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Disclaimer

“Views and opinions expressed are those of the speakers and not
necessarily Novo Nordisk.”
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Introduction
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Extension

- Managing long-running Extension studies can be a challenge
A need to:
« Align on the data in scope for each interim - How to cut it right?
« Manage programs to ease backwards assessment of late identified errors
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Data handling

« A growing number of studies with complex designs
—> An increasing need to cut data in Extension
Studies for interim analyses

« No standard way of cutting data
ADaM?
SDTM?




Requirements

A standardized setup - but flexible enough to
match requirements of the study in scope

Transparency on how data is cut

Easy to apply to new data and compare data
changes between interims
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Standardized - but flexible o?

Example 1 Example 2 Example 3

COEBQRT 3

COHORT 2

COHORT 1

Particpant List



Standardized - but flexible cﬁf

= Main
= ----- Extension
Nt Viain
FPFV FPFV; LPFV, LPLY
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Standardized - but flexible

Cut-off
Visit X date

O& Ongoing|
I

O& Discontinued |
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Discontinued

Enrolled
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Transparency

Biostatistics

Provide
specs

Biostatistics

Validate Implement
solution solution

Data Data
Management Management

Initiate
Process

Data
Management

Develop
solution
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Transp

arency

Step 1

Cut on Visit
E.g. a specific Visit marks the end
of Main part

Cut on Date
. data is cut by latest scheduled
Visit before general cut-off date

Cut on Number of Events
E.g. when reaching a number of
events

Cut on Other Criteria

Cut on COHORT / Subject

Did all subjects
attend cut-off Visit?
Not possible to
skip a Visit

Did all subjects
attend cut-off Visit?
Not possible to
skip a Visit

Option 1A1
Yes
No
Option 1A2
Option 1 B1
Yes
No
Option 1 B2

Are all
subjects enrolled by
cut-off?

Yes

Consider when a
subject is enrolled
Specify in Option 1D
E.g. when subject has

ELIGIBILITY CRITERIA MET
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Are any
Screen Failure subjects
in scope?

Consider to cut on
Screen Failure date or
not to cut atall
Specify in Option 1D

Did any
subjects discontinue/

complete the trial before
the cut-off?

Consider to cut on date of
disposition event
Specify in Option 10

Are any subjects
out of scope?

Step 2

Specify in Step 2
Yes
No
No Action

Detvarabie Date
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Apply and compare

Documentation of data cut

 Specification stored in SDTM programming specification document

Criteria
* 3supporting datasets  Domain | Record _
Record
 Subject-level cut-off criteria m Count

e Details of cut-off records

« Summary of data cut-off
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Streamlining folder and program setup

« The usual setup is one project with many

individual trials (covering one reporting
period)

« Extension trials have become more
common

« Current setup does not facilitate such
trials very well

Project1

e Trial1

I— Lock

e Trial2

I— Lock

= Trial3

I— Lock
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Flow

—J Project1 @ @

— Project1
Trial1-interim1 —J ’ /
— —J Trial1

0 git — —_ Lock

— ‘Lock2

J Trial1-interim3 — [Lock3
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Prog flow

Projecti
Main branch t
Remote ,
i Lock1
Qck?2
O commits . {ock3

@ milestones
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Prog flow

Projecti
Main branch t
Remote ,
i Lock1
Qck?2
O commits . {ock3

@ milestones

Novo Nordisk®



17

Prog flow

Remote
repository

Projecti

Main branch t
Trial1

N Lock1

> Lock?2

O commits

@ milestones
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Summary

- Managing never-ending Extension trials with interim analyses can be challenging
« We now have:

« A solution for handling data
« Standard, but flexible
« Transparent in process, responsibility and documentation
« Easy to apply and compare
« A solution for handling program and data flows
« Decreasing the amount of manual work
« Keeping track of programming changes throughout the trial
« Easy to evaluate consequences of updates
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Thank you for your attention

Contact 2 frhe@novonordisk.com
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lypy@novonordisk.com
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