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Donepezil

Ol 22Ot
— 5 mg for 4wk =>10 mg hs !ﬂ
- MY Y (A3 RNE L)
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— ADAS-Cog 2-3'8 31t

— b ALO0 < A= NO|

0y YYS?

- AU 2N/ NEYL SN ML
ASYRNE

— SSRI : donepezil ASsE=S

- gaan: ASs=YL

Rivastigmine (patch)

Rivastigmine Rivastigmine
4.6 mg/24 h patch 9.5 mg/24 h patch
Starting dose Increase to Therapeutic dose

Figure 1. Achieving the target dose with rivastigmine patch: start with
rivastigmine 4.6 mg/24 h patch and increase to the 9.5 mg/24 h patch
target dose after 4 weeks.
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+ choline & 72 K|

J Alzheimers Dis. 2014;42 Suppl 3:5281-8. doi: 10.3233/JAD-140150.

The ASCOMALVA (Association between the Cholinesterase Inhibitor Donepezil and the Cholinergic
Precursor Choline Alphoscerate in Alzheimer's Disease) Trial: interim results after two years of treatment.
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Donepezil 23mg

I Donepezil 23 mg/day (n = 907)

Il Donepezil 10 mg/day (n = 462)
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Fig. 2. Change from baseline in SIB subdomain scores at week 24. A Overall population (MMSE 0-20).
B MMSE 0-16. * p < 0.001; T p < 0.05; ¥ p < 0.01. LS = Least square; MMSE = Mini Mental State Examination;
SIB = Severe Impairment Battery. A, B Reprinted from Ferris et al. [28] (Copyright® Ferris et al; licensee
BioMed Central Ltd., 2013).
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Table 1. TEAE in study 326 and in the Asian subanalysis [10, 23]

Parameter Study 326 [10] Asian subanalysis [23]
Donepezil Donepezil Donepezil Donepezil
23 mg/day 10 mg/day 23 mg/day 10 mg/day
(n=963) (n=471) (n=145) (n=78)
Patients with at least 1 TEAE 737 63.7 82.1 718
TEAFS
Nausea 118 34 159 6.4
Vomiting 9.2 2.5 15.2 38
Diarrhea 8.3 2.3 0.9 3.8
Anorexia 53 17 103 26
Dizziness 49 34 8.3 6.4
Weight decrease 4.7 25 55 38
Headache 43 32 6.9 38
Patients who discontinued due to TEAEs 186 79 214 10.3
Most common TEAEs leading to discontinuation
Vomiting 29 0.4 4.1 13
Nausea 19 04 21 0
Values are percentages.

a 2 -a- Donepezil 23 mg/day (n = 352) b 20 -#- Donepezil 23 mg/day (n = 611)

18 +- Donepezil 10 mg/day (n = 168) 18 #- Donepezil 10 mg/day (n = 303)
16 16
14 14
g 12 g 12
a 10 g 10
s 8 § 8
a 6 a 6
4 4
2 2
0 0

2 4 6 8 10 12 14 16 18 20 22 24 >24 2 4 6 8 10 12 14 16 18 20 22 24 >24

Duration from date of first dose to onset of TEAE (weeks) Duration from date of first dose to onset of TEAE (weeks)

Fig. 3. Time of onset of first gastrointestinal event after initial donepezil dose date for patients receiving done-
pezil with (a) or without (b) concomitant memantine. Data represent the timing of onset of the first gastroin-
testinal TEAE in each patient; subsequent episodes of the same event or of different gastrointestinal events in
the same patient are not reflected in these data.

* Most of the 1st onset of Gl TEAEs during the 1st month of treatment in both
subgroups

Doody et al. Dementia and Geriatric Cognitive Disorder 2012;33:164-173
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Multivariable Analyses by Cox Proportional Hazard Model for the Factors Associated With TEAEs (n = 166)

Estimates SE HR (93% CI) P
Age 0,02 0.01 098 (0.96-1.01) 0.198
Sex, female 040 0.27 1.50 (0.89-2.53) 0.130
Education, >9 y 0.13 0.26 114 (0.68-1.90) 0.629
BMI 0.60 0.20 183 (125-2.68) 0.002
Diabetes 027 025 [32(081-213) 0.267
Hypertension -0.24 0.20 0.78 (0.53-1.17) 0.231
Cardiac disease 007 045 1.08 (0.45-2.59) 0.872
Duration of pretreatment of 0.00 0.00 1.00 (1.00-1.00) 0.590
donepezil IR 10 mg/d (in weeks)
Concurrent memanting use =027 0.34 (.76 (0.39-148) 0.425

(J Clin Psychopharmacol 2017 Aug,;37(4):401-404)

Diagnosis of AD

Mild-to-moderate AD Moderate-to-severe AD
| |
Donepezil 5 mg/day Donepezil 5 mg/day
v l l

Donepezil 5 mg/day

Donepezil 10 mg/day Donepezil 10 mg/day plus memantine

---------------------- * Donepezil 23 mg/day l

Donepezil 10 mg/day
plus memantine

/

Donepezil 23 mg/day
plus memantine

23
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Drug assumption
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Antipsychotics Antidepressants Anxiolytics

B baseline H 24 months

Fig. 5. Drug consumption from global sample at baseline and after

24 months of treatment. -

Antipsychotics for agitation
in dementia

Aripiprazole 2-5mg qd 15mg /d

Clozapine 12.5 mg once to twice /d 150mg /d

Haloperidol 0.5mg /d 3mg /d

0.5mg /d 2mg /d

Olanzapine 2.5mg /d 5mg bid
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