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[bookmark: _Toc118707813]Template Summary 	Title:
	Risk Management Plan Template 

	Purpose:
	This Risk Management Plan (RMP) template may be employed for clinical studies phases II, III, and IV, as a guide to documenting the risk management process.

	Audience:
	Risk Managers, Central Monitors, Lead Data Managers, Study Managers, Project Managers, and Principal Investigators of studies.

	Details:
	This Template should be customized according to the project plan, the study’s protocol and unique needs/circumstances, and the requirements of the data capture system. Sections may be edited or deleted as needed.

	Best Practices & Recommendations for using this document: 
	To complete the template accurately and completely, it is recommended to follow the Instructions for Use outlined in this document. The sections and headings below mirror those in the template, thus allowing you to easily work through each step.





Template Revision History:
	Version Number
	Version Date
	Summary of Revisions Made:

	2.5
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	Complete revision and split into two documents; 1. RMP Template V2.5, 2. RMP Template Instructions for Use V1.0

	2.4
	17.07.2020
	Updated the wording

	2.3
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	Upgraded with RBQM concepts
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	Key risk indicators & Key performance indicators

	1.2
	05.02.2014
	Added Risk Descriptions
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	Draft version
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ABBREVIATIONS AND DEFINITIONS

	AE
	Adverse event

	CAPA
	Corrective Action/Preventive action

	CRF
	Case Report Form (may be paper or electronic representation of the data collection Template)

	CRO
	Clinical Research Organization 

	Cross-check
	An edit check that compares variables from different CRF pages or subject’s variables from different CRF pages to an algorithmic evaluation (term of convenience used to differentiate from multivariate edit checks)

	CTM
	Clinical Trial Material

	CTMS
	Clinical Trial Management System

	DCC
	Data Coordinating Center

	Detectability
	Ability to detect a risk or its occurrence 

	EDC
	Electronic Data Capture

	Impact
	The extent of damage or consequences of a materialized risk

	IT
	Information Technology

	IND
	Investigational New Drug

	IRVS
	Integrated Rapid Visual Screening

	KCI 
	Key Control Indicator - an indicator that organizations use to help define its controls environment and monitor levels of control relative to desired tolerances. KCIs are used to answer the question: Are our organization's internal controls adequate? (source: http://www.stratexsystems.com/blog/2013/1/30/kpis-kris-kcis-are-they-different-if-so-does-it-really-matte.html)

	KPI 
	Key Performance Indicator

	KQI
	Key Quality Indicators - measures quality. And quality is a degree of excellence. And it depends on how it was planned.

	KRI 
	Key Risk Indicator - Signal of the further event that can be seen to be predictive of changes 

	MedDRA
	Medical Dictionary of Regulatory Affairs - Dictionary for coding adverse events, medical history, and physical exam findings

	Metric 
	A measurement of a property of clinical data

	Multivariate Edit Check
	An edit check (above and beyond a range check, valid value check, or required criterion) on a variable or set of variables on the same CRF page (term of convenience used to differentiate from cross-checks) 

	Probability
	The likelihood of a risk happening 

	Project Manager
	Individual who manages the project at the data coordinating center. This person's job title might be project manager, study coordinator, or study team lead. 

	PV
	Patient Visits

	RACT
	Risk Assessment and Categorization Template 

	RBQM
	Risk-Based Quality Management - Holistic way of dealing with risks in clinical research. It is a concept aimed at gaining trustful, reliable data and well-articulated Protocol, and a Monitoring plan tailored to the risks of a particular study. All three components of the RBM plan should be combined for a successful RBQM.

	RBM
	FDA's Definition: Risk-Based Monitoring - is the adequate mix of strategies, including centralized and on-site monitoring practices with the goal of human subject protection and trial integrity.

EMA's Definition: Risk-Based Monitoring - is an important part of a preventive clinical trial management approach, which aims to identify, assess, control, communicate and review the risks associated with the clinical trial during its life cycle to guarantee the protection of trial subjects' rights, well-being, integrity and safety and the assurance of the quality of data and the trial credibility.

	RBM Strategies
	- Centralized Monitoring: An integrated approach based upon perceived risk at each Site.
- Remote Monitoring: Use low-cost resources to execute work that does not require on Site resources.
- Reduced Monitoring: E.g., Targeted SDV.
- Triggered Monitoring: Based upon pre-defined trigger points, e.g., Ratio of patients enrolled or SAEs reported.

	Risk
	Something harmful may occur with a likelihood and will have a negative impact on objective or patient safety. Alt: Uncertain event or condition that, if it occurs, impacts at least one objective.

