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" €Executive Summary

Purpose

This study focused on providing the evidence for preventive strategy of
dementia and proposing the basic direction for management of the
disease by assessing the effectiveness of screening tests as well as

pharmacological and non-pharmacological intervention.
Methods

In order to analyze the effectiveness of screening tests, adjusted
USPSTF method was used. And a systematic review was performed to
evaluate the effectiveness of Ginkgo Biologa and computer-assisted
cognitive intervention. Also, the effectiveness of pharmacological
interventions(Donepezil, Galantamine, Rivastigmine, Memantine) for
vascular dementia was evaluated by means of systematic review
methodology and Ginkgo Biloba treatment. Lastly, a model that compares
various strategies in other countries was established for the national

strategy of managing dementia.
Results

There were not enough evidence to either suggest or not suggest the
population-based screening test for dementia. Ginkgo Biloba also had
insufficient evidence to be conclusively evaluated, and the evidence for
non-pharmacological intervention (computer-assisted cognitive
intervention) showed low-quality. In terms of pharmacological

intervention for vascular dementia, evidence for Donepezil and



LHatd x|oje| 2,3x}F ool et Qlz7 gt

Galantamine was evaluated more than moderate quality (GRADE
standard), while Rivastigmine and Memantine showed low quality of
evidence. However, only two studies per each of all four pharmacological

interventions should be considered.

Discussion and conclusions

The increase of dementia’s disease burden is extremely rapid and it
needs attention not only from the area of public health but from the
whole society, which means the national based strategy should be
established.

This study focused on reviewing various management strategies of
dementia in other countries and providing evidence on controversial
interventions by means of systematic review. This evidence should be
utilized throughout various professionals, stakeholders, and policy makers
in order to be developed to a guideline that can be distributed and

actually practiced.
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1.1.1 ¥ X[ (vascular dementia)? %oty £4

HEE

-2
oy
1o
o
flo
1o
>
=
o
P
I
rust

Y A|Uo|D), LuRY AXIoRE HTH HIHol 3
Xp O (HL)O| T FES MEIZ ZFIICH HEBY AUE AU FYME HIN
o FUES SO oYY 4 U IO| Hop HAMYO| WRY MEOITL AU, HH

=23

M
X[of, wEeE AXPFROl Gigt Foes H2 EG.

X|i(Dementia)@ 9 Hgoz QI MIe F
E YHHUMN, 2198, A0, XEH, o9E, Alits

U X|Uf(Vascular Dementia)@ 2198, QIX|7|5, Y XHo Hodt= Uik

FQESO| LUMTLOT QIS PHO| Wyl X|I} XYY FOE T} FF X
o
=2

—

HE, NN WL, & PN KIBOIM HET Tgre] A} QUoof ¢

€ X[ofet H@d ek Arojof ZEHQ AMRAAITE UACOF Y

HY@Y AXFo (Vascular cognitive impairment : VCI)e Rt FHest I
HoE HYyBU| Y Lor= HE FLY UXISENUE Vascular cognitive

impairment no Dementia® g/ XS A JHFo.

') RE % vy
HEZF HAHO A= WX FOAM XY FEE2 A 30%= HEF YAHHO| Y=

OigXtel Blel 3.6~5.8412 HWAHBEE IFXUY. 704 O HEFT UH XM

[l
off
1T

1) LEEA X|oje] ZIET|=0|A “EI™™Ol QlutmtA|e] Z7H'E OC|7kX| Efcisior sk=7tofl tisto =
xlolch 74874 CH=. ICD 10, DSM IV, ADDTC, NINDS-AIRENOIA 2izt Ci2 Rt |=2 MAlskn
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20084 12¥ HiE =9 XU JYPE| THEH, 20059 QU MMA QI Q13
Y, Y, u, HFXY EE9 X RYESZ 7[F2=2 4%t 200849 XU §
£2 8.40%°|H, ¥XAE 421,387H(H4 163,450, %4 257,936%)C=
FEY. 20059 QU MMA QI QU9 AY, Y, WK, HFX|G BEI XU G
E2 JlFEC=2 FA9E 2008Y UXsto|H X[ {HEC|l 5.94%=F TN X|uel
70.7%%E XX[3[¥1, UG XU} 2.05%= HA| X|0jQ] 24.4%%E XIX|ofLCt. 7]
Ef X|Uje] QYHE2 0.41%= A X|UjQ 4.9%%UY. X FHE2 AFYC|l FILx
g, ofHo| F34E, GAHEUE M =UT. HFE X0, F= X0, FSE XU,

7% XUje ZHZ HM| X[ie| 28.8%, 39.2%, 18.5%, 13.5%=% A3k U FE
X|0{7t ™H|12 68%EF XHXISIAULT.

1o

of % of
ria

H HAHCZE: XUjo RFES A& FII%t= FMZ2 22 EuroCoDed THO| 2

stel FQITO O 1.27068 AX|SHL ULk,

The number of people with dementia in Austria as % of the total population from
1960 to 2005

H 119 -
l-i 057 d___j?—’_'__‘_id—_:—_ —T11s
) 085 __d__,—_—_-:_‘_’ " 102 11

0.6 TEE
04
0.2

0

15960 14970 1980 1990 2000 2005
& Furpdem # Ferri et al.

a2 1. Austria®iXe| X[of REES
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SEH|ZX(informant)®ll 23 A%E7|E 31,
20| XY IO ot T W2 FRN EXULE Holo. 2 A4e =AY 54
of MS X 0 BE ME AW THE Qe i, 1Y MRI, CT, EEG,
Neuroimaging, Genetic testing®f Z°o| ME ZXIo| oty XY 3=z O|§&E
X|ufZAre 3 =F2 HQor¥HeH, d=2Y =F°| X7| XTy AYE Uz ZASA
AT Oidoll tigh ZHOIT, of2] AM ME AT il o

A{td
=2
o] 3= QAx JE>*°Ii(mild cognitive impairment)?f Ue 22 ®ots 3= UQH,

HEe Xg9o] UHRIFYHS MG GHOoE HI|T ot oY Uidae xfojz ME
AT e oo ¥F2 MNE = ULLZ, o] I APME FHHCZ G
2 299 HoAG. 2 APYME FFE AR HY(asymptomatic primary care

or community population)Z Y2z 9t A2 IFYOIAULE. Ol |FEL=E U
U 3y E ot A2 o)™ USPSTF A9ME WAHEE Ao|Y (Boustani,
2002).
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Figure 1. Screening for Dementia: Analytic Framework
1
Effect on patient function
Pharmacological | "°°9.”]|"“9
treatment N e
- physical
Effect on hospitalization,
. : Nonpharmacological [—*| institutionalization, health
Primary care population2 _Screening’ Dementia treatment® | |care visits
"\ identified
|| Effect on patient
lf behavioral problems
. — Caregiver
Adverse effects of intervention® :
screening’/costs® ™ "|_,| Effect on caregiver
T— / stress, coping
e
//'avm Eﬂe;;s“a,\ || Effect on accidents, falls,
auto crashes
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a8l 2. USPSTF2| Key Question #1&

