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AGREEMENT ENTERED TO 

CONDUCT OBSERVATIONAL STUDY:


“                                       ”

STUDY CODE: 

ETHICS COMMITTEE FOR INVESTIGATION WITH MEDICINAL PRODUCTS (CEIm) REFERENCE:
 
---------------

Salamanca, MONTH DAY, 20

GATHERED:

On the one side,

Mr./Ms.                             	 (Name of THE SPONSOR´s legal representative), with National Identification Code Number NIF Nº        in the name and on behalf of the (SPONSORING entity´s full name – pharmaceutical laboratory, scientific society, legal entity), hereinafter referred to as SPONSOR, with offices at                        (SPONSOR´s full street address) at             town/city and postal code) with Fiscal Identification Code Number Nº          authorized to that effect, in accordance with the authority conferred on him/her in             , on month day, year,  before the Notary Public Mr./Ms.                  , for which he/she has sufficient authority.

On the other side,

Mr. José Carlos GÓMEZ SÁNCHEZ, with National Identification Code Number D.N.I. 07849964-H, as acting Manager of the Specialized Health Care Administration of the Healthcare Area of the Salamanca Province, in representation of the Salamanca University Hospital Complex, (hereinafter referred to as CENTER), with Fiscal Identification Code Number C.I.F. Q-3769010-D and offices at Paseo de San Vicente, 58-182, 37007 Salamanca, in the name and on behalf of said entity, in accordance with the authority conferred on him according to the regulations currently in effect.
 
Mr. Rogelio GONZÁLEZ SARMIENTO, with National Identification Code Number D.N.I. 07809730-B, Scientific Director of Biomedical Research Institute of Salamanca Instituto de Investigación Biomédica de Salamanca (IBSAL), in the name and on behalf of the Foundation of the Institute for the Study of Health Sciences of Castille and Leon Fundación Instituto de Estudios Ciencias de la Salud  de Castilla y León (IECSCYL), with Fiscal Identification Code Number C.I.F. G-42152405, managing body of IBSAL (hereinafter referred to as the IECSCYL-IBSAL), in accordance with the authority conferred on November 23th, 2015, before the Notary Public of the Illustrious Bar of Castille and Leon, Mr. Luis Ramos Torres under number 1897 of his notarial register, and offices at Salamanca University Hospital, Building Virgen de la Vega, 10ª planta, Paseo de San Vicente, 58-182, 37007 Salamanca.

And on the other side, Mr./Ms.                             	 (PRINCIPAL INVESTIGATOR´s name), with National Identification Code Number D.N.I. nº  , acting on his/her own behalf and rights (hereinafter referred to as the PRINCIPAL INVESTIGATOR), and with address for notification purposes at the Department of the SALAMANCA UNIVERSITY HOSPITAL and based on the Collaboration Agreement signed on July 1, 2013 between the IECSCYL-IBSAL Foundation and the Salamanca University Hospital Complex.

The parties being recognized capacity to be bound by the present Contract, 

DECLARE:

A.- 	(THE SPONSOR) promotes the conduct of the above mentioned Observational Study at Hospital Universitario de Salamanca (HUS).

B.-	Dr.      (name) figures as Principal Investigator of the Observational Study at the Center.

C.-	The Observational Study has been approved by the Regional Government of Castille and Leon (Health Care Administration) on MONTH DAY, YEAR 

D.- 	The Observational Study has the Hospital´s Ethics Committee for Investigation with Medicinal Products approval with reference code                   , and the acknowledgement and favourable report of the Independent Ethics Committee for Investigation with Medicinal Products Care Area of the Salamanca Province, issued on MONTH DAY, YEAR.

E.- 	The Financial Report for the project’s development has been agreed upon on MONTH DAY, YEAR. (SAME DATE AS POINT D)

F.-	The Spanish Medical Drugs Agency (Agencia Española del Medicamento) has been informed of the conduct of the Observational Study and has issued a Classification Resolution for the Study on MONTH DAY, YEAR.

G.-	The Salamanca University Hospital has accredited healthcare and research devices, as well as human resources of professional and scientific prestige, suited for the development of aforementioned Observational Study.

	Therefore:

AGREE:

To conduct at the facilities and with the resources of the Salamanca University Hospital the Observational Study entitled: (Observational Study Title).




	Under the following:

TERMS AND CONDITIONS

FIRST:		INVESTIGATOR´S OBLIGATIONS

1.1.-	The Investigator/s has/have agreed, in accordance with the Study´s description, to enroll as subjects in the Observational Study: (nnn) assessable patients that meet the selection criteria specified. The selection shall be completed approximately before MONTH DAY, YEAR.

