
AGREEMENT TO CONDUCT A POST-MARKETING OBSERVATIONAL STUDY WITH 

MEDICINAL PRODUCTS

Title: “________________”

Protocol Code: ___________.
In ________ on ___ _________ 201_,
I. BY AND BETWEEN
For one party (Centre) Mr José Manuel Ladrón de Guevara with ID card no 15241009-J in his capacity as Managing Director of the Organización Sanitaria Integrada Donostialdea and representing this Organisation, with residence in Paseo Dr Beguiristain s/n postcode 20014, San Sebastián (Gipuzkoa) and Tax Number S5100023J
(Asociación Instituto BIODONOSTIA, herein after referred to as BIODONOSTIA), Of the second part, Mr. Julio Arrizabalaga, in his capacity as Director and on behalf of this Organization, based in Paseo Beguiristain s/n, postcode 20014, San Sebastian (Gipuzkoa) and Tax Number  G-75020313.
(Sponsor) Of the third part _______________, on behalf of the _______________ (hereinafter "Sponsor"), with registered address in _______________ and Tax Number. _______________ with legal capacity to sign this contract.
(Principal Investigator) And of the fourth part, _______________, NIF _______________and with registered address, for notification purposes, in the Site's Servicio _______________). Acting on his own behalf, as Principal Investigator, (hereinafter also referred to as "Principal Investigator").
Details of the organization representing the Sponsor, where they exist:
 (C.R.O) _______________,his capacity as _______________,for _______________, and on behalf of this Organization based at _______________, and with Tax number _______________, (hereinafter the “CRO”), legally empowered to sign this contract in accordance with Annex  VI: Letter of Authorisation.
All the parties mutually recognize the capacity necessary to sign the present document.
II. Declare

1. That the Sponsor is interested in conducting a post-marketing observational study with medicinal products, with the identification details described at the beginning of this document, and with the aim and purpose described in the following terms ________________
2. That for his part, the Principal Investigator, after having been proposed by the Sponsor, wishes to exercise the functions that the current regulations confer on him. Among them, the Principal Investigator must ensure that conducting of the study will not change prescribing habits, or interfere with his health care obligations.
3. That the fundamental aims of the Biodonostia Institute are to promote the biomedical and epidemiological  investigation of public health and health services, to scientifically explore the programmers and policies of the health service and to preferentially enhance transnational research geared to accelerating the transfer of scientific knowledge to clinical practice, in accordance with international recommendations within the territorial scope of Gipuzkoa, by virtue of the collaboration agreements with Osakidetza/SVS, under which it is entrusted with the management of  R&D is being carried out within its organization-
4. That the Site agrees to execute the post-marketing study under the conditions agreed by the Sponsor and the Biodonostia.
For this, and in compliance with aforementioned, the Parties sign the present Agreement for the conducting of the observational post-marketing study with a medicinal product (hereinafter, also called the “Agreement”), based on the following,
III. Stipulations
1. Purpose
1.1. The purpose of the present Agreement consists of the execution, on behalf the Sponsor, of the observational post-marketing study with a medicinal product, identified as “________________” (hereinafter “Study”) with code ________________ (hereinafter, “Protocol”), which will be carried out in the facilities of the Site, under the direction and responsibility of the Principal Investigator and coordinated and managed by the Biodonostia.
1.2. The purpose of the Study must have a real scientific interest, and its aim must be to complement the information obtained in the clinical development of the medicinal products established prior to their approval. Under no circumstance will the post-marketing study be used as any kind of covert promotional practice or as a method for inducing medical prescription. 
1.3. The estimated number of patients to enroll will be ________________ patients in this Site 
1.4. The Sponsor entrusts the Principal Investigator with the task of recruiting the patients required for the adequate running of the Study. These patients, who will be subjected to the Study, must be screened in accordance with the periods set out in the Protocol without affecting the rights of the Parties to extend the initially estimated period.
2. Execution Conditions.

2.1. Protocol 

2.1.1. The Study will be executed subject to the conditions and requirements of the Protocol that accompanies this Agreement as Appendix I (hereinafter, the “Protocol”), respecting the current legislation. 

