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COLLABORATION AGREEMENT ENTERED INTO BY ARAGÓN FUNDACION IIS ARAGON OF HEALTH RESEARCH FOUNDATION (FUNDACIÓN IIS ARAGÓN) AND ……………SPONSOR FOR THE PERFORMANCE OF THE POSTAUTORIZACION STUDY ENTITLED:

“…………………………………………………………………………………………………..”

Protocol Code: ………….
Nª EudraCT Nº:………….

In compliance with the Post-authorization observational Study protocol approved by the Clinical Research Ethics Committee of reference of ………………..,(date)  and the (notificación) of the Post-authorization observational studies to the Agencia Española del Medicamento (date).

Zaragoza , on the ….. day of ……. of …..

BETWEEN:
On the one hand:

Mr………………, acting in the name and on behalf of…………………. to the power of attorney granted before the Notary Public of………….., on the ………..day of ……………, under the number ……..of his protocol, which is valid –as he states–, and with business address at ……………..

On the other hand: 

Mr Óscar López Lorente with National Identity Card number 25.448.429-X, Executive Director of Instituto Investigación Sanitaria Aragón  with Tax ID number G99426132, and registered address on Centro de Investigación Biomédica de Aragón (CIBA) Avda. San Juan Bosco, 13 50009 Zaragoza.
Mr/Mrs …………………………….. with National Identity Card number ………………………, Sector Manager …., in his/her capacity of legal representative of  Hospital……………….., where the Project is going to be developed.

D…………………………………with National Identity Card number …………………………, of the Service of …………………centre Hospital ………………..acting in his/her capacity of PRINCIPAL INVESTIGATOR 

Given that all of them mutually recognize their necessary legal capacity to grant this agreement,

THEY STATE:

1. That …………….is interested in developing Post-authorization observational study on the product described in the protocol.

2. That the centre Hospital …………….is aware of the protocol of the Post-authorization observational Study –subject matter hereof– and gives its consent to the performance of the same in its centre, in the terms and conditions that are established hereinafter, and will facilitate the development of the same.

3. On 27 October 2014, a foundation agreement was signed by the regional Ministry of Health, Social Welfare and Family Affairs of the Government of Aragón, the Instituto Aragonés de Ciencias de la Salud [Aragón Health Sciences Institute], the Servicio Aragonés de Salud [Aragón Health Service] and the Universidad de Zaragoza [University of Zaragoza] for the creation of the Fundación Instituto de Investigación Sanitaria Aragón (IIS Aragón).
By virtue of the foregoing, both parties agree to establish the following:

CLAUSES:
1. PURPOSE OF THE AGREEMENT

The principal investigator undertakes to perform the Post-authorization observational Study suggested by………………, in its/his/her capacity of sponsor of the Study, in compliance with the characteristics described in the protocol, the title of which appears at the beginning of this document.


The principal investigator declares to be aware of the Spanish legislation in force in relation to Post-authorization observational Studies and undertakes to perform this Study in accordance with the regulations applicable to them.


Also the principal investigator will ensure that all patients participating in the Post-authorization observational Study meet the requirements of current legislation.

2. PARTICIPANTS
For any variation in the members of the research team, the prior authorization of the study sponsor must be applied for and it shall be communicated to the FUNDACION IIS ARAGON.

On the other hand, the Study sponsor shall appoint –for the purposes of supervising the suggested study– the following people:


Head of the Project:………..
Study Supervisor …………..


In the event that any of them are replaced, the sponsor shall communicate the identity of the substitute to the investigator and to the centre. If applicable, the notification of said change shall be attached hereto.

3. RESPONSIBILITY FOR THE PROJECT

The Post-authorization observational Study –subject matter hereof– shall be performed under the direct and personal responsibility of the principal investigator.


Likewise, the principal investigator shall ensure that the Postautorización Study adapts to the requirements and conditions established in the corresponding administrative authorization.

4. PLACE TO PERFORM THE STUDY

The Post-authorization observational Study –subject matter hereof– shall be performed at the Unit of …………..the Hospital

5. OBLIGATIONS OF THE STUDY SPONSOR

  1.
To establish the standardized working procedures.


  2.
To sign, together with the investigator, the protocol and any modification thereof.

3. To ensure that the investigator performs the study as specified in the protocol.
4. To provide all the basic and clinical information available on the product under research and to update it throughout the study.

5. To provide the documents relating to the study, needed to comply with the applicable law.

             6.
 Study medication will not be given because it is an Observational Study that responds to routine clinical practice.
7. To inform the health authorities and the Ethics Committee for Clinical Research of Aragon of: 



a)
Adverse, serious and unexpected events that may be related to the treatments under research, needed to comply with the applicable law.



b)
Any information derived from studies performed on animals suggesting a significant risk for human beings, including any findings of teratogenicity or carcinogenicity. The sponsor, together with the investigator, shall take the necessary measures to protect the individuals in the Study.

