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Amyloid precursor protein*** Tau protein

@ B, y-secretase

Aj peptide

@ Oxygen free — @ Ap peptide . @ Tau
ol @ Excitotoxicity aggregation ® Inflammation T
® Senile plaque Neurofibrillary tangle
Cell death

(D p-secretase, y-secretase inhibitor

@ Vitamin E, Ginkgo biloba © Neurotransmitter deficit

@ Memantine, nimodipine

@ [-sheet breaker

® Anti-inflammatory drugs Cognitive and behavioral abnormality
® Vaccine

@ Tau kinase inhibitor (lithium, valproate)

Estrogen, nerve growth factor

@ Cholinesterase inhibitors

Others (Acetyl-L-carnitine, Piracetam)
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Acetylcholine Pathways

neocortex

frontal
amygdala

hippocampus

Nucleus basalis of Meynert
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Improvement
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. Improvement , T T |

-2 ' Placebo 1 Worsening 12 18 2

washout Weeks

-3 - > y ;

l I I l | Figure 43.3 ADAS-cog change from baseline (ITT) in patients
0 6 2 18 24 30 g g Ehiange | 0T

completing 26 weeks of rivastigmine study (Corey-Bloom et al,
1998).

Week

Figure 43.2 ADAS-cog change from baseline in patients com-
pleting 30 weeks of donepezil study (Rogers and Friedhoff, 1998).

1
1 "

1449 | -« B-mo Placebo Group T,

12‘ —a— 12-mo Placebo Group ‘

--iz+-- Estimation of Decline

Mean +SE Change From Baseline
in ADAS-cog/11 Score

207 | —m— Galantamine-Treated
224 Group, 24-32/24 mg o
24

Baseline 3 6 9 12 18 24 30 36

Time, mo
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Disease progression

Proven efficacy of AchE
through all dementia course

Projection —— From data
MCI study 401
ADCS
'YI_C_I______________________________ ___FarlyADstudy ________________________.
Early AD i 402 Supportable” Aricept model
__________________________________________ o _______7/_________________
. Nordic extension
Mild to
moderate AD 3 years extension study)
No treatment
(Feldman and MSAD (Moderate to
Gracon 1996) Severe study)
Moderate to
severe AD_ | - .. __Severe study
Severe AD
------------------------------------------------------- < - Nursing
Nursing home home
placement placement
study
0 1 2 3 4 5 6

Years
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NMDA +&X A}t - B BFEI(Memantine)
Glutamate= k/2| S&2d MEHE=HO0|CE
GlutamateZt DI EH| LM MEMZL| &4 Lo 7IC}
Glutamates S&EO =2 7|A0[L} 50 2HH EICE

U SO|HRHO A = glutamate?l Ut 2H|[E[O] SHE 7|0 = 24 N

—_ L
+=8X° L& Ols EE7} € {ﬂi LHE2 Z4&0| 1tgf S 0| =4,
memantin 2 Z&2| 0|2 HAMZIA|ZIC}

1. Learning before 2. After Memantine 3. Learning after

Memantine treatment Treatment-rest Memantine treatment
A A o i
Learning , (X Rest , [\_ Learning ‘\Am
A ' —aw) A\ 4
P = 44 B @ @y ,ﬂ
A B o "
o A
A A A
Signal not De_creased Signal
detected noise detected

Signal Noise

MM bl I

Noise . Noise

B C

A Glutamate ® Magnesium ® Memantine
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BPSD(Behavioral and Psychological
Symptoms of Dementia)



A=/

/A

.
L

o

&[S L

o =
SO

R
0 o
- Mol
LHo Ol
1 mmgo
- 10
K _
r ﬂﬁ_
il -
- (g <YK
1of ol %mo
Eo) 50 o -
— = L <0
KD omw = o7 Hos
i 1= =~ N 1 505
~o.-0 U 3 0 ]
Sofolan 20 OH o < Yo
KIO gi¢™ — ol
O Ko Ho ol %0
W o % O = My
goIn ~ o o or maa
_|_H HE._O 50 KO o< X0 Klo
K iy yE <
MH o~ T = ﬂ o0 1
i —_ <0 N KO © H|_._|Ar
Ol < %0 o = io0 T HS
(@) —_
oueg &80 w o omy, sl
RS B o onu | ®549
NS Mg KB < T T
K He < ,._A_.Woﬂ #ﬂu_ﬁlo_o KK +OLWu__U__HRo__A/_|
~ - T
Rl o IH o _u__ a0 Kol mw o0y
- 2N N jof < & od — K Kook i1
R B - = el e
ST oM yrof_ 3ok ouRiR el R K=
o 2L B R OmBE Ny Hag==
o, SRR M OBRRINK o & D IR
T 20K ol 2o M 3180 =1 grix ol <0 g RURO T2

<0 KJ0 o1 <l kjo Kk TH Y 35 = 7 O g g o K s ol
Yoo o ﬂomew,nﬂ%mo%mo%mowoé
160 360 <0 =0 B 18 0 360 W|r 7 ~d 30 Wjr o~

