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High index of suspicion is needed!

 Features suggesting dementia

— forgets appointments, comes on the wrong
day

— repeatedly & unintentionally fails to follow
Instructions

— defers to a caregiver ; a family member
answers questions directed to patient

— |nattentive to appearance, or inappropriately
dressed to weather
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X0 =X =2 AN
. Choline Esterase Inhibitor & SAIC =2



Pathogenesis of Alheimer’s ds
& Choline Esterase Inhibitor

 Amyloid cascade hypothesis
 Tau phosphorylation

* Cholinergic hypothesis

Neurofibrillary tangles and plagues may lead to loss
of cholinergic neuronal function and cholinergic
deficit in cerebral cortex

-> Treat AD by increasing cholinergic level with
Choline esterase inhibitor



Cholinesterase inhibitors

FDA :tacrine (1993), donepezil (1997),
rivastigmine (2000), galantamine (2001)

ACh JIE0 2H: AlgA =2 =8| Achl] EdllE &
NotH Al AL JIE Achs SIHAIZ
Symptomatic benefit

AD, VaD, DLB, PDD, mild to severe
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Choline Esterase Inhibitors
Side Effects

« Nausea, vomiting, abdominal pain,
diarrhea, dizziness

« A/W tx initiation and early dose
Increase ; often transient

 Should be used with caution In
patients with cardiac conduction
problems, asthma, COPD, or In
patients at risk for Gl ulcers



Donepezil (Aricept@
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Rivastigmine (Exelon@

19994 0|= FDAZ &2 H AD XI2 M &£ &¢I, PDD
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New formulation: Exelon transdermal patch



Exelon Patch

One-step dose increase

Evelon Exelon
4.6 mg/24 h 4 weeks .5 mg/24

Patch Patch

Starting dose Target dose

Winblad et al. A 6-month, double-blind, placebo-controlled study of the first skin patch for Alzheimer disease
.Int J Geriatr Psychiatry 2007;22: 456-467



Rivastigmine mean (SD) plasma concentration
9.5 mg/24 (10 cmz2 patch) versus 6 mg BID

~ 25 7 Exelon 9.5 mg/24 h patch
£ Exelon 6 mg BID capsule
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Time (hour)
] Efficacy of Exelon : dose dependent and Total exposure (AUC)

1 Mean Cmax is consistently lower than capsule
[ Exelon 9.5 mg/24 h patch delivered comparable average concentrations (AUC)
to those provided by an oral dose of 6 mg BID (12 mg/day)*
But wearing period : approaximately 50% of the drug load

*Model-predicted analysis based on actual patient data
corrected for body weight (Novartis, data on file).

Lefevre G et al. Phamacokinetics and pharmacodynamics of The novel dail rivastigine trandsdermal patch compared with
Twice-daily capsules in Alzheimer’s Disease patients Clin Pharmacol Ther. 2008:83(1):106-114



Galantamine (Reminyl PR@
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Memantine (Ebixa®)

B Z & X NMDA =E X Z &Ml (1-amino-3,5-dimethy!
adamantadine)

2002 EMEA, 20034 FDAGIAl SSs& £ S5 €X0ot0[HE L
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