
Agreement between The Istituto Clinico Humanitas - Humanitas Mirasole S.p.A, Tax and VAT Code 10125410158, with registered office and operating offices in Rozzano (Milan) - Via A. Manzoni 56, CF and PI: 10125410158  in the person of its Managing Director and legal representative Dr Luciano Ravera (hereinafter referred to as the “INSTITUTION”) and the Company [insert company business complete name] with registered office at ___, n. ____, hereinafter represented by Mr. ____ in his/her quality of [insert title] (hereinafter “Sponsor” or “Company”), regarding the conditions and requirements for conducting the clinical trial [please insert title of the trial] at the Institution.

WHEREAS:

- Through the application dated [insert date of application] the Company [insert Company Business Name], with registered office in [insert the complete registered office address] requested the Institution, in the person of its legal representative, the relevant authorization in order to conduct the Trial “[insert title of the Trial”], Protocol n. [___] EUDRACT n. [___], hereinafter “the Trial” (Exhibit A.).

- Trial protocol (hereinafter “the Protocol”) together with the documents submitted to the Ethic Committee (hereinafter “EC”), are integral and material part of the present agreement, although they are not necessarily attached hereto.

- Trial could be conducted in compliance with the applicable Italian as well EU regulations; 

- In order to carry out its own clinical trials, Company executed an Insurance Policy with the Insurance broker [insert insurance company business name] (N. ___) (for a maximum amount of Euros ___ per patient and Euros ___ for each protocol); the Policy fulfils the minimum requirements as per Italian Ministerial Decree 14 July 2009;

Options to be used for study in the event that (a) Humanitas is the coordinating center, or (b) Humanitas is the participating center;

(a) On ____ the Independent Ethics Commitee of Istituto Clinico Humanitas – IRCCS, Rozzano (Milan) issued its favourable and final single opinion (in compliance with art. 7 of the Italian Legislative Decree No. 211 of 24 June 2003) for the performance of the trial;

(b) On ____ the Ethics Committee of the Coordinating Centre issued its favourable single opinion (in compliance with art. 7 of the Italian Legislative Decree No. 211 of 24 June 2003) for the performance of the trial, as well as the Independent Ethics Committee of Istituto Clinico Humanitas – IRCCS, Rozzano (Milan) acknowledged the above mentioned opinion on ____;
- On _____ AIFA issued its favourable opinion;
BETWEEN 
Istituto Clinico Humanitas – Humanitas Mirasole S.p.A. and the Company [insert Company Business Name] (herinafter also “Company” or “Sponsor”).
IT IS HEREBY AGREED AND STIPULATED AS FOLLOWS
Art. 1. - APPLICABLE REGULATIONS.
The clinical Trial shall be conducted in accordance with the principles and the criteria established by the relevant laws and regulations, the Good Clinical Practice, as well as, without limitation, by Helsinki declarations, the EU Directives 2001/20/CE and 1005/28/CE, the Italian Legislative Decree 211/2003, the Legislative Decree 200/2007, the Ministerial Decree 15 July 1997 (including the Good Clinical Practices as per the present Decree) the EU Regulation 679/2016, the Legislative Decree 196/2003 as amended by the Legislative Decree 101/2018, the Ministerial Decree 12 May 2006, the Legislative Decree 219/2006, the Ministerial Decree 21 December 2007, the Guidelines for Data Processing within the Framework of Clinical Drug Trials of 24 July 2008 n. 52, the Ministerial Decree 14 July 2009 as amended, modified or replaced in future as the case may be. 
Art. 2. – PERSONS IN CHARGE FOR THE TRIAL.  

Institution appoints as person in charge for the conduction of the Trial as per above, further to his/her official acceptance, Mr./Ms. ____, practicing at ___ Unit of the Institution, in his/her quality of Principal Investigator.

The scientific and technical contact for the Trial on behalf of the Sponsor will be [insert name of the qualified personnel] who may appoint a Project Manger (also called “Clinical Project Manager”). Clinical Project Manager will have contact with the medical personnel entrusted to plan and conduct the Trial in compliance with relevant regulation as per above.