Effect on health related
quality of life
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validity)et X EfgE(External Validity)E
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Table 4. Evaluating the quality of evidence at three sirata

Level of evidence Criteria for judging quality

1. Individual study » |nternal validity®
» External validity®

2. Linkage in the analytic framework  » Aggregate intermal validity®
« Aggregate external validity®
* Coherence/consistency

3. Entire preventive service » Quality of the evidence from Stratum 2 for each linkage in the anahytic
framework

» Degree to which there is a complete chain of linkages supported by
adequate evidence to connect the preventive service to health outcomes

» Degree to which the complete chain of linkages “fit” together

» Degree to which the evidence connecting the preventive service and
health outcomes is “direct™

*intemal validity is the degree to which the study(ies) provides valid evidence for the population and setting in which it was conducted.
b Extornal validity is the extent to which the evidence is relevant and generalizable to the population and conditions of typical primary
care practica.

“Fit" refers to the degres to which the linkages refer o the same population and conditions. For example, if studies of a screening
linkage identify people who are different from those involved in studies of the treatment linkage, the linkages are not supported by
evidance that fits™ together.

““Directness” of evidenca is inversaly proportional to the number of bodies of evidence required to maks the connaction betwaan the
preventive senvice and health outcomes.  Evidence is direct when a single body of evidence makes the connection, and mors indirect
if two or more bodies of evidence are required.

M

g 3. & TAolMe E7t WE

1) 193 - HE ¢ & It

A. U™ EYE (Internal Validity)

@ 71# (Criteria)

- ¥XE Xg9 EEY/AEE HAM MZTF (Comprehensiveness of sources
considered/search strategy used)

- EEE A9 BEXM Tt (Standard appraisal of included studies)

- 229 HYE (Validity of conclusions)

- HAd(Recency) ¥ XMEM(Relevance)2 AN 2 LEN 3] 2%

@ 2

- Good: EHOI XEof ZA M S 2o, HWSH AY; LYOID MW M

rhu

Good / Fair / Poor
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2ol BxY

2Y3|DaH PasDg-22Uaping [DUCIIDN

B

Aduaby Bulpioqpjjo) 24



Xt olfoll chet o|=7|=Eot

X|oje| 2,3

oy
)

o
A

4o ARYEX] gof HIE'”Ol

I
[

oI
ﬂ < oo
o o
5T

olo =g
e g
of < <
oW g
o T KD
o) = O o
- L = K
mﬁ_ B0 mm Klo
*~ H o B
g o mo &r
B K @ A

Rr

oMol B (External Validity)

0}
g
KWOF B2
o

® 1 I

B.

[ b Eaal ] L~ Ithearae Coallabarating Aaanecu
National Evidence-based Healthcare Collaborating Agency

e 1

- HI§X(provider)

@ #E : Good, Fair, Poor

wr____

K

D U= 2XF WUE EX/AG/YR TSR0 HeY HEX] goF Zn

- Good

AN Y FHLL YA FWO| GF UK YIOIN &

X0| £2(>90%)
: Ot YUk ol §UXp/HZ/omFEXt A

— O .
80| MZ;

f

2

x
=

o
U vt

=
o

oM w2t Za)

x
ofzte] A

- Fair

CEHEU(50-89%)
;o Uxp oy eUXp/EY/omgEXt HAF O

- Poor

xt 9|0 EUY TH540l $S(<50%)

Kb

S

F OxAS I AR} YN

g SO, WX EYEE o{HI)

ORIt (Of

x
=

Exfots At

ot 23k (CIE S,

2 77t UAe? AFE

ar
L

ojwI1?)
T HWE PO UL

olJ
.AO
or

3]

29|



@ ZEZ : Convincing, Adequate, Inadequate

3) 3TA - HM IO Higt

M
rhu

USPSTFe T ZE° gt 222 W=7l Al & 21X ¥H22 BIIor=tl, sty
€ Magnitude of Net Benefit®|d & 3f4= Certainty of Net Benefito|H.
O|2 EO|2 o %|FXMO=Z A, B, C, D2 S3Y0=0| 2H2t9| ooj= ofaf HeF &
. £, A, Be %% FHE MAY AS A= Ao, C, De MY ¥ A2
A5, I(Insufficient)E Net Benefitoll titt Z4/d(Certainty)©l RO ©% of
ot UNE =X S 0ot
Net Benefitoll tigt &&/d2 G210t 7122 B 29 24

H 2. US. Preventive Services Task Force Levels of Certainty Regarding Net Benefit

Level of Certainty Description
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H 3. USPSTF Grade
Table 4. What the USPSTF Grades Mean and Suggestions for Practice

Grade Grade Definitions Suggestions for Practice

A The USPSTF recommends the service. There is high Offer/provide this service.
certainty that the net benefit is substantial.

B The USPSTF recommends the service. There is high Offer/provide this service.
certainty that the net benefit is moderate or there is
moderate certainty that the net benefit is moderate to
substantial.

Cc The USPSTF recommends against routinely providing the |Offer/provide this service only if there

service. There may be considerations that support are other considerations in support of
providing the service in an individual patient. There is the offering/providing the service in an
moderate or high certainty that the net benefit is small. individual patient.

D The USPSTF recommends against the service. There is Discourage the use of this service.

moderate or high certainty that the service has no net
benefit or that the harms outweigh the benefits.

I The USPSTF concludes that the current evidence is Read “Clinical Considerations” section
Statement|insufficient to assess the balance of benefits and harms of |of USPSTF Recommendation
the service. Evidence is lacking, of poor quality or Statement. If offered, patients should
conflicting, and the balance of benefits and harms cannot  |understand the uncertainty about the
be determined. balance of benefits and harms.