The Observational Study shall be finalized approximately before MONTH DAY, YEAR.



1.2.-	The Investigator is responsible for the supervision of all medical and administrative aspects of this Observational Study, as well as guaranteeing that activities related to the Study are carried out in accordance with the guidelines established in the Study´s description, those established by the Center´s Ethics Committee for Investigation with Medicinal Products, with the terms of this contract, as well as the regulations stipulated in the Ordinance SAS/3470/2009, of December 16, containing the guidelines for post-authorization observational type studies with human medical drug products and other applicable legislation pertaining to the conduct of Observational Studies on human subjects. The Clinical Trial is subject to the Royal Decree Legislative 1/2015, 2015 of July 24, approving the revised text of the law is pased of guarantees and rational use of medicinal products and medical devices, the Royal Decree 577/2013, of July 26, by which pharmacovigilance of human medical drug products is regulated and by Law 41/2002 on the Autonomy of Patients and Rights and Obligations with regard to Clinical Information and Documentation, the Helsinki Declaration and the Organic Law 3/2018 on the Protection of Personal Data and guarantee of digital rights. As well, it shall apply Regulation (EU) 2016/679 of the European Parliament and of the Council of April 27, 2016 on the protection of natural persons with regard to the processing of personal data and the free transfer of these data and replacing Directive 95/46/EC (General Data Protection Regulation).

1.3.-	The Investigator/s is/are, in the same manner, responsible for the accuracy and correctness of the data collected on the data collection sheets.

The data collection sheets shall be available for (THE SPONSOR) monitor´s review and removal, on the dates indicated in the Study´s description.

1.4.-	Initially (THE SPONSOR) establishes Mr./Ms.                   as the Observational Study´s Monitor.

(THE SPONSOR) reserves the right to change the Observational Study´s Monitor, when circumstances so warrant, informing the Principal Investigator and the Center´s Management.



1.5.-	Both (THE SPONSOR) and Monitor as well as the Center´s Management and Health Authorities shall perform whatever verifications they deem appropriate, both on the data collection sheets, as in the source documents pertaining to the patients (Medical history and similar documents).

1.6.-	Both the investigators as well as (THE SPONSOR) shall keep references of the Observational Study Subjects (Identification Codes, as the case may be) for, at least, 5 years following the conclusion or suspension of the Observational Study; making them available to the Health Authorities or Center´s Management whenever they so require them.

This requirement to keep the documentation extends to the informed consent form, the authorization for data collection, Observational Study Description, subsequent modifications, data collection sheets, authorizations, reports and correspondence relating to the Observational Study.

1.7.- 	When required by Protocol, and in any case in the terms established in Regulation (EU) 2016/679 of the European Parliament and the Council of April 27, 2016, on the Protection of Personal Data, Investigators should ensure that patient data are kept pseudonymized at all times. 

1.8.-	Likewise, the Principal Investigator´s responsibilities are as follows:

a.-	Sign an agreement acknowledging he/she is a Study researcher and acknowledging he/she understands the protocol and agrees with all its terms.

b.-	Inform the study subjects and obtain their consent.

c.-	Collect, register and notify the data in a correct manner and account for their update and quality before the appropriate authorities.

d.-	Notify the SPONSOR of any adverse events as established in the protocol.

e.- 	Respect the confidentiality of the subjects´ data.

f.-	Facilitate the monitor´s audits and health authorities´ inspections.

g.-	Know how to respond regarding the Study´s objectives, basic methodology and significance of the results before the scientific and professional community.

h.-	Inform his/her Center´s management of his/her participation in the study.

i.-	Have a thorough understanding of the medical drugs or products to be studied.

j.-	Guarantee that all persons involved respect the confidentiality of any information pertaining to the Study Subjects.

k.-	Regularly report to the Ethics Committee for Investigation with Medicinal Products on the Observational Study´s progress.

l.- 	Assume responsibility alongside (THE SPONSOR) for the preparation of the Observational Study´s final report, granting his/her consent by signing the report.

m.-	Comply with the Helsinki Declaration.

SECOND:	INFORMED CONSENT

2.1.-	Prior to being enrolled in the Observational Study, it is imperative that each Study Subject freely grant his/her informed consent.

2.2.-	The Study Subject shall express his/her consent, preferably in writing, without being influenced by persons directly involved in the Study, and after being informed of the Study´s objectives, benefits, disadvantages, foreseen risks, possible alternatives, rights and responsibilities that could arise from his/her participation in the Observational Study.



