נספח ב' – תבנית חוזה איכות   (version10/20)
QUALITY SERVICES AGREEMENT
Between

 (hereinafter referred to as SPONSOR)

and

 XXX

together referred to as well as “Parties”

WHEREAS, SPONSOR may request from time to time the Center and/or a principle investigator to conduct clinical trials at the XXXXX Medical Center, Israel (hereinafter referred to as “Center”) that will be approved pursuant to the Ministry of Health guidelines 14/2020 entitled "Clinical Trials of Human Subjects " and/or any other guidelines as valid and relevant at the time the Study, titled with a certain SPONSOR number (hereinafter referred to as "Study") according to a protocol which will be provided to the principle investigator (hereinafter referred to as "Protocol") and to which a specific binding clinical trial agreement will be signed (hereinafter referred to as "Trial Agreement"); and

WHEREAS, the Study Drug (as such term is defined below) supplied for the Study will be held by the Center at its pharmacy located at XXXXX at the Center (hereinafter referred to as “Pharmacy”); and  
WHEREAS, the Parties may contract in Trial Agreement and in order to comply with regulatory requirements are contracting in this quality assurance framework agreement (hereinafter referred to as "Agreement") dated XXXwill become an integral part of any executed Trial Agreement; 
THEREFORE, it is agreed as follows:

Preamble

This Agreement defines the conditions to be fulfilled by the Center, including the Pharmacy, and SPONSOR to ensure that the manufacture, import and storage operations are carried out in accordance with this Agreement and any local law, regulations and governmental guidelines including the EU Good Manufacturing Practices (cGMP); EU Good Distribution Practices (cGDP); Israel Pharmacists' Regulations (Good Manufacturing Practice Conditions) 2008, MOH guidelines and instructions, particularly EX – 012 and MOH guidelines Number 14 for conducting clinical trials in human subjects all in their relevant and valid version  and the information given in the Investigational medicinal product’s study protocol and product specifications as accepted by the competent authorities

This Agreement is signed as a frame agreement between the parties and  shall be considered as an integral part of any Trial Agreement.  Each trial Agreement will include reference to this frame agreement and detail the specific study drug supplied by the Sponsor.      
The Center represents and warrants that the Pharmacy is not a legal entity and is an integral part of its operation and therefore and although the Center shall sign this Agreement, the Center undertakes to assure that the Pharmacy and its qualified personnel shall perform all of the activities and comply with all of the provisions of this Agreement. The Center confirms that activities and/or performance of this Agreement, in part or in whole, shall not be delegated and/or transferred to any other party and/or personnel other than the Pharmacy, except as provided by law and after SPONSOR’s prior written consent.

1. Subject matter of the Agreement Authorizations
This Agreement governs the rights, duties and responsibilities of the Center, including the Pharmacy, regarding the storage operations of a Study Drug, as referred to in the Trial Agreement and SPONSOR's responsibility concerning manufacture, appropriate and secure storage and handling of products until arrival to the Site according to any relevant law and GMP in particular  ."Study Drug" shall have the same meaning as detailed in MOH guidelines Number 14 for conducting clinical trials in human subjects and as such it includes comparator drugs and placebo, whether manufactured by the Sponsor or by other manufacturer,all under Sponsor's responsibility. 
The Parties shall ensure that the operations are carried out in accordance with the requirements of the Israeli laws and regulation, including the Israeli Ministry of Health guidelines, the requirements of the EC Directive 2003/94, the requirements of the GMP and GDP guidelines, the EC GMP Guide, the WHO Guide on Good Storage Practices, each in its current version

The appendices mentioned in this Agreement, and all documents to which reference is made in the appendices shall become an integral part of this Agreement.

2. Responsibilities and Declarations
Sponsor shall have overall responsibility for the Quality of the Study Drug as required by the regulatory requirements or any applicable law and will ensure that only batches of the Study Drug meeting the regulatory requirements and relevant MOH Guidelines are provided to the Center. 

3. Release of the Study Drug, Transport  and Receipt

Before a Trial Agreement is executed, SPONSOR shall provide the Center with applicable Study Drug information to allow the Center to operate within the quality and storage requirements and in accordance with all applicable laws, regulations and guidelines.

 Sponsor undertake to supply the Study Drug  only after fulfillment of all requirements from Sponsor concerning proper manufacture and delivering as detailed in MOH directives EX- 012/01. The Study Drug shall be supplied with a Packing list/Proforma Invoice and a statement essentially stating that " The Study Drug has been released according to the MOH directive EX- 012/01".

For the sake of clarity and without derogating from Sponsor's overall responsibility it is hereby agreed that in case of release and delivery made by a local distributor depot, Sponsor shall be entitled to use only the services of  a local distributor depot authorized by MOH.