   8.
To provide the investigator and the Ethics Committee for Clinical Research of Aragon, where applicable, with any information of an immediate significance to which the sponsor has access during the Study.

   9.
To agree with the investigator on the obligations in relation to the data processing, preparation of reports and publication of results. In any case, the sponsor is responsible for the preparation of final or partial reports of the Study and for their communication to the Spanish Drug and Health Care Products Agency.

The obligations of the Sponsor, in addition to all established in Royal Decree 577/2013 of 26 of July on the pharmacovigilance of medicinal products for human use is regulated and in order 3470/2009 of 16 December, which publish guidelines on post-authorization observational studies for medicinal products for human use.

6. OBLIGATIONS OF THE PRINCIPAL INVESTIGATOR

1.
To conduct the practical performance of the Study and to sign, together with the sponsor, the application, both of them being jointly responsible.


2.
To agree on and to sign, together with the sponsor, the protocol of the Study.


3.
To know in detail the properties of the drugs under study.


4.
To obtain the informed consent from the individuals before their inclusion in the Study.

5. To coordinate, supervise and instruct the collaborators

6. To gather, register and notify data in compliance with the regulations on Good Clinical Practice (GCP)

7. To inform the sponsor of unexpected or serious events immediately, except those expressly signalled by the protocol as not requiring immediate communication.

8. To ensure that all the people involved shall respect the confidentiality of any information on the individuals of the Study.

9.
To inform the Ethics Committee for Clinical Research on the development of the study on a regular basis.


10.
Together with the sponsor, to be jointly responsible for the preparation of the final report of the study, and to give his consent to the same with his signature.


11.
To strictly follow the rules of Good Clinical Practice, currently recognized by the scientific community (and compulsory according to the Spanish legislation), including the obligation to keep the identification codes of the individuals taking part in the study, at least, for 15 years following the end or the interruption of the study.


12.
To initiate and finish the study within the deadlines established in the protocol.


13.
To deliver, at the sponsor’s request, a summary of the study conclusion within a period of time of 60 days starting from the end of the study, as well as a clinical report.


14.
To attend and participate, in person or by delegation, at the meetings of investigators convened by the sponsor.


15.
To receive and collaborate with the head of the project, supervisors and auditors of the study in order to ensure the quality control of the study.

16. In the event that the principal investigator ceases to participate in the study due to dismissal, transfer or any other cause, the investigator undertakes to propose a suitable substitute and to manage his/her acceptance by the study Sponsor, the Managing Director of the Fundacion IIS Aragon of Health Sciences and the Ethics Committee for Clinical Research for the purposes of ensuring the continuity of the study.

7. OBLIGATIONS OF THE SUPERVISOR

The obligations of the Supervisor of the Studio established in SAS/3470/2009 Order of December 16, laying down guidelines on post-authorization observational studies for medicinal products for human use and are published in Royal Decree 577/2013, of July 26, on the pharmacovigilance of medicinal products for human use is regulated

8. OBLIGATIONS OF THE FUNDACION IIS ARAGON AND OF THE CENTRES

The FUNDACION IIS ARAGON shall be responsible for the material management of the economic funds for the development of the study, according to the economic report attached hereto, including the compensation for the investigators and the administrative costs. To that end, the FUNDACION IIS ARAGON shall establish the appropriate procedures with the Aragonese Health Service and its dependent centres.

The FUNDACION IIS ARAGON shall include the information on the health care resources used in the centralized management system for clinical research projects carried out in the Autonomous Region of Aragon, ensuring the confidentiality of the study data and respecting the provisions of the Law on Data Protection.

To that end, it shall collect, register and manage those data relating to the health care resources used in the clinical research, the quality control of data and the statistical analysis of the information obtained.

The centre shall facilitate, in its premises, in the terms agreed herein, the development of the study.
9. INFORMED CONSENT

It is imperative that the subject freely give their informed consent before being included in the Study. This wording should be ensured compliance with the provisions of SAS/3470/2009 order of December 16, laying down guidelines on post-authorization observational studies are published and in the DR 1344/2007 of 11 October on the pharmacovigilance of medicinal products for human use is regulated.

10. FINANCIAL AGREEMENT

The Sponsor agrees to pay the amount of € …………….€ (VAT not included) for the performance of this study in the relevant centre. 

The distribution of total budgeted funds for the completion of the study will follow the following distribution:

Expenses incurred in the execution of the protocol: 85% 

Administration expenses of the FUNDACION IIS ARAGON: 15%

 Invoicing, on the part of the Fundacion IIS Aragon, shall be calculated per patient, according to the degree of development of the study. The said development shall be calculated according to the recruitment of patients and the visits made to them. These shall be valued according to the following table. 

