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	CORRECTIVE AND PREVENTATIVE ACTIONS



	1.      PURPOSE

To establish a Corrective and Preventative Actions (CAPA) Program for conducting and documenting internal activities for  continual assessment of compliance with clinical trial protocols, established regulations, ICH GCP guidelines, internal standard operating procedures, and policies to actively seek quality process improvements. Globally, this system is established as the Corrective and Preventative Actions (CAPA) Program of Your Research Site.                                                                      
2.       SCOPE

This procedure is applicable to the Corrective and Preventative Actions (CAPA) Program and Clinical Operations functional areas. Applies to all clinical research team members involved in the regulatory implementation and coordination of Clinical Investigations.

This procedure is applicable to all internal continual CAPA reviews and assessments managed by the Clinical Director and under the direct supervision of the Clinical Investigator. Functions can be delegated to Clinic Managers and the clinical research team members under the direction of the Clinical Director.
Applies to all clinical research team members involved in the implementation and coordination of clinical investigations.

Personnel responsible: Clinical Investigator and, when delegated by the Investigator: All clinical research team members collectively referred to as Sub-Investigators. Sub-Investigators include any other individual member of that team according to the 21 CFR 50.3(d) and 312.3 definitions. Clinical Research Coordinators (CRCs) at Your Research Site are listed as Sub-Investigators on the Form FDA-1572, Statement of Investigator.

3.       BACKGROUND

The Clinical Investigator and Clinical Research Director must maintain the CAPA Program for continual systems evaluations and process improvements for overall clinical operations. 

The Clinical Investigator is responsible for the overall conduct of a research study at the clinic, however; delegation allows the clinical research team members to perform ‘defined’ study activities and procedures under the direct supervision of the Clinical Investigator in the implementation and conduct of a Clinical Investigation. 

Clinical research team members can not perform medical and protocol procedures above their medical qualifications. 

This procedure is conducted in accordance with:

21 CFR Parts 11(if applicable), 50, 54, 56, 312, and  314

FDA Compliance Programs 7348.809, 7348.810 and 7348.811

ICH Guideline E6:  Good Clinical Practice

Office of Inspector General Mandates for Minimizing Conflict of Interest

U.S.C. Title 18

Selected State laws, additional Federal laws (OSHA), and local regulations for the protection of human research subjects
Six Sigma for Pharmaceutical Products

Quality Systems Inspection Techniques (QSIT)
4.       PROCEDURE

1. The Clinical Research Director is responsible for planning, coordinating, managing, and        overseeing the CAPA Program for all Clinical Operations. The Clinical Investigator has ultimate responsibility to ensure CAPA operations are conducted in accordance to this procedure.
2. The Clinical Research Director is responsible to communicate or delegate the communication of issues to clinic research team members, as well as, developing, approving, and implementing a Corrective and Preventative Actions (CAPA) Plan.

3. All clinical research team members (CRTM) can be delegated to in various aspects in concert with their education, experience, training, and qualifications to achieve ultimate compliance outcomes.
4. All CAPA records are maintained and kept confidential and as internal systems improvements and are not available for external reviews. Documentation of all on-going assessments is available for each Clinical Investigations upon request. All files are maintained by the Clinical Research Director. The Clinical Research Director is responsible for maintaining the CAPA Assessment Tracking Log. Attachment A is an example of the CAPA Assessment Tracking Log.

5. Under the daily operational direction of the Clinical Research Director a systematic and independent examination of trial-related activities including Essential Regulatory Document reviews to determine whether the evaluated trial-related activities were conducted, and the data recorded, analyzed, and accurately reported will be conducted on a determined and approved schedule by the Clinical Investigator.  

6. The Clinical Research Director will prepare a written description of a CAPA Assessment Plan including internal checklists used to assess research functions. Attachment B is the CAPA Assessment Plan Form. Internal checklists for CAPA tools are attached and are for recommended use only.

7. If deficiencies are noted, a CAPA Form will be completed.  Attachment C is the CAPA Form. Attachment D is an example of a completed Corrective and Preventative Action Form.
8. All monitoring letters received from Sponsors or Contract Research Organizations that identify issue(s) that need to have corrective actions will need to have a CAPA Form completed and issues resolved prior to the next monitoring visit. When issues are on-going or potentially incorrectly reported in the monitoring letter, the CAPA Form should reflect that the issue(s) continues to be open and is still being resolved. 

