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CRO / VENDOR ASSESSMENT CHECKLIST


Introduction to CRO: 




Organization

1. What is the current organizational structure? (Request an organizational chart)
A: The current organization structure of ASCOPHARM is described in the operational organizational chart (enclosed).
 The society is managed by Dr. Hervé Karsenty, Managing and Medical Director, and Mrs. Nelly Remond, Clinical Operations Director. Seven main Units are in place:
· Quality Assurance,
· IT – Biometrics,
· Clinical research,
· Medical Affairs,
· Business,
· Human resources,
· Administrative and Financial Unit.


2. Is the size of the current organization adequate to support required activities?
A: The size of the current organization is adequate to support required activities.
 The current workload is approx. 30 studies and 50-1500 patients by year. (Phase II, III and IV).

3. What is the turnover rate of the organization?
A: The turnover is 12 % and affects CRA mostly.

4.  Is current documentation available confirming qualification of all personnel (CVs)?
A: There is an administrative file for each employee, documenting qualification and training such as CV, diploma, training records...

5.  Do training programs exist and do they appear adequate for the function being performed?
A: . 
Training program is managed at three levels: 
· New employee training program to SOPs, society functioning and specificities related to new employee function,
· Procedure Update training program (for all staff): performed by the Head, Quality Assurance and documented in the ASCOPHARM Quality Plan.
· Project training program: systematically performed for each project (pathology, protocol, project procedures, pharmacovigilance…).

6. Is training documentation complete and maintained for all training provided?

A: Trainings are documented in electronic and paper ways:



· Training documentation is tracked with MATRIX®, internal web-based application accessible to all employees and supervised by the Head, Quality Assurance.
· MATRIX® printouts are signed and archived in the administrative file of each employee.


Training Records

1. Are training records existing (e.g., CV, proficiency records, courses attended, Job Descriptions)?  Are they current?
A: Training records are tracked in MATRIX® and employee administrative files. They are 
maintained up–to- date by employees after each training/project, and verified by theirs supervisors.
The Head, Quality Assurance checks all training records and CVs conformity on a 6-month basis.
: 

2. Are job descriptions signed by staff and supervisor for acceptance?
A: Yes


3. Check the training records of personnel performing procedures for required activities.  Are they adequately trained in those procedures and the responsibilities they perform? 
A: Each employee is trained to Quality procedures and operational procedures required for their activities: 
· at hiring,
· when a new procedure is issued or in case of procedure update,
· at the start of each project (including training to Sponsor procedures, if required).
.
4. Does training documentation confirm qualification of relevant personnel? Check CVs.
A: Yes

5. Is SOP training documented?
A: Training process is documented SOP 7.3 : “Training and CV of personnel”.

6. Is there a training programme or plan for individual staff or function, for new and old hires?
A: Yes, see answer 5 in the "Organization" section of this document.

  

Safety Reporting
1. Determine how the CRO / Vendor will handle ADRs/SAEs. Do the CRO / Vendor have adequate procedures to handle, track and expedite safety reports?
A: .ASCOPHARM can handle safety reporting following:
· Sponsor procedures, if required,
· internal procedure SOP 4.15 “Handling serious adverse events occurring in clinical trials”, that includes
·  SAE centralization, reporting to Sponsor and notification to IRB or Regulatory Authorities.

2. Is there a designated Qualified Person for Pharmacovigilance? Is the QP adequately trained?
      	A: When ASCOPHARM procedure is followed, management of SAE is under the responsibility a medically qualified person, adequately trained to pharmacovigilance requirements.
. 
3. Which ADR dictionaries will be used?
      	A: ,.MedDRA (ongoing version) for AE coding and WHODRUG (ongoing version) for AE treatment coding.

4. What is the mechanism for the reporting deaths and unexpected serious adverse reactions to the sponsor? To the IRB or Regulatory Authorities?
See procedure 4.15 (paragraphe 4.4 très léger voir avec Hervé)


Regulatory Documentation

1. Do the CRO / Vendor have experience in local and global regulations? And extensive knowledge of the current regulations (e.g. FDA, EMEA)?
2. 
A: .The Administrative and Financial Unit of ASCOPHARM takes charge of Regulatory submissions, taking into account that approx. 30% of ASCOPHARM Clinical Research activity concerns international clinical trials.
To remain informed of any modification on current national and international regulatory requirements, ASCOPHARM performs a monthly regulatory surveillance.
3. 

