
Annex n.1

CLINICAL TRIAL AGREEMENT

BETWEEN

the Firm ______________________, Tax Registration. ________________, with registered offices in __________________ _______________________, represented by ____________________________, Dr./Prof./Mr. ________________, hereinafter referred to  “Sponsor”

AND

the Rizzoli Orthopaedic Institute, F.C. and VAT Number 00302030374, with seat in Bologna via di Barbiano 1/10, represented by the Chief Executive Officer,  Mr. Giovanni Baldi, hereinafter named “Istitute”

(separately and/or jointly hereinafter referred to as “Party/Parties”)

WHEREAS:

I- that the clinical trial of medicines [medical devices] is part of the National Health Service objective and the aforesaid Sponsor intends to carry out this activity at Istituto Ortopedico Rizzoli in Bologna, a structure considered suited for the clinical study hereinafter identified:
Clinical trial title:

Medicine [medical device( of study:
Trial Promoter:

Structure concerned:

Trial Manager:

II- the Sponsor declares to have obtained, if necessary, the administrative authorizations, included those under the competence of Ministry of Health or the fixed Single Advice expressed by the Ethic Committee ________________on date ___________ (Coordinator ____________________) and that in this trial limit is included the study above mention hereinafter referred to as “Protocol”;

III- that the Ethics Committee of the Institute has expressed, by an ethic-scientific point of view, favourable advice on Protocol of the clinical trial in its session of ___________, advice that the Trial Manager, here signing, declares to know;

IV- that the Chief Executive Officer of the Institute with deliberation n. 74 of 03.02.2009 and subsequent modifications and integrations, has provided the authorization for the execution of clinical trials, relevant to the protocols approved by the Ethics Committee, occurs with drawing up of proper contractual Agreements that regulate the legal and economic issues of the activity in relations with  Companies, Associations, Foundations, public and private entities that sponsor the study;
V- that the Legislative Decree n. 211 of  24/06/03 at the art. 3 (I paragraph - letter f) states that “the clinical trial can be undertaken only on the condition that: - (omissis) - f) the promoter of the clinical trial (Sponsor) provides the insurance coverage concerning damages caused to the persons involved in the trial, covering  the civil liability of the investigator and of trial promoters; 
VI- that the sponsor declares the responsibility  of over seeing and being aware of Regulation of Ethics Committee, published on the web site of the Institute.
That being stating, the following is agreed:

ART. 1

Agreement

1.1  The premises and the eventual attachments must be considered as integral parts of this document.

1.2  The Sponsor entrusts to the Institute, and for this the responsible Organization, the execution of the trial, as identified in the Protocol which describes the purpose, nature, research activity and liability. 
ART. 2

Persons in charge of the clinical trial

2.1  The Scientific manager of the Clinical Trial and data security Responsible, for the Institute, is Prof./Dr…………., hereinafter called “Principal Investigator”, who may be assisted in the execution of the clinical trial by permanent and non-permanent  medical staff, hereinafter called “Investigator”; these individuals having duties of management and verification of the date collected.

2.2 The Sponsor appoints as sole Manager for the Scientific management of this Clinical Trial and data security Responsible Dr…………………………….domiciled c/o the Sponsor.

2.3  The monitoring of the Clinical Trial, by the Sponsor, will be entrusted to Dr. …………. in order to verify its correct progress.

ART. 3

Entry into force and duration of the Agreement

3.1 This Agreement will enter into force on the day of its signing and is valid until the end of the clinical trial which is scheduled for ……………

3.2 The Sponsor will have the right to request the extension of the Clinical Trial and the (relative) Agreement, via registered mail to be delivered to: 1) The Ethics Committee, 2) the legal Representative of Institute (Attn. Director Projects for Innovation) at least three (3) months before the scheduled expiration of the Clinical Trial, for the relative approval and authorization: the latter, through the specific appropriate modifying/supplementary stipulations of the act of this Agreement.

3.3 The institute has the right to request the extension of the Clinical Trial, and the relative Clinical Trial, via registered mail to be delivered to: 1) The Ethics Committee, 2) the legal Representative of the Sponsor, at least three (3) months before the scheduled expiration of the Clinical Trial, for the approval and authorization: the latter, through the appropriate specific modifying/supplementary stipulations of the act of this Agreement.