9. All monitoring letters should be signed and dated by the Clinical Investigator upon receipt indicating his review and acknowledgment of identified issues and progress of the study.

10. Occasionally, there may be issues that require “Directed Assessments” by the Clinical Research Director and/or Clinical Investigator. A directed assessment is defined as a non-random, “for cause” assessment conducted by the Clinical Research Director or Clinical Investigator or at times an outside consultant to evaluate a Clinical Investigation to determine the level of compliance with the protocol based on monitoring statements, internal reviews, or overall increased study enrollment. Directed audits are performed as needed and ordered by the Clinical Investigator.

11. The Clinical Research Director will consider many different priorities when selecting which Quality Systems to assess. The following may be used during the selection process as metrics:
· Priority of the regulatory submission data

· Previous observations of clinical research team members
· Infrequent, abbreviated, or delayed monitoring visits

· Limited monitoring comments or data queries during visits

· Follow-up to monitoring letters
· Data trending analysis

· Subject enrollment numbers

· Rate of subject accrual

· Volume and type of adverse events reported

· Number of subject withdrawals and/or premature terminations

· Number and type of protocol deviations, if any

· Requests from clinical research team members
· Follow-up to external audit recommendations
12. The Clinical Research Director develops a CAPA Assessment Plan including, but not limited to, the following criteria:

· Applicable regulations and guidelines to be followed

· The percentage of clinic charts to be verified
· The percentage of case report forms to be verified
· A review of internal Essential Regulatory Documents
· Facility Inspections
· Monitoring Visit Letters
· Pending or completed external audits
· Received complaints including concerns detailed in monitoring reports
13. The Clinical Research Director performs or delegates to a designee the following activities:

· Requests the Essential Regulatory Documents, and other relevant documentation from the Clinical Research Coordinator assigned to the specified protocol to be assessed
· Reviews or delegates the review of all requested documents upon receipt

· Identifies and notifies the clinical research team members involved
· Schedules the assessment and details a completion timeline
· Communicates the CAPA Assessment Plan to the Clinical Investigator and acquires signature of the Clinical Investigator which indicates acceptance and review of the CAPA Assessment Plan
14. All CAPA Forms are reviewed, signed, and dated by the individual preparing the form and approved by the Clinical Investigator. All identified issues entered formally into the CAPA Program will be tracked until completion on Attachment E –  Issue Completion Tracking Form.
15. The Clinical Investigator is responsible for ensuring the clinical research team members receive on-going training in ICH GCP incorporating CAPA skills and techniques.
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Attachment A 

Example Only

CAPA Assessment Tracking Log

	Sponsor
	Protocol 
Number
	List and Describe Document, System, or Facility Inspection Performed
	Clinical Research Team Member Performing Review
	Date(s) of Review

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	


Attachment B

Example Only

CAPA Assessment Plan

Protocol Number: ______________                Assessment Plan Issued Date: __________

Sponsor: _____________________

  Issuer’s Initials: ____________

Date(s) of Review: ________________

Reviewer(s): _______________________________

Overall Purpose of the Assessment:

Describe the System, Documents, and/or Facility to Be Assessed:

List Clinic Research Team Members to be Involved: 

Lead Reviewer:

Additional Comments:

Expected Initial Preliminary Timeline:

Initial Update:

Expected Completion:

_________________________

_________________

Clinic Director Signature                               Date of Signature

_________________________

_________________

Clinical Investigator Signature                      Date of Signature

Attachment C
Example Only


Section I


Section II


Section III


Section IV


Issued Resolved On: ____________________
Continuing to be Reviewed: ______________
Next Planned Assessment:  ___________________

CORRECTIVE and PREVENTATIVE ACTIONS

(CAPA) FORM
Section V


Members Required to Attend Retraining

Attach Attendance Sheet with Minutes


Section VI

Section VI

[image: image1]
Event Reoccurrence:

Address reoccurrences and further preventative measures and retraining and process improvements.

