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SYS ALZHEIMER'S DISEASE FROM PATHOPHYSIOLOGY TO 
PHARMACOLOGICAL INTERVENTION 

1 n1ri?'lf1tnif'lf?mn ?nrnaflu wntfw'i::u~~{}tna1, 2 n1ri?'lf1tnif'lf?nm riru::uwnv­

mrrVJ{ um?nmam21m7nu, 3n1ri?'lf19VJn'lfmrrVJ1 riru::uwnflmrrVJ1 ,,~w~nwf 
' 

um?nrnafl 

Pathophysiology 
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1. a>Ju·rnma~ tl1'Humnrn~a~a~ Lilmf)J(NLL~ua~ ·rn~amNml~'lJ'\J ventricle 

" ,f 
m1~'lJ'\J 

2. Liluairn~ii neurofibrillary tangle, amyloid protein, neural plaque 

3. ~11).J~~tln&hn~W'\J~n')'l)J - human chromosome 21 & p - amyloid encoding 

4. p - amyloid synthesis pathway - amyloid precursor protein (APP) & protease 

inhibitor 

5. Acetylcholine (ACh) deficiency 

low choline acetyltransferase & ACh synthesis 

ACh receptor responses & P - amyloid synthesis 

6. Other abnormalities 

Aluminium, Toxin 

Brain circulation & metabolism 

Other neuroregulators : dopamine, norepinephrine, serotonin, GABA, 

glutamate, peptides, growth factor, steroids 

Pharmacological intervention 

1. Increase ACh synthesis : choline, lecithin, phosphatidylcholine 

2. Inhibit ACh degradation (AChEis) : tacrine, donepezil, galantamine, 

heptastigmine, rivastigmine, metrifonate 

3. ACh receptor agonists : sabcomeline, xanomeline 

4. Alter ACh receptor signal transduction and p - amyloid synthesis ; drugs 

acting at G proteins, proteins kinase C, phaspholipase C: phorbol esters, 

staurosporine, tyrphostin A25, genistein 

5. Non-specific: nootropics, gangliosides, anti-oxidants, vitamins, etc. 
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Effects of AChEis in Alzheimer' disease 

1. Tacrine (tetrahydroaminoacridine) Li'.JlJ AChEI ilJLL"SO~~a011viau~i'Yl Parke 
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5. Galant.amine (Reminyl - Janssen) iJ~aaua-.:i AChE LLUU competitive m1m; 
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Key Questions 

1. How selective is the selective CNS AChE inhibition ? 

2. How to assess efficacy ? 

3. Are the adverse effects tolerable ? 

4. How long would the efficacy persist ? 
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