The Sponsor shall retain all documentation related to the manufacture, control, storage, release, transport and delivery to the Center  for the period required by the applicable law and guidelines and shall be available at any time upon request of the Center. 

SPONSOR is solely responsible to ensure that Study Drug transport to the medical center shall be carried out in full conformity with the applicable regulations and GMP to ensure that during the transport the Study Drug shall be stored, handled and transported in a proper and safe manner pursuant to the transportation conditions determined by the manufacturer of the Study Drug and in full compliance with highest level of quality and safety for potential interim storage of IMPs and delivery up to the hand-over point at the medical center.
 The SPONSOR is responsible to assure that no deviations occurs during transportation (from temperature or from other relevant conditions needed for proper transportation). In case of deviation occurring during transportation , the SPONSOR will immediately inform the Center/the Pharmacist and/or CHS QA  and will be responsible to assess the deviation and act accordingly. 

In case no notice of deviation was received and  the Study Product was delivered with the proper documentation as abovementioned -  the receiver at the Pharmacy (Responsible Pharmacist or pharmacy staff member delegated by the Responsible Pharmacist) shall sign on the Packing list/Proforma Invoice of the package as prepared by SPONSOR or a distributor for delivery. 

The document should precisely specify the identity of the addressees. This confirmation of the Study Drug arrival to its destination should be documented and filed by the Pharmacy of the Center and should be presented to the Ministry of Health upon request. If an electronic system is used (IXRS) the relevant party at the Center will be trained in advance and will be responsible to confirm this shipment via the electronic system 
The Pharmacy receiver will be the Responsible Pharmacist or Pharmacy staff member delegated by the Responsible Pharmacist. Receipt shall be conducted in the Pharmacy's premises only. Responsible Pharmacist will check that the Study Drug on receipt to confirm identity (item number if exists and/or batch number), quantity, integrity of the outer packaging as soon as possible but no later than 24 labor  hours  upon receipt thereof and will then contact  the distributor and SPONSOR if errors or deviations arise. it is hereby stated and clarified that the Study Drug won't be used or distributed and will be kept separately until checking by Pharmacist is completed.

4. Storage 
The Pharmacy at the Center shall:

To store the Study Drug at the Pharmacy, and under the management and supervision of a "Responsible Pharmacist" as defined in all applicable Pharmacists Regulations (hereinafter: "Responsible Pharmacist") unless otherwise was specifically approved in advance by the EC (Ethic Committee), and in such case the storage shall be made under the terms of such approval. Sponsor shall be responsible to provide the Principal Investigator with specific instructions regarding the proper storage of the Study Drug, and the Principle Investigator shall be responsible to store the Study Drugs under those instructions. When Study Drug is stored in other place than the Pharmacy as abovementioned, Sponsor shall be responsible to verify that the storage conditions meet such instructions. The storage of the Study Drug will be at all time in accordance with the GxP Requirements and under Sponsor's supervision.  


 Maintain premises and control systems that provide sufficient security to protect the Study Drug.


Maintain a clean environment and a pest control program to prevent contamination of the Study Drug.


Maintain FEFO (First Expired First Out) system inventory management. The inventory system will allow accurate traceability of the Study Drug batches and retest dates for the Study Drug including batches in the Center premises and for the Study Drug supplied to patients. For avoidance of doubt , such system (i.e FEFO) shall be applicable only when the IVR system is unavailable. 

Ensure traceability of all units of each Study Drug dispensed, enabling the market recall of specific Study Drug batches (to the extent logs are used in the Study and supplied by Sponsor which enable such traceability).

The Study Drug shall be stored under conditions as required by SPONSOR or specific drugs storage and/or protocol instructions (e.g: room temperature/freezer/fridge)


Maintain the labeled storage conditions throughout the storage of the Study Drug. The storage of the Study Drug shall be monitored and fully documented.


Whereas Expired recalled or returned Study Drug as well as for Study Drug destined for destruction shall be noticeable and clearly marked as such according to their status. 

A SOP specifying the requirements of appropriate and secure storage conditions at the Pharmacy of the Center shall be available. All personnel dealing with research/study drugs at the Pharmacy of the Center shall be trained on this SOP. The SOP shall be available for SPONSOR upon request or during a quality audit.

5. Repackaging
The repackaging and/or relabeling of the Study Drug by the Center are forbidden : The Center shall not alter or add to any labels, inserts, instructions for use, warnings or Study Drug information as communicated by SPONSOR. 
In case there is a need to perform relabeling, upon request of SPONSOR or its legal representative in writing, it shall be the sole Sponsor's responsibility to do so. In case the Study Drug can't be returned to Sponsor's site for this matter, the Sponsor shall be responsible to send a qualified person to perform the relabeling at the Center and it shall be performed under the supervision of the pharmacist.
6. Returned Products
Study drugs shall be returned from patients and/or to the distributor under agreed conditions to be defined by SPONSOR and specified in approved procedures. The Center shall have appropriate procedures and installations (segregated area) to make sure that no Study Drug returned from the patients – for whatever reason – will be re-dispensed without prior permission from SPONSOR in writing. In case of such permission given it shall be the sole Sponsor's risk and responsibility. 