3.4 The Sponsor has the right to make changes to the Protocol, following the procedures indicated in the Legislative decree n. 211/03 (and later changes and additions), subject prior communication with the  Institute with the necessary approval by the Ethics Committee

ART.4
Methodology and location of the clinical Trial

4.1 The Parties agree to carry out the clinical trial in compliance with the provisions enforced - Declaration of Helsinki, Directive 91/507/CEE, Guidelines ICH-GCP, Ministerial Decree 15/07/97, Legislative Decree 24/06/03, n. 211, Legislative decree 30/06/03 n. 196 and later changes and additions), resolution of the data protection Authority of 24/07/2008, Legislative decree n. 37 of 25/01/10 - and to conduct in accordance with the methods and the criteria described and specified in the Protocol, accepted by the  Responsible/Manager (or Head) of the Clinical Trial and in any case in the strictest compliance of what is provided by the current legislation.

4.2 The Clinical Trial will be physically carried out on the premises of the Institute, Via Pupilli n. 1 [Via di Barbiano n. 1/10], Laboratory…. / U.O. ________________.

ART.5

Information sheet and Informed Consent Form

5.1 The Investigator before starting the Clinical Trial activities, will provide the patient with a brief but comprehensive written and oral report containing all the elements related to the clinical trial. The treatment of general and sensitive personal data revealing patient health status , must be obtained by the patient with the signed Informed Consent Form according to the draft attached to the Protocol approved by the Ethics Committee for the Clinical Trial.


5.2 The Informed Consent Form must be attached to the case history. 

ART.6

Clinical Data

6.1   The Institute guarantees the Sponsor, or the  Organization which is formally charged by the Sponsor himself  to follow the operational management of the trial, the access to the information relative to the significant  clinical data and any other information that could be important for the purpose of the trial , within the limits and the ways provided for the law and the informed consent form signed by the patient.

ART. 7

Confidentiality of information and results

7.1  The Parties pledges to maintain absolute confidentiality and privacy on all aspects, news and information which they may become aware of during the execution of the clinical trial, as well as on the know-how, materials, devices, technology and equipments supplied by the parties, or mutually provided, as well as on any “confidential information” as defined in the following point, unless agreed otherwise between the parties. 

7.2   “Confidential information” shall be defined as all the materials, devices, equipments, software, including data and information  concerning, information, data and knowledge transmitted by one Party to the other in written, graphic or verbal form. They includes, for example but not limited to  technical, technological, scientific, commercial and financial information, drawings, graphs, sketches, models , samples, formulas, procedures, methods, data - either on paper and/or electronic format - as well as all the analyses, evaluations, tests, papers or other documents that contain, reproduce or derive in total or in part from aforementioned information and/or considered in any case confidential by the Parties. The confidential character of the information will be applied to all the information exchanged with any method and regardless of whether it bears the wording         “confidential” or not .

7.3    The Principal Investigator and other investigators are responsible and pledge to keep and treat all the data and information provided or in any case acquired by the Sponsor with absolute confidentiality pledging to extend this obligation to any other person who for any reason should become aware of these confidential data.

ART. 8

Communications

8.1    The Principal investigator will keep the Sponsor informed about the progress of the study and will inform them of possible occurrences, during clinical trial, of averse events or  serious side effects which could be directly or indirectly linked to the administration of the product to the patients under observation.

ART. 9

Information about the Institute

9.1   The Institute allows the Sponsor to insert its information in the Sponsor’s data-base for solely administrative, technical and accounting activities relative to the contract. 

9.2   The aforementioned consensus is provided within the limits of the tasks connected to the execution of this Agreement.

9.3   The Parties recognize art. 7 of the Legislative decree 30/6/2003 n. 196, on data protection, and in particular  the right to request the updating, correction and cancellation of their data.

Art.10
Complimentary supplies

10.1 The Sponsor pledges to provide all the material necessary for the study free of charge: data collection forms/charts and any other documentation and material useful for the right execution of the clinical trial and, during the clinical trial, the drugs to be used ( see Art. 14, paragraph 8, Legislative decree n.37 of 25/01/10) adapted to (amount of) case history treated, prepared and labelled in accordance with the Protocol and the rules that regulate the subject, delivering them to the Pharmacy of Institute.

10.2 Furthermore, the Sponsor pledges, once the technical  trial is concluded, to promptly collect all the drugs (medical devices) not used in the study.