2.3.-	In cases of subjects who are minors and/or disabled, their legal representatives shall grant consent, always in writing, after having received and understood the aforementioned information.

When circumstances allow, and in all cases when the minor is twelve years old or older, the minor shall give his/her consent after having received the aforementioned information adapted to his/her level of understanding. 

2.4.-	Exceptions to what is established in the previous sections shall be resolved under the terms established in the applicable legislation.
		
2.5.-	The participating subject in the Observational Study or his/her representative, shall have the power to revoke his/her consent at any time, without expressing cause, and without the withdrawal of consent causing liability or damage to the subject and without implying the forsaking of the safeguards and compensations guaranteed by the Study´s insurance and liabilities.

THIRD:	SPONSOR´S OBLIGATIONS

3.-	(THE SPONSOR)´s responsibilities are:

a.-	Prepare and sign, along with the Principal Investigator, the Observational Study´s Description (protocol) and its modifications.

b.-      	Provide all basic available information about the Investigational Medicinal Drug Product and update said information throughout the course of the Observational Study.

c.-	Carry out the necessary procedures to process the relevant reports and authorizations before the Ethics Committee for Investigation with Medicinal Products, Salamanca University Hospital´s Management and the Spanish Medical Drugs Agency.

d.- 	Notify the Castille and Leon Regional Government´s health authorities about any modifications, violations and interruptions of the Observational Study, and its causes.



e.-	Report suspicions of adverse reactions that may arise during the course of the Study to the contact designated by the body responsible for pharmacovigilance matters for the Castille and Leon Region.

f.-	Supply the Medicinal Drug Product under study, free of charge.

g.-	Notify the health authorities, Center´s Management, Ethics Committee for Investigation with Medicinal Products, and Study´s investigators regarding any finding pertaining to teratogenicity, carcinogenicity or adverse events related to the Investigational Medicinal Drug Product under study.

h.-	Apply quality controls to the control and handling of data, to ensure its reliability.

i.-	Propose the Observational Study´s economic development report, agree to and fulfill the financial obligations deriving therefrom to the Salamanca University Hospital and third parties.

j.-	Designate and supervise the Observational Study Monitor´s work.

k.-	Send the final report of the Observational Study´s results to the Spanish Medical Drugs Agency, taking responsibility, alongside the Principal Investigator, for the accuracy of the data and the obtained results; likewise, send the mandatory year-to-year reports and suspension reports.

FOURTH: 	HOSPITAL UNIVERSITARIO DE SALAMANCA´S OBLIGATIONS

4.1.-	The Salamanca University Hospital agrees to provide the diagnostic, therapeutic and research resources it has at its disposal, and to carry out the screenings and tests included in the Observational Study description and which are reflected in the economic development report.



When the Study´s implementation calls for special obligations, beyond its established role and duty, from professionals other than the investigators, (THE SPONSOR) and the investigators shall agree with the aforementioned professionals on the conditions of their participation in the Observational Study and, where appropriate, will include in the financial report the applicable economic compensation.

4.2.-	The Salamanca University Hospital´s obligations are independent from those of the investigators and personnel associated with the Study, and are limited to the Institution´s own ordinary activities.

FIFTH:  	OBSERVATIONAL STUDY´S FINANCIAL TERMS

5.1.-     	As IBSAL´s managing body, the IECSCYL Foundation assumes management of the economic funds for the Observational Study´s development, in accordance with the financial report approved by the Ethics Committee for Investigation with Medicinal Products and incorporated into this contract and pursuant to the Fourth Clause, Point 2 of the collaboration agreement, signed on July 1, 2013, between the IECSCYL-IBSAL Foundation and the Salamanca University Hospital Complex.

5.2.-	The financial aspects of the Observational Study are reflected in the following clauses:
	
	THE SPONSOR has established a total budget for the Observational Study for each full assessable patient of:        .- €/subject, in accordance with the financial report attached as Annex I. Said amount includes both the Research Team´s fees, as well as the Direct and Indirect Costs to the Center.

BUDGET.-
	As set out in the financial report approved by the IEC/IRB.

	The Observational Study´s budget shall include all of the Study´s compensations per patient, and shall be broken down into the following sections:
	


· EXTRAORDINARY DIRECT COSTS, will take into account all diagnostic tests or supplementary screenings; the specific materials necessary for the Observational Study´s conduct; laboratory analysis; hospital stays, as well as the Pharmacy Department´s costs (if applicable). Extraordinary Direct Costs shall be specified in a detailed manner by the Principal Investigator and shall be billed to the SPONSOR on the basis of the applicable fee, or failing this, on the basis of their cost.

