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[bookmark: _Toc494897752][bookmark: _Toc504742663]List of Abbreviations 
Edit accordingly to what is used in this document.

	Abbreviation/ term
	Explanation

	aCRF
	Annotated Case Report Form
An annotated CRF is generally defined as a blank CRF with markings, or annotations, that coordinate each datapoint in the form with its corresponding dataset name. Essentially, an annotated CRF communicates where the data collected for each Question is stored in the database.

	ATC
	Anatomical Therapeutic Chemical (ATC) classification system

	DB
	Database
A structured set of data held in a computer.

	DEA
	Data Entry Application
An application to input data or information into a database.

	DEI
	Data Entry Instructions

	DM
	Data Management/Data Manager

	DMC
	Data Monitoring Committee

	DMD
	Data Management Documentation

	DMP
	Data Management Plan

	DMR
	Data Management Report

	eCRF
	Electronic Case Report Form
An electronic document designed to record all of the protocol required information to be reported to the sponsor on each trial subject.

	EDCS
	Electronic Data Capture System
An electronic data capture system (EDCS) is a computerized system designed for the collection of clinical data in electronic format for use mainly in human clinical trials.
In this document, the term is used for data entered from paper CRFs to an electronic system.

	EDMS
	Electronic Data Management System
A software system for organizing and storing different kinds of documents.

	IMP
	Investigational Medicinal Product

	ITT
	Intention To Treat population
Intention-to-treat analysis is a comparison of the treatment groups that includes all patients as originally allocated after randomization.

	MedDRA
	Medical Dictionary for Regulatory Activities

	MO/MM
	Medical Officer/Medical monitor
A representative of a drug sponsor who has medical authority to evaluate the safety aspects of a clinical trial.

	PP
	Per Protocol population
Per-protocol analysis is a comparison of treatment groups that includes only those patients who completed the treatment originally allocated without any major protocol deviations.

	PROM
	Patient Reported Outcome Measures
Patient reported outcome measures (PROMs) are questionnaires patients complete on their health and quality of life.

	SAE
	Serious Adverse Event

	SUSAR
	Suspected Unexpected Serious Adverse Reactions

	TMF
	Trial Master File

	UAT
	User Acceptance Testing
User acceptance testing (UAT) is the last phase of the DEA testing process. During UAT, actual DEA users test the DEA to make sure it can handle required tasks in real-world scenarios, according to specifications.




[bookmark: _Toc33455596]INTRODUCTION
This data management plan describes the data handling processes to ensure delivery of study data that are accurate, reliable and ready for analysis and publishing / reporting.
[bookmark: _Toc368065020][bookmark: _Toc369075808][bookmark: _Toc369078949][bookmark: _Toc465433902][bookmark: _Toc465435443][bookmark: _Toc473128626][bookmark: _Toc33455597][bookmark: _Toc244067119][bookmark: bookmark70]PROJECT PERSONNEL
The persons responsible for data management in this study and other users that will have access to the data entry application (DEA) and the database are listed in the Data Management Personnel Log (DMPL).
[bookmark: _Toc33455598]DOCUMENTATION
[bookmark: _Toc244067120][bookmark: _Toc33455599]Data management files
The data management documentation to be files in the Trial Master file (TMF) consists of the following documents:
· Database Specification Document
· Annotated CRF (aCRF)/Blank Case Report Form (CRF) 
· Data Management Plan (DMP)
· Instructions for using the Data Entry Application (DEA) (if applicable)
· Documentation of QC of the DEA (User Acceptance Testing (UAT), including dummy CRFs with test data)
· Database Approval Form
· DEA change log
· Reconciliation of serious adverse events, if applicable
· Approval of Coding
· Analysis Population Allocation Form (if no template is available, excel can be used)
· Database Lock Approval Form
· Database Unlocked Form, if applicable
· Data Management Report (DMR)

[bookmark: _Toc355001363][bookmark: _Toc355001401][bookmark: _Toc244067121][bookmark: _Toc33455600]Protocol
The final version of the clinical study protocol is insert version number dated DD-MMM-YYYY and amended as follows:
	Amendment number
	Version Date 

	
	

	
	


