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Annex 4
ADDITIONAL AGREEMENTS TO THE CONTRACT MODEL

On the one hand, Mr/Ms 	, as Managing Director of the centre,
	.

On the other hand, Mr/Ms 	, as 	of the Managing Entity.

On the other hand, Mr/Ms	, as 	of 	 (hereinafter, the Promoter).

And on the other hand, Mr/Ms ________________, as principal researcher of the clinical trial, in proof of knowledge and acceptance.

MANIFEST
That during the contract negotiation, the parties agreed to introduce, through this Annex, certain details related to the contract. And, therefore, they hereby

DECLARE

First: That the parties wish to add the following content to Declaration V, with respect to Anti-Corruption:

The parties agree to conduct the trial guaranteeing the maximum respect for ethical principles and promoting effective control mechanisms thereof. The parties also agree that any dishonest action will be avoided during the course of the clinical trial.

The Center, the Managing Entity and the Principal Investigator state and ensure that they have not taken any action that constitutes a violation of the national, regional or international anti-corruption regulations applicable to this Agreement (hereinafter “Anti-Corruption Legislation”). They also declare that they will ensure that their directors, employees or agents do not engage in this type of behaviour. It is also specified that neither the Center, nor the Principal Investigator, nor the Management Entity will directly or indirectly make any payment, offer, promise of payment or delivery of economic value, nor will they agree, promise to make payments, or offer or transfer anything of economic value to any Public Administration officials or employees, or to members of any political party or candidates for political or public office, or to any other third party that may be related to the subject matter of this Agreement, with the intention to influence decisions relating to the Promoter or its affiliates and/or its business activity in violation of Anti-Corruption legislation.

In line with the foregoing, the Center, the Managing Entity and the Principal Investigator, also declare that they have carried out and will continue to carry out their activity in accordance with the provisions of all applicable Anti-Corruption law.
Likewise, it will be the responsibility of the Center and the Management Entity to maintain adequate internal accounting control and to ensure that all accounting aspects of the trial are recorded in their books and records in a precise, complete and truthful manner. They also ensure that the documents in which these books and records are based are accurate, complete and truthful with regard to the main aspects.
Upon request, the Center and the Managing Entity shall maintain and provide the Promoter and/or its auditors (or other representatives designated by it) with access to records (financial or otherwise), and supporting documentation related to the subject matter of this Agreement. to document or verify its conformity with the provisions of this section.
Notwithstanding the provisions of this Agreement on early termination, if the Centre, Management Entity and/or the Principal Investigator fail to comply with any of the provisions set forth herein, this may be deemed to constitute a serious breach of this Agreement and shall entitle the Promoter to terminate this Agreement, with immediate effect upon written notice provided to the Centre, the Managing Entity and/or the Principal Investigator. The Promoter will not incur any financial liability, with no compensation being derived by the Centre and/or the Management Entity for said termination, in the indicated case.
Likewise, the parties acknowledge and agree to comply with Spanish law on corrupt practices and/or those that go against the interests of the Public Administration, which, without limitation, is found in Articles 419 to 427 bis relating to bribery, articles 428 to 431 on influence peddling, Articles 432 to 435 bis on embezzlement, Articles 436 to 438 bis on fraud and unlawful collection of funds, Articles 439 to 444 on negotiations and activities prohibited by public officials, and article 286 ter, on corruption offenses in international economic activities, all in the Criminal Code, and any other related regulations that may be applicable. Furthermore, the Promoter declares to be aware of and agrees to comply with the Foreign Corrupt Practices Act or FCPA, if applicable, or any other applicable law.


Second: That the parties wish to add the following content to the second clause on Party obligations:

The Centre certifies that both it and the principal investigator have the license or authorization, or the qualifications required to conduct the clinical trial and its corresponding activities, in accordance with applicable laws, regulations, policies or administrative requirements. It also declares that there are no applicable regulations or other obligations prohibiting the carrying out of the clinical trial and the formalization of this contract. The Center further certifies that neither it or the principal investigator has been disqualified or prohibited from conducting clinical research in any jurisdiction where they have worked; that it shall not make any type of requests for services by individuals that have been disqualified by the competent authorities with respect to the services to be carried out under this contract. During the term of the contract and for a period of three years following its termination, the Center shall immediately inform the Promoter/CRO of any circumstances arising that may lead to the disqualification or prohibition from performing the activities mentioned above.