10.3 Finally, the Sponsor pledges to cover all the expenses for visits, laboratory exams and/or equipments scheduled in the Protocol not linked to the normal management of the patient.

ART. 11

Materials for Complimentary Use 
11.1 The Sponsor grants the Institute free use, within the limit of the duration of the clinical trial and exclusively for the activities linked to the activity of this clinical trial, of the following health/technical equipments and relative declaration of conformity to the European legal standards and directives.

         The equipments will be acquired in accordance with the internal procedures of the Institute.

11.2 The Sponsor assumes the responsibility of the transport and installation of aforementioned equipment and pledges to provide, at its own responsibility and expenses, the technical assistance necessary for the use of this equipment as well as any supporting material for its application, without further additional costs for the Institute. In case of theft or damages of any kind suffered by the goods in use in commodatum, the Sponsor will not ask for any compensation, except in the case of wilful misconduct or negligence of the user.

         Furthermore, the Sponsor states that the goods are covered by an insurance policy against fire and civil liability.  

         The equipment, once the study ends, should be collected by the Sponsor at his expenses without any charge for the Institute for its collection and transport.

ART. 12

Consideration and Payment

12.1 The Sponsor is committed to ensuring the financial security of all charges related to experimentation.

12.2 The sponsor claims to have paid, on ____________, the fixed amount of 2,600.00 / 2.000/00 Euros) in addition to duty stamp, for experimentation to be carried out by the Institute as a Center Coordinator / Consultant, as reimbursement of the costs of operating costs of the Ethics Committee of the Institute.

12.3 The Institute will issue separate invoices regularly after the introduction of the sums mentioned above.

12.4 For the execution of the trial subject to this Convention, the Sponsor agrees to pay to the Institute, the sum of Euro _______,__ (____________/__) for each patient enrolled and assessed, properly treated for the entire period covered by the Protocol, for the reimbursement of all expenses incurred by the Institute, visits, laboratory tests and / or instrumental in the Protocol and not related to the normal operation of the patient (see details in Annex 1), to support activities and management of research in question, the fees administered by the investigators, to the regulations of the Institute.

12.5 The trial, covered by this contract, will be conducted [at some centers] on a sample maximum of ___ patients [in n. ____ provided at the Institute].

12.6 A patient is considered as a valuable patient when entering the study in accordance with the inclusion and exclusion criteria listed in the Protocol, which would have received the product with the outline of use and within the timeframe of the Protocol and whose checks have been carried out in appropriate intervals.

12.7 It is also agreed that:

12.7.1 The amounts due will be paid after the regular issuance of separate invoices, with the following deadlines:
- twice a year
- the amounts remaining to be calculated on the basis of patients actually treated, the complete delivery of the data collection form duly completed;

12.7.2 Payments must be made through bank remittance with payment to bank account payable to: Rizzoli Orthopaedic Institute at Unicredit Banca, via Pupils, 1 - 40136 Bologna: IT46V0200802468000002849729 IBAN, SWIFT - BIC: UNCRITM1PQ6 within 60 (sixty) days from invoice date , After which will be subject to legal interest;

12.7.3 In the case of patients who fail to complete the entire study period, the Sponsor will recognize the Institute a share related to the actual length of the treatment received by each patient and surveys and testing, according to the following table:

	Subject
	Amount

	
	

	
	


12.7.4 In the case of a higher number of patients, the Sponsor shall pay the sum of the Institute in art. 12 paragraph 4 of this Convention, for each patient treated in excess of the number projected, the enlargement of the trial after obtaining permission from the Ethics Committee of the Institute;

12.7.5 With reference to the dates provided in paragraph 12.7.1, the investigator will send a final number of patients recruited and visits and tests to the appropriate office of the Institute, in order to determine the total amount that must be included on the invoice and that the Sponsor shall pay to the Institute. The Office of the Institute will ensure consistency between the data from the experiments on the activity and the final statement by the Sponsor.

ART. 13

Insurance

13.1 The Sponsor, as outlined and in accordance to the regulations, declare to have a special insurance policy, drawn up with the insurance company on _____________________________, ____________ and ending on ___________, for damages caused to individuals by the activity of experimentation, to cover the liability of the investigator and the sponsor, with the following limits:
- Euro ____________ per person;
-            Euro ____________ per study protocol.