[bookmark: _Toc33455601]Database Specification Document
A database specification document should be provided to the Data Manager if requested. The document will list all data variables to be collected, all edit checks and other quality control steps taken during the data management process. 
The data base specification will be written by the insert the name of the data manager, reviewed by insert the name of the reviewer and approved by insert the name of the approver and will be filed in the data management file. 
[bookmark: _Toc33455602][bookmark: _Toc463494714][bookmark: _Toc467390645][bookmark: _Toc467572226][bookmark: _Toc34536445][bookmark: _Toc34537764][bookmark: _Toc34537827][bookmark: _Toc219625235][bookmark: _Toc419800131]ELECTRONIC DATA MANAGEMENT SYSTEMS
[bookmark: _Toc33455603]DEA Security
The DEA (insert the system name) is a hosted application and has validated systems to ensure secure access control, password protection, firewalls, encryption, physical security and backup procedures.
	Data
	Data capture system
	QC
	System owner
	Risk assessment performed

	CRF
	eCRF
	DM SOPs
	Hospital or Unit
	Yes/no

	Biobank
	SPSS
	Laboratory SOPs
	
	Yes/no

	CT image
	eCRF or EHR
	Study specific SOPs
	Vendor
	Yes/no


[bookmark: _Toc33455604]DEA DESIGN
0. [bookmark: _Toc244067122][bookmark: _Toc33455605]CRF and Patient Reported Outcome Measures (PROM)
	For eCRF

	An electronic CRF (eCRF) will be created by the Data Manager in the following EDCS:
Insert the system name and version number

	For paper CRF

	A paper CRF will be used for this study.
A DEA for handling of all data recorded on paper CRFs will be created by the Data Manager in the following electronic data management system (EDMS):
Insert the system name and version number
Data recorded on the CRF by the study team will be entered into the DEA by the Data Manager or persons to whom the Data Manager delegates this task.

	For PROM
	The following patient questionnaires (PROM) will be used and the data entered into the DEA.
· SF-36


If the final version of the CRF is changed, the changes will be described in a DEA Change Log. 
[bookmark: _Toc419800133][bookmark: _Toc33455606][bookmark: _Toc463494716][bookmark: _Toc467390647][bookmark: _Toc467572228][bookmark: _Toc34536447][bookmark: _Toc34537766][bookmark: _Toc34537829]Annotated CRF 
	For eCRF

	An annotated CRF showing all the variable names from the database for all data fields in the EDCS will be printed using the modules for printing PDF 

	For paper CRF
	An annotated CRF showing all the variable names from the database for all data fields in CRF will be created by the Data Manager.


[bookmark: _Toc33455607][bookmark: _Toc463494720][bookmark: _Toc467390651][bookmark: _Toc467572232][bookmark: _Toc34536448][bookmark: _Toc34537767][bookmark: _Toc34537830][bookmark: _Toc219625238][bookmark: _Toc446900805]User Acceptance Testing 
	For eCRF

	During the development of the eCRF, the system will be tested by entering test data into all fields on each unique page and continuous pages in the system.  Any calculations performed by the system will be verified for accuracy and precision.  PDF prints of the data generated during testing of the eCRF will be filed in the TMF.  The Data Manager will perform a QC check on the paper copies of the PDF prints of the CRF (archival copies) to confirm that the data in the CRF matches the test data. The testing of the DEA should be documented in the User Acceptance Testing document, see template User Acceptance Testing (UAT). 

	For paper CRF
	The testing of the DEA (for paper CRFs) will be done by using two CRFs populated with test data, one without obvious errors and one with a large number of errors (using subject number which are not going to exist in the study e.g. 99998 and 99999).  The Data Manager will perform a QC check on listings of the data from the test subjects and annotate them to show that the DEA is tested and can be released for data entry.
The testing of the DEA should be documented in the User Acceptance Testing (UAT) document, see template User Acceptance Testing (UAT). 