The Principal Investigator shall be assisted by the Institution's personnel who had expressly accepted to participate to the trial. The Principal Investigator shall identify in writing the names of physicians/nurses or other personnel involved in the trial. The Principal Investigator will also be responsible for keeping and updating a list of the participants involved in the trial, to be kept in the Investigator Study Files (“ISF”).

Instution accepts the monitoring and auditing visits that will be carried out at the above mentioned Operation Unit by the Sponsor’s personnel or by a third party appointed by the Sponsor, for this purpose, in order to verify the appropriate conduction of the Trial. 

Art. 3. – COMMENCEMENT OF THE STUDY AND NUMBER OF PATIENTS.
The Trial could commence only upon the issuance of the Institution EC favourable opinion, as well as upon the execution of the present agreeement.

Approximately [___] patients could be enrolled by [___] (estimated date) at Institution premises. The recruitment will continue, in any case, until the required global number of patients envisaged by the Protocol has been achieved, unless otherwise notified during the Trial. The total maximum number of patients at all participating sites worldwide will be equal to [___] patients.

Being a multi-centre Clinical Study with competitive enrolment, the number of patients per site may vary, more or less, according to the enrolment capacity of each site. The parties acknowledge that any increase of the number of patients to be enrolled at the Institution site shall be agreed in advance between the parties in writing, prior to the issuance of the favourable opinion of the Principal Investigator as well as further to the EC authorization.

The Sponsor shall promptly inform the Principal Investigator in writing of the closing date for enrolment, or when the total number of required patients has been reached internationally, or the expiry of deadlines, and, therefore, the Principal Investigator shall conduct the Clinical Study only with the patients whom he/she have already enrolled at the date of such communication.

Sponsor shall have no liability for and shall not acknowledge any compensation for patients enrolled by the Principal Investigator on his/her own iniziative, beyond the maximum number agreed upon or subsequently to the date on which closure of enrolment has been notified. 

ART. 4. – PARTIES’ OBLIGATION.

4.1. Sponsor undertakes the following: 

a) To comply with alle the instructions, guidelines and recommendations set forth in the opinion issued by the EC.  

b) To provide the Institution, at its own care and expenses, through its Pharmacy, with the following products required for the Study [insert list of the products], the material necessary for their preparation and administration, as well as their supporting drugs, in accordance with the requirements of relevant regulations, in the amounts and following the instructions for carrying out the Trial, packaged and labelled as described in the Protocol and in accordance with applicable regulations. Drug products shall be provided with a standard packaging note (“DOCUMENTO DI TRASPORTO”) addressed to the Pharmacy, bearing products description, quantities, batch number, expiry date, possible specific storage conditions, Study Protocol reference, the Operation Unit where products have been addressed, the name of the Principal Investigator. Institution Pharmacy shall assure the proper preservation of the Trial products, by means of the adoption of all the necessary measures for the suitable maintenance and distribution of the Drug.
c) To pay, upon the signature of the present agreement, the amount of 800 Euros + V.A.T. to the Hospital Pharmacy in order to cover set-up, start-up and management of the Study. 
[to maintain if applicable] if Sponsor decided not to provide the comparative drug, Sponsor, in compliance with GCP as well relevant legislation, undertakes to:
· duly re-labelled the product as drug to be exclusively used for a Clinicla Trial; 

· to reimburse to the Institution all the re-labelled drug and exclusively assigned for the Trial;
· [to maintain if applicable and to insert pharmacy list item related to the study] to reimburse the labelling activity in accordance with the following list [____]
4.2. As regards residual or expired products the Institution undertakes as follows:

The Institution shall use the experimental products provided by the Sponsor solely and exclusively for the purposes of the Trial, and it also undertakes to return to the same Sponsor at the end of the Trial, at Sponsor expeses either the remaining drug as well as the expired products.. The Institution Pharmacy shall adopt all necessary measures to ensure appropriate storage of the products, as previously indicated by the Sponsor in the Protocol or in a proper annexed document, which will be as integral part of this agreement. 
4.2.1. [to maintain if applicable and to insert pharmacy list item related to the study]: Sponsor moreover undertakes to reimburse to the Hospital Pharmacy the following activities: [______]
Furthermore, in order to conduct the Trial, the Sponsor undertakes to provide, free of charge, all materials required to record and collect information (i.e. Case Report Forms, either on paper as well as on any other materials required by the Protocol) or, in any case, necessary to conduct the Study. 
4.3.  The Sponsor undertakes to pay the Institute the following sums:

Euros ____ +VAT for each recruited, eligible and evaluable patient, as better described under Exhibit B – a); 

For extra activities (if they are not included in those as per above), amounts shall be described under Exhibit B-b); 

Exhibit B forms integral part of the agreement.    

In case of patients terminating the treatment before the term as per the Protocol, the Sponsor shall pay to the Institute an amount proportionally calculated on the real duration of the treatment supplied to each  patient. 

The Institute will not receive any compensation for not assessable patients (due to non-observance of the Protocol) or screening failure but it shall have the right to receive a reimbursement for the costs actually borne. 
[Sponsor undertakes to reimburse the Institution all additional costs arising from medical/diagnostic activities not expressly indicated under the Protocol and its further amendments and not covered in the figures as per above. This circumstance applies if the above-mentioned activities are deemed necessary upon chance of patient’s medical status caused by the trial itself. Subject to the confidentiality of patient’s identity, the reimburse shall be made provided that the above mentioned activities and their related costs – according to Institution price list – shall be timely communicated, justified and documented in writing to the Sponsor.
The sums indicated in this Article will be paid to the Institute towards the issue of invoice, payable within 45 days from the date indicated therein. Each invoice shall be sent quarterly, within 20 days from the end of each calendar quarter, based on a statement submitted by the Sponsor uploaded on the Clinical Trial Platform folder “Richiesta Fatturazione da Promotore”.

Any communications regarding the invoice process shall be addressed to:

If to Sponsor: [_____________________________________]
If to Institution:
	
	Contact person
	e-mail

	Economic issue
	Chiara Iannuzzi
Michele Tedeschi
	chiara.iannuzzi@humanitas.it
michele.tedeschi@humanitas.it

	Administrative issue
	
	amministrazione.sperimentazioni@humanitas.it


Notwithstanding the foregoing, Sponsor hereby undertakes to pay, upon the deed signature, to the Institute the lump sum of Euros 2,600 + VAT for out-of-pocket expenses borne by the Institution for opening the study.

Options to be used for study in the event that (a) Humanitas is the coordinating centre, or (b) Humanitas is the participating centre;

(a) Sponsor hereby declares to have paid to the Independent EC of the Istituto Clinico Humanitas – IRCCS, Rozzano (Milano) the amount for the Trial evaluation expenses, the issue of the single favourable opinion (at present equal to Euros 4.000), as well as it will pay any other amount due for possible further opinions requested from the Sponsor to the same Independent EC (i.e. in relation to protocol amendments, informed consent and so on equal to Euros 900).

(b)  Sponsor hereby declares to have paid to the Independent Ethics Committee of the Istituto Clinico Humanitas – IRCCS, Rozzano (Milano) the amount for the study evaluation expenses, the issue of the relevant favourable opinion (at present equal to Euros 3.000), as well as it will pay any other amount due for possible further opinion requested from the Sponsor to the same Independent EC (i.e. in relation to protocol amendments, informed consent at present equal to Euros 900).

Options to be used for invoices letter heading in the event of (a) one counterpart or (b) more counterparts. 