H 4. USPSTF Recommendation Grid

Table 3. U.S. Preventive Services Task Force Recommendation Grid: Letter Grade of
Recommendation or Statement of Insufficient Evidence Assessing Certainty and
Magnitude of Net Benefit

Certainty of Net Magnitude of Net Benefit
Benefit

Substantial Moderate Small Zero/negative
High A B C D
Moderate B B C D
Low Insufficient
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2 roc|> oM ZIHR] 12 Xjof Bt 2y 23 - USPSTF 4t
FESS YA ==t
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datg X[ofe] 2,3xt offdol| thet o|=7|=E7t

2.2 X0 gt %=-HIYE A& =i Gt

HAEH 0

2.2.1 Ginkgo Biloba2| X|ufj X|g Zajof tf$t HA= 2H D&

Iy 28
AAE UM Foto| UL SHO AWE FUCL, O/ HEYOR Ginkgo

A
=2 =2
Biloba®| X|Ujof tigt A8 X mapgo tish =M 2HE HIEOtuXf orAH.

4y e
20099 AHRQ(Agency for Healthcare Research and Quality)?| H|uZzut
i (comparative effectiveness reviews)2 3t 7|1Z°f| sTEH HHXH SHDA
2 w23t OFI|AWIUIHES T QI6I0] HILGIFC Glnkgo Biloba2| X|Oj{o| C{gr
uafof tfer oo HAH NH=ES
MIIZE olgof EWTE HH FEAULAHEAT FeS 12 HESIAH. HAH UL
ao| HpFEx|eto] MM (relevance)Ol U =
0ot & HIIE AASY, 1 2o £2 £F9 0IHQ F =0 £TE HAN FH

& ZWE o|gst: NN FdDE(Compensated review using existing

e
=]
g

Yob $o &F MUE MAY SHDKO|

—

Systematic reviews)Z $%0IICt,

g
Jal
do
o
2
>
o
re

“(randomized controlled trials)

(2) 97 Y’ (Type of participants)

- X|off 9 QAXPYo UXf(Dementia and cognitive impairment patients)



(3) XY™ (Type of interventions)
- Ginkgo Biloba

(4) HlRZ(Type of comparison)
- Y% (Placebo)

(5) 8 (Type of outcome measures)
- QIX| It (Cognition Assessment)
- MYrX ™I} (Global Assessment)

Mt (Behavior Assessment)

Il (Function Assessment)

(6) ¢¥°l(Languages)
- 991

) 2HAM
AL E HIO[EMIO|AL CrEB ZOD| 2t HIO[EMIO| A HM Lo ME D MM

off XtI5] 71 &3t

(1) =2 HAY SHIE FH HM

9| HAH FTEIE HAMZ2 =TEH HAHY FUHIEY RI|&£PIIEIME HMOI:
oz Medline, Embase, Cochrane library, CRD database®lA] ¥ M
O|E AEoto] MR, NAHIX FEHIE ZHUHMZ 39 Embase’lMe SIGNY
HAN IHIE filterg AHE9I¥2D, Ovid-Medlines DB9 HAN IdHIH

limitation 7152 A4 o, AdMAL2 20093 10¥ 19¥o[UL.

OvidMedline http://ovidsp.tx.ovid.com/

= Embase http://www.embase.com/

http://wwwa3.interscience.wiley.com
/

CRD database(DARE, HTA) http://www.york.ac.uk/inst/crd/

* Cochrane library
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(2) 29 27t 2Y HM
X

Torel JMY AAO| HAN SHDE AMI|Z0| 2007 QUK o|YoDE 3t
WY FTUS HASH| Yotel, 2006ULE HYIXZ HUSH  Medline,

Embase, Cochrane library, Psycinfo®lA #H ZHMOE Agofo] TXY UMdA|

HATE AMOIAL, AMUL 20004 12Y AYO|UCE. Tt AIHOZT HoYE QA

a2«
AH ARE HQUBHI| A3 clinicaltrial.govE HMOSIEICE,
= OvidMedline http://ovidsp.tx.ovid.com/
» Embase http://www.embase.com/
= Cochrane Library http://wwwa3.interscience.wiley.com/
= Psyclnfo http://psycnet.apa.org/

op) def JlE % CH
(1) g deoIE

2 =28 F B oY A4X(IS Hwang, YC Choi, YJ Lee)?t =2 HEat %
£2 UESH, APl yojE M I HiX| J|Fo| wEp FeE MO, SUXE M

HANE YR AFYYE FOIY SHASAH. =9 HAY FH 1Y FL Ginkgo
BilobaZl X|Ujo] 0OjX|z |u/dS AU HAY ¢ 0% L o8I |&PIEIMIZ X
YA, 2R Z2EEZW WHE FQ NSRS, EOF HYIF =3 Assessment
of multiple systematic reviews(AMSTAR)X 6% the characteristics of
the included studies provided ¥31t 7¥ the scientific quality of the
included studies assessed and documented ¥=4 No?l FLE HAXE 2

EoIE HI| SO HiNOIRY. 130 HE UEE FHEEUMEAE T2 HXPF E2

FHZ, €2 UN=FUZ EAUOIq WHY =32 F5 FLH AC= 21 HXOIAH.

uph) @It
(1) HAHH S0 F9 P &3

HAN SHIHIN HHYIF= Assessment of Multiple Systematic Reviews
(AMSTAR) % TE Ar3oIAt. & B AP SYEHOE [IOIFRLH, SUX|

= |
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MEHEl HIAH FH O AQM FEU Xaes O2Y 2O

» Ad H (general information): XX, WAL HAXZI}

» A4 (study design)

m XA (participants): inclusion, exclusion criteria

= XY U HW (intervention and comparator)

m 9| Zif(outcomes): 2} HOM B2ret QX H

n Mtk (search methods): AMI[2F, source, Ao Ao, ZAHA
m TotEl AL ~(number of study)

n HIL W (quality assessment)

m Gjojg| &M " (data analysis)
= 2 (results)
= ZE(conlusions)

|

= funding 9% 5

YMOZ A% T Cp2 AFXI} AESIUCL SUXE Zo| of

HESHD, BB FOIO YOS O[T EAMOYCE,

o ol AR}

of oy 2Ue UL

o Jin

2.2.2 H|%kg X|BO|| Uj¥t MBXH 24

olg X|ZOHS Rl H|FE X|BQ| FHLS WHO| I CIFOLD 1 ArRlel Aty|Sord
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Guideline Clearinghouse, NHS Evidence, Guideline International
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2.2.3 BRE HX QX| X|&(Computer Assistant Cognitive
Intervention)?| X0 X|& ot ot HjHIX FH 0

Iy 25
AAH SUNME Foto] Y 2HY AUS FY
AX|X|ZO| AUfo] TP UAR mIpHO TS MM 2HE MBorn, 2H My AL

TEE ZHOotUX oruH.