	For both paper and eCRF
	An export from the DEA to datasets suitable for statistical analyses will be performed. The data manager and/or study statistician will check that the exported datasets contain all critical information. Critical information per patient is defined as: change as appropriate
· Date of informed consent
· Dates of patient specific milestones (e.g. randomisation, start of treatment, end of treatment, end of study)
· Reasons for early study termination
· All necessary information required to calculate and analyse the primary endpoint(s) (including covariates)
· All necessary information required to calculate and analyse key secondary endpoints (if any) 
· All protocol defined requirement for reporting Serious Adverse Events (SAEs)
· Other key safety endpoints
· Other key baseline variables


[bookmark: _Toc33455608][bookmark: _GoBack]Approval
The DEA Approval Form will be completed and filed in the data management file.
[bookmark: _Toc367712430][bookmark: _Toc244067128][bookmark: _Toc33455609]DEA Updates
If the protocol is amended and there are changes to the data collection requirements the DEA will be updated and the changes will be recorded in a change log. See template DEA Change Log.
[bookmark: _Toc367712432][bookmark: _Toc244067130][bookmark: _Toc33455610]RANDOMISATION
This is a randomised study and the randomisation will be done as follows:
	Study design and phase:
	Open randomised, phase III

	Number of subjects:
	180 planned randomised

	Number of arms:
	2 (1: 1) (90 in each arm)

	Name of arms:
	Arm A: XXX Arm B: XXX

	Stratification: insert criteria
	Stratification in two strata: XXX vs XXX

	Randomisation by block
	No


The statistician will generate randomisation lists using using xxxxx TM. The study subject allocation will be performed in the EDCS or envelopes or the randomisation will be performed using an application in a DEA.
Not applicable.
[bookmark: _Toc419800134][bookmark: _Toc33455611]DATA ENTRY 
	For eCRF
	Authorised site personnel will enter the data into EDCS without use of a paper CRF. 

The data entry manual will be available to those who will enter data in the data entry application.

Online help is provided by the system.  In addition the Data Manager will create a study specific data entry manual.  The manual will be made available in the documents uploaded to EDCS.


	For paper CRF
	The data recorded on paper CRFs will be entered into a database by the data manager (and those to whom the data manager has assigned a data entry role). A study specific data entry manual will be written by the data manager for trials using a paper CRF.
The data entry manual will be available to those who will enter data in the data entry application.


[bookmark: _Toc367712436][bookmark: _Toc244067135][bookmark: _Toc33455612]Self-evident corrections
For paper CRF
A document will be written by the data manager, stating which obvious corrections to data on a paper CRF can be performed by the data manager or other person assigned by the data manager to enter data.
A document listing all the self-evident corrections will be signed and approved by the principal investigator for single-centre studies / national coordinating investigator for multi-centre studies before the database is locked.
[bookmark: _Toc33455613]Derived data
The following parameters will be derived from source data:
· Corrected QT-interval
· Creatinine clearance
· BMI
· FEV1

State the formulae which will be used and how the calculations will be validated.
[bookmark: _Toc367712437][bookmark: _Toc244067124][bookmark: _Toc33455614][bookmark: _Toc244067136]DATA QUALITY CONTROL
[bookmark: _Toc33455615]Data Verification
For paper CRF and paper PROM
Manual verification (proof reading) of the database against CRF will be performed to ensure that the data in the database matches that on the CRF, and should be in line with the rsik evaluation of the study. It is recommended to proof read 100% of the critical data. These should be defined by the NCI/PI. It is acceptable to proof read a lesser percentage of the non-critical data. If a predefined error treshold is reached, a larger percentage should be considered. 
Where data is entered twice by two different people in the DEA the data managers receive a report that describes any differences which must be verified against CRF.
Documentation of verification should be kept in the TMF.
[bookmark: _Toc244067137][bookmark: _Toc33455616]Data Validation
	For eCRF
	Data entered into the eCRF will be checked for illogical, unexpected and missing responses using the automated edit checks described in the database specification document.
Discrepancies in the eCRF data will be managed within the EDCS, queries can be raised by study monitors or data managers.


	For paper CRF
	[bookmark: _Toc367712441]Discrepancies on paper CRFs, will be queried with the principle investigator using a Data Correction Form.  The investigator will be requested to either confirm the data or provide new data and sign and date the form.  A copy of the signed DCF will be attached to the paper CRF and the DCF will be returned to the data manager, who will update the data base accordingly.
QC of closed queries will be performed.  Approximately 10% of the closed queries will be checked to see if the answers are acceptable.


[bookmark: _Toc367712438][bookmark: _Toc244067139]Example: 
	Data validation checks planned to do during the study:

	Check ID
	System
	CRF form
	CRF Item
	Check / Message
	Additional comments

	1
	Automatic edit check in the DEA
	Vital signs
	Systolic blood pressure
	Message: Systolic blood pressure is outside of normal range.
	Systolic Blood less than 100 or greater than 160 will be checked for validity.

