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Drug Concentration Response Drug Concentration Response 

Cognition Cognition (p=0.148)(p=0.148) Activities of Daily Living Activities of Daily Living (p=0.027)(p=0.027) Global Function Global Function (p=0.024)(p=0.024)

Subjects who achieved a higher plasma concentration (Subjects who achieved a higher plasma concentration (CCmaxmax) had a significantly better response) had a significantly better response
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Phase 2 Safety and Tolerability SummaryPhase 2 Safety and Tolerability Summary11

SafetySafety
Overall, Overall, tarenflurbiltarenflurbil appeared very well appeared very well 
toleratedtolerated

Discontinuations due to Discontinuations due to AEsAEs were were 
comparable between 800 mg BID and comparable between 800 mg BID and 
placeboplacebo

Adverse events (higher frequency than Adverse events (higher frequency than 
placebo)placebo)

–– Transient Transient eosinophiliaeosinophilia, mild anemia, , mild anemia, bpbp
elevation, lower respiratory infection, rashelevation, lower respiratory infection, rash

Fewer events than placeboFewer events than placebo
–– Urinary incontinence Urinary incontinence 
–– Psychiatric eventsPsychiatric events
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Cumulative Discontinuations Over Time (ITT)Cumulative Discontinuations Over Time (ITT)

Overall discontinuations Overall discontinuations 
in 12 months ~ 20%in 12 months ~ 20%

11Wilcock et al. 2006Wilcock et al. 2006
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ConclusionsConclusions
Using a very conservative definition of Using a very conservative definition of ““responderresponder”” (improvement or 0 decline from (improvement or 0 decline from 
baseline), this analysis demonstrates an increasing response ratbaseline), this analysis demonstrates an increasing response rate (absolute risk e (absolute risk 
reduction) over time in subjects with mild AD treated with reduction) over time in subjects with mild AD treated with tarenflurbiltarenflurbil
These longThese long--term and increasing response rates have not, to our knowledge, bterm and increasing response rates have not, to our knowledge, been een 
observed previously in clinical studies of drugs in Alzheimerobserved previously in clinical studies of drugs in Alzheimer’’s diseases disease

–– Results are consistent with the hypothesis that treatment with Results are consistent with the hypothesis that treatment with tarenflurbiltarenflurbil may slow the may slow the 
underlying biological progression of ADunderlying biological progression of AD

TarenflurbilTarenflurbil has an attractive therapeutic and safety profile in patients wihas an attractive therapeutic and safety profile in patients with mild AD th mild AD 
treated for 24 months, the vast majority of whom were already ontreated for 24 months, the vast majority of whom were already on stable standardstable standard--ofof--
care therapy (care therapy (acetylcholinesteraseacetylcholinesterase inhibitors)inhibitors)11

Confirmatory Phase 3 studies are ongoing in subjects with mild AConfirmatory Phase 3 studies are ongoing in subjects with mild AD (MMSE 20D (MMSE 20--26) 26) 
treated for 18 months with 800 mg BID treated for 18 months with 800 mg BID tarenflurbiltarenflurbil vs. placebo (1:1)vs. placebo (1:1)

This study was funded by Myriad Pharmaceuticals, Inc.This study was funded by Myriad Pharmaceuticals, Inc.
All authors are employees of Myriad Pharmaceuticals, Inc.All authors are employees of Myriad Pharmaceuticals, Inc.
PDF copies of this poster will be available at PDF copies of this poster will be available at www.myriad.comwww.myriad.com

Reference: Reference: 
11Wilcock GK et al. 2006. Wilcock GK et al. 2006. AlzheimerAlzheimer’’s and Dementias and Dementia 2(3), Supplement 1, pS812(3), Supplement 1, pS81

SummarySummary
Defining Defining ““responderresponder”” as as ““improvement or 0 decline     improvement or 0 decline     
from baseline over 12 or 24 monthsfrom baseline over 12 or 24 months””, subjects with , subjects with 
mild AD treated with 800 mg BID tarenflurbil mild AD treated with 800 mg BID tarenflurbil 
showed an increasing response rate over time showed an increasing response rate over time 
(absolute risk reduction, Fisher(absolute risk reduction, Fisher’’s Exact ps Exact p--value)value)

At 12 monthsAt 12 months At 24 monthsAt 24 months
At Least One Primary OutcomeAt Least One Primary Outcome 21% (p=0.063) 21% (p=0.063) 32% (p=0.020)32% (p=0.020)

Cognition (ADASCognition (ADAS--cog)cog) 12% (p=0.273) 12% (p=0.273) 25% (p=0.023)25% (p=0.023)

Cognition (MMSE)Cognition (MMSE) N.D.N.D. 28% (p=0.055)28% (p=0.055)

Act. Daily Living (ADCSAct. Daily Living (ADCS--ADL)ADL) 11% (p=0.240) 11% (p=0.240) 11% (p=0.422)11% (p=0.422)

Global Function (CDRGlobal Function (CDR--sbsb)) 18% (p=0.047) 18% (p=0.047) 29% (p=0.010)29% (p=0.010)