2.1.2. The Parties will comply with that stipulated in the Protocol, including amendments or modifications, in accordance with that set out in Orden SAS/3470/2009, de 16 de diciembre (Order SAS/3470/2009, of 16 December).

2.2. Start and duration of the Study. (Administrative route established in Appendix III.)

2.2.1. The start of the Study will depend on obtaining the requirements established in Orden SAS 3470/2009 and that is shown as Appendix III to this Agreement, approval by the Management of the Site and the signing of the present Agreement by all the Parties. 
2.2.2. The duration of the Study will be that set out in the Protocol ________________) and its calculation will start from the signing of the present Agreement and the obtaining of the necessary legal requirements.

2.2.3. The Sponsor is obliged, as soon as possible, from obtaining the necessary legal requirements depending on the type of Study, to notify them to the competent authorities and to the Biodonostia.
2.3. Modifications.

2.3.1. Any modification to the Protocol must be agreed between the Sponsor and the Principal Investigator, and must be notified to the EC and the AEMPS for their approval, in the event that it may apply to the Agreement, it should also be approved by the Site and the BIODONOSTIA. If it is considered as a substantial modification or amendment, it will be evaluated if the appropriate adaptations must be made to the Agreement and / or its Appendices by the corresponding addendum.

2.3.2. Any change of personnel who take part in the study must be previously communicated for approval, to the Sponsor, to the EC and the Biodonostia.
2.4. Legal-ethical regulations.

The Study will be conducted subjected to the current applicable legislation on the signing of this Agreement and while it is in force, and in particular, the following

2.4.1. Real Decreto  1720/2007, de 21 de diciembre, por el que se aprueba el Reglamento de desarrollo de la Ley Orgánica 15/1999, de 13 de diciembre,  de Protección de Datos de Carácter Personal (Royal Decree 1720/2007, of 21 December, which approves the Regulations on the execution of Organic Law 15/1999, of 13 December, on the Protection of Personal Data).
2.4.2. Ley 41/2002, de 14 de noviembre, básica reguladora de la autonomía del paciente y de derechos y obligaciones en materia de información y documentación clínica (Law 41/2002, of 14 November, basic regulatory law of the freedom of the patient and rights and obligations as regards clinical information and documentation).

2.4.3. Decreto 3/2005 (País Vasco), de 11 de enero, por el que se crea el Comité Ético de Investigación Clínica de la Comunidad Autónoma del País Vasco (Decree 3/2005 (Basque Country), 11 January, by which the Autonomous Community of the Basque Country Clinical Research Ethics Committee is created).

2.4.4. Decreto 102/2005, de 26 de Abril, por el que se regula la realización de estudios post-autorización de tipo observacional con medicamentos, en el País Vasco (Decree 102/2005, of 26 April, which regulates the conducting of observational post-marketing studies with medicinal products, in the Basque Country).

2.4.5. Ley 29/2006, de 26 de julio, de garantías y uso racional de los medicamentos y productos sanitarios (Law 29/2006, 26 July, on Guarantees and Rational Use of Drugs and Health Devices).

2.4.6. Real Decreto 1344/2007, de 11 de octubre, por el que se regulan los estudios posautorización de tipo observacional  con medicamentos (Royal Decree 1344/2007, 11 October, which regulates observational type post-marketing studies with medicinal products)
2.4.7.  Orden SAS/3470/2009, de 16 de diciembre, por la que se publican las directrices sobre estudios posautorización de tipo observacional para medicamentos de uso humano (Orden SAS/3470/2009, of 16 December, which publishes the directives on observational type post-marketing studies for drugs for human use).

2.4.8. It is agreed that it will be conducted in accordance with the Professional Ethics set out in the Helsinki Declaration.
2.5.  Informed Consent.
2.5.1. If the Study requires the subject to be interviewed or in the event that, using other information sources, it is not possible to adopt a secure dissociation procedure that ensures that the information that is handled does not contain personal data, the informed consent is requested in accordance with that established in Orden SAS/3470/2009, of 16 December.
2.6.  Access.

