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Instructions & Best Practices for Using the Template	Title:
	Risk Management Plan Template 

	Purpose:
	The 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:
	The blank 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.
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1. Template Summary	Using this document:
· To complete the template accurately and completely, it is recommended to follow the Instructions for Use outlined in this document. 
· This document exactly mirrors the template document, with the addition of instructional text which has been indicated in blue italics and enclosed in braces [ ] and orange text indicating placeholder text which should be replaced. 
· These instructions and guidelines will assist you to complete the various sections in the template. Where relevant, content from the template has been replicated in the instructions document to clarify which elements need to be edited.
Using the template: 
· The template is a pre-formatted document that will be completed according to the instructions and guidelines of this instructions document.
· Within the template, items enclosed in single <…> are placeholders. Replace as clarified in the enclosed placeholder text. E.g. if <DD-MMM-YYYY>, click on the placeholder and enter the date, i.e. 01-JAN-2022
· References to "Sponsor" may refer to the funding sponsor, the CRO or the study PI, depending on the context of the sentence and the decisions at the time of RMP development. Update the Template at the time of implementation to refer to the appropriate party.
· Please retain the RMP Template identifier in the lower left-hand section of the footer.
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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 / Contract 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


[Adjust this list according to the abbreviations used in the final document.]


1. [bookmark: _heading=h.wj1slkp8xlw]External ReferencesThese references refer to documents that are relevant to risk management activities but are not considered part of the RMP and are stored separately. 
[The reasons that these documents are separate from the RMP could be threefold. First, the references may require individuals other than the RMP primary signatory to approve them when approval is required. Second, they may be updated frequently, creating an unnecessary administrative burden for the RMP signatories. Third, they may have a document owner that is someone other than the project data manager. This section should discuss the above issues pertaining to this study and the external documents listed in Table 1. Table 1 should list the complete set of references to be created for this study, including a description of their content and the local storage location of the item.
Some items may be handled differently than listed (e.g., some may be combined). Customize the list to the needs of the study. 
Not all references will be prepared during the initial RMP signing. If the reference is expected, include it in the list below and create a placeholder file in the local storage location indicating it is not yet available. The approximate time it is expected to be prepared along with the study title of the document owner (e.g., project manager).]
[bookmark: _heading=h.tyjcwt]Table 1. Dynamic References
	Item
	Content
	Document Owner
	Current Version Storage Location at DCC

	Clinical Monitoring Plan
	Description of clinical monitoring activities
[This often includes plans for site initiation visits and site user training on the EDC, which is why you may want to reference it in the RMP.]

	Lead clinical research associate
	

	Study Contact List
	Names, roles, and contact information for key Sponsor and DCC study team members
	Project lead
	[E.g., the study website, the communication plan (including network location)]

	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. 
[Only include if a clinical review will be conducted. If a clinical review will be conducted, this plan would also specify the fields that will be reviewed and the timing of the review. This document may be created well after the initiation of the study in the EDC.] 
	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.
[This conversion may not be required. Delete item if not applicable. Alternatively, this may be the specifications for the creation of de-identified public use data]
	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: _heading=h.kkby2fifdrnm]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.
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: _heading=h.4d34og8][Briefly describe the study, including the clinical phase and high-level protocol design components that are not included in the protocol title (e.g., "a phase 2-3, randomized, double-blind, placebo-controlled study of subjects with hypoparathyroidism. Each subject will be treated for up to 3 years." Consider the nature of the study (e.g., minimal risk study, clinical trial requiring an IND) and indication. "Activities for this study must comply with all relevant regulations."] 