) DEe Y A7 1Y IF
A3 % (Type of studies)
- R YA AR (Randomized controlled trials)

xb
FRAUSAIE AR (Non-randomized controlled clinical trial)

(2) 97 Y4 (Type of participants)

- X|uff 9 QIXPYofj eXf(Dementia and cognitive impairment patients)

(3) XY™ (Type of interventions)
- Computer Assistant Cognitive Intervention

HFHE o8 AX| X2 RE EYUSIUCH, SHY| Xors FX| WA

(4) Y Z(Type of comparison)
- MEd SUHERO X|ghE FX] U
(5) Y=Z2Y%(Type of outcome measures)
- QX| HI[(Cognition Assessment)
- MY ™Ip(Global Assessment)
- %% HIl(Behavior Assessment)
©°

- 71 %B7I(Function Assessment)

(6) ¥ol(Languages)



Mo g o) Yot SX| ok

o=

o) EHAM
ALgEl HIO|E[H[O|AL TSI 2O 2 HIO[EHO|AY HA Yo HE 3,

off XI5l 71 &3t

MNION

oY
1=

>
iU

3 Jouc

(1) =9 &9 HAM g

39 2HL2 Medline, Embase, Cochrane library, Psycinfofld & ZAoj i’:
g Argoto Zuorit. 29 A AL (Randomized controlled trials) #M ;_
2 9819 Embase°lM= SIGN®| filterS AL881%O0, OvidMedlineolAs 8
Cochrane highly sensitive search strategy: sensitivity and precision S
maximizing version filterg AM83t%1, Psycinfoe Eady® 939l Best ?
optimization of sensitivity and specificity filterg& XZXoto] HMsiACt(Eady, A
2008). AMUL 20004 10% 14%-1620I%L. >

* OvidMedline http://ovidsp.tx.ovid.com/

= Embase http://www.embase.com/

= Cochrane Library http://www3.interscience.wiley.com/

= Psyclnfo http://psycnet.apa.org/
(2) =4 = UM

ZUY FEZ ol 57 UHYW YHIOo[E{H|O|AE ©|Z00] ZMBFAUCt. HMUL 20094

128 140|120t HMolE 2t DB SXol T2t ZMo|S Wgste] Aot

= F2|olH E http://www.koreamed.org

= TS| EA 2 http://www.nanet.go.kr

» o|St=F 0| O] E{H| O A AH http://kmbase.medric.or.kr/

= NDSL http://scholar.ndsl.kr/index.do
s St uSsSteEE Y http://www.riss4u.net/index.jsp
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ASOHD, APHo| HOE M 9 wjH J|Xo| mat 2w Mesigct
5

o
=
QOB MY ARt ofY AP X |

MeEl Ao 4i5f Cochrane group? HIEE ¥ H7I(Risk of bias)&
oI, & ARXIN =82 4L STHOE PIiUeH, FUXI UeE B¢ 2H B
L

8 Yo E= N 379 JHUS FOIA SHESIARH

AExse BEOE AHIEE WAL 01§Ot0] U PO ATYUO| SYHOD F3U ¥
. BUNE o) oy oY US| WP AENL, oS

HE) XtEEM
ANPUETT, JSUAUCT SOl Wer u XE WS LMOYUCH ARCX L F

Aol o4 (heterogenity)@ Aoh HIEHEAL AlOtR] Qict.

AP 249 Ay A FE EH
APX 99of|M Grading of Recommendations, Assessment, Development and
Evaluation(GRADE) Working Group®Al JH2st @Ol GRADE HHE9Y Bo1gs2 °f
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a2l 4. 2719 & ZAA Diagram (GRADE)

Step 1. Health Care Question

Step 2. Z1}e| =% (Importance of outcomes)

Step 3. 27{2| & ZA (Quality of evidence) 123
* Downgrade
o170 MEHA (Limitations in study design)
0|&l‘M (Inconsistency of results)
H|Z|&A (Indirectness of evidence)
H|& 2 (Imprecision)
£ H|E2! (Publication bias)

¢ Upgrade

fob

ool 37|7F £ off (Large magnitude of effect)
2

24

All plausible confounding)

e Kl

(
—HL.2 D17 (Dose-response gradient)

opn

Step 4 : M1 Az S&F5

Step 5 : A MY

a2 5. GRADE
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2.3 €U Xojo Hitr ¥SXEQ mIpo| gl

HAY ZHAH

memantine? @A

=

2.3.1 Cholinesterase inhibitor
Xjoj X|= mopo Oigt YA SHOE

o) 25
HAIN IBHIEZ T Y I ZWUE FUSIL, O|E HIYC=
cholinesterase inhibitor2t memantine? EadX|ofjo] tfot UAX rupdof Ty

KMo 224E KB, T3 i UL %

H1
(1}
Yy
oX
o
|
|
o
4]
0

1) e
20099 AHRQ(Agency for Healthcare Research and Quality)?| H|wZzut
i (comparative effectiveness reviews)2 3t 7|1Z°f| sTEH HHXH SHDA
= Y%t oRI|&YIIYHES EYdtY ARSUH(AE 4). Cholinesterase
inhibitor?} memantine?| YAGX|UHO Tigh o] tfot Qo HIAHY 1 =E5
g IO sUE =39 AMI)ZF o|Fo| £TH UH DIHAYY
Agay 8 R FYEUS FIIE FESRH. HAIN FeUE APFHQbe wHig
(relevance)®l tigt B2t 2o %F MEHE HAIH FHIEO| G{5t & FYIIE HASL
o, 1 ZY 2 $F UHQ F$ JI1EY FTH HANHIHULIY ZXE 0|80t A
HMIHDE(Compensated review using existing Systematic reviews)Z #
Yo ATt
o 29 AW AN FEE AYOI| Y Grading of Recommendations,
Assessment, Development and Evaluation(GRADE) Working Group®A
Lot WOl GRADE WHESZ °l80Y 2HY Hy M1 FEE P (dd 4,

5).
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2170l | MEiEE e | | E200&EE Best available |
CHEt SR, MA gzual'— SR | o=s ,é,;?} high quality evidence2 |
28 ZM Coltmazl L e SRRI7I? ZHEl
SRZMT |7}
193 Fojl
ERE 29|
UXATHE
| o [
3 pBEM 0 SFAFIE L It . K2 S

| YR el |

g

OE 6. AR 2510E 2P (Compensated review using existing Systematic reviews)

