, p.48) where
it is stated that “HSJD is responsible for the RTD development in WP2 (Development of
sample collection and DNA extraction methods) and WP3 (Development of reagents and
DNA amplification assay). Numbers of samples to be taken are also provided but no other
information regarding recruitment of participants etc.

Informed consent, Information Sheets: the applicants do not approach the issues of the need
or the content of informed consent both regarding biobanks and fresh samples.

Data protection issues: The applicants do not specify how anonymization of fresh samples
will take place (WP7, T.7.1)

606488 — RESPOC 2/5

Project AcronyRESPOC D7.1i WP7Demonstration
Contract N606488 PageB



— —
SEVENTH FRAMEWORK
PROGRAMME

Project AcronyRESPOC D7.1i WP7Demonstration
Contract N606488 Paged







