Recruitment: 

V1……….€

V2………..€

V3…………€

Total: 100%

On administrative management concept of the clinical trial, the amount of 800 € + IVA shall be paid on signing contract in a single instalment. The payment shall be made, upon receipt of the invoice
The calculation of the performance degree of the study for the purpose of invoicing shall be notified quarterly by the sponsor to  Fundacion IIS Aragon of, following the same visit schedule detailed above.

The forecasted number of patients to be included will be of…………..patients

Given that it is a competitive study, the number of patients to be included shall amount to…….. patients in this centre, with the possibility of exceeding this number to reach the maximum amount of ……….. patients for the whole study in Europe.

Patients who must withdraw from the study due to an adverse effect attributable to the drug/s or health care material/s under research shall be considered, for the purposes of invoicing and payment, as if they had been visited all the times as scheduled.

In the event that patients withdraw from the study due to other reasons, the amount to be paid shall be calculated in proportion to the visits made.

          The first payment will be made when the contract is signed and will be …..% of the total forecasted amount.

Once the recruitment and the visits equivalent to that percentage have been achieved, the remaining amount 

will be paid on six months intervals according to the degree of fulfilment of the study (in terms of number of 

visits made). 


In the event when the study  does not achieve the ::::% already paid  FUNDACION IIS ARAGON will return the amount receivedbut 

not spent

Economic funds, the delivery of which is the obligation of the sponsor for the development of the study, shall be credited by the sponsor to the current account designated to that end by the FUNDACION IIS ARAGON, in its capacity of administrator of the same.


The general and economic obligations derived from this agreement are exclusively binding in relation to the performance of the study and may not extend or bind in an implicit manner to any other kind of commercial relationships and operations between ………….the Hospitals and researchers participating in the study.

None of the participating parties may enter into with another participant or third parties, any agreements or economic exchange of any kind in relation to the performance of the study, apart from the provisions hereof.

Invoicing details:

· Name:………..

· Address:……….

· Tax Id. Number: ………

· Shipment Address:……….

· Contact Telephone:…………


In case the invoice is not addressed to the Sponsor, the following will be added:


The Sponsor requests and authorizes FUNDACION IIS ARAGON to invoice the amounts referred in this contract to: (invoicing details). The Sponsor shall continue to guarantee the payment and in case of any failure to pay FUNDACION IIS ARAGON will be able to invoice those amounts directly to the Sponsor.


Notwithstanding that, payments made by the CRO will  discharge the Sponsor.  

11. DURATION OF THE STUDY

The Post-authorization observational study –subject matter hereof– shall be initiated when the sponsor of the study delivers its material, once that the permits have been obtained and the drugs have been imported, and shall end within _______________months following its commencement. In the event that the recruitment or the experiment are not finished within the respective deadlines, the parties hereto shall adopt, by mutual agreement, such measures as they may think appropriate.

12. INCLUSION OF PATIENTS

The period to include patients shall end by the end of……………………..


The sponsor reserves the right to interrupt the inclusion of patients in the following cases:


1.
If the principal investigator does not include, without a justification accepted by both parties, the agreed number of patients during the period of time established in the previous paragraph.


2.
If the number of patients that have to be included in the study by the various participating researchers is reached, when the study is a multi-centre study.

When there are justified reasons to carry out any modification in this section of the agreement, such modification shall be established by mutual agreement and in writing between both parties hereto.

13. SUSPENSION OF THE STUDY

The study may be suspended before its conclusion, by sending a notification in writing to the Ethics Committee for Clinical Research, to the General Directorate for Health Care Products, to the  Fundacion IIS Aragon and to all the corresponding health authorities, in any of the following cases:


a)
If from the available data, it is inferred that it is not safe or justified to keep on administering the study drug and/or the comparative drug or the placebo to patients.


b)
Due to the non-fulfilment on the part of the principal investigator of any of the terms hereof.

c) If the fulfilment of the protocol is deficient or data are repeatedly incomplete or inaccurate.


d)
By the mutual agreement of both parties hereto.



This agreement must be expressed in a written document.


The conclusion of this agreement and of the ongoing clinical studies shall require discussion and coordination in order to ensure the safety of the patient, the continuity of the treatment and the compliance with the legal regulations in force applicable to this matter.


In any of these cases, a report must be prepared and signed by both parties, stating the reasons behind the suspension of the study.


Upon the conclusion or suspension of the study, the principal investigator shall return to the sponsor the materials supplied and all medication not used that the principal investigator might have.


In the case of early conclusion of the study, the sponsor of the study shall only pay the works that have been performed so far.