Thirdly: The parties wish to add the following content to the fourth clause on Economic aspects:

The Center, the Managing Entity and the Principal Investigator declare that the fees payable under this Agreement represent fair compensation for the activities to be carried out.


Fourthly: The parties wish to add the following content to the ninth clause on confidentiality and access to information:

The Center agrees to use all of the means at its disposal to ensure the confidentiality of the information provided by the CRO or the Promoter to conduct the clinical trial, as well as the information obtained during its development (including the Protocol, the Researcher’s Manual, clinical trial data, and the information obtained from the clinical trial), data from analyses of biological material, and any other information related to the trial, the investigational drug, business plans and technology of both the CRO and the Promoter). The Promoter and CRO agree to use all means at their disposal to ensure the confidentiality of information provided in connection with the Centre’s business plans, research activities and the policies and procedures shared with the Promoter or CRO, within the context of the clinical trial.
Each Party shall treat all confidential information of the other Party in accordance with its confidential and confidential nature, ensuring the restricted movement of said information. They will take appropriate measures for this and assume the responsibility for compliance with this obligation by all individuals having access to it, as agreed in this contract.

Specifically, the parties agree to:
1. Receive and keep all confidential information from the other party, respecting this confidentiality.
2. Use the other party’s confidential information only for the purposes and objectives outlined in this contract.
3. Only disclose the confidential information of the other party to third parties, with the prior written consent of the owner, assuming that the third party is involved in the clinical trial and agrees to maintain the confidentiality required in this contract.


The foregoing shall not apply to any information that:
I. Is or becomes public domain by means other than non-compliance with this confidential clause.
II. Is received legitimately by third parties without breach of this confidentiality clause by the parties.
III. Was previously known by the corresponding party and was disclosed free of any obligation of confidentiality.
IV. Is mandatory to disclose in accordance with statutory prescription or request of the corresponding authority.

Fifth: That the parties wish to add the following content to the tenth clause on Personal Data Protection:

The parties involved in conducting the clinical trial agree to use all means at their disposal to guarantee the confidentiality of the information provided for in the conducting of the same and the information obtained during the course of the trial.

In this sense, they shall process all documentation, data, information provided and potential results in accordance with their confidential and secret nature, ensuring the restricted circulation of such information and being responsible for the fulfilment of this obligation by all individuals having access to it, as agreed in this Contract.

In accordance with Article 56 of Regulation (EU) No 536/2014, of the European Parliament and of the Council of 16 April, on clinical trials on medicinal products for human use, and repealing Directive 2001/20/EC, the Promoter or (as applicable) the principal investigator shall record, process, treat and retain all clinical trial information so that it may be accurately communicated, interpreted and verified.
Appropriate technical and organizational measures shall be taken to ensure that all information provided is protected and to prevent any access, disclosure, dissemination, modification or destruction in an unauthorized or unlawful manner or from the accidental loss of the same, especially when transmitted over a network. Specifically, the parties undertake to:

1. Receive and store all information confidentially.
2. Use the information received only for the purposes and objectives defined in this Agreement.
3. Only disclose said information to third parties, with the prior written consent of the Coordinating Researcher and provided that the third party is involved in the clinical trial and agrees to maintain the confidentiality required in this Agreement.

The foregoing shall not apply to any information that:
I.  Is or becomes public domain by means other than non-compliance with this confidential clause.
II. Is received legitimately by third parties without breach of this confidentiality clause by the parties.
III. Was previously known by the corresponding party and was disclosed free of any obligation of confidentiality.
IV. Is mandatory to disclose in accordance with statutory prescription or request of the corresponding authority.


Notwithstanding the guarantee to ensure confidentiality, the Promoter agrees that, where appropriate, the Managing Body may publish data relating to the clinical trial listed in Annex 3; will be at the disposal of the competent health authority in Andalusia; and that the health authority will have access to all of the documentation related to the test, providing the Management Body with such documentation, so that this authority can keep a record of all the studies conducted in Andalusian public health centres.