) 0&Z ot A4 13 I|E
(1) 97 9% (Type of studies)
¢ 29 HHH 2H Y A
- JIAN SHIH A (systematic review)
& U % F9 I AM

- BXY YA EAR(randomized controlled trials)

(2) 973 Y (Type of participants)
g Xof 9 QIXpgof #Xr  (Vascular dementia and cognitive

impairment patients)

(3) 3™ (Type of interventions)
- Cholinesterase inhibitor (donepezil, galantamine, rivastigmine) and

memantine

(4) HlRZ(Type of comparison)
- 2% (Placebo)

(5) B (Type of outcome measures)

- QIX| It (Cognition Assessment)

- MYrX ™I} (Global Assessment)
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- % I (Behavior Assessment)
5

43t (Function Assessment)

(6) ¥°{(Languages)
- B9 Y 3ol

Sue WY M2 JHse Ho|EHo|A ] WY Ul ZUjet YD Uo| 2YHY
Ot ALGE HIO|E{IO|AL CHTf 20| 2t HO[EMO|AY| 24 Yol RE 1. HMH

2oj| Xpy[o] 7|&Btgct.

(1) =9 HAY FeaE 2o A

=9 HAHH FAUZ HM2 ZTE HAHIANEY omI|£PIIHIME HMOI=
@oz Medline, Embase, Cochrane library, CRD database®lA] o HM
O|E Aot MOt AN FHOH FUHMZ 999 Medline} Embase®X
€ SIGNY AR Y filterg AU, AMU2 20099 9% 24U0IAU.

JE

= OvidMedline http://ovidsp.tx.ovid.com/

= Embase http://www.embase.com/

= Cochrane library http://wwwa3.interscience.wiley.com/

= CRD database(DARE, HTA) http://www.york.ac.uk/inst/crd/
(2) 29 *7t 29 Ay

ESHE O AMO HIAN SH Nk AMI|Z0] 20061 12UMNK|0|Y0 DR Xt
EUE JQBUZS LAY A3, 2006HEE HIIX|Z  H|FSI%] Medline,

Embase, Cochrane library, PsycInfo®lA #d HMOAE Apgofo 2R UdA
HAGE MLt MU 2009d 12% 4UOIUCH, ETH FIMMOZ TUSHE U4t

o« Qgao
MY HRE =LA Y3 clinicaltrial.govE HMBIAT.



= OvidMedline http://ovidsp.tx.ovid.com/

= Embase http://www.embase.com/

= Cochrane Library http://www3.interscience.wiley.com/
= Psyclnfo http://psycnet.apa.org/

a
g 570 QAUEUW GHIOIEHO|AE ©|§Io] HMOIAY. HAMAU2 20104

1% 5UOIUTH, MOl 2t DB S4O| T2 HMo|S wgero] AMBrLL.

= F2|otH = http://www.koreamed.org

= T3 A http://www.nanet.go.kr

= o|St=F0 0|t 0| A A http://kmbase.medric.or.kr/

= NDSL http://scholar.ndsl.kr/index.do

- B2nSsAH

HT
o

http://www.riss4u.net/index.jsp

op) dY J1E % WH
(1) AFMEI|=

7t =28 £ % oo WPX(IS Hwang, YC Choi, YJ Lee)’t =8 X2 %
2g AEOD, APHO| oY M U WjN| J|E0| U TS MUOINCt EUXY M
MADJE U ATS FOI HTOIUCL T HAHX 2 A 9 %Fo| W
Kol OjXE Y2 2 NHH 2W D U oRI|WIILIMIUS YA 2
H DZESI0 WEE HQ WNOIYOD EYh MWI E30 Assessment of

multiple systematic reviews(AMSTAR)?IX 6% the characteristics of the
included studies provided %58 7% the scientific quality of the
included studies assessed and documented %294 NoQl ZLE HAHH &
Huxol2t HI| §S0] HIXISFUCE.

FIr dAMol e HiX| EOF T2 HAOZ O|F0]

of Wap Me XS AlWOIHO, £ ATOYME

|o

U, ZOHE SR AMeddn J|E
AFAG TORACE,

re 3

r

i) 2RI
(1) HA™ ¢

=
HAHN SHIEI N HHYIL= Assessment of Multiple Systematic Reviews
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(AMSTAR) measurement toolE AR, § T ARAXIF STHO=ZE PIo}

on|, BUX| Arge ¢l Foro| YAvigct.

(2) YA Ao MY £
E3t MEE HHE DAY EWE BE UK A0 Uvte] Cochrane group
o# WI(Risk of bias)S AAISIHCE. E9t AME AJp Uk 2Y| tisto]
ol

BII(Risk of bias)E °l8§3t% HIISIALt.

H|E
o
=

o om

H|

AN =FEE

Meg gAY Y DE A7 £ XBE QMO oo, YO U= uxt
290 U2T Hl@ote] ol Q8 YA, ITT ol 2K %L FQ S HPY
U 2olS M £NOIYUCH A£Tp YAt Y KB £HL KT £F YA Ao o
PO AP} SYMOS FFY ¥ UE AR} HEOIATL BUNY Ao| Ty of
¥ 2o W22 HEGD, EE FoIo YE olRUC

oF) Xt 28

TS 2t ok20| AUXt o

-
—_‘2
_I.
ol
_\',.
r2
el
r. dl
r
H1
+
~
or
r=
rHJ
H1
-
oln
=
==
[
N
4o o

o X|EO| UisHM HIEFEAMS 86t O HAS WItOILh. o|8y Aol FH
ITT(intention-to-treat) 24H2E EA% ZYE QMoo= ZEASIAUC. Review
manager (ver. 5) Z21HZ 0|33t HEFEMZ WopAUCt

I 249 oy il FE 2%

A 9|9 of| M Grading of Recommendations, Assessment,
Development and Evaluation(GRADE) Working Group®A 23t ol
GRADE YH#HE2Z ©o[80519 2 Hyt 1l FTE BIBIRoH, olF et Xt
TYE Foll 29 R D FEE EHY oFolH.
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e

0 SATE 3 YA M XN WAY 4 U LMD EfYr M
4% &9F EX 8F=7t?

o dME A 7Y HAIE 0 =320 XF 0E EULJUC. 7HS M
3t =22 MMSE°| gt HIro|o(Mitchell, 2009), % =22 clock drawing
test (CDT)(Pinto & Peters, 2009), % =22 11719 computerized
cognitive testol Ui® DEStD ACH(wild, 2008), ¥t =F functional
assessment(Castilla-Rilo, 2007)° tisi UFzHo=z FIstd UG,

