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Physical ADL

e Basic or Physical self-maintenance skills

- AAE CHAE J12] D], St AAIZ, HIE, E2=2010], & &),
Ols, 2 H ﬁl‘a 2|, s
o LAZF

- Physical Self-Maintenance Skills (PSMS) (Lawton & Brody, 1969)
- Barthel Index (0-20) (Mahoney, 5,1965; & & &, S. 2004)
- Modified Barthel Index (0-100) (Shah, =. 2000; &etY, 5. 2007)
- Functional Independence Measure (FIM) (& etY,5.1999)
- 8t Ji2| ADLOI Physical ADL1t Instrumental ADL &= =01 S
. ADCS-ADL, Disability Assessment for Dementia , Bayer ADL, =
* As AD progresses to moderate-to-severe stages, losses in physical

ADL take greater precedence over those of instrumental ADL
(Feldman et al 2006).




Instrumental ADL (IADL)
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e O|A&& Ol |ADL?
- Efficient; IADL2| &2 B3lE BIZ0oIH =&
0 J

-Slmple e A2
L0, Ay &ted
=

y ﬁ

. 2LH01I/H INE=Je] )
- IADL of Lawton and Brody (1969)
- Korean IADL (K-IADL) (& =2&I, . 2002)
- K-IADL (2 &2, £.2002)
- Bayer-ADL (Hindmarch, =. 1998; Choi, =. 2003)
- ADCS-ADL (Galasko, =. 1997)
- DAD (Gelinas, . 1999; Al=3], . 2003)
- Seoul-IADL (S-IADL) (& 2, S. 2004)
- Blessed Dementia Scale-ADL in CERAD (Blessed, . 1968)




Blessed Dementia Scale-ADL (BDS-ADL)
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ADL in Mild-to-Moderately Severe AD

1. ADCS-ADL (Galasko et al. 1997)
- 45 [tems &
= 23 Item version of ADCS-ADL (0-78) for mild-to moderate AD
19 Items of ADCS-ADL 4 (0-54) for severe AD
18 Items of ADCS-MCI-ADL (0-57) for MCI
2. DAD (Disability Assessment for Dementia) (Gelinas et al,1999)
-10JHA| = SAUAM 22 WA EOH(AHE &), A=l & =4 0K,
Factds Al HOf 2t MIHAI 245 =01,
— Z 6= (& =22 0-1).
-ofg Bleg=2ttld, iy Je &= 52 SE= =E 2 A(0-100)
3. ADFAC(AD Functional Assessment and Change Scale)(Mohs S, 2001)
4. K-IADL (& ==2l, . 2002)




2.

DCS-ADL
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ADCS-ADL: Severe formUlA= Wt Xl= & =2E, 16-232 &t
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A 5-month, randomized, placebo-controlled
trial of galantamine in AD (MMSE 10-22)

e O78 AD Improvement
+ JISHI}

ADCS-ADL

score from baseline

A 4
Deterioration

Mean (+ SEM) change in ADCS/ADL

! 1 I | I 1

Baseline 1 2 3 4 5
Time (months)

<Tariot et al. Neurology 2000;54:2269-76>
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Galantamine in AD: A 6-month randomized,
placebo-controlled trial with a 6-month extension

* 636 AD with MMSE 11-24

- JIs8Jk DAD

- After 6 months of treatment, there were no significant
differences between treatment groups in the mean change in

DAD score.
- At 12 month
Change from baseline of | P value versus
DAD score at month 12 | baseline
Placebo -8.1 (- = YstE 2(0)) <0.001
Galantamine, 24mg/d |- 1.7 ns
Galantamine, 32mg/d |- 6.2 <0.001

<Raskind et al. Neurology 2000;54:2261-8>
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A 24 week, randomized, double-blind study of A and
B drug in mild-to-moderately severe AD in Korea

« [}IJ]22] 159 probable AD, J| =% J}: K-IADL

Adrug |B drug P-value
Change from baseline, ADAS-cog (12=F) -1.4 0.4 <0.05
Change from baseline, ADAS-cog (24=) -1.2 0.3 ns
Change from baseline, K-IADL (12=) 0.04 0.02 ns
Change from baseline, K-IADL (24=) 0.02 0.08 ns

« OIX|D|SHS2 K-IADL Hato| Af 22t
122=: ADAS-cog H 3} vs. K-IADL H3}: r = 0.16 (p<0.05)
247 MMSE 3} vs. K-IADL ¥ 3}: r = -0.28 (p<0.001)
ADAS-cog H 3t vs. K-IADL B3} r = 0.08 (p=ns)



K-IADL: Responder vs. Non-responder

« Responder (ADAS-cog: 4& 0] & 2F4) vs. non-responder
Responder | Non-responder | P-value

Change from baseline of -0.01 0.03 ns
K-IADL at week 12
Change from baseline of 0.05 0.06 ns

K-IADL at week 24

« OH&
- K-IADLO| Gl 2I6tAl &2 Itsd
- ADAS-cog 4& 0| & 224 JH IADL B3t E It =S 8 &2
a0l Of g
- Small sample size



