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Cf: Amnestic MCI, Petersen, 2002
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Fig. 1. Extension of the diagnostic flowchart of Petersen [43] by neuropsychological instruments and the incor-

poration of depressive symptoms.

3 Betersen RC: Mildcogitive mpirmentasa.
ovic ety ) It Med 2001,
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» Best predictor of conversion to AD.
+ Best discriminator between normal aging and mild AD.
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Is one cholinesterase inhibitor
better than the others?

« Rivastigmine & Galantamine with food

« Rivastigmine

» Cochrane Review 2006
* 10 RCT of dementia for 6mo
« Donepezil & Galantamine

" =S ps)
MMSE 2% -2.75 = metabolized by hepatic cytochrome P450 isoenzyme

» More A/E in pt with ChEI than placebo. = SSRIZH M FOAl 5500, HAHAE s 34
= Rivastigmine
= hydrolyzed by brain esterases

Be—

Pharmacologic Agents for the Treatment of Alzheimer's Disease

gz;%chrome Igi;;i:l Does Escalation Adverse Effects A C h I% 1_E_ Qfo'ta g % % O'nl E -l '?
Donepezil + 5mg increase to 10mg Nausea, fatigue, { Yes or No? CRERE
after 4 weeks diarrhea, vomiting 199 P <0.001 impmndmm:slonl
P =0.019
Rivastigmine | -/BuChE |15mg |increase by 1.5mg bid every 2-4 | Nausea, weight o ££0.001..p <0001 *
weeks up to toal daily dose of 9- | loss, §, Y T O St ot ittt o Tl Kol el ety Sl Baseline
12mg diarrhea S o { +
£ £ 054
- — - - — 1t 3 Clinical
Galantamine | +/ Nicotine |4mg increase 80 mg bid after 4weeks; | Nausea, vomiting, S 8 1.0 decline
(ER) on additional increase to 12mg anorexia, E =
bid may be considered 4 weeks diarrhea w E 4.5
later = thed
3 ¥
- . 227 A Placebo
Memantine* - 5mg increase by 5mg weekly to total | Headache, .- . L L S 3 .
of 20mg daily(5mg qd, 5mg bid, | dizziness, 1% 2 24 36 B2 e point
10mg in AM and 5mg in PM, 10mg constipation Weeks
bid)
Figure 2. Long-term benefits of donepezil in o 1-year, plocebo- lled trial.

T Al
ER = extended-release.  =UIZEIIE MMSE 10-26 & (CDR 1-2 or 6DS 3-5), *MMSE <14 :’H':”“::u?mﬁlwz:mi“”h year, randomized, plocebo-controlled study
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Switching ChEl

A) No washou
B) One day

A) No washout
B) 7-14 days
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Monitoring Point

6-mo should elapse before any
definite decision regarding the
efficacy.

Response should not be judged
in a single domain.
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Alzheimer’s
Disease

’ Normal Aging

Amnestic type

Memory Impairment Retrieval deficit type

Word finding Minor delay Anomia

Visuospatial function Retained Impaired

Retained Loss

No change Compromised

Social engagement Retained Apathy, withdrawal

Farlow MR. ATM 2007
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Vitamin E and Donepezil for the Treatment
ofMild Cogrutlvc Impairment

ABSTRACT

BACKGROUND

Mild cog nitive im paimment is a transi state between th itive changesof ot Fram the
malaging and early Alzheimer's disease. Rochastac Minn. R.C.P); Uniarsiy ofal-
ma. San Disgo. San Ciegs (R T- Do
nermoos S LT el P ol Son cice
WS, Ruzh Uinbvar ity Madial Schocl
In adouble-blind study, we evaluated subjects of Cicse ©by; Bavier

odicina.

impairment. Subjects were randomlyaf
of done pezil daily, or placebo for thre.
ble or probable Alzheimer's disease; 5|

RESULTS
A total of 769 subjects were enrolled,
velopedin 212. The overall rate of pr
beimer's disease was 16 percent per
were no significantdifferences in the
in the wi E group(hazard ratio, |
P=0.91) orthe done pezil group (haza.
0 1.13; P=0.42) during the three year|

