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Disclaimer

The views and opinions expressed in the following PowerPoint slides are
those of the individual presenter and should not be attributed to Drug
Information Association, Inc. (“DIA”), its directors, officers, employees,
volunteers, members, chapters, councils, Special Interest Area Communities
or affiliates, or any organisation with which the presenter is employed or
affiliated.

These PowerPoint slides are the intellectual property of the individual
presenter and are protected under the copyright laws of the United States of
America and other countries. Used by permission. All rights reserved. Drug
Information Association, DIA and DIA logo are registered trademarks or
trademarks of Drug Information Association Inc. All other trademarks are the
property of their respective owners.

DEVELOP
2 A INNOVATE
ADVANCE



Disclosure Statement

[ I have no real or apparent relevant financial relationships to disclose
1 am employed by a regulatory agency, and have nothing to disclose

Please note that DIA is not requesting a numerical amount to be entered for any disclosure, please indicate by
marking the check box, and then providing the company name only for those disclosures you may have.

Type of Financial Interest within last 12 months Name of Commercial Interest

[J]  Grants/Research Funding

& Stock Shareholder Cyntegrity Germany GmbH
1 Consulting Fees
1 Employee
1 Other (Receipt of Intellectual Property
Rights/Patent Holder, Speaker’s Bureau)

Will any of the relationships reported in the chart above impact your ability to present an unbiased presentation? [] Yes 'No

In accordance with the ACPE requirements, if the disclosure statement is not completed or returned, participation in this activity will be

refused.
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Duality of RBM definition: EMA vs FDA

oS

EUROPEAN MEDICINES AGENCY . .
SCIENCE MEDICINES HEALTH RBM - IS an lmportant part Of

a preventive clinical trial management.

RBM - is the adequate mix of strategies
including centralized and on-site monitoring
practices

,Both show the target,
but do not describe the way”
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Can RbM influence the data quality and
patient safety inversely?



Pitfall 1. SDV Is reduced without any other action

RBM systems should look into not making a monitoring visit redundant,
but optimize the time spend by a site monitor on-site.
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Pitfall 2. Risk evaluation Is not objective
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Key Risk Indicator is effective only if it is:
— Reliable
41212015 — Pro-active (so called “leading indicator”) DI R




Pitfall 3. Risk evaluation Is biased

WELL DON'T SAY
| DIDN'T WARN YOU
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Pitfall 4. Risk evaluation becomes outdated
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“Risks are like water, sometimes calm,

sometimes rough, but they flow, develop and change.”

How to avoid?
Make risk evaluation on regular basis, monthly, weekly or even dalily.
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Pitfall 5. The late arrival of data

Acceptable Critical

How to avoid?

« |tis absolutely essential to motivate sites to send data as quickly as
possible.

« The best practice: 5 to 9 day turn-around.
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Pitfall 6.

Sites ignore RbM and do not improve

Key Principles:

v Transparent

v Voluntary

v Objective

v Bound to recent
results
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time

Major Risk Assessment &
Ranking

Main Advantages:

Self-improvement
“Observer” effect
Reduction of

Monitoring efforts
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Pitfall 7. Monitoring team does not accept

the new procedure?
Dealing with Resistance

= [Iler=1i[e] a0 COmmunication the desired switch to
RBM

sElieleElioll INVolve CRAS in designing the change,
offer a new position: Central monitor

==lellieziile]s i Provide Skills Training and emotional
support

\[=leleliEzLie]g Offer Incentives for study-management
team and CRAs

®Lsl(ulelgl Threaten loss of job or promotion
opportunities




Pitfall 8. The RbM IT system produces too many

messages for monitoring team
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How to avoid?
« Apply certain prioritization and escalation logic.
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Key “take-aways”

Yes, RBM can influence the DQ and patient safety
iInversely.

Technology plays a critical role in effective RBM.
However, the monitoring team is more important.

RBM is not a “formula” to configure and forget.

Are we sure we are looking at all relevant risks withina ||
trial?” |

Trial demands well-trained monitors. Even more now.

“Even if something appears as obvious, it is not true yet.”
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