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Disclaimer

When using this document please ensure that the version you are using is the most up to date
by contacting Infoset or the author to confirm the current version. Out of date documents must
not be relied upon.

NOTICE:

This is the web public released version and does not contain all information of actual SOP
maintained by Infoset. For getting the most current and official SOP please contact INFOSET.

You are permitted to replicate this document for your own personal use by stating reference to
INFOSET.
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1.0 Background

The European Clinical Trials Directive 2001/20/EC (EUCTD) was introduced to establish
standardization of research activity in Clinical Trials throughout the European Community.

A fundamental factor in conducting a Clinical Trial is efficient data collection and management.

2.0 Purpose of SOP

The purpose of this SOP is to provide guidance for managing data and ensuring all Clinical Trial
data are collected, verified and analyzed in the appropriate manner to certify data are recorded
correctly.

3.0 Responsible Personnel

In accordance with Good Clinical Practice (GCP) Infoset ensures appropriately qualified
individuals are responsible for the overall conduct of the Data management of Clinical Trial,
handling the data, verifying the data, conducting the statistical analyses, and preparing the trial
reports.

4.0 Procedures

4.1 Basic terms

4.1.1 Source data

Source data are all information in original records and certified copies of original records of
clinical findings, observations, or other activities in a Clinical Trial necessary for the
reconstruction and evaluation of the Clinical Trial. Source data is contained in source
documents (original records or certified copies) received by the Sponsor while clinical trial is in
progress.

4.1.2 Source documents

Source documents are original documents, data and records e.g. hospital records, clinical and
office charts, laboratory notes, memoranda, subjects' diaries or evaluation checklists, pharmacy
dispensing records, recorded data from automated instruments, copies or transcriptions
certified after verification as being accurate copies, mircofiches, photographic negatives,
microfilm or magnetic media, X rays, subject files, and records kept at the pharmacy, at the
laboratories and at medico-technical departments involved in the Clinical Trial.

Source documents are considered "Essential Documents" that allow evaluation of the Clinical
Trial and ensure the quality of the data and serve to certify compliance with GCP and regulatory
requirements. The process referred to as Source Data Verification (SDV) is an evaluation of the
data recorded in the data collection tool against the source documents.



4.1.3 Protected Personal Information

Protected personal information is any patient identifiable data received from the NHS; or any
information that links an identifiable individual with information that, if released, would put
them at significant risk or harm or distress; or any source of information relating to 1,000 or
more individuals not in the public domain, even if the information is not considered likely to
cause harm or distress.

4.2 Data Management Process

The data management process involves evaluating data collected using data collection tools,
normally referred to as Case Report Forms (CRFs), which are transferred into an electronic
format to allow statistical analysis to be conducted. The CRF is a printed, optical, or electronic
document designed to record all of the protocol-required information to be reported to the
Sponsor on each Trial participant.

4.3 Data Management Databases and software

The computer systems, both hardware and software being utilized for the collection and
analysis of clinical trial data are undergone full validation. Once the CRF has been designed in
accordance with the protocol and has been approved, an appropriate database is developed to
store the relevant Clinical Trial data information. The type and size of the database will depend
on the size of the study and could vary between a standard Excel spreadsheet (minimum) to the
complete utilization of the data management system.

Therefore the following instructions may need to be amended according to the size and
complexity of the Clinical Trial. These factors should be outlined and discussed by the data
manager team and the biostatisticians before the design of any part of the system. The
following points need to be addressed when configuring the database system:

Ensure data integrity
o Raising data queries
o Traceability of data corrections
e Ensure the security of the database and Clinical Trial data
o Develop back-up and disaster recovery plans
¢ Maintain the database according to user requirements

o Verify appropriate levels of access (Unique username and password)
o Be aware of appropriate software upgrades relating to the database
¢ Provide training for relevant staff on the use of the database
e Ensure database systems are checked/ maintained on a regular basis
¢ Define what should happen in the event that the database is not accessible
e Define database lock-down procedures to ensure access to the final dataset is
permanently restricted for final analysis and report, prior to archiving
¢ Ensure archiving of data is maintained correctly
e Ensure that the database will be complete and accessible throughout the retention
period by looking at digital preservation issues.



