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Agenda

• Understanding the Importance of RBM
• Defining Your Approach
• Pre-Study Risk Planning
• Targeted Site Monitoring
• Centralized Monitoring

• Managing Change
• Conclusions



Understanding the Importance of RBM
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The Motivation for ICH E6 (R2) …



5

ICH E6 (R2) Motivation …

Study Complexity Quality Issues Old Processes



6

A Regulatory Call-to-Action …
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FDA CRADA with CluePoints
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RBM/RBQM Promises Transformative Value …



Defining Your Approach
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3 Core Components to Consider

1. Pre-Study Risk Planning
2. Targeted Site Monitoring
3. Centralized Monitoring
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QBD and RBM => RBQM

Study 
Design
(Protocol)

Study 
Planning

(IQRMP)

Study 
Execution

Quality By 
Design

Risk Mitigation 
Planning

Targeted Quality 
Management

§ Patient- and Site-Centricity
§ Non-Core Procedures

§ Robust Centralized 
Statistical Monitoring, KRIs

Continuous Risk Assessment



12

RBQM - Pre-Study Risk Planning

Risk Planning Data Mgt Plan
- Focus on Critical Data
- AE/Med Coding, SAE 
reconciliation, edit 
checks, etc.

Draft
Protocol

Conduct Study 
Risk Assessment

Identify Critical 
Data & 

Processes

Central Monitoring Plan
- KRI Spec
- DQA Spec
- Roles & Resp

Critical Data 
& Process 

Identification 

Site Monitoring Plan
- Targeted SDV/SDR
- Adaptive Site Visit Plan

- by Risk mitigation
- by Site Workload

Protocol 
Design 
Issues?

Y

Stable
Protocol

RACT Output
- Key Study Risks
- Risk Mitigations
- KRI List

Central 
Monitoring

Site Monitoring

Data Mgt

Develop Operational 
PlansDesign Protocol

IQRMP Components



13

Pre-Study Risk Planning – Keys to Success

• RBM Champions to facilitate and guide 
study team

• Keep it Simple!
• Avoid exhaustive review and scoring of 

numerous risk questions
• Encourage critical thinking – let the 

experts speak!
• Ensure mitigation plans are carried 

out!
• Tracking and documentation



14

Perform Targeted (Adaptive) Site Monitoring

1

4

Remote 

Contact 

Required?

Start

Y

Adaptive Site 

Monitoring Plan 

(ASMP)

Identify Need for Site 

Contact/Visit.  Triggers 

Include:

• Site Risks
• Monitor Workload
• Minimum Visit 

Schedule Conduct Site 

Monitoring Visit

YOn-Site 

Visit 

Required?

Conduct Remote Site 

Contact Perform Site Contact 

Follow-up:

• Log new PDs / Issues

• Update status of open 

site issues and/or 

actions

• Prepare site contact 

report
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Targeted Site Monitoring Considerations

• Lower frequency of on-site visits
• Supplement with remote site contacts (web/video conferencing, etc.)

• Minimal reliance on SDV/SDR
• Not a QC Hammer!
• Help establish confidence
• More focus on initial subject(s), critical data

• Remote Monitoring
• Remote site contacts 
• Targeted review of eCRF data
• Site risk review & follow-up
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SDV/SDR – Keep it Simple!

• Same initial plan across all sites
• Increase scrutiny only for cause - and not permanently
• Consider Setting SDV plan = SDR plan
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ICH E6 (R2) – Centralized Monitoring a Key Component
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Centralized Monitoring – Critical New Weapon

Medical/Safety ReviewsCentralized Monitoring

SDM KRIs / QTLs Remote

Discrepancies
AE/Med Coding
Reconcile SAEs
Lab Data Review

Data Management Adaptive Site Monitoring

On-Site

• Remote Site Contacts
• On-site Visit prep
• Risk Follow-up
• Targeted eCRF 

Reviews

• Training/re-training
• SDV/SDR
• Risk Follow-up
• Essential Doc Reviews

Site CRA
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Effective Statistical Data Monitoring Uncovers Various Risks …

Issue Type Typical examples Intent

Fraud - Fabricated patients
- Fabricated patient data
- Falsified eligibility data
- Duplicate patients

Deliberate – financial gain

Tampering and 
Sloppiness

- Propagated or fabricated vital signs
- Under-reporting of adverse events
- Procedures or assessments not performed

Limited awareness

Systemic 
Errors

- Site Training issues
- Mis-calibrated study equipment

Unintentional
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CM Example:  Fraud

Phase 3 Study – Chronic 
Disease

Site with 15 patients – all 
ePRO diary entries done by 
site:  Same time of day, same 
day for all patients.  Sponsor 
removed all 15 patients from 
analysis.
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CM Example:  Tampering/Sloppiness
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Diabetes Study – 55 sites, 300 
patients

Site found with unusual lack 
of variability across patient 
weight measurements.  Staff 
were “inventing” missed 
weight measurements by 
interpolating.
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CM Example:  Mis-Calibrated Equipment

Phase 3 Study – Vaccination
200 Sites, 16000 Patients

Temperatures for all sites in 
Spain consistently in a lower 
range.  Investigation revealed 
mis-calibrated thermometers 
shipped to all sites in Spain.
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• <=20 Total KRIs
ü Avoid signal overlap => 

signal noise
ü Scalability

• Standard KRI Library
• Focus on Reliability

ü Minimize false signals
• Focus on Early Detection

ü Predictive vs. Retrospective

KRIs / QTLs – Targeted Risk Detection
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Looking Forward – Predictive Analytics

Risk Threshold

Earlier Risk Detection!
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Conclusion

• Heart of RBM/RBQM – Continuous Risk Assessment and Mitigation
• Keys to Success
• Keep it Simple!  
• Keep it Thoughtful

• Huge opportunity!



Thank You

Steve Young
steve.young@cluepoints.com