[bookmark: _heading=h.kt2krvr64078]ResponsibilitiesThe following responsibilities need to be considered, monitored, and carried out in order to maintain the RMP. 
[Identify risks associated with various project designs, outsourcing models, staffing alternatives, data capture devices used, sites involved and processes that may need to be revisited
· Prepare the risk management plan and subsequently manage risks according to it
· Coordinate teams across different departments and functions to ensure that the risk management processes are rightly conducted in line with the risk management plan 
· Ensure human subject protection by deploying effective risk management, prioritizing risks for subject safety in clinical studies
· Create forecasts and continuously evaluate project performance (e.g., based on calculated cost and schedule variances) against the scope statement, cost, and schedule baselines to address critical project risks timely
· Consult and update historical information and lessons learned]
[bookmark: _heading=h.yq2xomimu8mb]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
[Describe and document why risk management and Risk-based Quality Management (RBQM) are required for this trial and how an RBQM strategy will improve the data quality and patient safety. 
Among rationale, one can use the following:
· Monitoring costs reduction for international trials, phase III, IV (saving usually around 18%-23%[footnoteRef:2]) through recruitment of fewer patients, data quality improvement and control under "risky situations" like, e.g., sloppiness or protocol violation; [2:  ”Risk-based monitoring: Reduce clinical trial costs while protecting safety and quality,” PwC. [Online]. 
Available: http://www.pwc.com/us/en/health-industries/publications/pharmaceutical-development-risk-based-monitoring.html. [Accessed: 14-Oct-2015]. 
] 

· Control and improvement of clinical data quality, as a result, narrow confidence intervals of a clinical trial by means of reducing "data noise", i.e., better chances to reach statistical significance of a trial's outcome;
· Building up a knowledge base of to-do actions from study to study letting inexperienced CRAs be effective from the first day;
· "On-the-fly" application of KRIs from other sponsors (even in the middle of a trial, with documentation why a process change has been implemented);
· Compliance with GCP Addendum, FDA and EMA monitoring guidance documents;
· More efficient risk communication within company.]
[bookmark: _heading=h.hsk06irhtuij]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.
[Describe the process which will be used to identify, analyze, control, communicate risks, and plan risk responses, both initially and during project execution, comprising risk-derived cost estimations (where convenient)
Risk identification is the process of determining what hazards may jeopardize the clinical study, and/or data integrity, and/or participating human subject's safety and rights. This process should be thoroughly performed in the project initiation phase.
Define critical risks and indicate how to mitigate them in a risk-mitigation plan (or equivalent document) with defined responses in case of risk occurrence and which role will have to take care of appropriate actions to mitigate the risk. The effectiveness of responses to critical risks should be confirmed timely in order to ensure effective risk control (successful recurrence avoidance or drastic mitigation). For non-tolerable critical risks, the avoidance strategy should be defined in the risk management plan or equivalent document, and its effectiveness should be verified via regular risk review. These risks should be closely monitored (as critical risks).
Sponsor and all project team members should participate in the risk identification process. Additionally, investors, key vendors, customers, and other key stakeholders will take part in the risk identification process according to their level of engagement and influence in the project, as well as their level of expertise. It is the responsibility of a project manager or a designee to determine who will participate in the risk identification process in the risk management plan apart from the Sponsor and project team members.
The risk register should above all cover risks threatening human subject safety and address risks for the project:
· Quality requirements
· Scope
· Schedule
· Budget
· Team
· Deliverables
· Outcome
IT systems (e.g., communication Templates, electronic files, electronic data capture systems (EDC))
Risk identification should be performed with the frequency established in the risk management plan during the project execution phase.]
[bookmark: _heading=h.g7h7x8ucryzx]Risk Assessment and Categorization Template (RACT)For effective risk management and mitigation, it is necessary to use a RACT to categorize each risk. This section defines the structure of the RACT and the risks that fall under each category.
[The RACT groups risks into 13 main categories and an extra section for any additional category that might need to be added to the list:
1.	Safety
2.	(Study) Complexity
3.	Study Phase
4.	Subject Population
5.	Technology 
6.	Data Collection, CRF Source
7.	Endpoints
8.	Organizational Experience
9.	Investigational Product/Study Medication
10.	IP Logistics/Supply Chain
11.	Blinding
12.	Operational Complexity
13.	Geography
14.	Other (additional section allows to include additional categories)