A 48 week, open trial of C drug
In mild-to-moderately severe AD In Korea
« CtJ|& 1149 2| probable AD&HX}, J|=E It K-IADL

K-IADL () |K-IADL (&
Baseline 0.76 £0.71 8.36
24 = 0.77 £0.74 8.47
48 = 0.92 +0.82 10.12

« OIX|J|=H3l, CDR-SB #3531 2f K-IADL B3t AF2t2t
243 MMSE H 3} vs. K-IADL #H3}: r =-0.12 (p=ns)
ADAS-cog H 3t vs. K-IADL B3} r=0.21 (p=ns)
CDR-SB &3} vs. K-IADL ¥ 3}: r = 0.56 (p<0.001)
48=: MMSE ® 3 vs. K-IADL B 3}: r = -0.41 (p=0.004)
ADAS-cog H 3t vs. K-IADL B3} r = 0.03 (p=ns)
CDR-SB 23} vs. K-IADL ¥ 3}: r = 0.51 (p=0.002)



Moderate-to-Severe AD

1. ADCS-ADL,, modified for moderate-to-severe AD
195 & (0-54&)
. during the prior 4 weeks, interview with the caregiver

2. DAD: 46 questions of 10 domain, 0-100

3. IADL + PSMS (Lawton and Brody, 1969)
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A 24 week, randomized, double-blind, placebo-
controlled study of Memantine in moderate-to-severe AD

- 404 AD with MMSE, 5-14 S 10,
- Memantine vs. Placebo -
added on donepezil g | -os
Cg -1.0-

- < |2 15
-JIST I} ADCS-ADL 4 e
240 & 22 X0 s[5
-3.0

-1.6 (p=0.02) o

Yo 40

Alzheimer Disease Cooperative Study—

Activities of Daily Living Inventory, g

® Memantine
O Placebo

No. of Patients

<Feldman et al. Alzheimer Dis Memarilre
Assoc Disord 2006;20:263-8> el

LS Mean Difference
P Value

Baseline 4

8

12

18

End Point
: ; (MMRM)
Study Week (OC)
198 198 190 185 181 172 198
197 195 182 170 163 152 195
—0_.8 -1.1 —13 —1._4 —1._6 —1.2_
.03 .01 .02 .03 .02 .005




A 28 week, randomized, double-blind, placebo-controlled
study of Memantine in moderate-to-severe AD

B
« 252 AD with MMSE 3-14 . 3
 Primary outcome: g o Iél
. Memantine E
J| S %It ADCS-ADL I
T 7 -
baseline | 28=2 8 ¢ |3
tl:| §|_ £ —4- Placebo E'.j
— g 5 *
Memantine 26.8 2.5 3 ¢
a] ¥
Placebo 27 .4 -59 T . 22 End
ack Point
P-value 0.003 i "
Memantine 126 119 107 97 124
Placebs 126117 106 54 123
P valua 0.003 Q.02

<NEJM 2003;348:1333-1341>



A 24 week, randomized, double-blind, placebo-controlled
study of donepezil in moderate-to-severe AD

* 291 AD(MMSE 5-17) .. o i - P okt
° jl; jl- E 2 p<0.0001p< s T
1. DAD % 0 4 } Baseline
240 & 22| Xt0| g _j: T crl' |
= % inica
 8.23 (P<0.05) & . decine
2 IADL (Lawton) 2 8- s 1 1
20 2 _10- -~ Donepezil o 98.'. I
24_|_ O-” — ——l Il- | o | . -#~ Placebo
=1 T T i
. 6.83 (p<0.05) 0 12 24 Week 24
3. PSMS (Lawton) Study week i
_ Donepezil n=134
24_7|C_ O-” _(|:_ EQJ Il—Ol Placet?o n=140 3; 3; f:ig;

:1.32 (P<0.05
( ) <Feldman et al.Neurology 2001;57:613-20>



A 24 week, randomized, double-blind, placebo-
controlled study of donepezil in Vascular Dementia

. 603 VaD by
NINDS-AIREN
- MMSE10-26
e J|lS&E It
ADFACS

(Alzheimer’s Disease
Functional Assessment
and Change Scale)

LS mean (+ SE) change from
baseline score

1.0 4

Function
ADFACS

— W
i
[ |

<

g

144 % Donapezil (10 mg/day)

181 -4+ Piacebo

== Donapezil (5 mg/day) - T
*P<0,05 vs placebo _[
=

Clinical
improvemeant

- mim

2.2 T T I 1
0 B 12 18 24 End point
Study week (Week 24
LOCF)
Don10mg n=189 185 164 148 143 189
DonSmg n=181 173 164 152 151 181
Placabo n=180 179 166 1681 155 180

<Black et al. Stroke 2003:34:2323-32>



ADFACS

« Basic ADL from PSMS of Lawton & Brody (1969)
« |ADL from IADL of Lawton & Brody, ADCS-ADL, CDR and DRS

e O(best)-54(worst)

Basic ADL; score O(no impairment)-4 | Instrumental ADL; score 0-3(severe)