All returned Study Drugs must be controlled for visual damages, quantity and properly identified (Study Drug name, lot number, retest/expiry date). A list of these Study Drugs shall be transferred from the Center to SPONSOR and Kept by SPONSOR.

7. Study Drugs Destined for Destruction

SPONSOR is responsible for destruction of all the unused and/or returned Study Drugs. Therefore, these Study Drugs cannot be destroyed without a written approval by SPONSOR

The Center shall have appropriate procedures and installations to make sure, that such Study Drugs are quarantine and physically separated from other materials and that they are protected from any unauthorized access.

The Study Drugs that are destined for destructions will be destroyed by the Sponsor and under its sole responsibility. Alternatively, after written notice from Sponsor, Study Drugs that are destined for destruction will be returned to the distributor, at Sponsor's expenses, who in turn will use authorized destruction vendor/s. In such a case it will be Sponsor's responsibility to collect the Study Drugs from site, at it's sole cost and expenses. Such collection shall be made no later than one month after expiration date or one month after termination of the Study.   

The quantity of Study Drugs sent, used and the residual quantity should be documented; accountability and verification of the quantities should be performed by or on behalf of SPONSOR in the Center throughout the Study period. Destruction will be performed (per trial or trial period) only after any inconsistency has been investigated and reasonably explained, and accountability has been documented. 
The Center shall be permitted to perform destruction activities provided that the Sponsor requested such activities from the Center and the parties agreed on an additional budget. 

For the sake of clarity it is hereby stated that destruction is never made by Pharmacy and/or at the Pharmacy's premises. In case Sponsor has requested Pharmacy to perform  destruction as mentioned herein above, it shall be made at Sponsor's expenses. In this case Pharmacist, shall dispose the products destined for destruction to a designated can to be collected by a subcontractor contractually engaged by the Medical Center to perform destruction. Pharmacist should document such disposal.  
8. Retention of Samples

The Sponsor shall retain Clinical Trial Product reference sample from each Batch, sufficient to perform at least two (2) full analyses according to the approved Release specification. The samples will be retained for a period of two (2) years following Release to the market of the Clinical Trial Product. Upon the Center's request, the retained reference samples will be promptly shipped to the Center in compliance with the Regulatory Requirement.

The Sponsor will retain two retained samples from each batch of Clinical Trial Product supplied to the Center. The samples will be retained for a period of two (2) years following the end of the last Clinical Trial or its formal ending, whichever is longer. Upon the Center's request, the retained reference samples will be promptly shipped to the Center in compliance with the Regulatory Requirements.

9. Quality Complaints
The Center shall report to SPONSOR any quality complaints, received from the patients according to the timeline as defined in the respective guidelines. For the sake of clarity, such notice shall be given first from the pharmacy to Principal Investigator and Principal Investigator shall give such notice to Sponsor. Only in urgent cases and if Principal Investigator cannot be reached by pharmacy – the notice shall be given directly from pharmacy to Sponsor.   
The Center shall report to SPONSOR immediately on any adverse event other than those identified by the Protocol or the investigator’s brochure as adverse events not requiring immediate reporting. The time period for reporting shall be as defined in the Trial Agreement.  SPONSOR shall take the lead in resolving any quality complaints, irregularities and all other inquiries related to the Study Drugs with the full assistance and cooperation of the CENTER team. In urgent case the pharmacist shall have full accessibility to expose data –blind. 
10. Study Drugs Recall
Handling Recalls of SPONSOR’s Study Drug is under the responsibility of Sponsor. Sponsor by himself or through the releasing Israeli QP shall maintain in full force and effect a clear system and directives to handle Recall immediately as it is needed and from any link in the supply chain. SPONSOR shall be responsible for notifying the proper local authorities, through the local releasing QP, of information that may affect the Quality, safety, and efficacy of the Study Drug. 
Upon a recall notification (irrespective of whether the recall was initiated by Sponsor or by regulatory authority in any country in the world) Sponsor   shall notify Center and CHS QA department) in writing and immediately about such recall. The information provided shall include the Study drug name, batch number and the reason for the recall and any other information which might be relevant for the participant’s safety. After received such notice the Center will work in full cooperation with the Sponsor and/or the releasing Israeli QP. The Center shall put all remaining stock of Study Drug under physical quarantine and a quarantine assignment will be given to the recalled Study Drug in the Center's inventory system to prevent further dispensing of the Study Drug in question. 
The Center shall maintain up-to-date follow-up on the number of returned Study Drug with breakdown by batch numbers and the identifications of the patients returning the Study Drug. These reports will be provided to SPONSOR upon request in a blinded manner. The recalled stock will be physically separated and also marked in the Center’s inventory system in order to prevent further dispensing.
11. Anti-Counterfeiting 
If the Center becomes aware of suspicion of counterfeit, counterfeit incidents, theft or illegal handling with respect to SPONSOR’s Study Drugs, the Center shall inform SPONSOR immediately.
12. Inspections and Quality Audits 