2.6.1. The EC will have at any time access to the documentation associated with the Study necessary to carry out the follow up of studies as established in the regulations, particularly to the Informed Consent forms of the patients who take part in the Study, if necessary. 

2.6.2.  The competent Health Authority and the monitors and/or auditors appointed by the Sponsor will be able to access, for follow up purposes, and for the purpose of verifying the accuracy and reliability of the data provided by the Principal Investigator on the subjects participating in the Study, to the clinical information and documentation on these subjects that is in the Site. The appointed monitors and/or auditors will work in accordance with that established in Art. 6 of the Orden SAS/3470/2009. The Principal Investigator must ensure that the monitors, auditors or CROs respect the rules on confidentiality of any information about the Study subjects.

2.6.3. The Site will also give access to these data to the EC and the inspectors of the competent health authorities, as well as the monitors and / or auditors.

2.7. Publication of the Results.

2.7.1.  The Sponsor is obliged to publish the results of the Study, whether these are positive or negative, and will be responsible for preparing the final or intermediate reports, as well as to communicate them to all those involved in the Study. To this end, the Principal Investigator will provide the clinical data obtained during the Study and stipulated in the Protocol to the Sponsor for the preparation of the final report, which will also be signed by the Principal Investigator.

2.7.2.  The Study results cannot be published by the Biodonostia, the Principal Investigator or the Site until the Study is finalized, and they must have the prior approval for this purpose issued by the Sponsor. To this end, a copy of the proposed publication must be submitted to the Sponsor to be reviewed, with a minimum notice of forty five (45) days before the date for submitting it for publication. If there is no response from the Sponsor after that period, the proposed publication will be understood as approved.

2.7.3.  The lack of approval to publish the Study Results will not prevent Biodonostia, the Principal Investigator or the Site from using the Study data generated by the Site and Principal Investigator for its own internal educational and non-commercial research purposes. 
2.7.4.  If the final results of the Study (being understood as such, in the case of multicenter studies, as the overall results) are not submitted for publication by the Sponsor within a period of twenty-four (24) months from having received the final report, the Principal Investigator could make the aforementioned results known for professional purposes, and in scientific journals and publications. However, a copy of the proposed publication must be submitted to the Sponsor to be reviewed, with a minimum notice of forty five (45) days before the date for submitting it for publication in order that, if required, the Sponsor may propose modifications that should be incorporated when they are for the purpose of removing confidential commercial, technical or scientific information.

2.7.5.  When the results are presented in meetings or published in scientific journals in all cases will the rights of the author/s or inventor/s to be stated as such be respected. Likewise, mention will be made of the Site, as the place where the Study was conducted, and the Sponsor that financed the Study. 

2.7.6. The participation of the Principal Investigator or his co-investigators as authors in multicenter publication will be determined in accordance with the policy of the Sponsor and the generally accepted standards of authorship.

2.7.7. If it was a multicenter study the results will not be published for at least six (6) months from the first multicenter publication. 

2.8. Confidentiality and Data Protection

2.8.1. The Parties of the Agreement are obliged to treat the documentation, information, results and data associated with the Study in accordance with their confidential and secret nature, ensuring the restricted circulation of said Information and being responsible in ensuring that this obligation is fulfilled by everybody who may have access to it is in accordance with that set out in this Agreement. Exceptions to this confidentiality commitment will be that information which: (i) the receiving party already knew it when was revealed to it by the Disclosing Party; (ii) is currently, or later becomes, known or generally available information (public domain) without breach by act or omission of this Agreement by the Receiving Party; (iii) its disclosure is required by law or by order of a court or tribunal or by the Administration.

