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effect = plac_eff . (1- drug_eff)
( &' , 6 §
B 4 4 o
plac_eff =intercept.(1+fr.slopel.time+ (1- fr).oad_eff .time_delay)) 4
where time delay =1- exp(- k1.time,) !
fr =fraction of patientsin'drug naive group
! 11 ( $
‘ B $ .4 /7 C
_ E . Dose ) ) ,
drug_eff _—ED501+Dose .(1- exp(- k2.time))
where 4 >M 0%

k2isthedelayinreaching full PD effect
isthe hill coefficient
Emax =maximal effect
ED50 =dose which gives50% of Emax
j=1,2,3,4,5,6 (tro, pio, rosod, ros bid, 570, rag)
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Likelihood of success versus Actos 45mg
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Sensitivity Analysis Results
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Glucose

HbAlc is more dependent on most recent glucose levels
than earlier glucose levels

250
200
150
100

50

Day -120 Time (-120 days to time 0)

120 days used as ball park figure for RBC lifespan

Day 0



N

8
6 7
G
7 U7 4V % 4.4
2
C B 4 S
, 7 B . C7
0 7 4 V#5
4 % 4 ,
~2
_ 2S.



"oC

5 4



4



