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[bookmark: _Toc429070867]
 Aim of the procedure
This procedure describes the management of clinical trials sponsored by LABO Pharma whether all or part of the clinical activities are performed under contracted or not, to guarantee that the study is conducted and the results are produced according to the ICH GCP, the regulations in force, the study procedures and the applicable operating procedures.
[bookmark: _Toc429070868]Scope of the procedure
The procedure covers the different steps of the project, the responsibilities of the key actors within the project team, from the development of a clinical study protocol to the delivery of a clinical study report.

This procedure is applicable to all the interventional clinical studies sponsored by LABO Pharma and performed in Europe.
[bookmark: _Toc429070869]Principles
The ultimate responsibility for the quality and integrity of the trial data always resides with the Sponsor even if some activities are delegated to a CRO or subcontractors. Therefore each clinical trial should be under the control of a Clinical Project Manager (CPM), and quality assurance/quality control specific to clinical trials should be implemented at each critical step and the appropriate tools should be provided to the project management team.
[bookmark: _Toc429070870]Specific References

[bookmark: _Toc429070871]Responsibilities



[bookmark: _Toc429070872]Prerequisites
Once the LABO Pharma Management has given the GO for a clinical program (e.g. agreement on synopsis draft, budget, timelines) the Head of Clinical Development launches the project.
[bookmark: _Toc429070873]Study design and Clinical Study Synopsis
When designing the clinical study, the CPM in collaboration with experts such as a Biostatistician, a Key-Opinion Leader, defines:
the study design such that it meets needs in terms of the targets set for product development or product position,
the appropriate methodology (e.g. parallel groups, cross-over, stratification, placebo-controlled, etc.) and the number of subjects required to achieve the clinical study objectives,
the randomization system if applicable.

The CPM prepares the Clinical Study Synopsis based on the template if any, and sends it (e.g. by email) for validation to the Head of Clinical Development.
[bookmark: _Toc429070874]Study Coding
[bookmark: _Toc429070875]LABO Pharma study code
Once the Clinical Study Synopsis is validated, the Head of Clinical Development assigns a study code for each clinical trial and maintains a listing of the LABO Pharma clinical studies and codes, according to the corresponding procedure.
[bookmark: _Toc429070876]EudraCT number
For Clinical Study conducted in one or more European member states and involving a medicinal product, and before submitting an application to the Ethics Committee(s) and Competent Authority(ies), the CPM ensures that:
a unique EudraCT number is obtained from the EudraCT database
a copy of the email mentioning the EudraCT number is filed in the Trial Master File
[bookmark: _Toc429070877]Non-European registration
For Clinical Study conducted outside of Europe, the CPM ensures that the legal requirements are met such as IND application for the United States. 
[bookmark: _Toc429070878]Project Team Identification
The CPM:
selects the CROs if any according to the corresponding procedure,
documents the LABO Pharma team in the Project Team Log and collects the Curriculum Vitae of the team members,
ensures that each participating CRO documents also its Project Team and collects the corresponding CV.
[bookmark: _Toc429070879]Study Committees
When designing the Clinical Study, the CPM in collaboration with the Head of Clinical Development assesses the need for setting up Study Committees:
Independent Data Monitoring Committee (IDMC)
Endpoint Committee if applicable
Any other necessary committee.

For each committee, the CPM in collaboration with the Head of Clinical Development and the Coordinating Investigator (if applicable):
selects the Committee members,
collects the Non-Disclosure Agreement (NDA),
supervises the discussion on financial issues,
prepares the Expert Agreement.

Only for the IDMC, the Committee's members are required to be independent from LABO Pharma and the clinical study team. The CPM assesses a possible conflict of interest for each potential candidate for an IDMC membership.

For each Committee, the CPM:
prepares the Committee charter describing Committee’s roles, responsibilities and process. 
collects:
the members' Curriculum Vitae (dated and signed),
the signed charter,
the Committee operating procedures if any,
if applicable, ensures the consistency of the Committee Operating Procedures with the Clinical Study Protocol,
organizes the provision of adequate training based on Committee members roles and responsibilities,
produces or is in the distribution list for the Committee meeting minutes (only open part for IDMC meeting minutes). Ensures that meeting minutes of blinded meeting are issued by the Committee,
files the documents in the Trial Master File (TMF),
ensures that the local requirements such as CNOM for France are met.
[bookmark: _Toc429070880]Study Documents
In accordance with the corresponding procedure, the CPM:
writes or ensures that the CRO writes all study documents such as the Clinical Study Protocol, Information Sheet and Informed Consent Form, the Case Report Form (CRF), etc. 
manages the translations
ensures that the key-documents are version-controlled and their history is documented.
[bookmark: _Toc429070881]Regulatory steps
All along the study course, the CPM completes all regulatory steps in accordance with corresponding procedures and the dedicated CRO contract/list of requirements if any.
[bookmark: _Toc429070882]Clinical trial registries and databases
The Head of Clinical Development chooses at least one registry where the study information will be posted and publicly accessible no later than 21 days after the initiation of patient enrollment, without prejudice to national legal requirements.
Company clinical trial registries as well as registries such as the National Library of Medicine in the USA (www.clinicaltrials.gov), the UK Current Controlled Trials (www.controlled-trials.com) and the Japan Pharmaceutical Information Center (www.clinicaltrials.jp) can be used for this purpose, regardless of where the study is conducted.
[bookmark: _GoBack]Once the choice is made, the CPM ensures that the applicable procedure is followed and that:
data are entered in the selected registry(ies),
data are updated if applicable during the course of the study at least every 6 months and at the Last Patient Out (LPO),
the clinical study results are posted once available.
[bookmark: _Toc429070883]Trial Master File (TMF) management
[bookmark: _Toc429070884]At the start of the study 
The CPM sets up the TMF in accordance with corresponding the procedure.