	3
	Automatic edit check in the DEA
	Vital signs
	Diastolic blood pressure
	Message: Diastolic blood pressure is outside of normal range.
	Diastolic Blood less than 50 or greater than 100 mmHg will be checked for validity.

	2
	Excel
	Inclusion/
Exclusion evaluation
	Inclusion criteria 1-8/,
Exclusion criteria 1-10,
Eligible=Yes
	Check: All Inclusion criteria should be answered Yes and all exclusion criteria should be answered No to be eligibility for the study.
	 

	4
	Automatic edit check in the DEA
	Blood sample
	All laboratory result values,
All range values
	Message: Laboratory value outside of normal range. 
	All laboratory values will be checked against reference range.


[bookmark: _Toc33455617]RECONCILIATION OF SERIOUS ADVERSE EVENTS (SAE)
Applies only when the SAEs are reported to an external database (e.g. safety reporting to pharmaceutical companies or when the SAEs are kept in another database than the eCRF).
Reconciliation of any SAEs will be done by comparing the data reported on the CRF and SAE forms by the principal investigator for single centre studies / national coordinating investigator for multicentre trials.
The following data points will be reconciled: event term, start and stop date, outcome etc.
State what differences are acceptable and how long reconciliation will run.
[bookmark: _Toc367712442][bookmark: _Toc463494711][bookmark: _Toc467390641][bookmark: _Toc467572222][bookmark: _Toc34536443][bookmark: _Toc34537762][bookmark: _Toc34537825][bookmark: _Toc244067140][bookmark: _Toc33455618]DATA FROM EXTERNAL SOURCES
The key must be unique for the patient and the time of data collection, if multiple time points.
Provide details on any data linkage approach, and the quality/accuracy of the linkage, if applicable.
The key(s) /unique patient identifiers used for linkage across datasets:
	Data source
	Unique patient identifiers/Key for linkage
	Integration to the database

	Biobank
	Biobank ID in the CRF
or
CRF patient number and date or visit number on the sample
	The samples will be analyzed at the end of the study and the data will be integrated on SPSS format to the locked database.

	Imaging
	Image number in the CRF
or
CRF patient number on the image and visit number
	The images will be assessed by a central reader in batches and the data integrated to the on SPSS format to the locked interim /final database.


	National registers
	CRF patient number and Social security number archived in <electronic system>
	The files will be linked at the register and delivered with the CRF patient number as unique patient identifier.



[bookmark: _Toc367712443][bookmark: _Toc244067141][bookmark: _Toc33455619]Laboratory data
Haematology and clinical biochemistry samples will be analysed at xxxxx.
Immunological analyses will be performed by xxxxx.
Laboratory data will be entered into the eCRF by the site staff. 
Documentation containing all laboratory parameters with reference ranges must be available for each centre in the study and filed in the data management file.
Laboratory data will be entered into the DEA from print outs delivered by xxxxx laboratory. 
Laboratory data will be received electronically and loaded into the project database. Specify format if applicable. 
The following reference ranges are effective from DDMMMYYYY. Reference ranges will be loaded into xxxxx TM for each site.
Example of a reference range table:
	Biochemistry
	Sex
	Age
	Units
	Low
	High

	
	M
	12-120
	g/100mL
	13.4
	17.0

	
	F
	12-120
	g/100mL
	11.7
	15.3


[bookmark: _Toc367712444][bookmark: _Toc244067142]
	Haematology
	Sex
	Age
	Units
	Low
	High

	
	M
	12-120
	g/100mL
	13.4
	17.0

	
	F
	12-120
	g/100mL
	11.7
	15.3



	Urinalysis
	Sex
	Age
	Units
	Low
	High

	
	M
	12-120
	g/100mL
	13.4
	17.0

	
	F
	12-120
	g/100mL
	11.7
	15.3



Consider whether the reference ranges should be described in a separate document.
[bookmark: _Toc244067143][bookmark: _Toc33455620]Other Data from External Data Sources
Describe any other external data and how they will be integrated into the database; for example pharmacokinetic data, biobank data, central registries, imaging.
[bookmark: _Toc34536450][bookmark: _Toc34537769][bookmark: _Toc34537832][bookmark: _Toc219625240][bookmark: _Toc419800135][bookmark: _Toc33455621]CODING
Medical coding will be performed by data managers and approved by the principal investigator for single centre studies / national coordinating investigator at multicentre studies.
The approval of coding will be filed in the data management file.
Items to be coded and coding dictionaries:
	Data items
	Coding dictionary

