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A7 o LNFYNAFAATVRILN acetylcholinesterase inhibitors LAY memantine

Properties Cholinesterase inhibitors NMDA receptor antagonist
Doneperzil Galantamine Rivastigmine Memantine

Mode of inhibition Non-competitive, Competitive, ~ Non-competitive, very Non-competitive,

rapidly reversible rapidly slowly reversible low-affinity
reversible

Structure (derivative) Piperidine Tertiary alkaloid Carbamate

AChE/BuChE selectivity 300 50 1 NA

Brain vs. peripheral Yes No Yes NA

selectivity

ACh isoform selectivity None None G1 > G4 NA

nAChR modulation No Yes No NA

Adverse effects Nausea, vomiting, Nausea, vomiting, Nausea, vomiting, Dizziness, headache,

diarrhea diarrhea diarrhea constipation,

somnolence, hypertension

AN186: AChE, Acetylcholinesterase; BuChE, Butyrylcholinesterase; nAChR, nicotinic acetylcholine receptor; NA, Not applicable
fnuUagsann Noetzli M, Eap CB. Clin Pharmacokinet 2013;52;225-41. Gauthier S, Massoud F. Update on the pharmacological
treatment of Alzheimer’s disease. Curr Neuropharmaol 2010;8:69-80.

A19197 © LNFYRARAEATYDIEN acetylcholinesterase inhibitors Lag memantine

Donepezil Galantamine Rivastigmine Memantine
Daily dose (mg) 5-10, 23 16-24 6-12 10-20
Bioavailability (%) 100 100 35 (3 mg), 70 (6 mg) 100
Protein binding (%) 93 17 40 45
t% (h) 70 6-8 1.5-2 (cap), 3.4 (patch) 60-70
Tmax steady state (h) 4 (IR), 6 (SR) 1 (IR), 45 (ER) 1 (cap), 8 (patch) 3-8
Cma; steady state [ng/mL] 61 £ 10 (10 mg/day), 53 £ 10 30 £ 13 70-180
' 129 (23 mg/day)  (ER 16 mg/day)  (cap 12 mg/day), 7.9 + 29 (20 mg)
(patch 9.5 mg/24 h)
AUCSS [ng.h/mL] 1128 = 196 830 = 177 191 £ 140 386 £ 59
(10 mg/day) (ER 16 mg/day) (cap 12 mg/day), 127 % 41 (5 mg)
(patch 9.5 mg/24 h)
CLm c [L/h] 10 £ 25 20+ 5 120 5-10
Vdce [L/kg] 12 £ 2 2.64 1.8-2.7 4-9
Metabolism Hepatic CYP2D6, Hepatic CYP2D6, Esterases in liver Urinary excretion
CYP3A4, UGT CYP3A4, UGT and intestine
Urinary excretion
Kinetics Linear Linear Non-linear Linear
Steady state (days) 14-21 6 1 1

concentration-time curve; CLtot, total systemic clearance

ANTBLNG: ss, steady state; IR, immediate release; ER, extended release; SR, sustained release; Vd, volume of distribution; AUC, area under

fnuwUasann Noetzli M, Eap CB. Clin Pharmacokinet 2013;52:225-41. Gauthier S, Massoud F. Update on the pharmacological
treatment of Alzheimer’s disease. Curr Neuropharmaol 2010;8:69-80.
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tricyclic antidepressants,
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Urecholine
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Carbamazepine, phenytoin,

rifampin, dexamethasone

Fluoxetine, paroxetine,
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ketoconazole, itraconazole,
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atazanavir
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Abstract

Pharmacological treatment for Alzheimer’s disease

Kongkiat Kulkantrakorn

Neurology Division, Department of Internal Medicine, Faculty of Medicine, Thammasat University

Pharmacological treatment for Alzheimer’s disease has been progressing for the past decade. The approved

medications are acetylcholinesterase inhibitors (AChEI) and memantine. Current treatment guidelines recommend AChEI for

mild to moderate disease and memantine for moderate to severe disease or intolerability to AChEI. Treating physician should

periodically monitor their side effect as well as efficacies. Other drugs such as antioxidants and anti-inflammatory agents

were not proven to be effective. Immunotherapy is the novel treatment strategy which may directly affect Alzheimer’s

pathology. It either inhibits the accumulation or eliminates Abeta or amyloid protein in the brain.

Key words: Pharmacological treatment, Alzheimer’s disease, Acetylcholinesterase inhibitors, Memantine, Antioxidants,

Anti-inflammatory agents, Immunotherapy