· INDIRECT COSTS as THE SPONSOR´S contribution to supporting the Center´s educational, research and dissemination infrastructure, and shall consist of a percentage corresponding to 10% of the Observational Study´s global per patient budget (excluding direct applicable costs).

PRINCIPAL INVESTIGATOR´S REMUNERATION shall consist of a percentage corresponding to 90% of the Observational Study´s global per patient budget (excluding direct applicable costs). 5% of inner witholdings will be applied to this amount due to Foundation´s management expenses (the latter regardless of indirect costs).

EQUIPMENT: In the event that that special equipment is necessary for the Observational Study´s conduct, said equipment shall be procured and installed by THE SPONSOR with the Center´s authorization and supervision, once  a contractual relationship has been formalized with the Center´s Property Department, contact staff D. Francisco Lorenzo Marcos (phone number 923291100, Ext. 55214, email: florenzo@saludcastillayleon.es) in order to formalize the corresponding Assignment Contract. Likewise, THE SPONSOR shall assume responsibility for the maintenance costs of said equipment for the duration of the Observational Study. Upon the Observational Study´s conclusion, THE SPONSOR shall remove the special equipment at its own cost.

5.3.- 	The Observational Study´s PRINCIPAL INVESTIGATOR´s financial remuneration is established as:        .- €/subject, per full assessable patient. Inner withholdings will be applied to this amount due to Foundation´s management expenses described in section 5.2 "PRINCIPAL INVESTIGATOR´S REMUNERATION".

The IECSCYL Foundation as IBSAL´s managing body, assumes management of the economic funds assigned to the research team and pursuant to the Fourth Clause, Point 5 of the collaboration agreement, signed on July 1, 2013, between the IECSCYL-IBSAL Foundation and the Salamanca University Hospital Complex.

5.4.-	The CENTER´s financial compensation is established as:        .- €/subject, per full assessable patient.

5.5.-	Payment of the amounts corresponding to the CENTER shall be made semi-annually coinciding with payments to the Principal Investigator.

5.6.-	PRINCIPAL INVESTIGATOR´S remuneration. Payment of the amounts corresponding to the Research Team shall be made semi-annually.

[bookmark: _GoBack]5.7.- 	These amounts shall be subject to regulation, in case of changes to the conditions laid out -duration, diagnostic tests or number of Study Subjects ultimately admitted into the Study-; all circumstances which shall be communicated in writing at the time by (THE SPONSOR). 

	All amounts are indicated excluding VAT.

5.8.- 	All payments shall be made against receipted invoice, to which the corresponding VAT shall be applied in accordance with the applicable legislation in force on the date the invoice is issued. 

	
Sponsor (or vendor in which Sponsor has delegated management of  payment duty) notify in advance to IECSCYL-IBSAL Foundation the requests for invoice  through the e-mail address:

admon.ensayos@ibsal.es






The invoice shall be made out in the name of THE SPONSOR at the following address and with the following fiscal data:   

											
Payments will be made by the Sponsor/CRO within 45 days after receipt of an itemized invoice. Payments of these amounts shall be made by bank transfer in the name of the: 

	FUNDACIÓN INSTITUTO DE ESTUDIOS CIENCIAS DE LA SALUD DE CASTILLA Y LEÓN (IECSCYL)
	CIF: G-42152405
IBAN CCC: ES31 2100 8690 87 0200009719	
BIC/CODIGO SWIFT: CAIXESBBXXX
	CAIXABANK (CAIXA INSTITUCIONES, ON-LINE)

Payments made by THE SPONSOR to the Foundation of the Institute for the Study of Health Sciences of Castille and Leon (La Fundación Instituto de Estudios Ciencias de la Salud de Castilla y León) (IECSCYL), shall be final, as payment of any corresponding amounts to the Center, Investigators or Observational Study subjects remain the Institute´s responsibility.

5.9.-	Within a maximum period of (3) three months from the Observational Study´s conclusion at the Hospital, the Sponsor and the Principal Investigator shall report to the Biomedical Research Institute of Salamanca in writing the total number of:
	-	Recruited and evaluated subjects.
	-	Visits actually carried out.
	- 	Incidents that have taken place.
-   Any test, analysis, screening, consultation or hospital stay, of an uncommon nature, that has taken place, regardless of whether or not it is reflected in the Financial Report (Annexe I). 

As soon as possible from the time of the transmission of the aforementioned report, IBSAL shall calculate and notify the SPONSOR the outstanding payment amounts, which shall be paid within one month. 