14. CONFIDENTIALITY AGREEMENT


In view of the confidential character of all the documents  belonging to the sponsor of the study, the principal investigator, the collaborating or participating staff of the study undertake to:


1.
To receive and to keep all the information in a confidential manner.

 2.  To use the information received for the purposes and objectives established  herein only.

3. To reveal the said information to third parties only with the prior written authorization of the sponsor of the study, and provided that the third party is involved in the study and undertakes, in writing, to respect the secrecy of the information in the terms established herein.

4. This confidentiality agreement is applicable both to the investigator and all the people collaborating with him/her or participating, whether directly or indirectly, in the study.

The foregoing shall not be applicable to any information that:

1. Is or becomes in the public domain, without any responsibility of the investigator or the collaborating or participating staff of the study.
2. Is lawfully received by third parties without the principal investigator or the collaborating or participating staff of the study  having failed to comply with this confidentiality agreement.

3. Was previously known to the principal investigator or collaborating or participating staff of the study.
4. It was compulsory to reveal such information under a legal order (e.g., the Clinical Research Committee).

The principal investigator and the collaborating and participating staff of the study must not use the information supplied or any part thereof in their own benefit or in the benefit of third parties and shall not provide any third party with any kind of material containing confidential information, unless specified herein. In this sense, the Organic Law 15/99, of 13th December, regulating Personal Data Protection must be strictly complied with.

The FUNDACION IIS ARAGON, notwithstanding the foregoing, may register and process the information relating to the care actions, consultations, tests..and for the purposes of managing the care resources provided to the patients included in the study To that end, the FUNDACION IIS ARAGON may use the information of the protocol, case report form or any other necessary documents. 

15. PERSONAL DATA PROTECTION

In view of the great attention to detail of the study and to the obligations of its sponsor, when storing and processing personal data of researchers/investigators and/or patients, the appropriate measures must be taken in order to protect them and to prevent them from being accessed by unauthorized third parties, even following the expiration of the agreement. 


The Parties agree that the gathering, treatment and communication of the personal data and the health information from the individuals subject to the study, and the personal data of the principal researcher and his research team will fulfil the applicable data protection legal requirements  and, specifically the Organic Law 15/99, of 13th of December, regulating the protection of personal data. 

The personal data that are collected shall be included and processed in a file of Clinical Trials, aimed at managing and controlling the clinical trials assessed by the Ethics Committee for Clinical Research of Aragon. The body in charge of the file is the Aragonese Fundacion IIS Aragon of Health Sciences, and the address at which the interested party may exercise the rights to access, rectification, cancellation and opposition is: Avda. San Juan Bosco, 13, 50009 Zaragoza ; all of this is informed in compliance with article 5 of the Organic Law 15/1999, of 13th December, regulating the Personal Data Protection. 

16. OWNERSHIP OF THE RESULTS


The intellectual and industrial property rights that might be derived from the experimental assessment that is the subject matter hereof shall belong to the sponsor, without prejudice to the rights that the law confers to the researchers.


The sponsor may use the results of this study to submit them to the governmental authorities of any country.

17. INTELLECTUAL PROPERTY AND PUBLICATIONS

In relation to this clause, what has been approved in this study protocol shall be applicable.

18. INSURANCES AND LIABILITIES
According to the provisions of Royal Decree 1344/2007 of 11 October, on the pharmacovigilance of medicinal products for human use is regulated and the Order of December 16 SAS/3470/2009 adopting the guidelines are published on post-authorization studies observational drug for human use type, no insurance policy will be recruited because it is a post-authorization Study observational, leaving without paying the premiums to cover liability on the Study, as approved by the Committee.

19. VALIDITY AND WITHDRAWAL
This agreement shall come into force upon its signature by both parties and shall be valid for the period of time necessary to perform the study. This agreement shall expire when the principal investigator delivers the final report to the sponsor.

This agreement shall expire when the study  is suspended whether due to any of the causes referred to in section 2 of article 59 of the Law 29/2006, dated 26th July, on Guarantees and Rational Use of Drugs and Health Care Products, or to the mutual agreement or at the request of any of the parties in the following cases:

·
Impossibility to include a minimum number of patients that will allow the final assessment of the study within a reasonable period of time.

·
Force Majeure events.

·
If an interim analysis of existing data were to make this advisable.

·
At the request of the Sponsor or Principal Investigator due to a duly justified cause.

In all cases, the Sponsor shall pay the amount corresponding to the work performed, as established in CLAUSE 10. 

20. JURISDICTION

This Agreement shall be construed and controlled by the laws of Spain, and to the exclusive jurisdiction by the courts sitting in the city of Zaragoza. 

IN WITNESS WHEREOF, both Parties sign in quadruplicate at the place and on the date first above written.

For the centre Hospital ………




For the sponsor

Mr.xxxxxxx     






Mr.xxxxxxx     

For the principal investigator



For the Aragonese 









Fundacion IIS Aragon of Health Sciences
Dr………… 






Dr………
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