Section VII


[image: image2]
________________________________________

_________________________

Corrective Action Plan Preparer’s Signature

Date of Signature
________________________________________

_________________________
Clinical Investigator’s Signature



Date of Review and Approval

                                                      Attachment D

                                        Form Example - Completed CAPA









Protocol: ABC 479





Investigator: A. Johnson

CRC: R. Jackson





Date of Report: May 3, 2005







Section I


Section II


Section III


Section IV


Continuing to be Reviewed:     May 3, 2005

Next Planned Assessment:     May15, 2005
Section V


Members Required to Attend Retraining

Attach Attendance Sheet with Minutes

Section VI


[image: image3]
Event Reoccurrence:

Address reoccurrences and further preventative measures and retraining and process improvements.

Section VII


[image: image4]
______________________________________

_____________
Clinical Investigator’s Signature



Date of Review

________________________________________

_______________
Corrective Action Plan Preparer’s Signature

Date of Signature

                                                   Attachment E






      Example Only

Issue Completion Tracking Log

Assessment Date: 


Reviewer(s):  _______________
Investigator: __________________
Prepared By:     ___________    Date:    __ __________
Protocol Number(s): ________________          
Corrective Action Review:

Clinical Research Director: __________________
Date: ________



Clinical Investigator:  _______________________ 
Date: ________

	No
	Observation(s)
	Recommendation
	Corrective Action
	Completion Target Date
	Responsible Person(s)
	Completion

Date

	1.
	
	
	
	
	
	

	2.


	
	
	
	
	
	

	3.


	
	
	
	
	
	





CORRECTIVE and PREVENTATIVE ACTIONS


(CAPA) FORM





Identified Issue:





Casual Analysis:





Proposed Resolution(s):





Final Root Causal Analysis





Documentation of Staff Retraining:





Continual Process Improvement:

















Investigator’s Review or Corrective Action Plan and Acknowledgement of Continual Improvement:





CLINICAL INVESTIGATOR’S


CORRECTIVE ACTION RESOLUTION FORM





Identified Issue:


Subject NSM – 004 is a subject of child bearing potential and began study participation on December 13, 2004. During an ABC sponsor audit, Dr. Johnson was made aware that subject 004 did not have a screening pregnancy test completed.





Causal Analysis:


This incident is being reported on May 3, 2005 which is five (5) months after the pregnancy testing with no corrective action regarding the lack of a pregnancy test being documented. The issue has been noted in a monitoring follow-up letter dated March 17, 2005. There was no documentation on file that the IRB was informed of the deviation. Records were reviewed and end of the study pregnancy results indicated the subject was not pregnancy by urine testing. There was no documentation to indicate the employees involved were retrained or corrected on preventative measures. Review of this incident indicates that the lab requisition was not marked as childbearing potential/that a pregnancy test was requested.





Proposed Resolution(s):


Monitoring letters will be reviewed for all protocol deviations upon receipt to address corrective and preventative issues. Retraining of employees involved will be completed. CRCs will be responsible for issuing orders for all labs. All protocol deviations will be reported in a timely manner to the IRB. Subjects will be asked to return to the site for testing when critical testing is missed. Tracking of deviations will be instituted on a Protocol Tracking Log and maintained by the Clinical Research Director per study.





Final Root Causal Analysis:


The lab requisition was not completed properly that led to subject 004 not have a screening serum pregnancy result. 





Documentation of Staff Retraining:


All clinical research team members were retrained on lab requisition procedures for completing lab test request, monitoring visit procedures, and reporting protocol deviations. The training was documented in each employee file. Signature sheet for attendees are attached.





Continual Process Improvement:


Continual review will be completed to review each incoming monitoring letter for protocol deviation and significant performance study issue. Subject safety will continue to be reinforced at weekly staff meetings. Lab tests will only be scheduled as designed by the protocol by CRCs. Protocol deviations will be reviewed and tracked by the Clinical Research Director for root causal analysis for compliance concerns.





Clinical Investigator’s Review or Corrective Action Plan and Acknowledgement of Continual Improvement:


I, Dr. Johnson, have read and agree with the CAPA plan and acknowledge my agreement to supervise and implement immediate corrective action to secure compliance. My staff was retrained on May 10, 2005 and I was in attendance to participate and receive retraining. We will again measures how we are progressing on May 15, 2005 and I will receive continue to review monitoring letters and compliance issues since this last occurrence to measure our compliance outcomes.























