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• Current m
edications use in dem

entia 
m

anagem
ent in Thailand. 

• M
edications that soon to be used in 

Thailand. 
• M

edications and treatm
ent w

hich are in 
the developing process.!

Cholinesterase Inhibitors!

• D
onepezil 

• R
ivastigm

ine 
• G

alantam
ine!



D
onepezil!

• D
osage : 5 m

g/day for at least 4 w
eeks 

then increase to 10 m
g/day 

• FD
A Approved for m

ild-m
oderate-severe 

stage of dem
entia, Alzheim

er type!
• Adverse

 effects: G
I sym

ptom
s (nausea/

vom
itting/diarrhea), bradycardia, vivid 

dream
!

R
ivastigm

ine!

• D
osage: pill : 1.5 m

g bid then increase every 2-4 
w

eeks till reach the dose of 6 m
g bid 

 
       : patch : 4.6m

g(5m
g)/24hrs for 1 m

onth 
then increase to 9.5m

g(10m
g)/24 hours 

• FD
A approved for m

ild-m
oderate stage of 

dem
entia, Alzheim

er type and m
ild to m

oderate 
dem

entia related w
ith Parkinson’s disease!

• Adverse effects: nausea, vom
itting, rash!



G
alantam

ine!

• D
osage: IR

: 4 m
g bid for 4 w

eeks then increase 
to 8 m

g bid for 4 w
eeks then increase to 12 m

g 
bid 
 

       : ER
: 8 m

g/d for 4 w
eeks then increase 

to 16 m
g/d for 4 w

eeks then increase to 24 m
g/

d 
•  FD

A approved for m
ild-m

oderate stage of 
dem

entia, alzheim
er type. Also have several 

studies on m
ild-m

oderate vascular dem
entia.!

G
alantam

ine!

• Adverse effects : G
I side effects, 

bradycardia, syncope 

N
M

D
A Antagonist!

• M
em

antine!

M
em

antine!

• D
osage: 5 m

g/d for 1 w
eek, then 5 m

g bid 
for 1 w

eek, then 10 m
g ac-5 m

g pc, then 
increase to 10 m

g bid 
• FD

A approved for m
oderate to severe 

stage of Alzheim
er’s disease. 

• Adverse effects: confusion, dizziness, 
drow

siness, headache, insom
nia, 

agitation, hallucination!



Com
bination R

x for m
od-severe 

stage of dem
entia!

Com
bination R

x for m
od-severe 

stage of dem
entia!

D
om

ino study, 
N

EJM
, 2012!

In-com
ing m

edications!

• D
onepezil 23 m

g 
• M

em
antine ER

 
• M

edical food : Axona!



D
onepezil 23 m

g!

• Patient should be on donepezil 10 m
g for 

at least 3 m
onths. 

• Adverse efffects : m
ore G

I effects 
com

pared to donepezil 10 m
g, 

bradycardia, fainting, w
eight loss, seizure!

M
em

antine ER
 28 m

g!

• D
osage: start at 7 m

g/day and increase w
eekly 

in 7 m
g increm

ent until reach the dose of 28 
m

g/day.  
 

 If a patient is sw
itching from

 10 m
g tw

ice 
daily conventional m

em
antine to m

em
antine ER

, 
the patient m

ay transition to the 28-m
g dose of 

m
em

antine ER
 im

m
ediately instead of follow

ing 
the titration schedule

. !
Adverse effects: headache, som

nolence, dizziness!



• International,m
ulticenter, random

ized, double-blind, placebo-controlled,parallel-

group design study of 24 w
eeks�

 duration included 667 participants w
ho w

ere at 

least 50 years of age w
ith a diagnosis of probable A

lzheim
er�

s disease w
ith 

M
M

SE 3-12. 
• 

342 patients w
ere random

ized to receive m
em

antine ER 28 m
g and ChEI; and 

335 patients w
ere random

ized to receive placebo and ChEI.!

• 
A

t w
eek 24, patients treated w

ith m
em

antine ER 28 m
g/ChEI show

ed a statistically significant 
im

provem
ent (LO

CF) over the placebo/ChEI group on both the SIB (p = 0.001) and CIBIC-
plus (p = 0.008).!

!• 
Patients treated w

ith m
em

antine ER 28 m
g/ChEI also show

ed statistically significant benefits at 
the end of the study versus the placebo/ChEI group on outcom

es of behavior as m
easured by 

the N
PI (p = 0.005), and on the verbal fluency test (p = 0.004) com

pared w
ith patients w

ho 
w

ere receiving placebo/ChEI.!

M
edical food : Axona!



M
edications and treatm

ent w
hich 

are in the developing process!
• Active Im

m
unotherapy: vaccine 

• Passive Im
unotherapy: m

onoclonal Ab, IVIG
 

• O
thers: G

am
m

a Secretase Inhibition, M
etal-

protein interaction attenuation, statins, D
M

 
drugs, drugs that target tau protein, eternacept, 
drugs that stim

ulate cholinergic receptors (M
1 

receptor agonist, nicotinic receptor agonist) etc. 
 

 As of 2012, >
300 clinical trials under w

ay to 
understand and treat AD

 and 30 of these w
ere 

in hum
an phase III trials. 

Im
m

unotherapy !

Active Im
m

unotherapy!

• First vaccine, AN
-1792,in 20002, had to be 

term
inated due to m

eningoncephalitis. 
• ACC-001, a m

odified version of AN
-1792 is 

in phase II study. 
• O

thers: CAD
-106, ACI-24,U

B-31,V950, 
affitopes AD

-01/AD
-02 are in early 

developing phase.!

Passive Im
m

unotherapy!

• M
onoclonal Ab: bapineuzum

ab, 
solanezum

ab, gantenerum
ab, etc. 

• Intravenous Im
m

unoglobulin (IVIG
)!



G
am

m
a Secretase Inhibitor!



M
etal protein attenuation 

com
pounds!

• Clioquinol/PBT1, PBT2 
• PBT1 trial found no benefit on cognition and 

neurological effects (visual acuity and color 
blindness) that resolved on cessation of 
treatm

ent. The planned phase III trial of PBT1 has been abandoned and 
this com

pound has been w
ithdraw

n from
 developm

ent. 
• PBT2

 trial show
ed that after 12 w

eeks this 
com

pound appeared to be safe and w
ell 

tolerated in people w
ith m

ild A
lzheim

er's dem
entia

. 
This drug has been in a phase II trial.!

Tau Aggregation Inhibitor(TAI)!

 • 
m

ethylthioninium
 chloride, M

TC, in a large phase 2 study in 321 
subjects, w

as found to stabilize the progression of AD
 

over 50 w
eeks in both m

ild and m
oderate AD

. 
• 

A
 stable, reduced version of m

ethylthioninium
 (LM

TX
) has been developed w

hich has better 
tolerability and absorption than M

TC and can be adm
inistered orally tw

ice daily.   
• LM

TX is the active agent in three parallel phase 3 studies 
in AD

 and frontotem
poral dem

entia now
 ongoing in 250 

centres in 22 countries w
orld

-w
ide, including 140 centres 

in the U
S. !

Take H
om

e M
essage!

  
  

 
 Are w

e on the right track of alzheim
er’s 

disease treatm
ent ??!


