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Why optimise diabetes drug development?
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Stop Wasting Your Money...

"The risk for late stage
failure increases which harms our
ability to fund future innovation”
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What is the challenge?

- Safety . Safety . Safety

« PK e PK « PK

« PD:|FPG, GIR - PD:|FPG, MPG, HbA, | - PD:!FPG, MPG, HbA,.
« 1-5 weeks - 10-16 weeks - 6-1Z"month

Different endpoints and duration make prediction hard!

FPG: Fasting plasma glucose (measured before a meal)

GIR: Glucose infusion rate (from clamp)

MPG: Mean plasma glucose (from 24-h profile)

HbA,.: Glycosylated hemoglobin (marker for long-term glucose)
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Key questions for efficacy prediction

5-week data 12-week data
(FPG/GIR) (MPG, HbA,.)

Model library that enables
bridging between different development phases

The right dose and
performance
against
competitors?
HbA,_ at 26 weeks
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Question based development of ADOPT

Help answer what we expect in efficacy at
end-of-study phase III

Support the use of 12-week mean/fasting
plasma glucose (FPG/MPG) and HDbA,. data

Must be able to predict HbA;. at end-of-study
with an accuracy of <0.3%*

*criteria for inferiority FDA/EMA
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ADOPT: Basic model structure
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ADOPT: Model performance
HbA,

Insulin glargine
Insulin detemir

Novo mix
Insulin glargine
Predicted Lira 1.8+Metformin+Rosiglitazone
Metformin+Rosiglitazone
l—l—\ Lira 1.2+Metformin+Rosiglitazone

Lira 0.6+Metformin
~ Lira 1.8+Metformin
~‘~—., }E(HbAlc) Glimeperide+Metformin
Metformin
Lira 1.2+Metformin

Screening 12-weeks 26-weeks

g(HbA, )=0.14%
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ADOPT: Support decision making?

| =@ Observations

HbA, . rve
Predictions
Comparator

‘ Drug candidate

Observations
Predictions

Screening 12-weeks 26-weeks tter than comparator
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Key questions for phase III trial

Which dose should be selected?

Are we going to show superiority
against comparator?
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Optimal dose?

HbAlC(O/O)

H bAlC(O/O)

Time (weeks)
12-weeks 26-weeks
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Superiority vs. comparator?

HbA; .

From literature

In favor of comparator () Better than comparator

AHDA,
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Modeling is an essentiel part of the recipe
We just need to...

"Take into account the difference in
biomarkers measured in each phase”

FPG
MPGH DA

"Build drug and disease models and
frameworks for integrating these”

"Match model development with
drug development questions”

@
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The real chefs!
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Thanks for
listening!



How do we combine the ingredients and create value?

Development status Key question
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12-week phase 2 study with glucose

orofiles and HbA,, but HbA, . has What do we expect in steady-state

: o 5
not reached steady-state.. HbA,. in a similar phase 3 study-

e RN

| 12-week phase 2 study with glucose
profiles and HbA, ., but HbA,  has
- not reached steady-state..

\ 2

Which dose should be selected
in our phase 3 study to obtain
~ optimal efficacy?