(a) invoices shall be addressed to (insert business name, address and name of the Principal Investigator);

(b) invoices bearing considerations for the performance of the Trial shall be addressed to (insert business name, address and name of the Principal Investigator);

Invoices for EC considerations shall be addressed to (insert business name, address and name of the Principal Investigator). 
[TO BE APPLICABLE EXCLUSIVELY BETWEEN ITALIAN LEGAL ENTITIES]
In compliance with the Italian balance sheet law 2018 (paragraph 909) that provides the issuance of an electronic invoice for the sale and purchase of good and services even among private entities, from the date of 1 January 2019, the institution will issue invoices as per XML format (Extensible Markup Language) that must be transmitted by the SDI exchage system. Sponsor/CRO hereby communicates the necessary pieces of information for the issuance of the electronic invoice:

SPONSOR/CRO BUSINESS NAME:
RECEIVER CODE/PEC:

VAT N. :
FISCAL CODE:  

 [TO BE APPLICABLE ONLY IF THE CASE OCCUR] Invoices will be issued EXEMPT of VAT only if … provides a certification issued by his national tax authorities declaring that … is a taxable entity that carries out an organized economic activity and is registered under a specific VAT number. Certification must be sent by mail to ‘amministrazione.sperimentazioni@humanitas.it’ before issuing any invoice]
Payment of the remuneration will be made by bank transfer to the following account:

	Name of banking account’s owner
	HUMANITAS MIRASOLE S.P.A.

	Address of recipient
	Via A. Manzoni, 56

20089 Rozzano (MI)

Italy

	Name of the bank
	Banca Intesa San Paolo SpA

Via G. Verdi, 8

20121 Milano

Italy

	IBAN code:
	IT62Z0306909400000042548158

	SWIFT code
	BCITITMM

	Description of Payment
	Name of Trial: 

Number of Protocol: 


 4.4. The Institution and the Principal Investigator undertake to observe all the instructions, guidelines and recommendations set forth in the opinion issued by the EC.

4.5. The Institution and the Principal Investigator undertake to keep the Sponsor and the EC informed on an ongoing basis the Trial progress, specifically, in relation to the occurrence of any severe adverse events either directly or indirectly related to administration of the experimental drug.

4.6. Documentation relating to the Study remaining with the Institution shall be kept for the period of time required by current regulations. The Sponsor is required to inform the Institution the expiration of the period of time for which documentation must be kept.

Art. 4-bis – GRATUITOUS LOAN FOR USE [IF THE CASE OCCURS].
Notwithstanding the foregoing, Sponsor hereby grants the Institution as gratuitous loan for use, in compliance with art. 1803 s.g. of the Italian Civil Code, for the exclusive purposes of the Trial and for the entire lenght if the Trial itself, the following equipment (in line with the relevant regulations) together with consumption material as better specified as follows:

______ equal to Euros ______
______ equal to Euros ______
Institution undertakes to keep safe the above mentioned equipment as well as the relevant consumption material.

Sponsor undertakes any liability in relation to potential damages arising form the proper use of the equipment as per the above mentioned purposes, in accordance with the user’s handbook of the manufacturer.

Institution undertakes to be liable in the event of damages towards subjects, animals or goods pertaining to the Institution or to any third parties in relation to the use of the equipment used for different purposes from those as per above, or non-compliance of the prescriptions as handbook of the manufacturer. Institution also undertakes to indemnify and hold harmless Sponsor if the above-mentioned circumstances occur.

Institution also undertakes to report, to the competent authority, any case of theft, damage, loss of equipment and, in any case, to give notice to the Sponsor. Sponsor undertakes to hold harmless Institution in case of theft or accident related to the equipment use.