Under each category, a list of questions should be answered by entering the respective risk identification or reference number in the pertinent column. More than one risk might be entered in the same cell. All assigned risks must be listed in the risk register. In case new risks are identified during the qualitative risk analysis, these should be immediately included in the risk register. 
A Project Manager or designee will, with assistance of the project team, complete the RACT:
· Probability, impact and detectability scoring sections (3-point scale, from 1 to 3). A score of 1 should be assigned to the lowest probability, lowest impact, and easiest detectability. A score of 3 points will be assigned to the highest risk probability and impact and most difficult risk detectability:
· Probability score (P) must be 1, 2 or 3.
· Impact score (I) must be 1, 2 or 3.
· Detectability score (D) must be 1, 2 or 3.
Assignment of probability, impact and detectability points to each question and associated risks will be performed following the risk-specific high, medium, and low scale RACT definitions. 
A total risk score, alt. Risk Priority Number (RPN) will be automatically created by the RACT by multiplying the probability (P), impact (I) and detectability (D) points:
Risk Priority Number (RPN) = (PxIxD) 
Thus, the RACT will assign to each question and the associated risks a score value between:
RPN = PxIxD = 1x1x1 = 1, minimum score / lowest risk, and
RPN = PxIxD = 3x3x3 = 27, maximum score / highest risk
· Rationale for risk assessments. A short answer to each question should be provided for better understanding of the selected scores.
Impacted functional plans, mitigation comments and mitigation actions should be described in the risk register and not in the RACT. In the RACT only clarifying comments regarding risk priorities should be added (if required).]


[bookmark: _heading=h.aodswwr6cl19]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. 
[The estimation of risk costs should be grounded on known data (parametric or analogue estimations) from previous projects or openly available data sources. Risk costs will be documented in the risk registry.
Responses to risks, implementation, validation details, KRI thresholds and the respective warning signals (who will receive them and how these signals will be displayed) should be defined for each risk in the study-specific risk register to inform when a response should be used in line with the pertinent risk management plan and subsidiary risk mitigation and response plan.
Responses to risks should be planned during the project planning phase for foreseeable risks and reviewed as stated in the Review Risks section. 
Risks pertaining to the low risk level (as defined by the risk management plan) may be disregarded, so that no response would need to be documented in the study planning phase.]
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: _heading=h.qr7lak5azinv]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. 
[Describe the data basis (e.g., EDC, CTMS, Lab data, Pharmacovigilance, IRVS, etc.) system proposed for use in this study, including its version number or other identifying information and validation status with respect to 21 CFR Part 11 regulations. More generally, describe the system's primary information security, disaster mitigation, audit trail, and electronic signature features. Identify ancillary software packages associated with the data sources, such as underlying database stacks and statistical analysis software. Describe the physical relationship of the server(s) used to house the database and statistical or other support software packages vis-à-vis the computers used by the project team.]

[bookmark: _heading=h.wi6dz1x5c314]Mitigation Strategy and Response Plan If 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. 
[Risk response planning is the process of selecting the best response(-s) to mitigate risk impact and recurrence. 
[bookmark: _heading=h.fgy3hzlxn5iv]Describe how mitigation actions for identified risks will be planned, implemented, and validated to confirm their effectiveness.]