As appropriate, the Centre and/or the Management Body shall provide the competent health authority, auditors and monitors designated by the Promoter with access to documentation and information relating to the clinical trial at any time, guaranteeing confidentiality.
This obligation shall be binding for the parties during the term of the Contract and shall continue indefinitely.

Position of the parties in the development of the clinical trial:

The Centre and the Sponsor are responsible for processing the personal data from the trial:

· The Centre is responsible for processing medical records and data for the research. The Managing Entity acts as data processor of the Center in accordance with the corresponding mandate or agreement.
· The Sponsor is responsible for the processing of the pseudonymized data collection notebook of the research project. The CRO, the Monitor, the Auditor and, where appropriate, the trusted third party in charge of pseudonymization, act as data processors of the Sponsor in accordance with the corresponding contract.
Both assume all the functions and obligations imposed by the personal data protection regulations in this regard, specifically, the inclusion of the corresponding processing activity in a register containing the information, as  required by Article 30.1 of the General Data Protection Regulation (GDPR) and Article 31 of Organic Law 3/2018 of 5 December on the Protection of Personal Data and the Guarantee of Digital Rights (LOPDGDD).


Pseudonymization/coding of personal data of the participating subjects:

The parties agree that: [Select the option chosen]
· Option A: This is the responsibility of the Centre, through the principal investigator, who is obliged to:
· Use a procedure that ensures that information received by the Sponsor, and especially, information contained in the data collection books, does not contain identifying data of the clinical research participants.
· In no case, provide information to the Sponsor that directly or indirectly provides access and knowledge of the identification data of the clinical research participants. Specifically (but not limited to the same) in no case may it provide information on the pseudonymization process that has been used.
· Adopt measures permitting knowledge of the traceability of the accesses that may have been made to the personal data for cases in which accidental access to said data may have taken place.
· Option B: This is the responsibility of the Sponsor, who is obliged to:
· Outsource to a third party tasks consisting of pseudonymizing clinical research participants’ data through use of a procedure to ensure that, under no circumstances does the Sponsor have access to identifying data of clinical research participants. The Centre, through the principal investigator, shall provide the third party with the information that the third party needs to carry out this activity.
· To undersign a data controller contract with this third party in accordance with the requirements of Article 28 of the GDPR, specifying in the same the express agreement by the Sponsor to refrain from giving any instruction to the Processor that may share his access or knowledge of the expressed identification data and the resulting obligation of said third party to refrain from providing this unless necessary to fulfil legal obligations imposed by applicable regulations.

Obligations of the parties in the conducting of the clinical trial:
· The Centre

The following obligations shall be observed by the Principal Investigator on behalf of the Centre:

1. Provide the Sponsor with the information described in the trial protocol.

2. Process the participants’ data as indicated in the protocol. Only the individuals indicated in the information sheet and in the consent used to formalise the participation in the same will have access to the subjects’ personal data.

3.  Will be responsible for fulfilling the duty of information with respect to participants in the clinical investigation by providing them, at the time of delivery of informed consent, with a specific document containing all of the information related to the processing of their personal data in the context of clinical research. For this purpose, the model included in the Code of Conduct governing the processing of personal data in the field of clinical trials and other clinical investigations and pharmacovigilance will be used.
4. It shall guarantee the anonymity of the individuals participating in the clinical trial before unauthorized third parties, thereby protecting their identity. In no case shall the identifying data of participants be disclosed if information from their medical history is used in publications to disseminate the trial results.

5. This party will ensure that no information is provided to the Sponsor that would allow it to identify the clinical study participants. Specifically, it agrees to send the Sponsor the data collection notebooks without the clinical trial participant’s identification data, and without any information permitting the Sponsor to know this data, associating the information only with the pseudonym/code assigned to each participant.

6. [bookmark: _GoBack]It will act as a point of contact for the clinical study participants, being obliged to respond to any consultations made by these participants regarding the processing of their personal data and attending to requests related to the exercising of the rights of access, rectification, erasure and limitation of processing within the deadlines established for the same, in accordance with current data protection regulations.