	Diagnoses
	ICD version xx
Or DSM version xx

	Adverse Events
	MedDRA version xx.x 
or 
CTCAE  v.xx
or
any other appropriate coding system

	Concomitant medication
	WHO DDD ATC  version <DDMMMYYYY>


Listings of the coded items including coding dictionary version will be provided to insert name(s) member of research team for review and approval.
[bookmark: _Toc33455622][bookmark: _Toc467390654][bookmark: _Toc467572235][bookmark: _Toc34536452][bookmark: _Toc34537771][bookmark: _Toc34537834][bookmark: _Toc219625242][bookmark: _Toc419800137]INTERIM ANALYSIS/Data Monitoring Committee 
Describe the data that must be submitted for any planned interim analyses / analysis /DMC meetings, when they will be delivered (timelines) and specify the requirements for quality assurance of the dataset(s) (if the data should be verified/validated/coded).
[bookmark: _Toc33455623]DATABASE LOCK
When all all queries are resolved, all coding and SAE reconciliation has been performed, insert name(s) member of research team will be informed and a data closure meeting arranged by the data manager. 
The data manager will create appropriate data listings for all study subjects and their preliminary allocation to the different populations according to the protocol / SAP (e.g. ITT, PP, and safety,).
For assessment of allocation of each study subject, the inclusion / exclusion criteria, key efficacy data, monitoring reports, protocol deviations and notes to file could be reviewed.  If the study subjects are excluded from a population, the cause should be documented.
The final population allocation list will be provided and approved by the study team before database is locked. 
The database will be locked after the database lock meeting. 
The Database Lock form will be completed and archived in the data management file.
[bookmark: _Toc33455624]Database Unlock
If any errors are detected that requires the data to be corrected, the database may be unlocked to correct these errors after approval from the NCI/PI. The reason for unlock of the data and which correction that will be made will be documented on the Database Unlock form.
[bookmark: _Toc367712429][bookmark: _Toc33455625]UNBLINDING
Once the database has been locked, the data manager will obtain the code list and create the appropriate code file for merging with the database.
Not applicable, no randomisation was performed for this study.
[bookmark: _Toc419800139][bookmark: _Toc33455626]DATABASE EXPORT
Identify the electronic data sets, including the scope, format, and process for delivery of final electronic data to other parties.
The following clinical datasets will be delivered to the principal investigator for single-centre studies / national coordinating investigator for multi-centre studies, after database lock:
· xxxx.csv/xxxx.xlsx
· xxxx.csv/xxxx.xlsx
· xxxx.csv/xxxx.xlsx
The data will be uploaded to insert path/ url as specify file type(s) files.
[bookmark: _Toc367712447][bookmark: _Toc367712448][bookmark: _Toc367712449][bookmark: _Toc33455627][bookmark: _Toc244067146]AUDIT
The project team will be responsible for project auditing.
[bookmark: _Toc463494724][bookmark: _Toc467390658][bookmark: _Toc467572239][bookmark: _Toc34536456][bookmark: _Toc34537775][bookmark: _Toc34537838][bookmark: _Toc219625246][bookmark: _Toc419800142][bookmark: _Toc33455628]ARCHIVING
	For eCRF
	Copies of the completed electronic CRFs together with the audit trail (PDF archival copies) will be provided to the sponsor after project termination. 

	For paper CRF
	[bookmark: _Toc463494723]Original completed paper CRFs will be archived by the sponsor.  The principal investigator(s) will retain a copy of the paper CRF. All documentation related to data management activities will be archived in the data management file, which will be incorporated into the trial master file.
Identify the electronic data sets, programs, and documents which will be archived after study completion.


Documentation (paper and electronic) will be retained for 15 years or according to regulatory requirements at the time of the end of the study . 
[bookmark: _Toc33455629]DATA MANAGEMENT REPORT 
A Data Management Report will be written by the data manager and will summarise the data management aspects of the study and describe any deviations from the data management plan.
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