	RMP
	Risk Management Plan

	RPN
	Risk Priority Number

	SAE
	Serious adverse event

	SOP
	Standard Operating Procedure

	Threshold
	Risk's owner/regulatory tolerance to risk

	WHODRUG
	World Health Organization coding system for medications




[bookmark: _Toc118707814]External References[bookmark: _heading=h.tyjcwt]These references refer to documents that are relevant to risk management activities but are not considered part of the RMP and are stored separately. 
Table 1. Dynamic References
	Item
	Content
	Document Owner
	Current Version Storage Location at DCC

	Clinical Monitoring Plan
	Description of clinical monitoring activities

	Lead clinical research associate
	

	Study Contact List
	Names, roles, and contact information for key Sponsor and DCC study team members
	Project lead
	

	Annotated Case Report Form
	The full set of CRFs, including dataset and variable names, sorted in protocol schedule order 
	Project data manager
	

	Data Dictionary
	List of dataset names. List of variable names, with corresponding valid values, data types, labels.
	Project data manager
	

	Data Management Plan
	The plan according to which a data manager manages the study's data. The data include those generated by the investigators and those required to sort and subset the data, the so-called key items.
	Study Data Manager
	

	Data Validation Plan
	Univariate ranges, description of each electronic edit check and custom function edit check, and any additional manual checks that will be performed 
	Project data manager
	

	Risk Review Plan
	Description of process for providing data to one or more clinicians who will complete a clinical review.  
	Project data manager
	

	Study Startup Checklist
	List of items to be completed during study startup.
	Project data manager
	

	Study Timeline
	Projected timeline of study events and deliverables
	Project manager
	

	Sponsor Converted Database Specifications
	Describes the requirements of the Risk base that is delivered back to the Sponsor after database lock.

	Project SAS programmer
	

	Development and Testing Responsibility Matrix
	Identifies tasks and deliverables for this project and indicates who is responsible for writing, executing, reviewing, and approving each item.
	Project data manager
	




[bookmark: _Toc118707815]Introduction[bookmark: _heading=h.1t3h5sf]The risk management plan in clinical studies ensures the appropriate identification, analysis, evaluation, mitigation, response planning, controlling, and communication of project risks from the project planning until the closing phase through the below described risk management process.
The main objective of the project risk management is to minimize the likelihood and impact of negative events in the project.
				
Risk management should be planned early in the project during the project planning phase. The risk management plan or equivalent document, integrated into the project management plan, should be finalized prior to the start of the study. It can be (and likely will have to be) updated on an ongoing basis depending on additional findings not expected during the planning phase of the study.
Risk management plan (or equivalent document) approval may be granted informally per email or during a management or project team meeting (approval to be documented in the respective meeting minutes) or following the standard procedure established by the Sponsor.

During the planning phase, a project manager will seek expert advice from senior management and all relevant project stakeholders in risk-focused meetings.
The project manager should consult historical information to ensure that the chosen process for risk management is the most appropriate and efficient based on evidence obtained from previous experience and other consultation sources, such as publicly available data, for similar projects.
[bookmark: _heading=h.4d34og8]Project risk management should be planned to deliver a practical guideline to determine actions to be taken for each defined risk according to the likelihood and impact of a risk’s occurrence.


[bookmark: _Toc118707816]Responsibilities[bookmark: _Hlk118626046]The following responsibilities need to be considered, monitored and carried out in order to maintain the RMP. 
Insert text here…
[bookmark: _Toc118707817]Rationale of Application of RBQM for the TrialRBQM (Risk-Based Quality Management) is an essential strategy for improving data quality and patient safety within a clinical trial. 
Insert text here…
[bookmark: _Toc118707818]Risk Identification Risk identification is the core of the RMP. This section describes the process to be used to identify, analyze, control, communicate and respond to risks.
Insert text here…
[bookmark: _Toc118707819]Risk Assessment and Categorization Template (RACT)For effective risk management and mitigation, it is necessary to use a RACT in order to categorize each risk. This section defines the structure of the RACT and the risks that fall under each category.
Insert text here…


[bookmark: _Toc118707820]Quantitative Risk Analysis Quantitative risk analysis is the process of data driven monitoring of the identified risks (listed in the risk register and KRI list below) according to their individual potential impact in the budget. 

Table 2.List of selected KRIs for data-driven risk monitoring
	Reports DM 
 (eCRF) 
	Risk Factors 
	Trigger 
	Rationale for Trigger Selection
	Trigger 
	Rationale for Trigger Selection
	Action plan 

	Patient recruitment 
	
	
	
	
	
	 

	% patients recruited, recruitment rate 
 
	Under Recruitment 
	≥90%% 
	
	≥80%
	
	Sites to be contacted to understand reasons and discuss with PM who will adapt solution to problem 

	
	Over recruitment 
	≥105%
	
	≥110%
	
	Increase monitoring activity ; ensure DM can handle data; follow up on any delay 

	% of screening failures 
	More than expected 
	≥10%
	
	≥20%
	
	Sites to be contacted to understand reasons, discuss with PM 

	% of dropouts
	More than expected 
	≥3%
	
	≥5%
	
	Sites to be contacted to understand reasons, discuss with PM 

	Data Flow 
	
	 
	
	 
	
	 

	Long Mean Time for Data Entry
	Delays in data entry  
	≥8 days 
	
	≥ 15 days 
	
	TMs to contact sites and push for data entry, FU needed until resolution 

	% of CRF pages outstanding 
	Gap in documenting CRF pages 
	14-20% 
	
	> 20% 
	
	TMs to contact sites and push for data entry, FU needed until resolution 

	Data entry lag (data entry date-projected data entry date) 
	Data entry lag (norm is 10 working days) 
	≥8 days
	