7. In the event that any of the members of the research team participating in the clinical research is not an employee of the Center, the Center will be responsible for its hiring and must sign with the member of the team the corresponding confidentiality and secrecy commitments, as well as a contract of processor.
· The Sponsor

1. Will not be able to participate in the clinical study participant’s data collection process.

2. Agrees that in no case will it have access to the documentation relating to clinical research that contains identifying data of the participants, unless this is necessary to fulfil the obligations imposed by the applicable regulations or the rules of good clinical practice.

3. Through the data management plan included in the protocol, monitoring and auditing, it is ensured that the personal data contained in the documentation related to the trial have been collected in accordance with the applicable regulations.

4. When the Sponsor is located outside of the EU, he must appoint a representative in the EU to fulfil the obligations as controller.

5. In the event of adherence to any Code of Conduct relating to data protection in clinical research, it shall indicate such adherence. The Sponsor must identify the obligations imposed by the Code which may modify compliance with any clauses of this Agreement. Likewise, it must provide the signatory parties with a copy of the same and provide training and appropriate coverage so that the other parties involved are aware of and can apply the provisions of the Code of Conduct.

6. It will accredit, for example, through a responsible declaration, having formalized the corresponding data controller contracts, in compliance with Art. 28 of the GDPR and Art. 33 of the LOPDGDD, regarding contracted or subcontracted entities that require access to the personal data of the subjects participating in the research project. This is the case for the Contract Research Organization (CRO), the Monitor, the Auditor and, as applicable, the trusted third party. Otherwise, the Center will be unable to facilitate access to the processing activities under its responsibility.

7. In the case in which, as a basis of legitimacy, the Sponsor uses or has used  the consent to carry out the processing of personal data in the clinical trial, this must be recorded in the Centre to demonstrate the existence of guarantees permitting the exchange of information between the data processing activity from the medical healthcare record and the scientific research, responsibility of the Centre, and the pseudonymized data collection notebook, responsibility of the Sponsor.

8. The Sponsor knows and agrees that the Center provides sufficient instructions and information on the authorized mechanisms for accessing and collecting information on the data processing activities under its responsibility, both to the principal investigator, the collaborating staff, and the other professionals involved in the trial (CRO, Monitor, Auditor, etc.). All of this is in accordance with the information security policy and its developing procedures.

9. Appropriate measures will be taken to ensure the protection of the participants’ privacy by preventing the crossing of their pseudonymized data with other databases that could allow their identification.

10. As appropriate, international data transfers from the pseudonymized data collection book to third countries or international organizations shall be subject to the provisions of Chapter V of the GDPR and any recommendations or observations made to that effect by the supervisory authorities, taking into account the national and regional implementing regulations. For this it will be necessary to rely on the admitted legal transfer mechanisms such as adequacy decisions, standard contractual clauses or binding corporate rules, which must be previously authorized by all affected parties. Such mechanisms shall be documented, signed and annexed to this Agreement as an integral part thereof. In the case in which no guarantees are provided, the authorization of the competent supervisory authority for the personal data protection shall be sought to enable the international data transfer.

· All parties
1. Agree to employ all means at their disposal to ensure the confidentiality of the personal data of the recruited subjects, in compliances with all of the requirements established in the current regulations. Therefore, they should ensure the restricted movement of this data, and they should be responsible for the fulfilment of this obligation by all parties having access to it.

Access to the personally identifiable information of the participants will be restricted to the study physician/collaborators, competent health authorities, the Research and/or Medicinal Ethics Committee (CEIC/CEIm) and personnel authorized by the sponsor (trial monitors, auditors or trusted third parties), when required to verify the study data and procedures or to enable its execution, while always maintaining the confidentiality of the same in compliance with current law.
Confidentiality obligations related to data protection and refraining from using data for distinct and incompatible purposes and without a legal basis of legitimation will be indefinitely in force.

2. Will ensure training in personal data protection for parties authorized to process the personal data from the trial.

3. Will support, as appropriate, the competent supervisory authority.

4. Will designate a data protection officer and inform the other party of their identity and contact details, also complying with all the of provisions of Articles 37, 38 and 39 of the GDPR, and Articles 35 to 37 of the LOPDGDD.