13.2 The Sponsor also agrees to renew the insurance coverage for the duration of the study and to urgently send a copy of the renewal: 1) to the Ethics Committee 2) to the Director General of the Institute (to the attention: Projects Director for Innovation).

13.3 The Institute is exempted from liability if they cause damage clinical trial subjects, except in cases of wilful misconduct or gross negligence by the Head of experimentation. In any case, the Institute is committed to giving timely notice to the Sponsor on to any direct or indirect, actual or potential, as well as any adverse event or incident during the trial in order to enable the Sponsor to take appropriate action in order to protect the rights of the third parties and its own.

13.4 The Sponsor assumes no responsibility in the event that has been obtained written informed consent from the patient or legally acceptable representative and where the protocol has been breached.

13.5 In any case, the responsibility of the Sponsor does not extend to:
- damages caused by non-compliance by the Head of Testing, the Institute and its staff, and staff implementing the clinical trials of any law, regulation, order, rule or requirement of the Protocol;
- damages directly caused by the fact that the clinical trial is conducted in full compliance with all rules established by the European Union Guidelines on Good Clinical Practice as well as to the conduct of clinical trials (lack of notification required, approval by ethics committees, informed consent by patients, etc...).

ART. 14

Intellectual Property

14.1 The intellectual property, as provided by Sponsor and / or derived from the experiments and the results of planned and regulated by the Protocol (material, product, tool, and any newfound, any proceedings for any use and form, etc..) will be the exclusive property of the Sponsor

14.2 The Sponsor shall expressly require the consent of the Institute and use the name of the author and the Institute and / or institutional logo, which will be provided directly by the Institute with the approval of the Director General. The use of these names and logos for the dissemination, promotion and marketing of the derivative of the trial will not be allowed  without the prior approval of the Institute.

14.3 The Institute, with the consent of the Sponsor, may freely use these results to pursue its internal non-commercial purposes (for scientific and / or educational institutions, conferences, meetings and seminars), subject to the requirements of secrecy and assuming all appropriate precautions to avoid violating the intellectual property of the Sponsor.

14.4 Each Party shall remain the sole owner of industrial and intellectual property rights relating to:

14.4.1 their prior knowledge ("background knowledge"), meaning that all the achievements or developments were made independently by each Party prior to the signing of this Agreement;

14.4.2 parallel to their knowledge ("sideground knowledge"), meaning all that knowledge developed during the course of the trial, but outside of and independently, although related to the same scientific field.

14.5  In the event that the results derived from the testings exceed or differ in a clear and evident manner then, as outlined 
under the Protocol, the Sponsor, in Agreement with the Institute,
will accept either:

1) participation in the ownership of  patent filing,

or
        2) pay an additional amount for the result.

14.6 With reference to results suitable for patenting:
- It is understood the moral rights of inventors to be recognized as such, and as provided by law;
- At the request of the sponsor, the Institute and / or the Head of the group involved in clinical trials will provide documentation and materials necessary for procedures aimed at granting the patent;
- It is understood that the Institute and / or inventors are not entitled to payment of any amount by way of royalties;
- No expenditure should be charged to the Patent Institute and / or the investigators involved in the conduct of clinical trials.

ART. 15

Travel Expenses

15.1 In the case of testing or development of the trial, the Sponsor should involve Investigators and other staff to participate in meetings organized in places other than the location of the 'Institute - acquired the written consent to participate during working hours– the Sponsor, upon presentation of documentary evidence, will provide reimbursement of travel expenses and subsistence of the said personnel in equal measure, and commensurate with the actual duration of the meetings themselves.

15.2  A copy of documentation certifying such commitments should be provided to the Institute.

ART.16

Publications

16.1 Publications of study produced by the Institute, the principal investigator or any other investigator is regulated in the following matter:

16.1.1 Commitment under their responsibility to keep information confidential and not divulge information and results generated by the execution of such clinical applications, without referring the obligations under the law.

16.1.2 Any publications of results obtained by the investigator in this study is in compliance with art. 5, paragraph 3, letter c of the Ministerial Decree May 12, 2006 and subsequent amendments, under which must be guaranteed the right to disseminate and publish the results and, in accordance with the provisions in force concerning the confidentiality of sensitive data and patent protection, there must be no constraints on dissemination and publication by the Sponsor.

16.1.3 The investigator can use the test data for dissemination purposes, subject to the Sponsor's right to intellectual property resulting from the trial.