Sponsor undertakes to bear any possible maintenance (including installation cost, electrical safety check and performance check) and reparation expenses of the equipment concerning the use of the same equipment in relation to the Trial. At the end of those activities which the equipment use is requested for or, in any case, at the end of the Trial, Sponsor shall have the duty to take back the above mentioned equipment.
Art 5. – PROCESSING PERSONAL DATA INFORMATION.
5.1. In compliance with EU Regulation 679/2016, the Italian Legislative Decree 196/2003 (as amended by the Italian Legislative Decree 101/208), as well as, if applicable, the Guidelines for Data Processing within the Framework of Clinical Drug Trials of 24 July 2008 n. 52 (hereinafter collectively “Privacy Regulation”), Institution and Sponsor shall, within the scope of their responsibilities, be independent data processing controllers (“Titolari Autonomi”), for the patient data related to the conduction of the Trial hereunder. The Principal Investigator shall be appointed by institution as authorized person in compliance with art. 29 of the EU Regulation 679/2016. Prior to starting the Trial, the Principal Investigator shall obtain from patients the required consent form for the processing of personal information. The Institution shall be responsible for keeping this document.  The patient information and consent for the processing of personal data shall comply with the Protocol, the approval made by the Ethics Committee as well as with the prescriptions set forth in the “Garante Privacy” provisions (Guidelines of 24 July 2008 and its further amendments).

5.2. [INSERT CRO BUSINESS NAME] has been appointed by Sponsor as health patients’ data controller in compliance with art. 28 of the EU Regulation 679/2016.

5.3. The Sponsor and CRO (if appointed to do so) may disclose, in full compliance with current regulations, the personal and special data to other companies within their respective groups and to companies working with them internationally in order to carry out specific activities related to the Trial in compliance with Chapter V of the EU Regulation 679/2016 as regards Transfers of personal data to third countries. The data may be sent to countries outside the European Union. The Sponsor, CRO, Sponsor data Processor and the recipients of communication shall adopt appropriate measures to protect the transferred data.

5.4. Each of the Parties (Institution and Sponsor) undertakes to cooperate with the other Party in a timeline manner, in order to allow the other party to fulfil terms and legal prescriptions as per Italian Privacy Authority, in the event that Italian Privacy Authority notifies to the other Party information or documents request regarding the Trial, or the Party has been notified by a study subjects an application as per art. 15 to 21 of the EU Regulation 679/2016.

5.5. The obligations and the prescriptions of this Article shall be valid and in force also upon the termination (by notice or by default of the Agreement).

Art. 6. – SCIENTIFIC DATA: CONFIDENTIALITY, OWNERSHIP, RESULTS AND PUBLICATION POLICY.
6.1. Notwithstanding the provisions as per the present Article 6, the Institution shall treat all information related to the Trial with the utmost confidentiality and shall not disclose such confidential information to third parties without the Sponsor’s written consent. The Institution warrants that the confidentiality obligation shall be extended to the Principal Investigator and his/her collaborators, as well as any other person outside the Institution who, for whatever reason, may become aware of confidential information. The current confidentiality requirements shall remain in effect until the information has been made public domain by the Sponsor.

6.2 Disclosure of information must occur as per current regulations.

In addition, the Sponsor undertakes to prepare the final Clinical Report. The Sponsor shall enter the final Clinical Report in the relevant section of the OsSC and it shall send it promptly to the Principal Investigator.
In order to ensure that data of the Trial are properly collected and processed, the Principal Investigator shall send any manuscript to the Sponsor prior to its submission for publication. The Sponsor shall have 60 days (silence = consent), from receipt of the manuscript, during which it is entitled to suggest any manuscript amendments. The Principal Investigator will accept the incorporation into the publication of any comments that do not affect the reliability of data, as well as the rights, safety and well-being of the patients.
It is understood that, in case of a multi-centre Trial, any publication by the Principal Investigator may occur only after the Sponsor, or a third party designated by the Sponsor, has completed the multi-centre publication. If a publication by the Sponsor, or a third party designated by the same Sponsor, has not been initiated within twelve (12) months from the end of a multi-centre Study, the Principal Investigator may publish the results obtained at the Institution, in compliance with conditions set forth in this Article 7.

6.3 All data without personally identifiable pieces of information and any other thing obtained from the Trial, including all Case Report Forms, documentation, information, materials and results generated in any format throughout the Trial, shall be property of the Sponsor, to which, under this Agreement, they are transferred. Therefore, the Sponsor ownership shall concern all scientific data and with the exclusion of personal information. 