5.10.-	The general and financial responsibilities arising from this agreement are exclusively related to the Observational Study´s conduct and shall not extend nor bind implicitly, other type of commercial relations and operations between (THE SPONSOR) and the Center.

SIXTH:	MODIFICATIONS TO THE STUDY´S DESCRIPTION

6.1.-	Any modifications to be introduced as part of the Observational Study´s development shall have the prior and mandatory approval stipulated in Ordinance SAS/3470/2009, of December 16.

Likewise, an annex to the originally approved financial report shall be prepared, and additional and amending stipulations which result from changes to the Study´s description shall be incorporated into this agreement.

6.2.-	The Salamanca University Hospital reserves the right to reject the proposed modifications, when these place the Center´s normal activity, financial and technical resources at risk, or vary substantially from the originally approved Study´s requirements or objectives.

SEVENTH:	OBSERVATIONAL STUDY SUSPENSION

7.1.-	The Observational Study´s conduct may be interrupted or suspended by means of a justified request from (THE SPONSOR), the Principal Investigator, the Ethics Committee for Investigation with Medicinal Products, the Salamanca University Hospital Management, the Regional Health Authorities of Castille and Leon or the Spanish Medical Drugs Agency when any of the following circumstances apply:

a.-	Violation of the Law.

b.-	Alteration to the conditions of the approval.

c.-	Failure to comply with ethical principles or standards for good clinical and pharmaceutical practice.

d.-	Unforeseen risk that has arisen or flagrant threat to the health of the Study subjects.

e.-	Risk to public health.

f.-	Serious breach of the financial obligations and other conditions contained in this agreement.

7.2.-	In the event of the Observational Study interruption or suspension due to willful misconduct attributable to (THE SPONSOR), the Sponsor shall fully settle all outstanding financial obligations agreed up to the time of the suspension with the Salamanca University Hospital, researchers and others affected by the Observational Study´s conduct, without prejudice to additional accountability it may have.

7.3.-	In the event the suspension is caused due to imponderable force majeure, the financial obligations that have arisen up until the time of the suspension shall be fulfilled, taking into account compensation for damages incurred by persons or things which might be of relevance.
	
EIGHTH:  	OWNERSHIP AND PUBLICATION OF THE OBSERVATIONAL STUDY RESULTS

8.1.-	All of the data, results, findings, inventions, methods and information, patentable or not, undertaken, obtained or developed during the Study by the investigators, their agents, employees, and any other person involved in the Study´s development shall be and shall remain the exclusive property of the (THE SPONSOR).

8.2.-	Except in the case where the Observational Study is multicenter study, the investigators may publish or utilize the aforementioned data, findings or inventions for professional purposes and in scientific journals and publications, citing the Salamanca University Hospital, as the Center where the Study was conducted and submitting the text of the publication draft to (THE SPONSOR) for its revisions and commentaries prior to publication.

8.3.-	(THE SPONSOR) agrees to publish the results obtained from the Observational Study, within 12 to 18 months of the study´s conclusion.

	Publication in scientific journals or books and dissemination in seminars and conferences in the healthcare field of the Study´s results by the Center´s Principal Investigator shall take place by common agreement between the Parties, submitting a copy of the manuscript or original text to the Sponsor so that it may know the content thereof and make the appropriate verifications. Within a maximum period of 45 days, the Sponsor shall notify the Principal Investigator of its approval or disapproval of the content. In the case there is no response from the Sponsor once this time period has passed, it shall be understood that the Sponsor is in agreement and the Principal Investigator shall proceed to the publication.	

8.4.-	Neither the Investigator nor (THE SPONSOR) shall utilize the Salamanca University Hospital´s corporate image in the publication of results, mentioning, where appropriate, the honorific recognition of the Center´s degree of participation in the Observational Study and its future prospects.

8.5.- 	This agreement, including the Annexes, have been set out in both Spanish and English, considering both official releases. Nevertheless, in the event of doubts or discrepancies concerning reading of any clause, rule Spanish version.

-----------


In witness thereof, in accordance with all of the foregoing, the Parties hereby sign this Agreement in duplicate, on the date expressed at the header.

BY (THE SPONSOR)	BY THE CENTER                       




Signed: 		Signed: José Carlos Gómez Sánchez


Fundación IECSCYL-IBSAL




Signed: Rogelio González Sarmiento


Principal Investigator




Signed:		

ANNEX I. STUDY FINANCIAL REPORT









		ANNEX II.  SITE STUDY BUDGET REPORT
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