Quality Management of Clinical Research—Brief Overview

Definitions

	Quality Management (QM):
	The overall process of establishing and ensuring the quality of processes, data, and documentation associated with clinical research activities.  It encompasses both quality control (QC), and quality assurance (QA) activities.

	Quality Control (QC):
	Quality control is a set of operational activities intended to ensure the quality requirements are actually being met.  It is the ongoing review of data collection forms and other records for completeness and logic. 
Examples include: clinical site study staff 1) completing checklists to confirm the appropriateness of each subject’s informed consent process; 2) conducting systematic comparison of the electronic (or paper, if applicable) clinical data to the medical records; 3) reviewing the contents of the Essential Documents Binder and documenting the results of the review.

	Quality Assurance (QA):
	A set of activities intended to 1) establish quality requirements and procedures; 2) ensure those requirements are being met and procedures are being followed; and 3) verify that quality is being maintained.  This includes the generation of procedural documents to guide quality activities and the review of documentation to assess adherence to written procedures, policies, and regulations.   
Site specific examples include 1) creation of standard operating procedures; 2) review of documentation (e.g., of completed checklists) to confirm that an established quality process is being followed; and 3) review of training logs to ensure that sufficient and relevant training has been completed and documented.


Quality Management Tools
The following QM tools and templates are/will be available in the NIDCR Toolkit for Clinical Researchers.  Each tool includes a Summary Sheet that provides further details and suggested best practices for use.  Also included within the body of these tools is additional instructional and/or sample text.  Users should customize these templates to meet the needs of the study.
1. Introduction to Site-Level Quality Management within the Clinical Research Process (slides)
2. Clinical Quality Management Plan (CQMP; template) — a written document that details the responsibility, scope, and frequency of quality management activities of a clinical study
3. Quality Management Subject/Participant Data Review Tool — a table to facilitate the quality review of individual subject data and information
4. Quality Management Study-wide Review Tool — a set of suggested items to facilitate quality review of the Essential Documents Binder and other study-wide materials/activities 
5. Quality Management Summary Report (template) — a report that summarizes the findings of quality reviews of study data and processes
Subject Record Review
The following key indicators, as applicable, should be reviewed on an ongoing basis by a qualified person other than the person entering the information:
	· Informed Consent, Assent Process
· Eligibility Criteria
· Concomitant/Prohibited Medications
· AE/SAE and UP Reporting
· Investigational Product Administration 
	· Missed Visits/Tests and Follow-up
· Treatment/Study Discontinuation
· Other Study-specific Indicators (as determined by site staff)


Essential Documents Binder Quality Review
The quality review of essential documents should include all documents listed in the International Conference on Harmonisation (ICH) Guidelines for Good Clinical Practice (GCP) E6, Section 8, Essential Documents for the Conduct of a Clinical Trial and any study-specific or sponsor-required document.  Quality reviews of regulatory files should be conducted at least annually.

Reporting Results of Quality Management
Periodic (e.g., monthly or quarterly) reports should be prepared which summarize the findings of quality reviews.  These reports should be shared with the entire study team, noting areas for improvement, as well as improvement noted from previous summary reports.  Quality management materials should be stored in a QM file which is maintained separately from the Essential Documents Binder.
Clinical Quality Management Plan Evaluation
The CQMP should be reviewed for effectiveness at least annually and revised when indicated.  The Office of Clinical Trials Operations and Management (OCTOM) may request to review CQMPs developed by clinical site staff. 
	Contact:
	Office of Clinical Trials Operations and Management

	Email:
	NIDCR-OCTOM@nidcr.nih.gov


� Among industries and even within the clinical research industry there are multiple, sometimes discordant, definitions of quality control and quality assurance.  The following definitions have incorporated concepts from formal sources (e.g., ICH and ISO 9000), but have been customized for clinical site application.  Definitions have been provided for purposes of completeness.  Please note that ensuring sufficient quality management activities exist and are being properly executed is even more important than the classification of those efforts.  Studies need an overall quality management strategy that includes written procedures, ongoing verification of documentation, and additional review of compliance with written procedures/guidelines/regulations.  
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