Any patentable results directly arising from the Trial, shall, in all cases, be the property of the Sponsor. In this case also, the results of the Trial may be published by the Investigators who were involved in the Trial, subject to the verification procedures sa per art. 6.2 above.
The Principal Investigator shall be entitled to publish the results of the Trial in compliance with current regulations, prior authorisation of the Sponsor, subject to protection of intellectual property rights. Any prohibition to publication must be appropriately justified.

6.4 The obligations and conditions under this Article shall continue to be fully valid and applicable even after fulfilment or termination of this Agreement for whatever reason.

Art. 7. – INSURANCE COVERAGE.
In compliance with the Ministerial Decree 14 July 2009, Sponsor hereby acknowledges that it has executed with Insurance Company _____, as indicated above, for the entire lenght of the Trial, the Policy covering civil liability under the same Trial n. _____, as approved by the EC for a maximum amout of Euros ___ for each trial and Euros ___ for each patients [Exhibit C].

The Insurance Policy is to grant specific cover in connection with the reimbursement of damages caused to the subjects by the clinical trial activities throughout the entire duration thereof, thus covering any civil liability of Principal Investigator as well as Sponsor, without excluding any damage which may be unintentionally caused by accident and/or attributed to negligence, imprudence or inexperience, provided that they have been showed within the period set forth under the above mentioned Ministerial Decree as well as under the same Policy Certificate.

Art. 8. – TERM OF THE AGREEMENT.
The Parties hereto agree that this instrument shall come into effect from the date of its last signature and shall remain in effect until formal closure of the Study site at the Institution.

The Trial conclusion is estimated to occur within _______ (specify month/year).

Art. 9. TERMINATION – WITHDRAWAL.
The Sponsor has the right to withdrawal from this Agreement at any time prior to 30 days’ written notice.

This notice shall be sent by registered letter or C.E.P. /P.E.C. (certified electronic mail) and shall take effect upon receipt by the other Party.

Each Party hereto reserves the right to immediately interrupt the Trial at any time for serious and well-grounded breaches of the other Party, and, in any moment, if there is a valid and documented reason to believe that prosecution of the Trial may put the patients in an unacceptable risk.  In the event of early termination of the Trial, the Sponsor shall pay the Institution any reimbursement of costs and remuneration that may be due up to that point, subject to the provisions of the foregoing sub-sections.  This Agreement shall be deemed automatically terminated in accordance with Article 1456 of the Civil Code if the Trial is not conducted in compliance with Legislative Decree 200 of 6/11/2007, Legislative Decree 211 of 24/06/2003 and in accordance with relevant Good Clinical Practice guidelines.

Art. 10 - REGISTRATION AND STAMP DUTY.
This agreement is only subject to registration if it is to be used. Stamp duty will be borne by the Sponsor.

Art. 11 – COMPETENT COURT AND APPLICABLE LAW.
This Agreement shall be governed by the laws of the Republic of Italy.

In the event of any dispute relating to the interpretation and/or performance of this contract that cannot be settled amicably, jurisdiction shall pertain exclusively to the Court of Milan, with the express exclusion of any other general or alternative Court.

Art. 12 – AMENDMENTS AND ADDITIONS
Any changes to this Agreement may be made, by prior agreement of the Parties hereto, through an appropriate written amendment.
The Parties mutually acknowledge that each part of this contract has been negotiated and therefore the provisions of Articles 1341 and 1342 of the Civil Code do not apply.

Art. 13 – ANTI BRIBERY REGULATIONS. 
The company hereby represents and acknowledges to be aware of the Standard Operating Procedures (“SOP”) of the Institute, adopted in compliance with the Legislative Decree 231/2001 and publish under ______ website. Company also undertakes to have examined and follow them during the performance of the obligations as per the Agreement and the Protocol.

Milano, __________




[Place and date]
Humanitas Mirasole S.p.A.



[Sponsor Business Name]
______________________________



_________________________________

Dott. Luciano Ravera


[Name and quality of the legal representative]
Managing Director.

Exhibit A - Protocol

Exhibit B - Terms of payment.
Exhibit C – Insurance