All 3 Primary OutcomesAll 3 Primary Outcomes 4% (p=0.678) 4% (p=0.678) 13% (p=0.236)13% (p=0.236)

Many patients treated with Many patients treated with tarenflurbiltarenflurbil improved or improved or 
had no further declinehad no further decline

ADLsADLs are difficult to recover are difficult to recover –– improvement not improvement not 
commoncommon

A plasma concentration response was observed A plasma concentration response was observed 
with all three primary outcome measureswith all three primary outcome measures
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Tarenflurbil Clinical RationaleTarenflurbil Clinical Rationale

Novel antiNovel anti--amyloid treatment strategy for AD amyloid treatment strategy for AD 

Selective ASelective Aββ4242--Lowering Agent (SALA)Lowering Agent (SALA) in vitroin vitro & & in vivoin vivo
–– Allosteric modulation of Allosteric modulation of γγ--secretasesecretase

Reduces insoluble amyloid in mouse brainReduces insoluble amyloid in mouse brain

Improves spatial reference learning and memory Improves spatial reference learning and memory 
performance in transgenic mice performance in transgenic mice 

Effective concentrations in animal models achievable in Effective concentrations in animal models achievable in 
humans at doses that have been well toleratedhumans at doses that have been well tolerated

Phase 3 studies of tarenflurbil (800 mg BID) in subjects Phase 3 studies of tarenflurbil (800 mg BID) in subjects 
with mild AD (MMSE 20with mild AD (MMSE 20--26) are ongoing26) are ongoing

Methodology: Randomized, DoubleMethodology: Randomized, Double--Blind, Blind, 
PlaceboPlacebo--Controlled Phase 2 Study Controlled Phase 2 Study ((11Wilcock GK et al. 2006)Wilcock GK et al. 2006)

Subjects with mild to moderate AD (MMSE 15Subjects with mild to moderate AD (MMSE 15--26) at 31 sites in UK and 26) at 31 sites in UK and 
CanadaCanada

–– A A prespecifiedprespecified interaction analysis revealed that mild and moderate AD interaction analysis revealed that mild and moderate AD 
patients responded differently to tarenflurbil (p= 0.03). Therefpatients responded differently to tarenflurbil (p= 0.03). Therefore, they were ore, they were 
analyzed separately analyzed separately ((11Wilcock GK et al. 2006)Wilcock GK et al. 2006)

3 treatment groups (1:1:1), 400 mg BID, 800 mg BID and Placebo B3 treatment groups (1:1:1), 400 mg BID, 800 mg BID and Placebo BIDID

12 months12 months’’ treatment treatment (optional 1(optional 1--year extension study available in Canada only)year extension study available in Canada only)
–– Over 80% of the eligible patients elected to continue in this blOver 80% of the eligible patients elected to continue in this blinded study in inded study in 

which placebo patients were randomized into one of the two treatwhich placebo patients were randomized into one of the two treatment groups ment groups 
and treated patients continued their previous dose. UK sites didand treated patients continued their previous dose. UK sites did not participate not participate 
in months 12in months 12--2424

Primary Efficacy: Cognition, Activities of Daily Living, Global Primary Efficacy: Cognition, Activities of Daily Living, Global FunctionFunction
–– The MMSE was included as an exploratory measure of cognitionThe MMSE was included as an exploratory measure of cognition

A postA post--hoc responder analysis was performed in subjects with mild AD hoc responder analysis was performed in subjects with mild AD 
(MMSE 20(MMSE 20--26) in which a 26) in which a ““responderresponder”” was conservatively defined as a was conservatively defined as a 
subject who shows subject who shows improvement or no decline (change of 0)improvement or no decline (change of 0) compared to compared to 
baseline over 24 months of treatment for a given outcome measurebaseline over 24 months of treatment for a given outcome measure

–– Absolute Risk Reduction was defined as the difference between thAbsolute Risk Reduction was defined as the difference between the observed e observed 
event rates in two groups (placebo and 800 mg BID)event rates in two groups (placebo and 800 mg BID)

Baseline Demographics by Treatment GroupBaseline Demographics by Treatment Group
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Summary Results of Primary OutcomesSummary Results of Primary Outcomes ((11Wilcock GK et al. 2006)Wilcock GK et al. 2006)

Subjects with mild AD on 800 mg BID showed a reduced rate of decSubjects with mild AD on 800 mg BID showed a reduced rate of decline (slope)line (slope)

At 12 monthsAt 12 months At 24 monthsAt 24 months

Activities of Daily LivingActivities of Daily Living d=44% (p=0.033) d=44% (p=0.033) d=67% (p=0.015)d=67% (p=0.015)

Global Function Global Function d=42% (p=0.042) d=42% (p=0.042) d=72% (p=0.0005)d=72% (p=0.0005)

Cognition (positive trend)Cognition (positive trend) d=20% (p=0.327) d=20% (p=0.327) d=52% (p=0.109)d=52% (p=0.109)

Percentage of Mild Patients Improved or with Zero Decline Percentage of Mild Patients Improved or with Zero Decline 
After 24 Months After 24 Months –– Absolute Risk Reduction (ARR)Absolute Risk Reduction (ARR)
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