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1: Overview: Purpose of this document
Risk assessment is often called the backbone of quality management in clinical research, but in practice, it frequently falls short. Many risk assessment meetings feel procedural, not purposeful. Others become transformative conversations where diverse perspectives surface hidden risks, clarify priorities, and strengthen trust across teams. These differences are not just stylistic; they directly impact the quality and reliability of clinical trials. 
The PHUSE Risk Assessment Working Group formed to explore this gap between intent and execution. Our group includes sponsors, CROs, technology providers, and academic partners- people with diverse perspectives but one shared goal: making risk assessment work. Drawing from candid discussions, surveys, and lived experience, we sought to answer three questions: 
· What makes a risk assessment meaningful? 
· What gets in its way? 
· How can we embed proportionate, actionable quality thinking effectively and consistently across organizations? 
 Our goal is practical: to translate ICH E6 (R3) and E8 (R1) expectations into approaches teams can execute with confidence, proportionality, and critical thought. We aim to move beyond compliance to promote a culture where risk assessment is a shared, strategic conversation that drives quality by design throughout the trial. To support consistent application, we provide advisory guidance through pro-tips that illustrate practical approaches for translating principles into effective practice.
2: The Six-Step Process for Effective Risk Assessment
The group aligned on a six-step model that connects purpose to practice across the study lifecycle:	Comment by Stallcup, Kristin: Marta- to the graphic we agreed:
Update #1 to Establish shared understanding and focus on proportionality.
Update #3 to Identify, evaluate and prioritize risks to CtQ factors.
Update #6 to “Reassess and update risks and controls as study data evolve”
1. Education and Scope: Establish shared understanding and focus on proportionality.
2. Define Critical to Quality Factors: Clarify what truly matters to participant safety and data reliability.
3. Risk Identification and Evaluation: Identify, evaluate and prioritize risks to CtQ factors.
4. Risk Control and Mitigation Planning: Define controls, ownership, and risk-monitoring strategies.
5. Integration with Functional Plans: Embed mitigations into operational documentation.
6. Ongoing Oversight and Continuous Improvement: Reassess and update risks and controls as study data evolve.
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Step 1 – Education and Scope
Deeper Dive
Shared literacy empowers teams to assess risk proportionately. Risk proportionality is tailoring oversight and mitigation to the level of risk.  Low risks can be accepted because activities we perform every day are the mitigations, until the study data informs otherwise.  A risk‑proportionate approach ensures control and oversight are driven by risk impact, concentrating quality management where it matters most: on CtQ factors.
Early framing from leadership by anchoring discussions in what’s truly critical sets the tone for cross-functional alignment. This step is not just about logistics; it’s about establishing a mindset that values curiosity, transparency, and shared responsibility.
Leadership and Governance Integration
Strong governance creates space for curiosity over compliance.   Leadership presence at kickoff sessions signals that risk assessment is a strategic priority, not a box to check. We heard stories of leaders asking questions that reframe how teams think about risk. As one participant said, “The minute leadership starts asking about the quality of the conversation rather than the number of rows in the risk log*, everything changes.”  	Comment by Stallcup, Kristin: Include footer “The authors consider  risk assessment, risk log, risk register, risk assessment categorization tool and related terms to all broadly mean the same thing: documentation of risks and their corresponding controls.”
Pro-Tips
· Begin each session with a short “risk-literacy refresher.” Consider using relatable analogies, such as risks related to a vacation, or real-world examples to make abstract concepts more relatable and spark engagement.  
· Invest in training for facilitators which may be external soft-skills facilitation training, online materials, or forums facilitated internally. Formal training supplements the facilitator’s clinical trial knowledge to help teams get the most out of the risk assessment. 
· Write clear, cross-functional processes for risk assessment. Define who participates, when risk assessments occur throughout the study lifecycle, how mitigations are implemented, and how they link to all forms of monitoring (on-site monitoring, centralized monitoring, data review). 
· Leadership review of top study risks reinforces accountability and shared ownership. Successful organizations established small oversight teams to ensure consistency across studies without stifling flexibility.   
· Facilitators must be empowered to challenge non‑CtQ risks, defer out‑of‑scope discussions, and refocus teams on critical decisions.
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*  The authors consider risk assessment, risk log, risk register, risk assessment categorization tool and related terms to all broadly mean the same thing: documentation of risks and their corresponding controls.
AI Support / Usage*	Comment by Stallcup, Kristin: Add footnote: When using AI, reference FDA and EMA’s Guiding Principles of Good AI Practice in Drug Development along with your organization’s guidance.
AI can serve as a facilitation partner, using prior transcripts and notes to summarize key lessons, identify recurring themes, and prompt facilitators on discussion follow-ups. AI-driven preparation tools can also tailor refresher decks or highlight key topics for each session. 
Working Example
A sponsor introduced a 20-minute “risk-readiness” module at kickoff. By tailoring materials with AI-summarized lessons from similar studies, facilitators saw stronger participation and clearer thinking during risk sessions. The module included examples of past risks and mitigations, helping teams anticipate challenges and align early.
GCP References
ICH E6 (R3) Part III 3.10; ICH E8 (R1) §3 

