














Topic 11

Account for Confounding
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Confounders in Clinical Trials

Outcome of a subject in a stroke trial may be affected by:
* Treatment under investigation
* Baseline stroke severity (measured by NIHSS)
* Age
* Time from stroke onset to treatment
* Baseline glucose
* Baseline systolic and diastolic blood pressures
* After stroke care

Identify all potential confounding factors
- Collect data
-> Balance in Treatment Allocation
- Adjusting in Analysis
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Slide 99

DJH17 1 wouldn't spend much time on the statistical importance of this but how it related to data management.
I was thinking along the lines of understanding the study topic, collecting important variables,
understanding why we might collect more that just what is needed to answer study question.

Devin J. Hunt, 4/17/2012



Balancing and Adjusting - Example

Impact of Balancing and Adjusting on Power
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In general, adjusting provides high power. Balancing has little
impact on treatment effect test power.
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Topic 12

Real-Time Reporting
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Real-Time Reporting — General Policy

* Release data for optimizing trial operation
management purpose.

* “Minimal & Sufficient” data access.

* Real-time snapshots = Subject to change.

* Should not replace reports from statisticians.

e Atool is better than several products.
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Data List — Site Monthly Screen Failure Log
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Data List — Site CRF Processing Summary

Page 1 = of1 U4 4 b bl Shew 18 of 19

“ Site

1 | 001-MUSC DCU

103-Abnrnglon Mesmonal
Hospital

104-Guilfard Newalogic
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Center
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10 125-Hermepin County
Medical Center
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Customized Reports — CONSORT Tree

] CONSORT Tree
1.0 Pre-screened
578

2.0 Screened
169

3.0 Enter phase 1
132
4.0 Phase 1 complatar
80
5.0 Remit
e

6.0 Randomized
69

71 Phase 2 complele
28

21 Rafuse inform consanl
3.1 Early lermination

a8

4.1 Phase 1 oarly termunation
38

51 Nolremmil

1

i1 Refuse phase 2 consant
9

F.2 Fhaso 2 early terminaton
Fo

22 Pre-screaning failtre
32 Screemng failie
19

4.2 Phase 1 aclve
5

73 Phase Z Active
16

23 Pre-screaning aclive
o

3.3 Screoning active
o

Noln: Resulis am abiained based on data anfored in fhe study dafabase aa of 4152012 105545 PM. Data may be changed in futum data management procosa

5/17/2012

33rd SCT Annual Meeting Workshop

106

5/17/2012

53



Topic 13

Communication Plan
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The effect of A
good i |
communications
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Communication with Study Team (1)

e Document a Communications Plan

- Internal: For internal staff only
- External: Deliverable

- Re-evaluate and determine if changes are required

* Determine best Delivery System for Study
Needs

- Determine the needs then the solution
- Ensure the solution(s) work for each stakeholder

- Who needs to know what?
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Communication with Study Team (2)

* Communication Challenges

Information overload

- E-mails proliferate

- Poor Internet connectivity

- Multiple forms of communication

- Documenting verbal communications

- Documenting takes time
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Communication Types

* Internet Web Sites — Static versus Dynamic
* Social Media

* Hard Copy Information

* Mobile Devices — Text Messages

e Electronic Newsletters

* Skype

*  Wikis
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Data Validati
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Data Validation (1)

* Data Management Plan
- Where is data coming from
- Whois sending it
- Who s responsible for back-up storage
- What happens to all media at close-out

e Data Validation Plan

- Real time validation

Validation with paper forms

Validation of the system and data
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Data Validation (2)

* SOPs
- Validation procedures
- Change control
- User acceptance: Sponsor and/or end user

* Data Auditing

- Protocol monitors can audit at the site
- Remote auditing with EDC
- Internal auditing: Depends on real time data entry

or paper entry
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Data Validation (3)

* Data Auditing
- Who does the audit? QA or DM?
- What data to audit?
- How much data to audit?
- Audit report requirements

Can data auditing be done through programming?
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Topic 15

Data Quality Control
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Data Quality Control

* Managing Missing Data

- Manage field/form expectations during implementation
EDC business rules for field and form level
Parent child relationships

(o]
(o]
o Get end users involved in the implementation
0

Team approach to determining expectations
- EDC use of real time reports

* What are the clinical site’s quality control

procedures?
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Date Monitoring

* FDA Guidance for Industry (Draft), August 2011
* On-Site 100% data verification

* On-Site random sampling of CRF

* Centralized data review

* Aggregated analysis for anomalies
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Storage Considerations

* Source Determines Storage Consideration

- Paper source:
Fire proof cabinets
Locked storage

(o]
o
o Protect participant’s data
(o] Long term storage
- Electronic sources:

o Back-up?

o Frequency of back-up

O  Source storage capabilities — is this required?
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Topic 16

Public Use Dataset
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Public Use Dataset - Why

* Data Owner >Sponsor = US Gov. 2>Owned by US People

* The value of trial data can be maximized when accessible by
the public, including researchers and general population.

* Reported trial results can be supported and verified by trial
data.
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Public Use Dataset - When

* Together with the primary paper publication.

* Or 1 years after first study paper published.
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Public Use Dataset - How

* Remove personal identifiable data

(Name, Address, Phone number)

* Remove trial operation data
(Data processing, drug distribution, etc.)

* De-identify personal identifiable data

© (Date > days from enrollment, or remove month/day.)
* “The numerator rule”

C (Do not release data that reflects a small target individuals.)
* “The denominator rule”

c (Do not release data referring a small population, such as 3000.)
* Remove personal identifiable information in free text fields

O (General comments, Narratives, Communication between coordination
center and site, responses to monitor queries, etc.)
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Public Use Dataset — What to include

* A readme.txt file, with information on data structure and
linking relationship among tables. Also include the number
of records and unique identifiers for each data table.

* A data dictionary, with definition, data item name,
description, data type, unit (for numerical items) for each
dataset.

e Study data tables, including all CRFs and other subject
related data tables.

* Coding tables, including all codes used in the study.

* A study background file, briefly describe the study design,
the randomization algorithm, the blinding procedure, the
outcome assessment procedure, general policies for missing
data handling.
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Public Use Dataset — Where to submit

Bun all data on a CD and send to the sponsor.

Keep a freeze copy for yourself.
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Open Discussion
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