2.8.2. The Site, the Principal Investigator and the monitors and/or auditors appointed by the Sponsor will ensure that the personal data of the subjects enrolled in the Study will be handled in accordance with the provisions established in Ley 15/1999, de 13 de diciembre, de protección de datos de carácter personal (Law 15/1999 dated 13th December, on Personal Data Protection) and the Law that develops it, Ley 2/2004, de 25 de febrero, de ficheros de datos de carácter personal de titularidad pública y de creación de la Agencia Vasca de Protección de Datos (Law 2/2004, of 25th February, on personal data files of public ownership and created by the Basque Country Data Protection Agency), as well as Ley 41/2002, de 14 de noviembre, básica reguladora de la autonomía del paciente y de derechos y obligaciones en materia de información y documentación clínica (Law 41/2002, of 14th November, on the basic principles governing the autonomy of the patient and the rights and obligations in matters of clinical information and documentation), and in particular they will ensure that patient personal data which are communicated to the Sponsor have been previously dissociated, as such that the information obtained on them cannot be associated to an identified or identifiable person.
2.8.3. BIODONOSTIA is obliged to ensure that the regulations on data protection are respected by persons or entities that are contracted for the conducting of the aforementioned Study.
3. Participants
3.1. Participants 

3.1.1.  Sponsor
Contact details: 

Organization: ________________.
Address: ________________
Contact Person: ________________
Telephone: ________________
E-mail: ________________
3.1.2.  Principal Investigator:
The PRINCIPAL INVESTIGATOR supervises and ensures that all the participants in the study and, in particular, the co-investigators faithfully comply with this Agreement and its Appendices, having been sufficiently informed on these matters. 

3.1.3.  Co-investigators
3.1.3.1. The Principal Investigator will propose the members of the investigator team and support staff of the Study. Thus, the Principal Investigator has proposed the following as co-investigators:
· ________________.
3.1.4. Other Personnel
3.1.4.1. Biodonostia could contract other professional and means necessary for the conducting of the Study, according to the needs pointed out by the Principal Investigator, the Site and the Sponsor. 

3.1.5.  BIODONOSTIA
BIODONOSTIA will be responsible for coordinating tasks, financial and administrative management to support the Site and the Principal Investigator in the correct running of the Study
3.1.6. Research Organization
3.1.6.1. That for the running of the Study, the Sponsor has contracted the services of  ________________, S.L., a contract research organization with business address ________________and ________________ (hereinafter, the “CRO”), to perform the following functions: 
· ________________.
3.1.7. Monitor. The Sponsor has appointed ________________as monitor of the study (hereinafter. the “Monitor”) with Nat´l ID No ________________ A notification from the Sponsor to the Biodonostia will be sufficient for a change in the monitor
4. Site where conducted
4.1 The Study should be conducted at ________________. 

4.2 The Site will provide the human resources included in its normal activity in the execution of the Study. 
5. Financial Arrangements of the Study (Appendix II).
5.1. Biodonostia will invoice the Sponsor for all costs incurred in the Study, except for the compensation to the investigation team (if there is no express indication by the Principal Investigator). The financial arrangements will be detailed in the Payment Schedule attached as Appendix II to the Agreement, as an inseparable part of it. It will include, thus:
5.1.1. Costs for managing the Agreement. 
The amount of ________________ + VAT (if applicable) is established to be paid for management of the Agreement and the payment will be made on presentation of the corresponding invoice, prior to the evaluation of the Study by the EC. In multicenter studies a single payment will be made for this item. The total amounts to be paid will be calculated according to the table published by BIOEF (Table I of Appendix II).
5.1.2. Costs of running the Study. 
The amount of ________________ plus taxes (if applicable), will be paid per completed patient (Table II of Appendix II).
5.2. Biodonostia will distribute the payments as follows:
5.2.1. 10% of the Study total will be assigned to Biodonostia to defray the cost incurred in the managing the running of the Study.
5.2.2. The remaining costs will be distributed as follows:
· 30% will be assigned to the site investigator to promote research (Table II of Appendix II).
· 70% will be assigned to the investigator team. (Table II of Appendix II).
5.2.3. In those Studies that due to their size or by being considered an area of special interest or impact for the Basque Country Health System, in the negotiating of the Agreement Biodonostia reserves the legal authority to adapt or adjust the distribution of the invoiceable amounts. 