In case a CRO is in charge of TMF maintenance, the CPM ensures that the organization of the filing (LABO Pharma and CROs) is described in the Quality Plan and allows a quick and full availability for audit or inspection purpose.
[bookmark: _Toc429070885]During the course of the study
The CPM:
maintains the TMF,
if applicable provides any essential document to the CRO in charge of the TMF for filing purpose,
ensures that the filing organization defined at the study initiation is fulfilled.
[bookmark: _Toc429070886]At the end of the study
The CPM:
in case the TMF management was contracted out to a CRO, asks the CRO(s) to return the TMF to LABO Pharma,
performs and documents a final quality control check on the TMF,
updates the list of LABO Pharma clinical studies with an end date.

Once the CSR and any publication (if applicable) have been finalised, the CPM prepares the TMF archiving in accordance with the corresponding procedure.
[bookmark: _Toc429070887]Investigational Sites Management
[bookmark: _Toc429070888]Investigational sites selection
The CPM may:
either draws up a list of potential investigators for the selection visits,
or ask a CRO to propose a list of potential investigators drawn from its database.

The CPM organizes the site selection visits according to the corresponding procedure.
[bookmark: _Toc429070889]Investigational sites monitoring
To follow up the monitoring activities, the CPM:
reviews the monitoring visit reports or, in case of sub-contracted project management, ensures that the reports are reviewed by the subcontracted Project Manager,
receives periodic monitoring status reports and checks the consistency with the Quality Plan or Monitoring Plan (frequency, percentage of visited sites, etc.),
is immediately informed in case of critical issue identified by the CRA (an escalation plan should be set up),
could performs co-monitoring visits.

The CPM gives the green light to close-out any investigational site.
[bookmark: _Toc429070890]Project Team and Investigators’ training
Before the study initiation the CPM:
prepares training documents for the studied disease condition, the study product, pharmacovigilance activities, operational aspects (e.g. number of visits, specific procedures, CRF completion, Good Clinical Practice) and sends them for validation to:
Medical expert(s) or Coordinating Investigator
Pharmacovigilance representative
Data Manager,
organizes the Project Team training, and the related documentation according to the corresponding procedure
ensures that the Investigators' training is appropriately done and documented either during investigators' meetings or initiation visits.

In case of investigators' meeting, the CPM:
supervises the organization (meeting topics, logistics, selection of attendees, invitations, speakers, etc.),
ensures that all regulatory requirements are met,
documents the meeting with at least:
signed list of attendees
meeting agenda
meeting materials.
[bookmark: _Toc429070891]Investigational Medicinal Products (IMPs) and study materials
[bookmark: _Toc304299666][bookmark: _Toc309659150][bookmark: _Toc309659357][bookmark: _Toc309659552][bookmark: _Toc309743970][bookmark: _Toc310414052]The CPM in accordance with the corresponding procedure ensures that the preparation and delivery of the IMPs and study materials necessary for the study are managed appropriately,

In case of batch recall the CPM follows the applicable procedure.
[bookmark: _Toc429070892]Pharmacovigilance activities
The CPM manages the pharmacovigilance in accordance with corresponding procedures.
[bookmark: _Toc429070893]Data Management and Statistics
The CPM coordinates the Data Management and Statistical activities to meet the Study timelines.
In case of Data Management and Statistical activities contracted to a CRO, the CPM supervises and controls the activities in accordance with the list of requirements/contract and the applicable procedure.
[bookmark: _Toc308680094][bookmark: _Toc309143187][bookmark: _Toc349571215][bookmark: _Toc429070894]clinical study management and control
In order to guarantee the quality and integrity of the study, the CPM:
organises periodic internal project meetings and documents these meetings in the form of minutes,
[bookmark: _Toc369118844]follows up the sub-contracted activities according to the corresponding procedure,
updates the dashboards and trackers,
if necessary:
takes decisions in agreement with the units concerned (e.g. amendments, changes, withdrawal of materials, IMPs dispensing problems, information, Newsletters, project discontinuation, database lock) in accordance with applicable procedures,
assesses and documents the impact of these decisions on the clinical study and takes appropriate actions (e.g. collection of new informed consent, submission to the Competent Authorities and/or Ethics Committee(s)),
ensures that the clinical study in conducted within study budget and notifying in a timely manner the Head of Clinical Development of additional needs if any,
follows up the study expenses within study budget.
[bookmark: _Toc429070895]Quality Controls / Quality Assurance activities
For each Clinical Study the CPM:
writes a Quality Plan,
distributes it to the project team members,
ensures the Quality Plan is updated accordingly during the course of the study.

The CPM:
could conduct or request quality controls such as:
co-monitoring visit, 
quality control of TMF, 
quality control of clinical database versus CRF,
quality control of CRO activities by visiting them to check the activities versus the contract,
could request an audit of TMF, participating site or CRO for routine or for cause purpose. The study audit plan if any is described in the Quality Plan.

The CPM refers to the applicable procedure in case of:
fraud suspicion or misconduct,
inspection by a competent Authority,
clinical audit.
[bookmark: _Toc309143189][bookmark: _Toc349571217][bookmark: _Toc429070896]Clinical Study Report and publication
The CPM:
writes the Clinical Study Report (CSR) and its summary, or ensures they are written, in accordance with the corresponding procedure,
supervises the distribution of the CSR or CSR summary to the Competent Authority(ies) and Ethic(s) Committee(s) in accordance with the corresponding procedure,
manages the publication in accordance with the corresponding procedure.

Depending on the local regulations global study results should be issued.

Once the CSR is finalized the CPM requests the authorization to destroy all the used/unused IMPs (manufactured specially for the study).
[bookmark: _Toc429070897]Appendices
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