™~ L ° 2 [ ] [ ] [ ] [ ] [ ] ° ° ° [ ] [ ]



X2/

/

el
L

8o o2

N

o

/el
=

3. AZ Mo 1515 0f

N
Klo

=

(@)

Bl
%0
70
Joill

N
K|O

N
K|O

7}

F

—

XSHS
=

17t 2 ZCHE, off2
-

@)
—

= A
| SFXIZE 7t

_
o

o

&

| H | Of CHoHO

= K== olioF
At

SHEL A
o O
= M o

H

A

o
A

g4, A= M =, J2[0 /X =X

ir
=

2 X =

=
OpLp x| 2

OF
=

o

HIZC|OLH| &l TCAS| &
S

=90, FO|A| X[0f=

2) %= X229

mujn

E
=
o
=



=

/A

S
(@
L

&[S0 L

o =
SO

S|
~

MO 22 H35t= Sa= (Teriet al, 2000)

LES/RU S, Hig|/Z2 7|, BtE A E /mannerisms

=
S

X-I
—
X-I
—

8
8

—t
o
L
—t
o
L

o
ol ol

F
F

LHabs AEfS sHolstn x|=

20| &=

&

7| 0of, BPSD2|

=
Ok
&
o Y o3
. 1o
o = LA
= <
0 =
Tno
K0 H ol
<{F <
o] oF
E REC ol
= ar o
pqL
K )
A_l o_E ~
g K
..nﬂ N_w
W D L
._o“_ {0 =
L MHr )
Ky =
N T~ 2y
jo
= &I ol
ol <0
°oH ™
N Jo
N0 o)
" Tl EX
o = W
o) B0 =
=010 ylo or
T
OF == 1o
Al oy o o
o__._._ ._m_._._._._._ Ur._
AW &
Ko Do '

o Uk

W oF

ok K

g

= o

E ol

(Y

o O

~ o

— __o._

O:._ Ou_

o) Ko

Kl o

= W)

9 X

u..rrr,. % )

1| ToJ U

wo J o8

Ra =

o ~ o w

Wiy s =

ol gn 3

W ] T

P& 5

nU R o)

IA e e —

R

KON X0
RTINS o

2s

10 O
L

~ .9

__d%_ =0 ow_m

K, @ .0
N mIDI |r._

HE — o

- Lr___w {10 7o) il

oJ< WU Dk



X2 IV

/A

.
L

o

&[S L

o =
SO

Al (Antipsychotics)

<L

ol
10

P
100

100
Kl

L{o

<

Trazodone, SSRI, TCA, moclobemide

Kd
K

Hd

EL
e}

=
Klo

: Benzodiazepine

A

®)
L

=]
=

F

o
o
o

o



515 M /LR S) XE A

S S
SO oot E2| BPSD 0| A TF X &otrt
Hef=ety SAE 24 AlEotid O CHE0f| &f= X2 & Zgettt
=8 Sds SRE o
dg4E Ao FHET [=XS =Helotid FO[A| X[OfIX| S =I5t
G EGH e SEHE Dot
NEZLE A&t HHS| STt
Zf 2HAH0| SE= = MY otrt
N zo Hitel F&ES HEOH EHETHTt
Nz 7|2ts 885t 2arE ZL[ESE 12 &
— ot 7HA| XIS 4-6 = Aol 2L 2SO0 Gl2B CHE N2 WX STt



o

SN AT FH B8

L o

v

Drug Starting done  Maximal daily
(mg) dose(mg)

Haloperidol 0.25-0.5 2—4
Thiothixene 0.5-1 2—4
thioridazine 12.5-25 50-100
Risperidone 0.5 1-2
Clozapine 6.25-12.5 25-100
Olanzapine 2.5 5-10
Quetiapine 25 50-100

A 4
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— Z=H™ 2K: oxazepam, lorazepam (0.

— Buspirone — seortonin 5-HT ,, partial agonist
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— Carbamazepine : 300-800mg/¥&

. OREE. A IR U, S5 WHELAS, 2 Ba NS
—~ Valpr0|c acid : 400-1000mg/ ¥
OFZ _OFZ AFSEFRO| = AL HC}
. OBEETY AL TF, M, HE B7L 2R, 7 24 4

— Trazodone : sedative properties
+  Sleep disturbance 50-600mg/d( Z|C{ 200-300mg/d)
- S/E:EEIZ 7IEHE NEY
_ TCA
« =7 E= 8AE80 25 dREt
«  2X} OFZIA (nortriptyline, desipramine) 7t F=H EIC},

— SSRIs (
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2227 A5 29

Drug Initial dose(mg/d) Target dose(mg/d)
Paroxetine 10 20-30
Fluoxetine 10 20-30
Sertraline 25 50-100

Nortriptyline 10 20-60
Moclobemide 150 150-600
Mirtazapine 15 15-45
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