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1.  INTRODUCTION 

The tests of the device on volunteer patients for clinical validation have to be considered as clinical investigation 
and will respect the standard ISO14155:2011 (Clinical investigation of medical devices for human subjects - Good 
clinical practice). Clinical investigations must take into account scientific principles underlying the collection of 
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 individuals with 
regard to the processing of personal data and the free movement of such data. As requested by the Directives 
90/385/EEC and 93/42/EEC, the clinical investigations will be carried out in accordance with the Declaration of 
Helsinki adopted by the 18th World Medical Association in Helsinki, Finland, in 1964. 

All clinical investigations will be based on the MEDDEV 2.7/4 (December 2010) guidelines. The guidelines 
address the requirements of Annex X of directive 93/42/EEC and Annex VII of directive 90/385/EEC (as amended 
by directive 2007/47/EC) and are based on the GHTF document SG5/N3:2010. These guidelines offer 
clarifications on conformance with EN ISO 14155-1:2009 and EN ISO 14155-2:2009 for clinical investigations, and 
on meeting the Essential Requirements of the relevant directives. The document provides guidance primarily on 
two points: 1) when clinical investigations would be needed to show compliance with relevant Essential 
Requirements and, 2) general clinical investigation principles for medical devices. As is the typical approach with 
MEDDEV guidance, general recommendations and interpretations are offered rather than detailed coverage of 
investigative procedures. 

Before conducting any test on the volunteer, the patients will be informed on the nature and purpose of the 
procedure, the risks (not present), the benefits and the uniqueness of this procedure. The patient will have the 
opportunity to ask questions to elicit a better understanding of the procedure, so that he or she can make an 
informed decision to proceed or to refuse to participate in the test of the device. Only after this procedure the 
request of signing an informed consent will be made to the patient. For assays using samples taken from children, 
a parental permission to authorize the study will be requested. 

 

Recruitment of participants 

- Participant, inclusion/Exclusion criteria 

Participants eligible for the Validation of Analytical Characteristics (WP3, T3.4) will be healthy adults who accept 
to be recruited after signature of the Informed Consent Form. Control strains of Streptococcus pneumoniae and 
Bordetella pertussis will be inoculated in samples extracted from these healthy participants in order to determine 
the analytical characteristics of the assay. 

Participants eligible for the Validation of Pre-clinical Diagnostic Characteristics (WP7, T7.1) will be children and 
adult patients with non-specific suspicion of acute respiratory infection admitted to the medical centres Hospital 
Sant Joan de Déu and Parc Sanitari Sant Joan de Déu. Recruitment will only be confirmed after completion of 
informed consent procedure and signature of Informed Consent Forms by participants or their legal 
representatives.   

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

- Indirect incentives and benefits for participation 

The Patient Information Sheet will inform participants or their guardians of the benefits expected for patients and 
society that will potentially derive from their participation as per the following writing: 
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ñExpected benefits for patients are the following: 

Á To access rapid and precise diagnostics of infections caused by Streptococcus pneumoniae and 
Bordetella pertussis in the first visit to the health care facility, eliminating further visits to the clinical 
laboratory for sample extraction and outpatient visits for collection of diagnostic results. 

Á To benefit from non-invasive or minimally invasive sample extraction, which is preferable for pediatric 
patients, especially newborns and infants. 

Á To benefit from timely and specific therapies against respiratory infections, from a better recovery from 
disease and, in the case of hospitalization, from a shorter stay in hospital. 

Expected benefits for society are the following: 

Á To reduce emerging resistance to antibiotics due to antibiotic misuse derived from inadequate diagnosis 
of respiratory infections and from inappropriate antibiotic treatment. 

Á To improve surveillance and control of respiratory infections by public health agencies by early detection 
of disease outbreaks and adoption of preventive measures against infection spread in the community. 

Á More cost-effective utilization of health care resources 

Participants will not obtain any immediate benefit for their health as a consequence of participating in the study.ò 

- Risks for participants 

Healthy adults recruited for the Validation of Analytical Characteristics (WP3, T3.4) will not be exposed to any risk 
since sample collection will be non-invasive (nasopharyngeal aspirates) or minimally invasive (finger prick blood). 
Extractions from participants will be performed in a dedicated room while inoculation of infectious strains in 
samples will be performed in a separate laboratory room that only laboratory technicians are allowed to access. 