Reports A variety of additional reports will be available that are not directly related to the RMP. These have been described below. 
[List reports anticipated to be generated for this study in Table 3; examples are shown below. Additional reports that are agreed upon during the study do not require an immediate amendment to the RMP. Simply ensure that the final version of the RMP (usually signed immediately prior to database lock) reflects all delivered reports.]
[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: _heading=h.1noq8yqzg4bp]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.
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 
[The risk management plan (e.g., risk monitoring plan) must define risk monitoring procedures for each of the defined risk levels (e.g., critical, high, medium, and low risk levels). 
Risks with critical and high RPNs (according to the risk levels established in the risk management plan or equivalent document) must be closely monitored, as a minimum on a weekly basis, to ensure effective risk mitigation and prompt responses. 
Risks in the low risk level (as defined by the risk management plan) may be managed as remaining risks, so that these low (remaining) risks would not need to be monitored on a regular basis (see Review Risks section). 
The risk management plan must comprise a subsidiary clinical monitoring plan that should cover:
· Description and assignment of monitoring roles and responsibilities
· Description of monitoring activities (e.g., what should be monitored) and procedures (e.g., on-site and/or centralized monitoring)
· List of the monitoring Templates and IT systems to be employed with relevant instructions (these might be provided as an attachment)
· Frequency of risk monitoring activities for each of the defined risk levels (e.g., critical, high, medium, and low risk levels)
· Monitoring reporting procedure and frequency 
· Risk monitoring report structure, content, owner and addressees
· Monitoring report review process
· Validation procedures for risk monitoring activities
· Procedure for quality assurance (e.g., audits) 
The assigned staff members will control and mitigate risk incidence by implementing the responses listed in the risk register as soon as a warning signal is received. Warning signals should be provided when a KRI threshold (as defined in the risk management plan, risk register or equivalent document) has been reached.
During risk monitoring:
· New risks might be identified which must be assigned to specific risk categories as applicable 
· List those low risks that might not be applicable for the relevant study as remaining risks according to the observed risk incidence during the execution phase
· Risk probability, impact, and detectability will be reassessed for updating their P, I, and D scores as needed based on observed risk trends or occurrence
· RPN will be recalculated based on updated P, I, D scores
· Risks will be newly prioritized and rearranged in risk levels according to the updated risk scores (RPN) 
· Risk attributes (e.g., description, root causes) and categories will be reassessed and updated according to up-to-date risk information
· Risk responses will be assessed and improved
· Risk communication procedure will be assessed and improved 
· Overall risk control will be assessed and progressively improved
A project manager or designee will review the risk register, risk scores (RPN), and risk levels with the procedure and frequency established in the risk management plan or equivalent document.
If a team member detects risk management deficiencies during risk monitoring (e.g., occurrence of a critical risk that should have been avoided after implementation of planned responses), she/he should immediately report them to the project manager or designee. In such a case, a project manager or designee must organize and direct an on-demand risk review and evaluate the need of conducting a corrective action preventive action (CAPA) process.
During study conduct, risk register responses must be validated by confirming their successful implementation. In case responses are not providing the expected outcome, a project manager or designee will proceed with a risk review as described in the risk review section below. 
Root causes of risks will be always investigated if the deployed responses (listed in the master risk register or study-specific risk register) are not effective. The found root causes should be documented in the risk register by a project manager or designee, as well as the new responses required to eliminate the newly found root causes.
A project manager or designee will inform in writing (e.g., via email) who is responsible for implementing responses to the person in charge (risk owner), if not otherwise stated in the risk management plan.
A project manager or designee (e.g., clinical monitor) will be responsible for documenting risk responses, response implementation start and end dates, and outcomes in the risk register or equivalent document. 
For tracking of risk occurrence, applied responses, actual response implementation start and end dates, and response outcomes, a project manager or designee may use a tracker (this might be an MS Excel file) or similar document. Alternatively, automated reporting and tracking IT systems might be used along the lines of the risk management plan. It is the responsibility of a project manager or designee to follow up on risk response (i.e., risk incidence open or closed) and outcome status (i.e., risk under or out of control after response implementation), if not otherwise stated in the risk management plan.]
[bookmark: _heading=h.jynugbswf957]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. 
[Describe the mentoring activities of Cyntegrity for a CRO or Sponsor to master the RBQM
· Risk assessment workshops
· Follow-ups during a trial
· Additional education seminars and documentation]
[bookmark: _heading=h.jz19wogviqtw]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. 
[Define
· Communication responsibilities based on team member roles (i.e., who should write risk reports and to whom should they be addressed, who is responsible for risk report reviews)
· Description of communication Templates and procedures to be used (e.g., reports or informal updates) for each risk level (e.g., critical, high, medium, low risks)
· Frequency of risk communications depending on the risk level (e.g., critical, high, medium, low risks)
· How and when to display risk-related warning signals and to whom these should be addressed
· When and how to proceed with escalation of communications (e.g., critical risks to be immediately reported to the Steering Monitoring Committee)
· Description of involved communication technologies and user instructions (these might be presented as an attachment)]