5.3. Form of payment 

The calculation of the amount of work done in the study for invoicing purposes will be notified to Biodonostia by the Sponsor and in parallel by the Principal Investigator, so that Biodonostia may submit the corresponding invoices, after having verified the details. 

Sponsor will pay the invoice submitted by the Biodonostia in a maximum period of thirty (30) days from the date each invoice was submitted, into the account number designated by the Foundation.
The first payment will be made on signing the Agreement and will correspond to 20% of the total estimated invoiceable amount, when the Study has a duration equal to or less than 12 months, while it will be 10% of the total cost when the duration is more than 12 months. If the execution of the Study does not reach that already paid percentage, BIODONOSTIA is obliged to return the amounts already charged and not done, always respecting the estimates.
6. Obligations
6.1. All the obligations demanded in compliance with Real Decreto 1344/2007 and Orden SAS 3470/2009 will be met by the Sponsor.
6.2. The Sponsor will also be responsible for obtaining the mandatory approvals, from the EC, as well as the AEMPS, prior to starting the Study.
6.3. The Principal Investigator will execute the Study, under the terms of Real Decreto 1344/2007 and Orden SAS 3470/2009:
6.3.1. The Principal Investigator will be limited to observing the reality without changing it, without actively introducing pharmacological treatment/s and without making visits or additional tests.
6.4. Under no circumstances will the medicinal products which are being observed in this Study be used for non-approved indications or under conditions of use different to those established in their summary of product characteristics, the Sponsor and the Principal Investigator guaranteeing that this is complied with.
6.5. The Site will help the professionals who must participate in the execution of the Study fulfill their functions in its facilities, in particular those of the Principal Investigator, the Monitor, and the rest of the investigation personnel.
6.6. Biodonostia will be responsible for the financial and administrative management of the funds for the execution of the study. 
7. Reports, exploitation and ownership of the Results
7.1. The Sponsor must communicate the effective start date of the Study to the EC, to the AEMPS and to the Biodonostia, as well as to prepare the final report, the annual follow up report or before if so requested and if applicable according to that established in Art. 8.2 of the Orden SAS 3470/2009.
7.2. The Sponsor must inform the Ethics Committee of the finalizing of the Study with a period of 90 days. The period will be reduced to 15 days in the event of early termination.
7.3. If any significant incident is detected it will be notified immediately to the EC involved, to the AEMPS and to the Biodonostia. In the event of adverse reactions, they will be notified within a maximum period of 15 calendar days from knowledge of it following the procedure stipulated in Art. 8.3 of the Order SAS 3470/2009.
8. Early termination of the Study 
8.1. The Study could be early terminated in the following cases:
8.1.1. Due to non-fulfillment or material breach of the obligations that are the responsibility of the Parties according to the present Agreement, if this non-fulfillment has not been corrected by the non-fulfilling Party within a period of thirty (30) days, counting from the receipt of written communication in which the fulfilling Party requests the fulfillment of the aforementioned obligations. 

8.1.2. If compliance with the Protocol is deficient or the data are repeatedly incomplete or inexact.
8.1.3. By mutual accord between all the Parties of the Agreement, which must be established in writing.
8.1.4. The Study Sponsor reserves the right to stop the enrolment of patients in any of the following cases: 

8.1.4.1.  If the Principal Investigator does not enroll, without justification accepted by both Parties, the agreed number of patients during the designated period of time. 

8.1.4.2.  If the total number of patients that have to be enrolled in the Study is achieved by the different investigators who participate in the Study when it is a multicenter Study.
8.2. In the event of early termination of the Study, the Sponsor will only pay for the services that have been performed up to the date of the early termination, except the patients who might have to withdraw from the Study due to an adverse effect attributable or arising from the Study, and not anticipated in the Protocol. These will be considered, for invoicing and payment purposes, as if all the visits had been made.
8.3. In the case of patients who withdraw for other reasons, the amount to pay will be calculated in proportion to the patients enrolled.
9. Applicable legal jurisdiction
9.1. The conditions of the present Agreement will be regulated and interpreted in accordance with the applicable regulations on matters of studies and especially with that laid down in RD 1344/2007 and Order SAS 3470/2009.
9.2. In the event of controversy in the interpretation or fulfillment of the present Agreement, the Parties, with express relinquishment of any other to which they could resort, are subject to the Jurisdiction of the Courts of Vitoria-Gasteiz, Osakidetza seat.
In case of discrepancy with this Agreement, the version signed in spanish will prevail over the english one. 
And as approval of all the aforementioned, and in witness thereof, they sign the present document. 

