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2. Describe different adjudication committee models and be able to
choose between models depending on study needs and resources

3. Have an understanding of how to implement a clinical
adjudication committee into their own studies




clinical endpo

The goal of a CAC is to standardize the review of clinically relevant
endpoints and reduce the bias and variability from investigators
involved in the study

You may also hear CACs called endpoint adjudication
committees or clinical endpoint committees



2. The study is being conducted in multiple geographies, and

3.

WHEN IS A CA
1.

When the study endpoint(s) are subjective (dementia, o
and depression)

therefore clinical practices may vary

In studies where endpoints or efficacy and safety outcomes are
not easily defined and/or have multiple components (i.e the
endpoint cardiovascular disease is made up of multiple
components: CV death, MI, and/or stroke) (Pneumonia may be
diagnosed biologically, clinically, by radiograph and/or a
combination of the 3)



3. The endg
survey score, alcoho
etfc.)

4.1t Is a fime to event study of an objective or easy to
define event (ex: microbiologic culture conversion in
tuberculosis)




Summary: When designing a study ¢

a CAC, the Pl and coordinator should determine 1. oC

by the funding agency and/or the FDA for drug /device frials 2. If

it's not required, does it make sense for the type of study and the
outcome(s) of interest 3. Is there the time/budget for ite




OR IT WAS DECIDED
THE STUDY DESIGN/OUTCOMES AND
WOULD INCREASE THE INTEGRITY AND
RIGOR OF THE STUDY

... Now what
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Benefits: if reasonable/ethical for the e :
study, can access the EMR directly, may and investigators, canr

be geographically closer to one another:

helps with training, communication for Potential draw backs: Can be expensive.
discrepant cases, froubleshooting, If geographically scattered makes
payment etc. training/communication/troubleshooting
more difficult. Have to implement a
Potential draw backs: Can access the system for patient case review outside of ,
EMR: has access to all patient data, may the EMR /

bias event/time specific endpoints.
Although not an investigator on the
study, institutional/personal relationships
may cause bias



still be use
common scenario for tf Wiels

endpoints that the investigators are not expe s
radiographic endpoints for non-radiologists). Studies
tend to employ an internal physician in this scenario
since budget is often a driving factor.

We will focus on implementing a CAC with at least 3 reviewers,
but the steps can be adjusted for one reviewer. Do note that the
ability to discuss case discrepancies is lost under this opftion.
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2. Describe different adjudication committee moc
choose between models depending on study needs and resource

Summary: When choosing a number of adjudicators and
between internal or external members, remember 1. budget will
be a main factor 2. does the sponsor or regulatory agency
require external reviewerse 3. if external reviewers aren’t requifed
but desired, do you have the resources to build the infrastrgcture
forite




travel anywhere/fly anyone
manage and implement adjudication, how muc

. Based on the budget, decide how many adjudicators to hire. It should be
at least 3 experts in the field, and more if time Is a concern

. Develop the Adjudication Charter*

. Decide on or develop a database for fracking agreement and
discrepancies

. If direct access to the EMR is not an opftion, develop a system f
patient case data

providing



The Adjudication Charter is the fundamental document describing the Endpoint Adjudication procedure
fo be applied in a specific sfudy

2. Adjudication rationale
Clinical Endpoint Committee (CEC)
3. Adjudication roles definitions
Endpoint Events

4. Endpoint definitions

5. Documents & key data to be used to define endpoints: List of source documents, variables, databg
from where this information is to be collected and reviewed
Endpoints Assessments

6. Process for case assignment to reviewers

7. Process for disagreement tracking and management: description of the procedures to hagtle
disagreements among reviewers and respective resolution procedures.

8. Consensus Meeting: composition, procedures, delivery of conclusion

Adjudication Deliverables

9. Deliverables to be submitted to Regulatory Authorities. Data analysis and reporting plan

4

Example of development of a full charter: Krdajian et al. Development of a Charter for an Endpoint
Assessment and Adjudication Committee. Drug Information Journal, 2005.
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definitions and on what ¢
for that visit or certain variables/labs/che .

2. Test adjudicators on example cases to check for intra-variability and
address any discrepancies before implementation. Adjudicators may sugges
providing more/less patient case data, adjusting endpoint definitions efc.

3. Train adjudicators on the databases for viewing patient cases (if no -
EMR) and entering assessments. Get adjudicator feedback on datalb&s
design
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the Charter. The coordit
that disagreements are being addressed b
consensus meeting if the 3 adjudicator disagreed, all in a timely manne

@ -

. The coordinator should conduct interim analyses to check intra and inter-
reliability. If there are a concerning number of disagreements on endp0|
with standardized case definitions, the coordinator should bring this up

the Pl to determine it any additional fraining needs to be conducted /
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Event Event
Site records Collection of CEC office package - sumlo
| mehbnl 5 ik l ﬁnalwvlew |

Incomplete source data

Adjudication
Reviewer 2

Database Disagreements resolved at Phase Il
Completed events meeting or other solution

C Held. When do we need clinical endpoint adjudication in clinical trials?, Upsala Journal of Medical

Sciences, Nov 2018.



The following information is recommended by

Report the use of a CAC in the methods section

Report the methods for selecting cases to adjudicate (all cases vs suspected eventss
Report the type of patient information provided to the CAC

Report the composition of the committee and the training and expertise of members in
appendix /
Report that the CAC was blinded and independent of the trial feam in the methods
section

6. Report the endpoint definitions in an appendix

Report consensus meeting methods

. Report any methods used to assess reliability of results
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Why reporting matters: CACs are expensive, there is a lack of consensus on their value, and there is no
standardized methodology. Reporting will allow for larger scale evaluations of their effectiveness



2. Describe different adjudication
choose between models depending on study needs

3. Have an understanding of how to implement a clinical
adjudication committee into their own studies

Summary: 1. Planning is everything 2. The adjudication Charter is
your guidebook: establish all definitions, protocols, and
procedures beforehand in this document 3. Take time to tr
adjudicators on endpoint definitions AND how to use jhe
database 4. troubleshoot early. 5. Report, report, report




Questions

1. Will you use an adjudication committee? If so will you include internal or
external adjudicators?¢ How many adjudicators will you hire (assume $50.00 per
adjudicator per case)e¢

2. What are the study endpoints¢ Are you evaluating only for the
presence/absence of sleep apnea or are you interested in the prevalence of
other illnesses?

3. Develop a procedure for getting participant case data to the adjudicators.
What kind of data will you provide to adjudicators for them to make their
assessmente



in EPIC but adjudicators
where you put participants records intfo the
patient charts in the group. You can get adjudicators access tc
they don’'t have an EPIC account.

Ethical eAdjudication - configurable platform for clinical adjudication entry and
tracking. You can also add patient case files to this platform if adjudicators can’t
use the EMR