M
oo o YHX] M =E2 93 FFRI dE AU EFE HuotE =22=, ¢
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B
T
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£ HI3X} Ze2 HEHFX(informant)?f IYStE  WAOHY  XpIPIY WA
(self-administered)22 E/d&|1d FIf(self- assessment) = £ A= EFXES F
Mog uAttD UOW (Cherbuin, 2008), & HFE YUHOZ XjF o|gEE= X[uf
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B 6. Zi= Z=X|EQ QIR EC et ME ZHEl A W
27t | 9= #n s3 H|
Insufficient _ _
Canada 1998 . Grade C | 20079 = X|Z0l= BELHZ0| ZEZ|X| ES
Evidence
us 2003 Insufficient Grade |
Scotland | 2006 - - ScreeningG{Eo]| st AHZ2 US
UK 2007 | Not recommend General population screening for dementia should not be undertaken.
they are not sufficiently specific and, if they were to be applied to asymptomatic
populations, they would lead to a high number of false positive results
ltaly 2004 Not recommend Grade | | Among whom the prevalence of dementia is higher than among asymptomatic subjects, the
use of screening instruments has a higher positive predictive value and a reduced risk of
false positives results.
France 2008 - -
EFNS 2007 - -
Systematic screening for cognitive impairment, either on a population basis or as part of
systematic health checks for the elderly, is of unproven benefit. It is also potentially
associated with significant harms. These include anxiety, stigma, restriction on driving and
EuroCoDe | 2009 | Not recommend access to care homes, and societal costs.
Nevertheless, where the prevalence of identified cases of dementia in a population is
substantially less than the expected prevalence, then measures should be taken to improve
the effectiveness of opportunistic case identification (lll).
Screening is different from case-finding as it refers to action to determine the presence of
Australia 2003 | Not recommend likely or possible disease in a person without problems or symptoms pointing to the
possibility of dementia.
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New
2007 -
Zealand
Japan 2007 -
nsufficient Individuals who should be evaluated for dementia include those with progressive cognitive
uffici
Singapore | 2007 evidence Grade C | or behavioural complaints suggestive of dementia, as well as patients who arouse the
Vi
physician’s or caregiver’'s suspicion of cognitive impairment despite absence of complaints
Malaysia 2006 - -
ot= 2009 - -




4 : GBUH FXIL MUH AUES THA|EI?

3 UBXMoIM FIAIRO| ol WDt UES LOFOH Che 2Tt

(1) EFNS
D Y=sto|yEo| x|

14 X|& marer TIHHQU QAT OlxE 120t0], UXSIO|H 2AXt= HTHAIHEEH
ChEls(donepezil,
(Level A)

UXter HOXSA X|g0 ot
(Good Practice Point)
O’ Xz mAt TYIHHQU A[Y Ol%E 1Y, T U Y YIOO|H X}
2 memantine SEXYO|Y ChEIZ o SUYNYLZ XZojoF T,
(Level A)

UXpel HXrSat X|zuafof ojgt
(Good Practice Point)
EXYIX| UMSIO|HEO| ofjufo|Lt X|§ ZHMORO| ginkgo biloba, A%XN|, &

galantamine, or rivastigmine)2 X|g%jof 3t}

AH| oAEIIY HHQI BEFGO| t=o|E|ofof grrt.

AN AT HHHO BXrGO| =olS|ofof Y},

IHMEA|, selegiline, AAEZ, HEQ EY statin® Fo° Wit 2HE 8F&
ottt. (Level A-C)

@ "ag X|ue x|z

- ChEls (&

P E= FEEY Y XY X JES FEOE BXEAAE=
X donepezil 2 EXHE)7I 232 = UH. (Level B)
UXret HOXISH X|guofof| tivh ME| ot HAHQU HEHEOo| =9 &[ooF Firt.
(Good Practice Point).

TAHZQ kXt HofIt AUX| FoHZE AT HAX], FH|IX QU

‘E_}I II‘O“ OL|I| 2k7F
A

(e

3 Fa¢ tg 2EY g%, Uy
LY, A’ Xz oot FYAA D E O T}, (Good Practice Point)
g X|uf XS memantine A 13E 2 2F Y. (Level B)
g X[oje x|goM orAmE, ginkgo biloba, Z&Z%H, pentoxifylline
AFgE HUHY 2HE 2FE%Y. (Level A-C)

Y XUHEY ofYep OfE XU "ty o] FHbE AXoHA| g
o HEY AEUXY AHo A= B LAY, (Good Practice Point)

$ oI AT HAX| Y Ho| JJyrore), Mot FA A

yUYE Eot
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datg X[ofe] 2,3xt offdol| thet o|=7|=E7t

@ W&y X[ufet H|AXX[0j(dementia with Lewy Bodies)?| X|&

- K& A marer HIE MY Ol
ChEIs(8X & rivastigmine 2 ZH#) X8 1

- §XpoF HUXS I X|gado| ofer HN| oDt HWH
(Good Practice Point)

02O MIEY X0t 2|H]AX|X[ofolM

HY
ol

[

4 8. (Level A)
_I?l_

1§0| f=O|E[ojof Stcf.

X

mRidgoly YU AHX|Uj(dementia with Lewy Bodies)?ll memantineZ

AFgote A2 271 EFE%H. (Level C)

- X|U @RS X|BOHs UNIHE WXISF HOXLE 9ot

SR %

Jo

(Level A)

(2) =
O gx

(NICE-SCIE Guideline)
SOl QUX| T2 AT AS FHM :
=73
HOo&  donepezil, galantamine,

acetylcholinesterase inhibitor?f H1EC,

II‘I"I'IOl 0|'=_|_|- SH % Etl X

MY
rx

HO 349 Xg F2%42 Y1 U ¢AY. (Good Practice Point)

> L o{ofar sttt (Level C).