16.1.4 The investigator must be promptly informed by the Sponsor of the overall results at the conclusion of the study regardless of whether the primary and secondary objectives were achieved or not. 

16.1.5 Prior to any publication or disclosure of results, the investigator must provide to the Sponsor, within 30 days from submission of the publication and / or the submission, a manuscript of the final document / article that relates to a speech at the conference, whether it concerns articles writings / publications.

16.1.6 Within no later than 30 days of receipt of the final manuscript, the Sponsor can request a postponement of the publication or/and the disclosure if, after review of the final manuscript, identifies the possibility to set up patent protection.

ART. 17

Early Termination

17.1 Either Party may request termination of this Agreement with immediate effect by written notice sent by registered mail in case the other Party fails to meet its obligations under the Convention, unless the Party in default fails to remedy all 'breach within 30 (thirty) days from the date of receipt of the notice above.

17.2 The Agreement may also be dissolved by the Institute with immediate effect by the same procedure described in the preceding paragraph, if:

A) Sponsor interrupts the testing for valid scientific reasons, for reasons of safety of the drug, for administrative reasons or if the purpose of itself becomes outweighed by the scientific point of view.

B) The sponsor should be subject to bankruptcy proceedings (bankruptcy courts, administration, receivership) or have all or part of its assets to creditors ceased, or reach an Agreement with them for a moratorium of debt. Should this contract result in termination due to the Sponsor failing to fulfil their responsibilities, the Institute will have the right to consider the Agreement and specifications outlined in Article 12. 

17.3 If this contract is terminated for breach by the Sponsor of the Institute, they will not be required to return payments already made by the Sponsor for the activities already carried out (as indicated under art.12).

17.4 Each Party may still withdraw, unilaterally and at any time, from this Agreement with cause-documented with written notice of 60 (sixty) days to be sent by registered mail to the other Party. In this case, are subject to the costs already incurred and commitments made at the date of the statement of withdrawal, with expressly excluding any compensation for lost earnings.

17.5 Within 90 (ninety) days from the date referred to in the preceding paragraph, the principal investigator is committed to drawing up the report with all results, even partial, reached during the trial. The paper will be forwarded to the Sponsor that it will purchase the property.

ART. 18

Registration
18.1 All the costs and the subsequent signing of this Agreement and any registration in case of use shall be borne by the Party so requests.

ART. 19

Modification of Agreement

19.1 Any amendment to this Agreement must be formalized in writing and accepted by the Contracting Parties.

19.2 This document is signed by the Contracting Parties and signed for acceptance by the Principal Investigator.

ART. 20

Jurisdiction

20.1 This Agreement is ruled by Italian law; it is  drafted in both English and Italian. In case of discrepancy, the Italian version shall prevail.

20.2 For any disputes regarding the interpretation and enforcement of this Agreement, if not amicably resolved, will be then dealt with by the Tribunal Courts of Bologna.

20.3 This Agreement is made in 3 (three) original, one for the Sponsor and two (which a simple copy and a stamped, at the expense of the Sponsor) for the Institute.

20.4 The Parties declare that they have accurate knowledge of all the contractual terms and expressly and specifically approving the terms of Articles. 5, 6, 7, 17 and 20.
Read, approved and signed.

On behalf of the Company ……………………
Title: ……………………

Name and Last Name: ………………

Signature________________________

Town:……………, dated ……………………

On behalf of the Istituto Ortopedico Rizzoli

The Chief Executive Officer…………
The Principal Investigator:

Name and Last Name: ………………
Name and Last Name: ……………

Signature____________________
Signature___________________

Bologna, dated ……………………

Annex 1

LIST OF NON-ROUTINE VISITS AND TESTS, IMPACT ORGANIZATIONS AND OTHER ADDITIONAL SERVICES AND COSTS
(For Patient)

	Visit-Exam
	Cost Performance
	Number of Additional Services
	Total Additional Costs

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	Other costs::
	

	Organizational Impact
	
	
	

	- …………………
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	Length of stay:
	(to be completed if the study predicts hospitalization

	- surgical
	
	
	

	- physiatric
	
	
	

	- ICU
	
	
	

	- chemotherapy
	
	
	

	- ………..…………
	
	
	

	
	
	
	

	Total for Patient
	
	
	


N.B. Amounts subject to change based on updates of the Specialist Outpatient Services Tariff Nomenclature of the Emilia Romagna
.
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