4. Determine how the CRO will handle regulatory documentation
    	A: Regulatory documentation handling is managed according to Sponsor procedures.
A specific internal procedure is in the validation process workflow.

5. Will the CRO / Vendor be responsible for obtaining the regulatory document 
     	A:  Yes, if required by the Sponsor.


4.	Which of the following?

	______Original Form 1572, if applicable – YES / NO
             ______ Financial Disclosure, if applicable - YES / NO
	______CVs of principal investigators and sub investigators - YES / NO
	______IRB/IEC approved informed consent - YES / NO
	______IRB/IEC approval - YES / NO
	______IRB/IEC member list or general assurance number - YES/ NO
	______IRB/IEC disclaimer letter - YES/ NO
	______Protocol acceptance sheet signed and dated by investigator - YES/ NO
             ______Protocol/Amendments Signature Pages - YES/ NO
             ______Investigator Contracts - YES/ NO     


Communications

1.	Determine how the CRO will handle all communications.

A: 	Global communication with Clients is managed according to SOP 1.12 “Overview of project delivery and client satisfaction”.
A Business Development Manager is responsible for ASCOPHARM business communication.
Specific communication on clinical project is conducted according to monitoring procedures: a Clinical Trial Coordinator is dedicated to communication with the Sponsor on each project, communication with investigators is managed by CRAs. 



   		
2.	Determine if translation services provided?  Check qualifications of translators and adequacy of QC process to ensure accuracy and completeness of translations.
     	A: ASCOPHARM delegates translation services to a sub-contractor. 
Specific requirements such as back-translation or translation QC are contractually defined with the Sponsor.


CRO Responsible

Determine the extent of overall CRO responsibility

	_________ 100% responsible for monitoring-Yes / NO
	_________ 100% responsible for monitoring to the extent cited below-Yes / NO


CRFs Corrections

1. Determine how the CRO / Vendor will handle corrections and queries
A: Corrections and queries are managed by CRAs, in collaboration with the Biometrics Unit, according to SOP 4.12 “Performing clinical trial monitoring visits” and SOP 5.2 “Tracking of clinical trials documentation”..
     
2. Will CRO / Vendor CRF correction SOP and forms be used? Yes/ No____
A: Yes


Monitoring Reports
1. Determine how the CRO / Vendor will handle monitoring visits and monitoring reports
· How frequently will the sites be monitored?
A: Monitoring visits are performed on a 6-week basis, but frequency can be adjusted to Sponsor or project requirements.
  	Will written monitoring reports be sent to - Sponsor _______Yes / NO
· A: .Monitoring visits are documented on adequate forms and reports that are sent after review by the Clinical Trial Coordinator to the Sponsor within 8 days.
· How soon after the monitoring visit will the report is sent?
A: see above
· Who writes the monitoring report?
    		A: .CRAs write monitoring reports.
· Who will review the reports and approve them? Is the review process done electronically? How is this documented?
· A: .Monitoring reports are reviewed and approved by Clinical Trial Coordinators using the “Fiche de transmission et relecture des compte-rendus de visites” form.
The process is a paper-based one but some documents can be exchanged by mail in the case of regional CRAs.

· Will these requirements be included in the contract?
A: .Yes. Moreover Clinical Trial Coordinators maintain for each project a clinical project Plan that summarizes specific contract requirements, including those related to monitoring visits and reporting (SOP 2.1 “Production and revision of clinical project plan”).

· How are protocol violations communicated to sponsor
A: .Protocol violations are reported in monitoring reports or by phone contacts when necessary.

2. Are the responsible monitors local/regional? Are monitors permanent or contract employees?
       	A: All Clinical Trial Coordinators are local. Clinical Trial Coordinators and CRAs are permanent employees.