[bookmark: _heading=h.yihwyaz1kcn6]Risk ReviewRisk review is the process by which risk management will be validated, to confirm its effectiveness in managing the processes of risk identification through to mitigation and communication. 
[Risk review is the process with which risk management will be validated to confirm its effectiveness and improve the involved processes, from risk identification, risk assessment (qualitative and quantitative analysis), monitoring, response implementation, and communication.
Risk review procedures comprise, but are not limited to, the following:
· Regular review of study deliverables and general study performance (achieved milestones, met deadlines, data quality checks and data reviews, IT checks etc.)
· Risk-management process improvement and on-demand risk review (e.g., CAPA)
· Audits and inspections
Risk management plan, subsidiary plans, and complementary documents will be reviewed and changed to update the risk management process if required.
A Project Manager or designee should specify the regular review procedures and frequency in the risk management plan. These should be adjusted to the overall study risk level and individual risk level for each identified threat (e.g., review of risk control effectiveness for critical risks more frequent than for medium risks).
Remaining risks (low risk level) must be reassessed in regular reviews, especially for those risks that might not have been monitored in view of the low incidence in the study, in order to confirm that no hazard has been overlooked. This reassessment involves the review of the risk register for identification of new risks, qualitative and quantitative analysis, and review of risk responses. 
A project manager or designee will document the outcomes of each regular review in the respective report. The structure and contents of each regular review must be specified in the risk management plan.
On-demand risk review must be always performed after unsuccessful implementation of risk responses for the relevant risk, or if the RPN is not matching the observed risk occurrence, impact, and detectability. This on-demand review comprises investigation of risk root causes and might require a partial or complete CAPA process. A project manager or designee will be responsible for the organization and direction of on-demand reviews and will decide about the need of proceeding with a partial or complete CAPA process in line with a SOP on CAPA.]
1.1 [bookmark: _heading=h.nlue7rqx7rnz]Review of Risks [A project manager or designee will review the risk register to find deficiencies based on the list of risks, risk priorities, KRI definitions, KRI thresholds, and risk responses that might affect the effective avoidance and mitigation of study risks.  
The outcome of the implementation of risk responses as well as the response planning process should be evaluated to confirm that risk avoidance or mitigation has been successfully achieved via the deployed risk response process. If negative outcomes or response planning deficiencies are detected, the listed root causes must be reviewed and updated via a formal CAPA process. ]
1.2 [bookmark: _heading=h.hwexzq9vf5iq]Review of the RACT[During risk review, the structure, and contents of the RACT Template, particularly the definition of high, medium, low probability, impact, and detectability scales must be checked to verify its adequacy and improve definitions as required based on the experience gained during study conduct (regular reviews) or changes requested by auditors or CAPA processes.
Likewise, RPNs assignment process will be updated accordingly.]
1.3 [bookmark: _heading=h.w9syzv7bv7z2]Lessons Learned[Document lessons learned is the process of collecting information about detected errors or inefficiencies, and reporting about the best solutions based on gained experience. 
With this purpose, changes on the risk management process, including involved documents, must be documented, and made available as soon as possible to other project leaders to allow them to make use of updated process assets. 
Lessons learned should be documented always at the end of each clinical study by a project manager or designee. Additionally, lessons learned during study conduct, mainly through the risk review process, must be recorded as well by a project manager or designee to avoid other ongoing projects to fall into known errors or inefficiencies about risk prevention and mitigation.
Risk management documents (SOPs on risk management, risk register, RACT, etc.) must be reviewed and improved according to lessons learned.]
[bookmark: _heading=h.e1gtboa5a0lc]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. 
[Identify what paper or electronic datasets, programs, and documents will be maintained in archive status after study completion.
Include the scope, format, and process for delivery of final electronic data to other entities if the data are not to be retained solely within the study EDC. If subject-specific pdf renderings of the CRFs are to be provided, include that information herein.
If public use datasets will be delivered after study completion, indicate that information in this section. The detailed plan for the development of the public use datasets need not be included in this document, but the deliverable requirement should be documented here.]
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