Step 2 – Define Critical-to-Quality (CtQ) Factors
Deeper Dive 
CtQs identify what must go right for participant safety and reliable results. These conversations anchor proportionate quality in the risk discussions. CtQs help teams focus on the “vital few” rather than the “trivial many,” ensuring that risk assessment targets what truly matters.  They help create focus and a unified language that fosters alignment across cross-functional teams. 
Facilitators as Catalysts of Critical Thinking 
Facilitation quality determines discussion depth. Skilled facilitators prepare with protocol familiarity and an understanding of previous relevant risks and allow creative exploration. They balance structure and openness, ensuring inclusive dialogue focused on what matters most. Facilitators also help differentiate between operational concerns and true CtQs, guiding teams toward meaningful outcomes. 
Facilitators who are embedded in the study and engaged early in protocol development- attending meetings, hearing daily operational discussions- are better positioned to connect emerging issues to the ongoing risk narrative.  They are also able to identify CtQs early and keep risk discussions anchored on participant safety and data reliability. 
Pro-Tips
· Limit the final list of CtQ factors to maintain focus. Use a concise CtQ library as inspiration, not prescription. Ask: “What could compromise participant protection or endpoint credibility?” Encourage phrasing CtQ as “must succeed” statements to clarify their importance. 
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*  When using AI, reference FDA and EMA’s Guiding Principles of Good AI Practice in Drug Development along with your organization’s guidance.  This applies to all AI mentions throughout the document.
· Incorporate diverse perspectives- sites, the voice of the participant, and key vendors through direct or indirect channels.   
· While synchronous collaboration (live meetings) is essential for building consensus and driving real-time decisions, supplementing with asynchronous input (separate 1-1 meetings, shared documents) ensures flexibility and can support deeper reflection.  
AI Support / Usage
AI can suggest CtQs aligned with the protocol, scanning study objectives, endpoints, and key procedures to identify potential CtQs or mismatches between design and risk assessment focus. It doesn’t replace discussion but accelerates preparation. 
AI agents can help bridge gaps in underrepresented functional areas by contributing ideas and perspectives that benefit the entire team. 
Working Example 
In a rare-disease Phase III trial, text-mining revealed deviations tied to corticosteroid tapering. The team added “stability of background regimen” as a CtQ, improving adherence and data consistency. This insight, drawn from historical data, helped the team proactively address a risk that might have been overlooked. 
GCP References 
ICH E8 (R1) §3.2; ICH E6 (R3) Part II 6.2, 7.3; ICH E6 (R3) Part III 3.1.2, 3.10, 3.11 

Step 3 – Risk Identification and Evaluation
Deeper Dive 
With CtQs defined, the team translates them into risks that are clear, prioritized, and proportionate. Risks should be phrased in a consistent format (e.g., condition–trigger–impact) to ensure clarity and traceability. The goal is to identify the few risks that could significantly impact trial outcomes or participant safety and to prioritize them for action. 
Pro-Tips
· Establish and maintain a risk library as a deliberate starting point, not a checklist. 

· Starting with the CtQs, draft an initial risk log based on insights from previous studies, as well as input from the risk library, using it as a starting point for team conversation. Frame risks with clear condition–trigger–impact statements.  

· Require input across all relevant-to-CtQ functions and concentrate on scenarios that would impact CtQ. 

· Maintain a single, unified risk log to ensure team-wide alignment and transparency. 