3. Are SOPs available for the following? 

· Investigator selection/pre-study visit – Yes (SOP 4.8 and 4.9)
· Study initiation -– Yes (SOP 4.11)
· Periodic monitoring -– Yes (SOP 2.1)
· Study Close Out -– Yes (SOP 4.13)
· Source Document Review – Yes (SOP 4.12)
· Monitoring Reports – Yes (SOP 4.12)
· Monitor Training – Yes (SOP 7.3)
· Reporting Fraud/Misconduct or Serious Non-Compliance – Yes (SOP 4.17)
· Drug Accountability -– Yes (SOP  4.7)

4. Are monitors qualified and received adequate training?
     	A: All CRAs have performed a CRA training (external or internal).




Standard Operating Procedures

1. Review the CRO / Vendor’s SOPs
    	A: Please see the ASCOPHARM list of procedures enclosed.
All SOPs used in project are reviewed in start-up meeting.

2. The CRO / Vendor will follow own SOPs_______; Sponsor SOPs______
    	A: Depending on Sponsor contract requirements, ASCOPHARM SOPs and/or Sponsor SOPs will be followed.

3. The CRO / Vendor will include recruitment of clinical investigators
A:. Selection of clinical investigators will be managed by ASCOPHARM (SOP 4.8 “Selection of investigators and clinical trial sites”), if required by the Sponsor.

4. Are SOPs current? Are they signed and dated?
   	A: Yes
.
5. Are they reviewed/signed by management?  Is it documented? 
   	A: .SOPs are reviewed during the Management Group meetings (préciser périodicité des réunions) and approved by the Managing Director.

6. Are SOPs available during the study to the appropriate personnel and areas?
    	A: For each project, internal and/or sponsor SOPs are archived in the project electronic file, accessible for project staff on line.
.
7. How often are the SOPs reviewed/ updated?
    	A: SOPs review and update are determined during Management Group meetings and scheduled in the Quality Plan. SOPs are normally reviewed on an annual basis.
.
8. Are version numbers assigned to SOPs?
    	A: Yes (defined in SOP 1.1).

9. Are historical files maintained of SOPs?  Where and who maintains them?
    	A: Yes. Historical files of SOPs are maintained by the Quality Assurance Responsible on paper and electronic format. Access to electronic files is restricted to authorized personnel.

10. What is the system for distributing new and revised SOPs?  Is it documented?
A: .Applicable versions of SOPs are electronically filed, with access on read only for all ASCOPHARM employees.
The Quality Assurance Responsible informs the employees by e-mail that new and/or revised SOPs are available. Each employee documents his training on MATRIX®.
	The Quality Assurance Manager verifies that all required SOP training are documented.
 
11.  	How do personnel review new and revised SOPs?
    	A:. The review of new and/or revised SOPs is done by self-training or specific training sessions when required.

12. Does the management authorize deviations from SOPs or protocol?  Is it documented?
    	A: Deviations from SOPs or protocol are not authorized by ASCOPHARM management Deviation should be expressly required and documented by the Sponsor.
.
13. Are worksheets and other written materials in use for the conduct of the study referenced in the SOP?
     	A:. Yes, except for worksheets that are not referenced in a SOP, but that can be implemented if required by the Sponsor.

14. Are there SOPs to ensure the quality and integrity of data, including input (data checking and verification) and output (an audit trail covering all data changes)?
    	A:.: Yes (monitoring and data management procedures).

15. Are the SOPs easily accessible? How are they distributed to staff?
    	A: Please see answer 10 in the "Standard Operating Procedures" section of this document.

.
16. Is the CRO/Vendor adhering to their procedure?
    	A: Yes.   
    

Quality Assurance Responsibilities

1. Is there a quality system in place? Is there a QA program available?
    	A: Yes. A Quality Plan is available, reviewed during Management Group meetings.

2. Number of staff (full time- part time- contract)
   	A: There is one Head, Quality Assurance (full time contract).

3. Who does QA report to?  Are they independent? Is the reporting structure acceptable?
  	A: The Head, Quality Assurance directly reports to the Managing Director. 

4. Are there training records for auditors and CVs (review them). Are they qualified by experience, training and education?
    	A: Audits are performed by the Head, Quality Assurance who has adequate experience and training in this function.
.
5. How is corrective action implemented?  Is it documented? Review SOPs and determine if they exist the specific QA programs (e.g. audits) 
    	A: Each audit report (internal or external) results in the implementation of an action plan, including corrective and preventive actions. Corrective actions are managed by project staff, in collaboration with the Head, Quality Assurance who documents them in the action plan. When required, action plans and corresponding corrective actions are submitted to the Sponsor.