The Parties (including their subcontractors pursuant to the applicable agreement which shall be entered into between the respective Party and any such sub- contractors according to article 4 above) agree that their facilities, operations and Quality system are audited by each other initially, later periodically or in case of specific events, in order to ensure its ability to meet the Regulatory Requirements, and to ensure the intactness and Quality of the shipped Clinical Trial Product. During an audit, all of the records and SOPs relevant to the handling/storage/supply of the Clinical Trial Product or otherwise related to the performance of this Agreement, shall be available for the other party. To avoid any doubt, Center's right to audit shall not derogate, in any way, from the overall responsibility of Sponsor to the Quality of the Clinical Trial Product and to any derivative damage.

Each party shall promptly notify the other party (including, when applicable, CHS QA department), no later than seven (7) working days, of any Regulatory Requirements' violation identified during a regulatory authority inspection that may have an impact on the Quality, Safety and Efficiency of the Clinical Trial Product.


The Sponsor shall promptly notify the Center and CHS'QA department of any regulatory action that may have an impact on the Quality, efficiency and safety of the Product (e.g. Warning Letter, product seizure, hold or recall, suspension or withdrawal of any relevant License, hold or recall etc). Notification shall be made no later than three working days (72 hours) after receipt of notice of the regulatory action.

13. Deviations  


The Sponsor is responsible to report the Center and CHS' QA department of any Deviation concerning each Batch of the Study Drug. 

The Sponsor is responsible to handle all Deviations and investigations related to the manufacturing, packaging, storing, transporting, distributing and testing operations concerning the Study Drug that could affect its Quality, Safety and Efficiency.

Without derogating from the abovementioned, the Center will notify SPONSOR in writing without delay of significant deviations to the Study Drugs or from operational activities that may impact on the quality of the Study Drugs or service provided, such as but not limited to:

- Any damaged stock received or stock damaged in the Center

- Any significant inventory inaccuracy (e.g. stolen or lost )

- Any issues where Study Drug’s storage requirements are not met

These examples do not constitute an exclusive list.

A procedure for handling such deviations at the Pharmacy of the Center shall be in place.  All personnel dealing with research/study drug at the Pharmacy of the Center shall be trained on this procedure.

All documents relating to the deviation shall be kept and transferred to SPONSOR upon request.

14. Term and Termination
This Agreement shall become effective with the signatures of all parties. It is concluded for an unlimited period of time but may be terminated by any party by giving a sixty (60) days prior written notice to the other party. Notwithstanding the aforementioned, if a notice of termination is given, the termination shall not apply to current ongoing Trial Agreements and shall only apply to future Trial Agreement.
15. Miscellaneous 

In case of non-conformity findings as a result of an audit, the results will be shared with the Center, and the Parties shall discuss and agree on any changes required in this Agreement.


The conclusion of this Agreement is not conditioned on any pre-existing or future business relationship between the Parties.


Each party to this Agreement shall act as an independent contractor and shall not be construed for any purpose as the partner, agent, employee or representative to the other party.


SPONSOR shall have the right to assign this Agreement to any of its Affiliates.

It is agreed that Sponsor shall be entitled to fulfill some of its obligations through competent and authorized subcontractors signing with them quality agreements according to GMP and GDP directives. Nothing herein shall derogate from the integrity of Sponsor's responsibility and liability towards Center concerning obligations deriving from this Quality Agreement and any respective directives.    

The invalidity of a particular provision of this Agreement shall not affect the validity of the remaining provisions. The Parties shall replace the invalid provision with a valid provision that comes closest to effectuating the intent of the parties at the time of the Agreement's execution.


The waiver or acquiescence by any party or the failure of any party to claim a breach of any provision of this Agreement will not be deemed to constitute a waiver with respect to any subsequent breach of any provisions hereof..

Amendments and extensions to this Agreement shall not be effective unless in written form and signed by all Parties.


This Agreement is subject to the laws of Israel without regard to any conflict of laws provisions. Any and all proceedings arising hereunder shall take place in the city of Tel-Aviv.

SPONSOR
                                                      CENTER                             
_________________________________________               _________________
Name                                           Date                                   Name    
                      Date

Confirmation

We hereby confirm we agree to comply and act in accordance with the terms and conditions of the Center as stipulated in this Agreement:

Responsible Pharmacist name: __________________________

Date:_____________________

