
The Four Best Practice Elements of Risk Management

With the ICH E6 (R2) addendum looming, Life Science organizations are challenged to 
quickly address multiple aspects of their clinical trials.  In addition to CRO oversight and 
collaboration, risk management is a top concern. As part of the addendum, the FDA has 
stipulated that organizations need to establish plans that formalize risk assessment through 
study processes and data management. Sponsors need to consider risk at both the system 
and clinical trial level.

Top priorities for improving risk management
70% claimed risk reduction 
per ICH E6 (R2) compliance 

was a top priority

Identify Risk Identify risk at both system level and clinical trial level, such as investigational product, trial 
design, data collection and recording.

Evaluate Risk
Evaluate the likelihood of errors, given existing risk controls;  the impact of such errors on 
human subject protection and data integrity;  and the extent to which such errors are 
currently detectable.

Risk Control

Identify risks that should be reduced versus those that can be accepted. Design risk 
mitigation in protocols, monitoring plans, roles and responsibilities. Ensure adherence as well 
as training in processes and procedures. Define quality tolerance limits that impact subject 
safety or data integrity. Establish a process to trigger an evaluation when deviations from 
quality tolerances occur.

Risk Review Establish a periodic review of risk procedures and controls, to keep the quality management 
activities relevant and effective.

RIsk Reporting
Establish and maintain an approach to view and summarize important deviations from the 
predefined quality tolerance limits in the clinical study report.

Risk 
Communication

Establish a method to document and communicate quality status, to enable risk review and 
continuous improvement.

Summary of FDA Guidelines on Risk Management in E6 (R2)

What Sponsors Say About Risk Management and ICH E6 (R2)*

#1

Where does your organization 
need to focus the most to meet 

the needs of the ICH E6 (R2) 
addendum?

#1 Answer: “Applying and 
managing a risk-based 
approach to oversight”

Over half of sponsors ranked the following dashboards equally 
important for managing compliance and risk, as per ICH E6 (R2):

CRO Dashboard, monitoring CRO Plan and Quality Agreement
KPI Dashboard, monitoring KPI performance against thresholds 
Portfolio Dashboard, monitoring cross-study/CRO analysis
CRA Dashboard, monitoring cross-site analysis & CRA performance
Site Dashboard, monitoring site-specific analysis

How to Align FDA Guidelines with Four Best Practice Risk Elements 

FDA Guidelines Four Best Practice Risk Elements Areas of Focus for Risk Elements

Mapping Best Practice Risk Elements to Execution 

Applying Centralized Monitoring to Risk Management 
Leveraging Transcelerate KRI Guidance

Risk Management:  Roles and Workflow 

● The Clinical Risk Manager (CRM) is 
the recipient of notifications and the 
assignee for all tasks 

● After an initial review, the CRM 
delegates tasks to CRAs in the field 
for further investigation and 
resolution

● The CRM then reviews the results of 
the CRA’s work and closes the 
related task

Benefits of a Risk Management Approach to ICH E6 (R2) 

“We can now visualize our 
study status, react to small 

issues before they 
become large, and 
deliver quality data”

VP, Clinical Ops
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