Data Handling

1. Determine how the CRO will handle all data
Briefly describe how the CRO will handle the study data?
A: Study data handling can be performed through a classical paper-based process (dual data entry) or a web-based process using e-CRF.
CRAs are responsible to ensure the required data capture by investigators, including answers to queries edited by Data Managers. Data Managers are responsible to ensure database validation before freezing. Biostatisticians are responsible for data analysis..

Also, will the CRO / Vendor process the data anyway?.
If yes, how?
A: Data processing is managed by the Biometrics Unit, using SAS system and data management system when dual data entry is required.
Processes are described in SOP 5.1 to 5.7.

2. Will the CRO check for consistent data by comparing the source documents to the CRFs? 

A:; Yes.

If yes, what percentage of source documents will be compared to CRFs? 

A: .100% in routine check.
	
3. Will the CRO / Vendor use edit listings to validate the data?
A: ???.

4. What are the key points to validate for this study?
A: Not applicable.



Facilities and Security

1. Are the facilities adequate to perform the required activities?
A: Yes.
.
2. Are the facilities appeared to be well organized?
  	A: ???

3. Are the facilities secured? Identify types of security systems in placed and adequate (e.g., magnetic cards, locks, electronic cameras)? 
	A: Access to ASCOPHARM building is secured by receptionists and TV surveillance during out-off business hours.
Access to ASCOPHARM facilities is controlled by a receptionist and badges with right defined by type of employee. Logical controls for accessing computer equipment (access to ASCOPHARM network, starting applications…) are defined.
A voir: salle serveurs
Ex: Access to the server room is controlled with badge (access log), security double door system, telesurveillance, and alarm. The server room is equipped with water detector, gas system for protection against fire, temperature and humidity monitoring, and electric generator.
4. Are records properly maintained?
A:  ???
.
5. Are the facilities equipped with fire protection system (e.g., Halon system, sprinkler)
	A: Yes ??
.
6. Who has access to areas like Data management, computer room, etc.?
    	A: ???. 
7. Are temperature/humidity recorded?  How is it recorded? (Manually or electronic/alarms)? Are these documented in log and is it maintained?
  	A: ???.
8. Is the Facility certified (e.g. ISO 9000, EN45000)?
    	A: No.
9. Has it been audited or inspected before?
    	A: Yes..




Drug Distribution Facility – Not Applicable




Archives and Record Retention

1. Is the archive room(s), on-site or off-site? Tour archive area;
A: Secured cabinets are used on-site to archive key documents during projects. ASCOPHARM have an off-site archive room as well (in Courbevoie). .     

2. How is it secured (e.g., locks, key, combination lock, electronic card)? Who has access to (key/lock) archives?
    	A: Access to the archive site is secured by combination locked doors. Access is controlled by the Managing Director and authorized personnel  ..

3. What is the system for logging in/out of materials (e.g., paper log, computer log) to assure materials taken out are returned?
     	A: Paper and electronic logs are used to track archived materials. Logging out of materials requires a written request to the Managing Director. Return of taken out material is supervised by the Head, Quality Assurance that reviews logs periodically.
The process is described in the SOP 5.10 "Archiving of clinical trial documentation".
 .   
4. Are visual checks done to assure materials are maintained adequately?  How often?  By whom?  What is done?
        	A: Visual checks are done by the Managing Director every 6 months (3 months if archiving is done on behalf of the Sponsor??? to insure adequate archiving conditions. Verification consists in checks of :
· Alarms (fire, intrusion…)
· Equipments to monitor temperature, humidity
· Presence of pests, water damage…
· Quality control of archived materials

5. Are there SOPs available for archives? Review them. Are SOPs followed?
        	A: Yes..

6. Are there adequate measures to protect physical damage to records? Is there Halon system/sprinklers for fire protection?
A: Archive site is protected by fire alarm ??
7. Is there a designated archivist?  Who does he/she report to?
A: The designated archivist is the Managing Director ?

8. Are items properly labeled and stored, easily accessible? Are there back up?
A: Each archived material is numbered and referenced in paper and electronic logs. Details of archived material are already mentioned on logs to facilitate its search.
Existance de back-up ??