No additional risks are anticipated for children and adult inpatients recruited for the Validation of Pre-clinical 
Diagnostic Characteristics (WP7, T7.1) because sample collection will be performed as an activity that is 
necessary and inevitable for the diagnosis and subsequent treatment of their 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 recorded for clinical data management purposes. However, samples will be 
adequately anonymized in order to secure confidentiality of patient information. 

- Informed consent procedures 

A Patient Information Sheet for Collection of Biological Samples and two Informed Consent Forms for Utilization of 
Biological Samples (for adults and for childrenôs representatives, respectively) will be in place after approval by 
the Hospitalsô Ethics Committee to proceed.  

The Patient Information Sheet will include the following aspects: 

Á Reference data of the RESPOC Project (including name and contact details of the Principal Investigator 
in charge of the study)  

Á General description of the study 

Á Statement of voluntary nature of participation. Statement of no subsequent impact of the decision taken 
by the eligible participant in his/her relationship with the health care professionals of the medical centres 
where the study will take place. 

Á Statement of benefits derived from the participation in the study 

Á Statement of no additional risks derived from the participation in the study 

Á Statement of privacy and confidentiality of participant personal data under Spanish laws 

Á Statement of no financial consequences for the participant, neither expenditures nor potential benefits 
derived from the potential commercialization of the results of the study 
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Á Statement that children older than 12 years will be issued themselves a Patient Information Sheet and an 
Informed Consent Form for signature. 

See attached file of Patient Information Sheet for Collection of Biological Samples. 

The Informed Consent Forms will include the following aspects: 

Á Identification data of participant 

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

Á In the case of the specific Informed Consent Form for the childôs representative, statement of the 
representative that all appropriate information has been given in his/her presence to the child and that 
explanation has been adapted to the child level of understanding 

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

See attached file of Informed Consent Forms for Utilization of Biological Samples for adults and for childrenôs 
representatives, respectively. 

The informed consent procedure will follow a procedure starting with a heath care professional description of the 
study and its potential benefits to eligible participants and their representatives (in the case of children).  
Information will be adequate and sufficient so that the participant is able to evaluate and decide whether to take 
part in the study or not. After the participant reading the Patient Information Sheet, a time for clarification of 
questions and doubts will be allowed. In addition, participants will be given the possibility to think over their 
decision and consult with other persons and with the Principal Investigator in charge of the study for further 
explanations. In case of acceptance to take part in the study, one copy of the signed Informed Consent Form will 
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 Characteristics (WP3, 
T3.4) and children and adult inpatients for the Validation of Pre-clinical Diagnostic Characteristics (WP7, T7.1). 
Inpatient personal data (name, surname, sex, age, home address) will only be recorded for clinical data 
management purposes. However, samples will be adequately anonymized in order to secure confidentiality of 
patient information. No secondary use of existing samples will be performed and samples will be destroyed after 
completion of the study. 

 

Privacy/confidentiallity procedures 

Samples collected will be dissociated from personal data and anonymized. Upon arrival of the sample in the 
Molecular Microbiology Department of the Hospital Sant Joan de Déu for analysis, the Principal Investigator will 
replace the clinical laboratory code of the sample (associated with the hospitalôs patient clinical record code) by a 
second code that will identify the sample in the study. The only sample data associated with this second code will 
be the results of the diagnostic assays performed with the PCR gold standard technique, which will have been 
previously recorded for clinical diagnostic purposes. These data will remain for subsequent comparison with the 
results delivered by the RESPOC assay. Linkage of codes will be kept under custody of the Principal Investigator 
of the study and only accessible to this professional.  

 

Legal Framework 
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Data management of participant personal information will comply with the Spanish Law 15/1999, of 13 December, 
of protection of personal data and with be in accordance with the EU legal framework, particularly the 
Recommendation Rec(2006)4 of the Committee of Ministers to member states on research of biological materials 
of human origin (Adopted by the Committee of Ministers on 15 March 2006 at the 958thmeeting of the Ministers). 
The Ethical Committee of the Hospital Sant Joan de Déu already evaluated the proposal according to the Spanish 
Law 14/2007 of Biomedical Research. 
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2.  ETHICS REVIEW REPORT (EC) 
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