1. Toileting 1.Telephone

2. Feeding 2.

3. Dressing

4. Personal hygiene and grooming
5. Bathing

6. Walking

© 0N O AW

Household tasks
Household appliances
Managing money

. Shopping

Food preparation

. Get around inside & outside home

Hobbies and leisure activities
. Handling personal mall

10. Grasp of situation or explanations

<Mohs et al. Neurology 2001;57:481-488>




A 24 week, placebo-controlled study of Rivastigmine In
Dementia associated with Parkinson’s Disease

541 PDD with MMSE 10-24
« J|=H%Jt: 23 item version of ADCS-ADL (0-78)

N |Baseline (mean) |243, B 2H3t | XHO|

Rivastigmine |333 41.6 -1.1 2.5%
Placebo 165 41.2 -3.6
*p=0.02

e NI2IE=S A2 HSIE UPDRSZ =& (Safety)




ADL for Mild Cognitive Impairment

« ADCS-MCI-ADL (Galasko et al. 1997)
.18 Items (0-57)

- ADL-PI (ADL-Prevention Instrument)
(Galasko et al.2006)

« Bayer-ADL (B-ADL) (Hindmarch et al. 1997)
- Developed on an international basis:
USA, Germany, UK, Russia, Greece
- Target group: MCI, mild-to moderate dementia
- Korean version of B-ADL (Choi et al. 2003)
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Donepezil, Vitamin E for MCI

e 769 Amnestic MCI
« J|lsEI}: ADCS-MCI-ADL

ADL B H o} 6mo |12mo [ 18mo | 24mo | 30mo | 36mo
Donepezil, 10mg/d |-0.21 |-1.41 |-1.78 |-3.09 |-4.44 |-6.26

Vitamin E, 2000IlU/d |-0.34 |-1.08 |-2.13 |-2.84 |-4.16 |-5.63
Placebo -1.06 |-1.44 |-2.34 |-3.43 |-5.00 |-6.39

o Off&
RSO SIS E Jisd >>
-ADCS-MCI-ADLO| ADLS| H3= BI20IH BFE oA S

[

rsd

<Petersen et al. N Engl J Med 2005;352:2370-88>



ADCS-MCI-ADL: MCI vs. Normal Control

1.0 T
. . . _‘__-"'_' ''''''''''' -
Impairment of ADL is //-\H, )
already present in MCI. 0%
* The assessment of complex

-

ADCS-MCI-ADL=52

ADL is useful for the . 0.6
diagnosis of MCI. -
. ADCS-MCI-ADL " 04-
. cut-off: 52 points
- sensitivity 0.89 0.2+

- specificity 0.97

0.0
0.0 0.2 0.4 0.6 0.8 1.0

<Pernecsky et al. Age Aging 2006;35:240-5> I-specificity



ADL-Prevention Instrument (ADL-PI)

« Developed in the ADCS-Prevention Instrument Project
- A project to develop instruments for prevention studies for AD
- A cohort of non-demented elderly for 4-year
. 644 subjects, > 75 years
« ADL-PI =&
1. To assess subtle changes of IADL in non-demented elderly
. Discriminate between subjects rated as CDR 0 and CDR 0.5
2. Brief: 15 items (0-45), simple scale
3. Can be self-completed as well as informant-completed
4. Can be completed at home and in the clinic

<Galasko et al. Alzheimer Dis Assoc Disord 2006;20(Suppl3):S152-S169>



ADCS-MCI-ADL vs. ADL-PI

ADCS-MCI-ADL ADL-PI
S 1.Money/finances 8. Finds belongings
(138=) |2. Travels 9. Writes things down
3. Appliance/home repair 10. TV or movies
4. Laundry 11. Discuss current events
5. Shopping 12. Telephones
6. Prepare meal or snack 13. Hobbies or pastimes
7. Remember appointments
14. Selects clothing 14. Takes medications
15. Gets dressed 15. Plans/organizes activities
16. Cleans a room
17. Reads
18. Can be left alone




ADL-PI: Self-Report

1. In the past 3 months, did you balance a checkbook or credit card
statement, or pay bills, or use an ATM to remove or deposit money?

0 as well as usual, with no difficulty
O with a little difficulty
O with a lot of difficulty

O you did not do this activity
14. In the past 3 months, did you plan and organize complex activities
for you or for groups of people, for example travel, running errands,
or participating in group activities (ex, religious services)?
0 as well as usual, with no difficulty
o with a little difficulty
0 with a lot of difficulty
0 you did not do this activity




ADL-PI: Study Partner

1. In the past 3 months, did he/she balance a checkbook or credit card
statement, or pay bills, or use an ATM to remove or deposit money?

Oyou do not know
Cas well as usual, with no difficulty

—he/she did this less often

Owith some difficulty
COwith a lot of difficulty
Uhe/she did not do this activity at all

Oit took longer

—{1he/she made errors

2. In the past 3 months, did he/she drive a car without getting lost, or
travel to wherever he/she needed to go by using public or transport?

Hyou do not know
das well as usual, with no difficulty

—Llhe/she did this less often

Owith some difficulty
COwith a lot of difficulty
Uhe/she did not do this activity at all

it took longer
—{ he/she made errors
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