Collaboration without Chaos
 Sponsor–CRO alignment is critical for effective risk assessment. Success requires a unified process: shared logs, common language, and early expectation-setting with joint training to build transparency and trust. Emotional dynamics can sometimes obstruct open communication, especially when risks touch a partner’s processes. Skilled facilitation and a mindset shift toward collaboration help transform tension into productive dialogue. As one team member observed, “When the risk log becomes our shared story instead of a platform for defensiveness, teamwork thrives.” 
AI Support / Usage 
AI helps ensure consistency in risk and mitigation writing. By standardizing phrasing and structure, it keeps entries clear and concise, reinforcing ICH-aligned language. Facilitators can use AI to transform long, unclear risk statements into crisp, actionable versions. 
 To support risk identification, AI can draw on both internal and external data sources such as historical indication‑level information, standard‑of‑care practices, and clinical trial data for the target population. 
For organizations with an enterprise AI capability, the protocol, and risk and issue management documentation from similar studies can be fed to AI to help identify pertinent risks.  Similarly, for ongoing risk identification, AI can analyze protocol deviation lists, periodic team meeting minutes, sample tracking lists, etc. to spot recently discussed issues and discrepancies, which can be used as context to the relevant risks, or as new risks to add to the log. 
The working group stressed that AI is not used to make decisions and does not replace cross functional critical thinking. 
Working Example 
One sponsor–CRO pair created a shared log and reviewed monthly. Duplicate risks were dropped, and decisions were made faster due to joint visibility. The shared platform also allowed real-time updates and comments, improving responsiveness and collaboration. 
GCP References 
ICH E6 (R3) Part III 3.10.1, 3.10.1.2 

Step 4 – Risk Control and Mitigation Planning
Deeper Dive
Mitigation planning operationalizes insight. Consistent with the ICH E6(R3) risk‑based quality management principles, risks requiring mitigation should have documented controls, assigned owners, and measurable indicators, while risks assessed as low may be formally accepted without implementation of controls. Mitigations must be proportionate to the risk severity and likelihood, and they should be embedded into functional workflows and plans. Clear ownership and success criteria are essential for accountability. 
Pro-Tips
· Use shared trackers and align mitigations directly to risks and functional plans. Many working-group members use the integrated quality risk management plan for this- listing CtQ, related risks, and planned controls.  To take a step farther, some are moving toward unified data review and monitoring plans.  
· Mitigations should be risk proportionate.  Low risks may be accepted without control. Leadership should review high-priority items regularly to reinforce accountability. 
· Where feasible, link mitigations to resource and budget planning to support implementation.   
· Define success metrics (e.g., KRIs or QTLs or other monitoring/review strategy) for each mitigation.  
· Aggregate data to understand trends within and / across study risks.  
AI Support / Usage
AI can assist during mitigation planning by detecting duplicate or overlapping controls within the single shared risk log, suggest owners based on historical patterns, and generating summaries of risks to keep discussions focused. AI can also recommend mitigations based on industry best practices, help with benchmarking by comparing proposed controls to those used in similar trials, and flag gaps or opportunities for improvement. Additionally, AI can identify and predict emerging risks and controls by scanning new publications, inspection findings and regulatory updates, helping teams keep their risk management strategy current and proactive. 
Working Example
In an oncology study, the team implemented an integrated mitigation tracker that linked data management and monitoring activities. This approach improved traceability by highlighting inconsistencies between operational plans and risk logs early in the process. The tracker also exposed gaps in ownership, prompting timely updates and reinforcing accountability. As a result, inspection readiness improved, and both sponsor and CRO teams maintained alignment throughout the study. 
GCP References 
ICH E6 (R3) Part III 3.10.1.3 

Step 5 – Integration with Functional Plans
Deeper Dive
Risk assessment adds value only when mitigations flow into applicable study plans. Integration ensures that risk controls are executed, not just documented. Plans should reflect study-specific mitigations and monitoring/review strategies driven by risk assessment, not only standard procedures. 
Pro-Tips
· Maintain a cross-reference matrix linking CtQ → Risk → Mitigation → Review Strategy → Plan Section. Conduct alignment checks before plan sign-off.  
· Keep plans concise and reference, rather than repeat, global SOPs where possible. 
· If a risk mitigation requires the update of a plan, ensure the plan update is clearly actioned and followed through to resolution. 
Working Example
During a review of the draft Data Management Plan, the team identified that several risk-driven mitigations were missing. Addressing these gaps early prevented a repeat audit finding. To strengthen clarity and inspection readiness, the team also introduced a summary table in each functional plan outlining risk-based actions, ensuring consistent implementation across all functions. 
AI Support / Usage 
AI can validate that mitigations from the unified risk log are correctly reflected in functional plans.  AI can also monitor updates to the risk log and alert teams when plans need revision. 
GCP References 
ICH E6 (R3) Part III 3.10.1.3