382 Y HYES U2 FHe TAHY L YW, R F
? b ITIRIVEX|| FXH arotr BENG

¢eE. (Level C). ¥RAEA|, dMHET ofL=) H|IFYY

oot HBEIO] UL £ YUOIM FOAUH ALGEOIF Bk,

WO FSE O UXBIO|I FH(MMSE 10-20% Afo))el 2

rivastigmine Z2 AN 71X

- OXpQlo] &Y wHAFY LR AYE HYStilE, memantine2 FSE X HE

armoto|n| §xt X|2o| WDEX| Yk

@ H|ZZsto|H x[ujep FL QAX| Fofo| AUX| TS A A= FAH :

A oxplE WeAALY R

E%E ALt E,

X|uj - grxpoll A

o
acetylcholinesterase inhibitor® memantine?t X% &0jX= ¢ EC},

- HAEOP| X WA+ 28 Z2IE Mot

A acetylcholinesterase inhibitorsZf X% E0{A

=, 3= UX| ol HXE A

L or gy,



@ HIAXH FAY BF YIS AW 42 T

- HIQIX|E FAO|L WEHOUTF WBF XU XML QM WK o2 FHI NS
SJO[OF OfLf, AOPH MEUWIAL, RISt CFE Aol ZUMQI ol Ug mar
Ajegefo gt

o

e

X|uf AXp= LS HFE OO oL, XgE HY-OIS
#4 B2 ¥ NICE ‘Depression: management of depression in
primary and secondary care’ ¥4 ZI°|E2[QIZ GEE ME +UZ OpX A

EfILOF XTGOHOoFRt Srtt.

rulo 43
-e}
4o
HN n|.|o
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=
N
rlF

(3) SIGN 2006

@ Cholinesterase inhibitors

- OIF 5mg °l%49 donepezil 2 ¥XIto|H T &XtO| QUX| I|FXOF X|ZOf A
48 = UH. B)

- donepezil XY gXsto|Hyo AY Y FF= I717F =HX| ¥=t. (GP)

- 5I8 5mg °l%49 donepezil2 LXo0|H Ay F/g O HYEH = UL (B)

- Y 16mg °ldY Galantamine2 YXSto|{ 9 ToF XU THXfQ| QIX| X{5oj|
uu = UG B)

- Galatamine2 24mg7tX| MM3| FFoF] Argsfiof 3Lt (GP)

- IiY 16mg °Fde Galantamine2 YXO[O|H A F4 &= XU = A (B)

- Ij¥ 6mg °I49 Rivastigmined YXoto|l §UXto| QUX| I|GXs} of MUY
2. B)

- 1Y 6mg °¢Y Rivastigmine2 HH|AHX|U Q| QIX| J|5 Xofof| AZE = U
. (B)

- {Y 6mg °I¢2 RivastigmineZ LXsto|t{tinf U] AXN|X|0]f LrXjet UHE
S0 & = UH. (B)

A
=2
- X[Of 2Xp A FHOIY X2 memantine A$2 HI%tE 2

ol

rir

i £F0[.
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@ Ginkgo
- Ginkgo bilobaE M7|§ Wot= XU AXt= AFEH HHX| AR} JEMOF 3tH,
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k|

datg X[ofe] 2,3xt offdol| thet o|=7|=E7t

=21L-0

CHE MYy oS3 HTXG TpsAol ol TS ATk (GP)

@ Salvia

Salvia officinalis§ 5801718 %= XU AXf= AFH JH XA B

B[o{0F Bt (GP)

230 WU XA FSH Arg2 2 @XM FYRA GIECUH At
=l

-

WQOLCHH, AU A FHS XTO| Yo B HAGo| U FUICHH DAX

S YUFAMTT XA 38 =
& Aoy, strokeZ2 HZP FEZo YHgOl FARA BII=OOF Y. (GP)
X|Oj 24X =X F4 A= JHEHYU FHIol 2+EHY. (GP)

YRAEAN 7} HM™E W= cholinesterase inhibitorsg 1Y & Ut (GP)

=
OYI|O RIS AN §F UAS TASYORL BTt (GP)

® Trazodone

@

Trazodone2 AUt AUH XXF ¥ 22 T4 1342 == UAY. (GP)

YeHoz H X FX
2G|
Hydroxychloroquine
Prednisolone
Melatonin
Estrogen
Physostigmine

Selegiline



UAK mI AMI BEU N

Valproatet X|Uj XY WF FA ABol MK QT (A)
ML KMot AWE Ay 2FAOIY WO FHN KB DAY 4+ U0

—

— [
L, X o€ F80le dL=X Y=

o
- OIAIS WEHY Wpo| WAL JINI Ys WY X XA UDHL, (GP)

QI AMAI FEOIX| YECHH, lithium X|UHS] HS Hof ZAo| EMEX| o

L. (GP)

(4) Singapore

© 2EH

@ Ax|

X0l 3=
189 Vitamine E (8I& 2000 I1U) FS&Y M3 AXso|H ZHeto] Tidl
SFE F5EY awIt YE £ Yoy, vitamine EQ 3IF 400 I1U Y
(59 A #XoAE) AMY X=IF US WX UXSO|H Xg FHOZE
8fof 3tct. Grade B, Level 1+
2GNI(CIE SH HAHZOIEY AFXNQ cyclo-oxygenase #2)e UX50|H
U9 QUX| T M3} oY Moo= FHIX] ¥=H. Grade A, Level 1++
Prednisolone2 YXoto| Zegto] QUX| I|5 X3} oY ZHOZEs HILX] ¥&
Cf. Grade B, Level 1+
OestrogenZ X[Ui7} Ue SN AUX| 2|5Xo Y SHOZEs HUEHX] ¥E

Ct. Grade A, Level 1++

1k}
fllo
rir

2 WEAMPIE A= X

flo mo

H

Aol'

ol
fllo

DHAP|E A4S FH

Acetylcholinesterase inhibitorse Z&oN F5& YXSo|H RE AUX HY
oM 12 E|o{oF ST}, Grade A, Level 1++

Acetylcholinesterase inhibitorse FSZOM MY UXSIO|H ol U ojA
1YY 4+ Y. Grade B, Level 1+

Acetylcholinesterase inhibitorse 3%, 3% g/ XU A= oYM ALH
ol atE HOoFof, Y I3HE £+& UY. Grade A, Level 1+
Acetylcholinesterase inhibitorse FO|AX| X|Ujef mZI&t X[Ujo| Mo
1YY 4+ Y. Grade B, Level 1+