	≥15 days
	
	TMs to contact sites and push for data entry, FU needed until resolution 

	% of CRF pages monitored 
(on Site and remote) 
	Delays in monitoring CRF pages by CRA (norm is 80% during 
study)) 
	≥10%
	
	≥15%
	
	PM to analyze workload of TM, organize support or training 

	Safety 
	
	 
	
	 
	
	 

	(S)AE rate (per Visit)
	 
Over  planned rate 
(over  reporting) 
	 
≥10%
	
	 
≥20%
	
	TM to increase on site SDV (depends on quality of Data and have to be approved by 
PM) 

	(S)AE rate 
(per Visit) 
	Under planned rate 
(Under reporting) 
	 
N/A 
	
	 
outside 95% CI 
	
	TM to increase on site SDV (depends on quality of Data and have to be approved by 
PM) 

	Medication administration error/patient/site (time or dosing) 
	Major Safety issue 
	≥10%
	
	≥15%
	
	Contact site and retrain. In case of second event, contact PM to discuss strategy (can be stop recruitment) 

	Quality checks by data errors 
	
	 
	
	 
	
	 

	Delay in Query Reponses (%) 
	Site doesn’t response to Queries 
	≥1% 
	
	≥2% 
	
	TM to enforce training, more phone or on site visits 

	Quality checks by protocol violations 
	
	 
	
	 
	
	 

	Overall PD (%)
	All kind of PD
	≥2%
	
	≥3%
	
	

	IC PD (%)
	PD related to Inform consent
	N/A
	
	≥0%
	
	

	PD I/E Criteria
	PD related to I/E Criteria
	≥2%
	
	≥3%
	
	

	Sponsor specific Risk Indicators
	
	
	
	
	
	

	Trial Specific Risk Indicators
	
	
	
	
	
	



[bookmark: _Toc118707821]The Data Sources and the Underlying Risk Data sources for the study will include a range of tools, systems and databases. Each have been described in detail below. 
Insert text here…
[bookmark: _Toc118707822]Mitigation Strategy and Response Plan In the event that a risk is realized, it will be necessary to activate the relevant mitigations and responses. This section describes how these mitigation actions will be defined, implemented and validated. 
Insert text here…
[bookmark: _Toc118707823]Reports A variety of additional reports will be available that are not directly related to the RMP. These have been described below. 

[bookmark: _heading=h.z337ya]Table 3. List of Risk Reports
	Report Name
	Description/Purpose
	Frequency
	Recipients/
Users
	Method for Provision 

	Risk Monitoring Report
	Monitoring of the escalations and de-escalations of certain risks in a clinical trial
	monthly
	Project management
	Automated in RBQM Platform MyRBQM® Portal

	RBQM update
	Guiding the monitoring activity of CRA team
	weekly
	Central CRAs
	Automated in RBQM Platform MyRBQM® Portal

	Final Risk Report
	Providing the final review of occurred risk situations in a trial
	yearly / on DB closure
	Sponsor
	Automated in RBQM Platform MyRBQM® Portal

	Risk Audit Trail
	Allows to recover the process of risk identification and documentation
	On-demand
	Project management / Auditor
	Automated in RBQM Platform MyRBQM® Portal



[bookmark: _Toc118707824]Risk MonitoringMonitor and control risks is the process of overseeing risks to timely identify and prevent risks, control risk occurrence, and mitigate risk impact during the study conduct phase. Risk monitoring must be primarily focused on prevention of hazards to human subjects and data integrity.
In order to timely mitigate risk occurrence and impact, the assigned study team members must:
· Implement the risk responses defined in the risk register
· Track identified critical, high, medium, and if applicable, low level risks 
· Identify new risks via observed issues or newly foreseen threats 
· Evaluate risk process effectiveness throughout the project 
Insert text here…
[bookmark: _Toc118707825]Risk-Based Monitoring Risk-based monitoring is a modality of clinical monitoring that focuses study oversight on those risks that have the greatest impact in subject safety and data quality and integrity. 
Insert text here…
[bookmark: _Toc118707826]Communication of RisksThe communication of risks is the process used to inform study team members, Sponsor, and stakeholders about risk status and trends, as well as to warn about imminent study threats or risk occurrence. 
Insert text here…
[bookmark: _Toc118707827]Risk ReviewRisk review is the process by which risk management will be validated, to confirm it’s effectiveness in managing the processes of risk identification through to mitigation and communication. 
Insert text here…
1.1 [bookmark: _Toc118707828]Review of Risks Insert text here…
1.2 [bookmark: _Toc118707829]Review of the RACTInsert text here…
1.3 [bookmark: _Toc118707830]Lessons LearnedInsert text here…
[bookmark: _Toc118707831]Data Archiving and Provision of Final Materials to SponsorThe following hard- and/or soft-copy datasets, programs and documents will be maintained in archive after study completion. 
Insert text here…
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