PhRMA PISC Rolling Dose Studies Working Group

Summary of Simulation Results

June 16, 2006



Dose Response |dentification



LOCFIT

BMA

MTT

MCPMod

GADA

Dopt

ANOVA

LOCFIT

BMA

MTT

MCPMod

GADA

Dopt

ANOVA

2 3 4

|
N =250

|
N =250

|
N =250

5 doses

7 doses

9 doses

N =150

N =150

N =150

5 doses

7 doses

9 doses

Significance level




LOCFIT

BMA

MTT

MCPMod

GADA

Dopt

ANOVA

LOCFIT

BMA

MTT

MCPMod

GADA

Dopt

ANOVA

N =250

o 5doses o 7 doses 9 doses
85 90 95 100
| | L1 | | 1
Emax Sig Emax
o o] (@e]
o o DO
o O @
o O @
o o) (el8e)
o] o] o o]
logistic umbrella linear
o o] ) 0
(o]o) o o o O
Q 000 o) o]
© @ O @] (@]
(o] O (o)
00 o] o] 0 0
o o] o) o o o]
T T T T 1 T T T 1 T T T
85 90 95 100 85 90 95 100

Pr(DR)




LOCFIT

BMA

MTT

MCPMod

GADA

Dopt

ANOVA

LOCFIT

BMA

MTT

MCPMod

GADA

Dopt

ANOVA

N =150

o 5doses o 7 doses 9 doses
60 70 80 90 100
| | | | L1 | | | 1
Emax Sig Emax
o] o] 0o
o] o] o O
o] o] (el0}
o} o] 00
o (o]
o] o] o O
o] 0 o] 0
logistic umbrella linear
000 o 0 o] ()
O O ¢] o) o
oo O o o]
oo o o] o]
0 (o) €p)
0o 0 (0] 0 (0] o]
o] o o] o] 0
T T T T T 1 T T T T 1 T T T T
60 70 80 90 100 60 70 80 90 100

Pr(DR)




Probability of Dose Selection
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Target Dose Estimation
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Distribution of Estimated Dose
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Dose Response Estimation
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Sample of Predicted DR Profiles
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