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Monitoring is required by Good Clinical
P ti (ICH E6)Practices (ICH E6)

Objectives:Objectives:
Ensure patients well being
Check data accuracy and completeness
C li ith t l d l tCompliance with protocol and regulatory
requirements

fSite management constituting up to 80% of 
costs in some types of trial.1
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to ensure rate of error <x %
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Monitoring

« Monitoring confirms consistency between data collection forms 
and source documents; if the source documents are wrong because ; g
of laboratory, clinical, or clerical errors, then monitoring adds 
expense without benefit. A common misinterpretation of sponsors is 
that GCP requires audits of 100% of data; by contrast, random audits 
might suffice »might suffice. »





�“Systematic on-site initiation visits did not 
contribute significantly to this clinical trial�”



OPITMON- University Teaching Hospital
Bordeaux

ADAMON - ZKS Leipzig
Prospective cluster randomized investigation intoProspective cluster-randomized investigation into 
strategies adapted on a study-specific basis for on-
site monitoring in conjunction with additional 

litquality assurance measures.



C Trials
Control (pharma 
standards)

Centers
accruing 

> 5 patients
in several

Trials 
stratified by 
risk group:
- A

B

Experimental (less

in several
trials - B

- C

Experimental (less 
visits and less checks)

Goal: non-inferiority of the proportion of patients with at least one severe y p p p
error in informed consent, suspected unexpected severe adverse events 
reports, major eligibility criteria, or primary endpoint (expected: 95% with 
non-inferiority margin of 5%).

Source:   Geneviève Chêne, University Teaching Hospital Bordeaux
https://ssl2.isped.u-bordeaux2.fr/optimon/Documents.aspx
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Predefined metrics are computed for each
sites: Key Risk Indicators

O i i i f i d dOn-site monitoring frequency is adapted
based on site performance



Study Conduct
S i lScreening rate, accrual rate

Treatment Compliancep
% of dose reduction, % of dose delays

Safety ReportingSafety Reporting
Rate of AE, SAE

Data Management
% of overdue forms, query rate, query resolution
time



Ref: S. Cooley & al. Triggered Monitoring. Applied 
Clinical Trials 2010:08:01



�“Conclusions CO2 emissions from pragmatic randomized
controlled trials are generated in areas where steps couldcontrolled trials are generated in areas where steps could
be taken to reduce them. A large proportion of the CO2
emissions come from travel related to various aspects of a
trial.�”
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In multicentric trials, the distribution of many/all 
variables can be compared between each center and 
all others

In particular, aspects not captured by KRIs can beIn particular, aspects not captured by KRIs can be 
checked, such as:

Data consistency (across CRFs/time/patients)Data consistency (across CRFs/time/patients)
Data plausibility (outliers, inliers, striking patterns)
O tl i t b id tifi dOutlying centers can be identified
Overall reliability and quality of data can be assessed



Clinical trial monitoring
Monitoring strategies
Illustrative example: a Phase III cancer trial
Conclusions



International, multi-center, open-label, 
randomized Phase III trial (breast cancer)

A d i h d i dAcademic research groups and industry 
sponsor

~ 3000 patients, ~1000 sites 

Different monitoring groups 



Analysis to be performed every 6 months

Data from heterogeneous sources (clinical
DB R d i XLS h )DB, Rando, various XLS sheets)

Presentation of results for decision makersPresentation of results for decision makers
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Current clinical research practices (such as 
intensive monitoring and 100% source data 
verification) are not useful, effective, or 
sustainablesustainable

Risk based approaches of clinical trialsRisk based approaches of clinical trials  
monitoring can help to reduce trial costs
without loss in quality.