The primary outcome = AD
Secondary outcomes = cognition

Method : 7692 Vit E 2000 IU & 10 mg of donepezil
for three years. (n=769)

and function.

menteffects at 6-month intervals showed that as mlnpalcdw i die placebo roup the
donepezil group had a reduced of se dur-
ing the first 12 months of the study (P=0.04), 3 findi npporl:db) the secondary out-
come measures. Amongearriers of one or more apolipoprotein E edalleles, the benefit
of il was evident the three-year follow-up. There were no signifi-
cant di in the rate of 10 Alzheimer's disease between the vitar
Eand placebo grou ps at any point, either am ong all patients oramong apolipop rotein
Eedcarriers.

concLusions
VitaminE had no benefitin patients with mild iti
ezil therapy wasassociated with a lower rateof pr agu:sslon to Alzbeimer's disease dur-
ing the first12 therate off

three years was not lower among patients treated with amcpuu than among those
given placebo.

This aricle was published st wwwcrtojm

ong on Apeil

N Engl ) Mad 3005
s

P © 2035 A emechases Mod o Zoamp.

Table 3. Hazard Ratios for the Risk of Progression to Alzheimer's Disease in the Donepezil and Vitamin E Groups
as Compared with the Placebo Group.*

Interval All Subjects APOE €4 Carriers
Hazard Ratio Hazard Ratio

(95% CI) PValue (95% Cl) PValue
Donepezil vs. placebo
First 12 mo 0.42 (0.24-0.76) 0.004 0.34 (0.16-0.69) 0.003
First 24 mo 0.64 (0.44-0.95) 0.03 0.54 (0.35-0.86) 0.009
All36 mo 0.80 (0.57-1.13) 021 0.66 (0.44-0.98) 0.04
Vitamin E vs. placebo
First 12 mo 083 (0.52-132) 043 0.78 (0.46-134) 037
First 24 mo 0.95 (0.67-1.36) 0.79 0.95 (0.64-1.41) 0.79
All36mo 1.02(0.74-141) 091 0.95 (0.66-1.36) 077

* (I denotes confidence interval. P values were not adjusted for multiple comparisons. In the donepezil group, when correct-

ed for multiple comparisons, the P value at 24 months for all subjects became nonsignificant (P=0.052), and the Pvalue
at 36 months for APOE e4 carriers also became nonsignificant (P=0.078).

SMDand95%Cl  SMD  95%CI
Ginkgo vs. placebo at 24 weeks
Griissel [38] (<200 mg) —_— ~038  -0.0710020
Le Bars et al. [31] (<200 mg) - -034  -06310-0.06
Kanowski et al. [30] 200 mg) ] ~025  -057100.07
Brautigam et al. [20] (<200 mg) “002  -031100.28
van Dongen et al. [30] (any dose) 1 000 -02810045
Combined (<200 mg) - S015 -033100.02
Combined (>200 mg) Ee—— 0014 -040100.12
Combined (all doses) - —017  -0.3210-0.02
Clholinesterase inhibitors vs. placebo at 21-26 weeks
Galantamine (21-24 weeks)

GAL-USA-1 Raskind ctal. [40] (24 mg) ™ ~067  -09110-0.43

GAL-USA-10 Tariot et al. [41] (24 mg) ] ~0.56  -075t0-0.37

GAL-USA-10 Tariot et al. [41] (16 mg) - ~0.54 B

GAL-INT-1 Wilcock et al. [42] (24 mg) n ~0.53 §

Combined (16 mg) e —. -0.54

Combined (24 mg) - -0.58 §

=T P

b A|ORE oL}

Figure I. Kaplan—Meler survival estimate,
probabillities of beilng dementia-free.
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Persons who exercised 3 or more rimes per week were more likely to be
dementia-free than those who exercised fewer than 3 times per week.

Ann Intern Med. 2006:144:73-81

Figure 2. Kaplan—Meler survival estimates by exercise and
per based physical function (PPF) levels

Kaplan—Meier Survival Estimates by Exercise Levels. PPF Score = <10

=3 times/wk
<3 umes/wi
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