For the BIODONOSTIA:                                          
For the SPONSOR:
Mr. Julio Arrizabalaga
________________
And agreeing the commitment under the terms that appear in the present Agreement:
For the Site:                                          Principal Investigator:
Mr. José Manuel Ladrón de Guevara
 ________________
ATTACHMENTS
Appendix I: Protocol
Appendix II: Payment Schedule
Appendix III: Administrative route of observational type post-marketing studies with medicinal products
Appendix I: Protocol
(in separate document)

Appendix II: Payment Schedule
Title of the Study: “________________”.
Code: ________________
Site: ________________
Estimated No of patients for this Site: ________________ 
In the case of multicenter studies, Nº. of participating Sites in the Basque Country Autonomous Community: ________________
Total estimated number of participating sujects in the study in the Autonomous Community: ________________
1. Item and amount invoiced from Biodonostia to the Sponsor
1.1. Invoiced item: Costs for managing the Agreement. Single Fee + VAT (if applicable), according to fees table.
	BIODONOSTIA
	AMOUNT
	________________

	 VAT 
	________________

	TOTAL

	________________


Table II. Breakdown of cost per patient
	VISIT
	TOTAL
AMOUNT
  PER PATIENT
	BIODONOSTIA 

Admin. Costs 

(10%)
	REST OF COSTS PER PATIENT

	
	
	
	Assigned to the Site (30%)
	Assigned to the investigator team (70%).(1)

	
	
	
	
	

	TOTAL
	
	
	
	




GLOBAL AMOUNT OF STUDY = ________________



(________________* ________________Euros)

(1) The amounts corresponding to the investigator will only be invoiced if there is an agreement for Biodonostia to manage them.
1. Invoice details:
The taxes according to current legislation will be applied to these amounts, if applicable. 

For the purposes of raising the invoices by Biodonostia, the Sponsor will provide the following: 

· Name of Sponsor company: _______________
· Business Address: ________________
· TAX ID No.: ________________
2. Invoice shipment details
· Name of the company that will make the payment. on behalf of Sponsor.

· Shipping Address: ________________
· Contact Person: ________________
· Tel: +________________
·  e-mail address : ________________
Appendix III: Administrative route of observational post-marketing studies with medicinal products 

[image: image1.emf]Estudio Clínico o epidemiológico no aleatorizado, que  se realice con seres humanos o con registros 

médicos y que tengan uno o varios medicamentos como exposición de interés (Posible EPA)

Consulta previa a la AEMPS y clasificación del estudio

EPA Observacionales

EPA ligados a la autorización 

(EPA-LA)

EPA seguimiento 

prospectivo promovido 

AS o fondos públicos 

(EPA-AS)

Otros EPA seguimiento 

prospectivo (EPA-SP)

Aprobación por un 

CEIC

Aprobación por un 

CEIC

Aprobación por un 

CEIC

Presentación al Comité de 

Coordinación EPA y evaluación

Registro por la AEMPS

Resolución AEMPS Resolución AEMPS

Presentación a la 

AEMPS

Presentación a las 

CCAA y AEMPS

Autorización Denegación

Inicio del Estudio

Gestión del 

contrato con 

BIOEF y V.B 

Gerencias (1)

Resolución AEMPS

EPA Otros Diseños

Aprobación por un 

CEIC

Presentación a la 

AEMPS

No requiere autorización


(1) The management of the Agreement with Biodonostia could be started once the classification is obtained from the Agency and while obtaining all the legal processes, but this starting of the Study will be dependent on the signing of the present Agreement and the obtaining of all the necessary legal requirements.
Table I.  Costs for managing the Agreement.
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