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Centralized Monitoring 

The concept of centralized monitoring is centered 
around three pillars: 

1. Data Surveillance 
2. Key Risk Indicators (KRIs) 
3. Quality Tolerance Limits (QTLs) 
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Data Surveillance

• Goal: detect quality issue and potential study misconduct by 
identifying atypical patterns and anomalies in the data

• Statistical methods have been shown to be effective in assessing 
data quality

• Various forms of study misconduct can be detected with this 
approach, from intentional data fabrication or alteration, to site 
sloppiness and training issues
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Statistical methods can help to detect
areas at risk and improve data quality
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What patterns can be detected?
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What patterns can be detected?

Too similar patients
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What patterns can be detected?
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What patterns can be detected?

Carry over visits after visits
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Key Risk Indicators

• Based on predefined metrics

• Operational and clinical metrics 
• i.e. CRF Completion, Adverse Events, Protocol compliance

• Generic vs Study Specific
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Key Risk Indicators
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Quality Tolerance Limits

ICH E6 (R2) describes in Section 5.0.4: 
“Predefined quality tolerance limits should be established, taking into 
consideration the medical and statistical characteristics of the 
variables as well as the statistical design of the trial, to identify 
systematic issues that can impact subject safety or reliability of trial 
results. Detection of deviations from the predefined quality tolerance 
limits should trigger an evaluation to determine if action is needed.” 
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Quality Tolerance Limits

• Quality Tolerance Limits can be seen as being a “KRI” at the study 
level

• The main goal is to detect systemic issues within the trial
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Quality Tolerance Limits

Examples of QTLs:

• % of randomized subjects not meeting per- protocol population 
criteria

• % of subjects with premature drug discontinuation (both arms)

• % of subjects classified as lost to follow-up in the close-out period 
of the trial
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Quality Tolerance Limits
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Quality Tolerance Limits
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Statistical Methods to Target Site Inspections



18

Take-Home Message

• ICH E6 R2 offers sponsors and CROs alike the opportunity to focus 
efforts on what matters most 

• The change management process required for successful adoption 
should not be underestimated



Thank You
Further Questions?


