DIABETES RESEARCH IN CHILDREN NETWORK

QUALITY CONTROL PROCEDURES 

In any multi-center study, extensive efforts are necessary to assure that the data that are collected are of high quality and that centers adhere to the protocol.  The quality control procedures employed by the Coordinating Center for the DirecNet project are summarized below.  In that the project consists of multiple protocols, not all measures will have applicability to each protocol.

1. Training and Certification

Training and certification procedures will be protocol specific.  Where appropriate the website will be used for certain aspects of site personnel training and certification.  It can be used to demonstrate procedures, provide an interactive review of the protocol, and for certification testing (either for conducting simulated testing or answering questions about the protocol and study procedures).  Training and certification will also be accomplished, where indicated, through prestudy meetings of clinical center staff and prestudy site visits. 

2. Methods to Assess Data Quality 

Data quality is assessed at multiple levels throughout the course of a study.  

Case Report Form data are validated (1) at the time of data entry, (2) in editing programs that are run at intervals to generate edit queries, and (3) at the time a dataset is frozen for analysis.  To minimize data entry errors, key fields for analysis undergo duplicate data entry.

Patient eligibility is assessed at the time of data entry prior to enrollment/ randomization.    A 100% audit will be conducted at site visits to verify eligibility in source documents.

Outcome data for primary analysis undergo additional verifications steps, including where applicable the verification of the data in the final dataset against the original data collection form.  A 100% audit will be conducted at site visits for any primary efficacy and safety outcome data for which source documents exist for comparison to the database.  

Laboratory Data: For studies using a central laboratory, a system will be established for submitting duplicate specimens to the lab for quality control purposes.  This will be done for all lab tests that are used for outcome analyses and for other lab tests (such as those being performed to monitor for certain adverse effects) as indicated.  

Site Visits:  Site visits will be conducted at least once a year for each clinical center.  At the site visits, data auditing will be customized to the specifics of the protocols.  Data related to eligibility and outcome measures typically will be 100% audited and compared with source documents, all informed consent forms will be reviewed, and a subset of other data will be checked against the CC’s database.  
3. Editing

Once a record has been added to the patient database, all changes to that record are stored in an audit table which contains one record per change and the following fields: unique record identifier, old value, new value, date of the change, individual making the change, source of the change (e.g., edit query response from clinic, direct edit by clinic, site visit, other) and the date/time the record was changed.  Monthly, an audit report is generated listing all changes to the database that were made since the last report.  This is reviewed by the Project Manager and then by the Director.  When a record is added to the study database, it is given a record identifying number that is unique for the study.  This number is used to identify records for editing and other purposes.  At the time the record is added to the database, a program runs to generate edit queries by checking for missing data, out-of-range values, and inconsistencies. Pending edits are made available on the website for the clinic coordinator to resolve.  On a monthly basis each coordinator is sent a prompt to resolve any edits that are outstanding. Note that the number of edit queries is expected to be small because most data discrepancies will have already been resolved at the time of data entry.  A response to the edit query is required even if there is no change to be made.  As long as we are using paper case report forms for the primary study record, we will use paper edit queries, which will be printed from the website, so they can be attached to the paper data form.  Clinics will be given specific instructions on how to make changes to a form.   

4. Protocol Deviations

Adherence to the protocol by the clinics is monitored by the CC in numerous ways.  Where possible, computer programs are written to check the data and flag instances where the data indicate that a deviation from the protocol has occurred.  In addition, all data forms (or a printout of the data) are manually reviewed because it is usually not possible to identify all deviations with a program.

Deviations from the protocol will be recorded in the database and included in monitoring reports.  Deviations will be divided into major and minor issues. The personnel who identified the deviation will be tracked (e.g., CC, clinic, site visitor).  In some circumstances, the Executive Committee may give pre-approval to a deviation and this will be noted.
5. Data Irregularities
A coordinating center must always be aware of the possibility of data fabrication.  Although this is never expected and hopefully will never occur, awareness of the possibility is necessary.  Depending on the form of the data, data may be assessed to see if the amount of variance is appropriate.  One purpose of site visits will be to compare study data with source documents to evaluate for data irregularities.

6. Quality Control Reports
Reports will be generated for internal CC use and for review by the Steering Committee and the DSMB.  Internal reports are used to track enrollments, visit completion, certification status, and protocol deviations, and other aspects of the study.  

Each clinical center will have access at all times to monitoring reports for its center on the website.  In addition, on a monthly basis, the coordinator at each center will be asked to print out monthly monitoring reports for his or her center.  These reports will be reviewed during a monthly prescheduled phone call with the coordinator. 

For follow-up studies, the CC will proactively monitor visit completion and patient retention.  A listing is maintained of all patients who have missed their last protocol visit and reviewed during a monthly scheduled phone call with each clinical center coordinator.  
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