Step 6 – Ongoing Oversight and Continuous Improvement
Deeper Dive
Strong teams continuously focus on critical to quality, evaluating whether mitigations remain relevant and effective. Risk logs should be revisited regularly, and new risks should be added as the study progresses. Continuous improvement requires feedback loops and learning systems. 
Pro-Tips
· Assess mitigation effectiveness, learn, and adapt without attachment to the original plan. 
· Complete reviews of the risk assessment on a regular cadence documented in appropriate study plan. 
· Use dashboards to track KRIs, QTLs, and mitigation outcomes.  
· Enable portfolio-level learning to identify systemic themes.  
· Document lessons learned and feed them into future risk assessments and training. 
Building a Culture of Proportionate Quality 
Sustainable success depends on a sound culture of collaboration and excellence. ICH E6 (R3) formalizes expectations for proportionate quality management, but true transformation happens at the cultural level. Teams need permission to prioritize, to focus on what truly matters. Oversight should focus not just on completion but on effectiveness. Effectiveness checks that evaluate whether mitigations worked, rather than whether they were documented, reinforce ICH E6 (R3)’s intent of continuous improvement. Leadership should model curiosity and responsiveness to risk signals.
 
AI Support / Usage 
AI can aggregate and visualize cross-study risk data, identify trends, and flag recurring control failures. It can also analyze text from monitoring visit reports to surface early indicators of emerging issues. AI can also support the risk‑revision process by reviewing meeting minutes to surface updates, decisions, or emerging signals that may warrant changes to existing risks, as reflected in internal guidance emphasizing the use of meeting minutes during risk status evaluation. AI can support ongoing risk review by scanning governance notes (e.g., meeting minutes, action logs) to highlight new signals, recurring issues, or decisions that may require updates to existing risks/mitigations, and to prompt follow-up discussion. This complements internal guidance emphasizing routine documentation as an input to continuous risk evaluation. 

Working Example 
One organization linked audit findings to its RBQM dashboard, allowing recurring issues to be addressed proactively and shared across programs. This closed the loop between oversight and improvement, demonstrating maturity in quality management. 

GCP References 
· ICH E6 (R3) Part III 3.10.1.5 

3: Measuring Success
The question “How do we know we’ve done it well?” surfaced repeatedly. Success indicators should focus on quality, not quantity: 

· Proportion of mitigations incorporated into functional plans. 
· Monitoring strategies matched to mitigations 
· Proportion of risks stemming from critical to quality factors 
· Evidence of adjustments to plans or oversight strategies driven by risk discussions. 
· Qualitative cues such as engagement, insight, and collaboration observed by facilitators or functional reviewers. 
· Adjusted risk profiles reflecting accumulation of issues
· As a lagging indicator, teams can analyze the significant issues impacting CtQ that result from failed mitigations that were not adjusted or unidentified risks. 

These measures reflect maturity in critical thinking and shared accountability rather than mere compliance. 
4: Lessons and the Road Ahead
Across all sessions, a common realization emerged: effective risk assessment feels human. It thrives on conversation, curiosity and clarity, not checkboxes. ICH E6 (R3) reinforces that quality should be proportionate and data driven.  Organizations must invest in facilitation skills, governance clarity, and collaboration tools. This requires leadership support, process integration, and continuous learning. 

AI will continue to evolve as a collaborator-helping teams prepare, compare, and communicate more effectively.  

The future supports opportunities for seamless integration: linking protocol design, risk assessment, and oversight into one continuous learning system. Organizations that embrace this model will be better equipped to navigate complexity and deliver high-quality trials. 

When risk assessment becomes a shared story of study reliability and participant protection, compliance turns into confidence, and quality becomes culture. 
5: Disclaimer:
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