5. The following categories of interested persons, in the position of titleholders of the personal data will be established [mark the appropriate category]:

	[ ] Citizens
	[ ] Workers
	[ ] Patients
	[ ] Disabled persons

	[ ] SS.II users.
	[ ] Minors
	[ ] Researchers
	[ ] Students

	[ ] Other: 	




Security measures:

1. Regarding the treatment activity for which the Health Center is responsible, it is subject to compliance with the information security policy of the Andalusian Health Service, published in BOJA no. 71 of 16/04/2021.
2. As for the processing activity for which the Sponsor is responsible, the pseudonymized data collection notebook created as a result of the research project must ensure the following:

2.1 Conduct the corresponding risk and impact assessment on data protection prior to determining the applicable security measures. For this you may request the collaboration of the appropriate health centre or institution staff. The assessment shall explicitly address the risks of:
· Reidentification considering issues such as the applied technique and the requirements of the data collection notebook, both of which are documented in the protocol’s data treatment/management plan.
· Accidental or unlawful destruction, loss or alteration of personal data transmitted, stored or otherwise processed, or the unauthorized communication or access to such data.
These evaluations may be required by the health centre in full or in part while maintaining their confidential nature.

2.2 Guarantee compliance with the National Security Scheme (as foreseen in Royal Decree 311/2022 of 3 May, which regulates the National Security Scheme) or equivalent international standard, paying special attention to the catalogue of applicable safety measures, based on the category of the system used. Unless reported otherwise, the default system category according to the ENS shall be average.

2.3 Regarding the pseudonymized personal data collection book, the Sponsor must:


a) Ensure the permanent confidentiality, integrity, availability and resilience of treatment systems and services.
b) Quickly restore availability and access to personal data, in the event of a physical or technical incident.
c) Regularly verify, evaluate and assess the effectiveness of the technical and organizational measures implemented to ensure the safety of the treatment.
d) Encrypt data both for storage and when in transit (communications).
e) Implement any other measures that, taking into account the entirety of the processing operations carried out, are necessary to ensure an appropriate level of safety with regard to the risk.

2.4 In the event of modification of the current data protection regulations or other related regulations that are applicable to the data processing subject to this Agreement, the Sponsor will ensure the implementation and maintenance of any other security measures that may be required, without this suggesting any modification of the terms of this Contract.

If either party becomes aware of a personal data breach (Articles 33 and 34 GDPR) with respect to the pseudonymized trial data collection workbook, that party shall promptly notify the other party accordingly. In such a case, the parties will cooperate fully with each other to remedy the personal data breach, comply with the appropriate legal notification obligations and remedy the damages.
Sixth: That the parties wish to add the following content to the eighth clause, on Intellectual and Industrial Property Rights:

If the conduct of the clinical trial results in any invention or discovery referred to in clause eleventh of the contract, the Center, through the principal investigator, shall immediately inform the CRO/Sponsor. The Center, through the Researcher, shall provide reasonable assistance to the Sponsor in filing and processing any patent application relating to such inventions or discoveries, at the expense of the Sponsor.


Seventh: That the parties wish to add the following content to the twelfth clause on Publications of the results:

In the event that this matter is not specified in the study protocol, in which case the provisions thereof will prevail, the parties involved in this area agree to the following:

Through the principal investigator, the centre shall provide the Sponsor with any publication related to the study at least sixty (60) business days before it is submitted for publication or otherwise disseminated. During this period, the publication will be retained so that the Sponsor can assess its impact. If it is necessary to apply any measure to protect the above-mentioned intellectual or industrial property rights, the Sponsor shall notify the Center and the principal investigator in writing as soon as possible. In this case, the principal investigator shall delay dissemination for an additional period that should not exceed sixty (60) business days.
During this retention period, the Sponsor may request that the principal investigator remove any confidential information from the publication that has not been previously published.
If the study is part of a multicentre clinical study, the parties acknowledge that the first publication will be a joint publication, including all centres and that any subsequent publication shall refer to that first publication.
Notwithstanding the foregoing, if a joint manuscript is not sent to all of the participating centres within eighteen (18) months of the completion of the study at all participating centres, the lead investigator may publish the study results individually, provided that the other requirements included in this Agreement are met.