The system should be tested with sample/dummy data prior to moving on to production. This
process will usually require formal statistical input and these data should be run through the
software and replicate all testing that will be undertaken with the live data. These results
should be filed as evidence of validation in the Trial Master File (TMF). All data should be stored
in the main server and in the appropriate drive given security/ access requirements.

4.4 Data entry, data processing and data validation

GCP specifies that quality control should be applied to each stage of data handling to ensure
that all data are reliable and have been processed correctly. Data entry with source verification
is outlined in 4.4.3.

Overall the Data management should ensure the accuracy, completeness, legibility, and
timeliness of the data in the CRFs and in all required reports. In addition, data reported on the
CRF that are derived from source documents should be consistent with the source documents
and the discrepancies should be resolved.

4.4.2 Data processing
The following factors should be followed when processing Clinical Trial data:

e All transactions to the database (insert, update, delete) have a clear and complete audit
trail.

e Data should only be accessible to authorized personnel

e The Data manager must comply with GCP and is responsible for keeping data secure
and confidential at all times.

e Coding should be performed using appropriate dictionaries

e Where autocoding is not possible, manual coding may be performed.

4.4.3 Data validation/ Source Data Verification (SDV)

An essential aspect of data management is the process of data validation. This process aims to
ensure the most accurate validated set of data is provided for statistical analysis. Data
validation can be undertaken at two stages during the data management of the trial.

1. When data are entered in the database by staff

Data entry is being done in two stages, one operator is inputting the data in the
system one other is verifying the imported data in reconciliation to the paper CRFs.

2. When data is captured by optical recognition software

Same as above, 2 users should in parallel validate the data exported from the form
recognition software and check for inconsistencies with the actual hard copies.

3. When data have been entered and are available for the data manager



At this stage data manager should produce DCF reports with the help of post-entry
tests designed by the biostatistician in order to perform clinical validation of the
data. The DCF reports and data queries will be forward to sponsor for resolution.
The report should contain at minimum the site id, the Patient id, the form name,
the query message and the wrong value that must be changed and also areas for
new values entry and comments from the investigator.

4.5 Data Protection

Throughout the data management process it is vital that all study data are kept within a secure
location and in accordance with the terms of the Data Protection Act 1998 and the Patient
Information Leaflet and Consent Form.

Any data which meets the definition of Protected Personal Information should be kept within
secure premises and systems. Paper CRFs should be kept in data management area accessible
only by authorized personnel.

If any data defined as Protected Personal Information are transferred or stored off site using
removable media (including laptops, memory sticks, smart phones, CDs, and portable hard
drives) they must be encrypted using software which meets industry standard FIPS 140-2. The
transferred material on the removable media should be deleted as soon as transfer is
completed.

The database management system should also be password protected, with each member of
the research team responsible for data entry having their own password.

4.6 Study Close Down

Infoset is required to provide the Sponsor with a copy of the locked trial database (where
applicable) following completion of participant recruitment/ follow up. The final database must
be "locked" to ensure access to the final dataset is permanently restricted for final analysis and
report, prior to archiving. A copy of the locked database should be provided to the Sponsor and
a study close down visit undertaken before analysis can commence. In addition, prior to the
release of code breaks for randomized Clinical Trials, the final locked dataset should be
confirmed by the Sponsor before code breaks can be released.

To ensure all activities are completed prior to database lock, data management team

should consider the following points:

e All clinical trial subjects must complete their final visit and any follow-up visit
activities prior to database lock.

e All coding of clinical events must be complete prior to database lock.

¢ All outstanding queries are resolved and database updated.

e Any Serious Adverse Event queries have been resolved and
database updated.

¢ Notify all members of the study team the date of lock.
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