9. What is the system of entering materials into archives and locating materials in archives, (e.g., paper, computer).
A: Please see answer 3 of this section.

10. Is there an electronic archive maintained? Is the system validated) Part 11 compliant?
A: ???
11. Are records meet retention periods as per regulatory requirements?
A: ???
 
12. Is the temperature/humidity monitored and recorded?
A: ???

13. Is the equipment to monitor temperature/humidity calibrated?  Maintenance records maintained?
A: ???

14. Is there a pest control procedure/system in place?
     	A: ???


Computer Systems

1. What computer systems exist and for what purpose? Is there an inventory available?
A: Computer systems are used by ASCOPHARM to manage its overall activities, including study data management.
Hardware and software inventories as well as computerized systems inventory are available..
2. Are computers used for data collection and analysis? Note what types of hardware and software are used in collecting and analyzing study data
     	A: Computerized systems used for data collection and analysis are the following:
· on line e-CRF (partnership with ARONE),
· data management system to manage dual data entry on paper –based CRF process,
· SAS system for data management and statistical analysis,
· randomization system (IVRS-based)
· MONITO system, internal system used to manage monitoring activities,
· fees management system, for clinical trials.
. 
3. Are the systems validated? Do validation documents exist? (Validation plan- Note date validation plan was done). Are they Part 11 compliant?
     	A: Formal validation is ongoing for all systems.
. 
4. Are documentations available for?
· High level system documentation
· Validation plan
· IQ, OQ, PQ (Installations, Operational, Performance Qualifications)
· System to detect and report errors/problem
· Change control

A: Complete documentation will be available in September 2009.

5. Is there documentation the system has been stressed?
A: This has been planed in validation activities.

6. Describe the security measures.  Are they adequate? Back-up system and procedures available?
       	A: Security measures and back-up system are described in SOP 1.4 "Backups and security for computer files" (update ongoing).

7. Are there SOPs relating to:

· Computer system operations ??
· Access/security (update ongoing)
· Change control (maintenance) (update ongoing)
· Validation (update ongoing)
· System Training YES
· Audit trails (update ongoing)
· Disaster recovery/Business Continuity Plan (update ongoing)

A:.
8. Are problems documented?  Are resolutions and follow-up done?  Are they documented?
    	A: A formal .
9. How is manual data recorded?
  	A:  
10. Are there user manuals?
A: Yes.
11. Are there records documenting training by the users on the computer system?
    	A: Yes (internal records on MATRIX® for ASCOPHARM users, dedicated paper record for investigational site staff)..

Written Contract

1. Review contract, if available.- 
2. Discuss written contract requirements
3. Assess internal contracting/purchasing/invoice processing and tracking systems, if applicable.






Third Party Contract

1. Are third party contractors used to staff required activities/projects?
   	A: Through the current activity of ASCOPHARM, third party contractors are used, such as for printing activities, IT maintenance, translations and computerized system development (partnership with ARONE)..

2. Check qualification, selection and training process for contractors.
   	A: Qualification, selection and training requirement for contractors are contractually defined with the Sponsor. When required, audits are performed by ASCOPHARM according to SOP 6.9 "Performing an audit of a sub-contractor". .   

3. How are contractors managed to ensure quality of their work?
A: Each contractor delivery is checked to ensure service quality and accuracy. Moreover audits performed by ASCOPHARM (Head, Quality Assurance) are periodically planed to ensure that contractor activities are performed according to required Quality standards:
· at the beginning of the service provided and every two years,
· at any time deviations have been observed..




CRO / Vendor Approval for Use:


	______CRO / Vendor is approved based on the audit/recommendation by CQA

Yes CRO / Vendor is approved based on qualification/assessment visit

	______CRO / Vendor is not approved

(Detail reasons): Based on the provided information, a visit to the vendor and past experience we find PC to be highly qualified and in possession of all the needed experience and quality control mechanisms to assure high level conduct of our project, and we therefore recommend to delegate the required tasks to them. __________________________________________________________

	_______________________________________________________________________

	_______________________________________________________________________

	_______________________________________________________________________


__			                                        	_______________________
Name of Assessor					Name of Co-Assessor					

	_______________________				_______________________
    	Signature						Signature

	_______________________				_______________________
Date							Date
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