Eighth: That the parties wish to add the following content to the seventeenth clause on General:

The contract shall take effect as of the date of its signing or, if it is signed on different dates, as of the date on which it was signed by the last signatory. It shall remain in force until the completion of the clinical study, notwithstanding those obligations assumed by the parties that may remain in effect upon termination of the same or after the advance termination of said contract.
This contract may be formalised in two or more copies, each of which shall be considered original, and all of the copies together shall constitute the sole and unique instrument. The parties may sign this contract:
· (i) all of them handwritten on paper.
· (ii) all electronically in compliance with the provisions of Law 6/2020, of 11 November, regulating certain aspects of the electronic safety services, with this signature being valid and binding for all purposes, as is the handwritten signature. For this, it must be signed, as a matter of priority, using the signature of an official entity providing electronic certification services. In this case, it must be possible to verify the authenticity of the status of the digital identification certificate (such as the Fábrica Nacional de Moneda y Timbre-Real Casa de la Moneda) and the integrity of the signature document.
· (iii) Exceptionally, if it is not possible for all parties to sign in accordance with the provisions of the preceding paragraphs, one Party may do so in handwritten form and another in electronic form. However, it is recommended that the Parties sign this Contract in the same way, in order to strengthen the legal security of the signature.

Ninth: That the parties wish to introduce a new nineteenth clause to the model contract and to add content regarding inspections by the regulatory authorities:

The Centre shall promptly notify the Sponsor or the CRO of any regulatory inspection of the Centre pursuant to this document for its knowledge and shall provide a copy of the inspection reports with respect to the clinical trials mentioned in this contract; either of the two entities may make contributions to the responses that will be sent to the corresponding authorities. A copy of the final response that is sent shall be provided.


Tenth: That the parties wish to introduce a new twentieth clause to the model contract and to add content to it referencing the preservation of the Master File:

The Sponsor and the Principal Investigator are responsible for the master file of the clinical trial, in accordance with the provisions of Article 43 of Royal Decree 1090/2015 of 4 December, which regulates clinical trials with drugs. In this sense, the parties involved in the conducting of the clinical trial agree that the Centre and the principal investigator shall retain the master file of the clinical trial in paper or digital format for at least twenty-five (25) years after completion of the same; or for a longer period if other applicable requirements so provide, in accordance with the provisions of Article 43.2 of the aforementioned Royal Decree 1090/2015 of 4 December .
The medical records will be kept and stored in accordance with the provisions of Law 41/2002 of 14 November, basic regulator of patient autonomy and rights and obligations regarding information and clinical documentation and in accordance with the maximum period permitted by the Centre, according to the provisions of Article 43.4 of the aforementioned Royal Decree 1090/2015 of 4 December.
If, in addition to the Master Archive held by the Sponsor, it is agreed that the Centre shall retain copies of the documentation that form part of the archive, and if, during the retention period, the clinical trial file cannot be kept due to exceptional circumstances, the Centre or Managing Entity shall contact the Sponsor to arrange for the transfer of the clinical trial file to the party designated by the Sponsor. The Investigator and/or Centre may not destroy or otherwise dispose of the clinical trial file without prior written instructions from the Sponsor, unless they are requested, and the Sponsor has not transferred them within a maximum period of 30 working days as of that request. In this case, the clinical trial file may be destroyed.

Eleventh: The Parties declare that the content of this document does not contradict the content of the Model Contract published in the Official Gazette of the Junta de Andalucía No. 118, from 21 June 2019, or current legislation and that it abides by the need to specify certain aspects on behalf of the Sponsor.


And, in proof in accordance with the full content of this document, the parties involved in the contract hereby sign it.


In 	on 	of 	of 20  /date of electronic signature.


By the Centre	By the Managing Entity





SIGNED: Mr/Ms		SIGNED: Mr/Ms	


By the Sponsor	             As a sign of knowledge and acceptance, the principal researcher





SIGNED: Mr/Ms 		Mr/Ms 	
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