N el =E  I183%t  acetylcholinesterase inhibitors(donepezil,
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rivastigmine and galantamine)2 X[U[je| g oM DE & UY. UF
g Moly UMH uo Xo|§ YFY T3 2HE M. Grade B, Level 1+
M2 ZFo Huotq F ¢ 2 oIHE HO|=§ 87| Yl acetylcholinesterase
inhibitorse &3 H12F H¥SOfAt  5to{oF 3t (donepezil 5-10mg/¥,

rivastigmine 6-12mg/¥, galantamine 16-24mg/¥). Grade A, Level 1++

@ N-methyl D-aspartate (NMDA) Z%H|

- Acetylcholinesterase inhibitors?l H4X%°|L} memantineZ2 N-methyl

D-aspartate antagonists S=SX%2 FFE0M Y LXSIO|H ZTeto| Y
F AY. Grade B, Level 1+

MemantineZ2 N-methyl D-aspartate Z¥Nl= acetylcholinesterase
inhibitor X[&°] F71°|HY £3&7F RAHY, HEH £ HHO| X|LELGH

uIIDIoqgD|

FEoM FFTEIXY YRSl et x|z MO E &+ UH. Grade B,
Level 1+

- N-methyl D-aspartate (NMDA) Z¥XN & FLoN FSEo u/d X[ofjof
SEQU TIE HA "G X HEo| 13E = AY. Grade A, Level 1+

@ Y92 FFRY K=

- ginkgoE NMYdt= UMt HHEEX ¥ oL HYZro] AN 42 S,
BREQI FF JTEEO| gish QAUX|StooFat ot Grade B, Level 1+

- Selegiline2 YUXSIO|HYIr AHUEH F/do|Y Xz9 HHUZ M= HAEX] ¢
=Y. Grade A, Level 1++

- Y Y QAXp HHTL ¢

Mot 2
A ATR HOK| U AT SHUSH XEJ} QO[OfIt Sith. g S HEFY 2%

2-4) X|g 13H

- Acetylcholinesterase inhibitorstf N-methyl Daspartate antagonists
Z2 XY FEE a0 B2 2|4 oY 2, BXE, X7 H[E, gUne, X
= H[Z9 Fo| 2 U ¥ UX} Y IF HJEH F AW OO . GPP

- Acetylcholinesterase inhibitorstf N-methyl Daspartate antagonists
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Outcome of

Search

Inclusion/Exclusion Quality

interests Strategy Criteria Appraisal Tools  Population Findings
Mitchell, Meta Search Studies were STARD MMSE  Memory A pooled sensitivity MMSE offers  modest
2009 analysis of terms are excluded when criteria are clinic (Se) of 79.8%, a accuracy with best

mini-mental  given. sensitivity or used. settings specificity (Sp) of 81.3%, value for ruling-out a
state Comprehe specificity were a positive predictive diagnosis of dementia in
examination nsive neither stated nor value (PPV) of 86.3%, community and primary
(MMSE) on search calculable, modified and a negative care.
34 dementia engines the original predictive value (NPV) of For MCI, limited evidence
studies and are used MMSE, recruited less 73.0% was found with only five
five mild and they than 160 Patients, robust studies
cognitive are listed. non-English versions Mixe?' . Se, Sp, PPV, and NPV
impairment of the MMSE, etc. specialist  were 71.1%, 95.6%,
(MCI) studies hospital 94.2%, and 76.4%

settings respectively

Non-clinic Se, Sp, PPV, and NPV

al were 85.1%, 85.5%,

community 34.5%, and 98.5%

settings respectively

Purely in  Se, Sp, PPV, and NPV

primary were 78.4%, 87.8%,

care 53.6%, and 95.7%

respectively




Outcome of  Search Inclusion/Exclusion Quality . o
. L . Tools  Population Findings
interests Strategy Criteria Appraisal
Pinto &  Systematic Psychinfo, Studies were Blinded to  Clock All studies showed
Peters, Review on Medline, selection if they meet the patient Drawing good interrater and
2009 Clock and the criteria: use of Test test-retest reliabilities.
Drawing Test EMBASE the CDT to assess The correlation with
(CDT) of 41  were cognitive other standard screening
studies to used. function; inclusion of tests was statistically
find Key a well-defined control significant in most
differences  words group, and use studies. In studies that
in were of standard criteria included patients with
administration listed. for the diagnosis of mild or questionable
and utility of dementia dementia, the CDT  had
CTD. a low sensitivity and
variable specificity.
Wild, et al, Systematic PubMed, Not well defined. Not Eleven All test  batteries
2008. review of Psyclnfo, specified.  compute exhibited some of the
the status of and rized strengths of
computer-ba Cochrane cognitive computerized cognitive
sed databases test testing.  Sufficient
cognitive were used. batteries variability exits that
testing. Key words currently available
and Mesh computerized test
headings batteries must be judged
were on a case-by-case
listed. basis.
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Outcome of  Search Inclusion/Exclusion Quality . o
. ey . Tools  Population Findings
interests Strategy Criteria Appraisal

Cherbuin, The aim of  Three Three stages: Appraisal 24 The Concord Informant

et al, 2008. this review data (1) study relevance;  about the instrume Dementia Scale (CIDS)
is therefore  bases (2) study selection; test nts were and Informant
to identify were (3) instrument blinding included Questionnaire on
existing or used: assessment and and for Cognitive  Decline in
potential PubMed  selection avoidance further the Elderly (IQCODE)
self- or (1950-2006) of assessm were the only
informant-ba , PsycInfo verification ent. instruments meeting all
sed (1806-2006) bias. selection criteria..Memory
assessment , and Impairment Screen (MIS)
instruments  Cochrane also met the criteria,
that may be Library. although it lacks
suitable for  Search validation for
use inside or terms self-administration.
outside were
clinical listed.
environments,

Milne, et Review on MEDLINE, Not specified Not AMT, CDT, GPCOG, MIS, and

al, 2008. the utility, PsychINFO, specified GPCOG, MiniCog were found to
efficacy, and PSYCHLIT MiniCog, be brief, easy to
quality of and the MIS, administer, clinically
dementia Cochrane MMSE, acceptable and
screening Library SPMSQ, effective, similar to the
measures Database 6CIT MMSE.




Outcome of  Search Inclusion/Exclusion Quality . o
. L , Tools  Population Findings
interests Strategy Criteria Appraisal
Castilla-Rilo, SR and meta Search Studies are excluded; Not Instrumen Population When controlled for the |ADL showed an
et al, 2007. analysis on terms are (a) do not fulfil the specified tal study number of subjects, the acceptable efficiency for
five studies given. inclusion criteria; (b) activities sensitivity and the screening of
for the Comprehe do not have the of daily specificity (95% CI) were dementia.
efficiency of nsive necessary information living 90.12%-90.25% and
functional search to develop the scale(lADL) 78.59%-78.98%
assessment  engines statistical synthesis; for the respectively.
as a are used (c) serious evaluation A statistical Q*value a
method of and they methodological faults. of was 0.88 with standard
screening are listed. functional error of 0.26.
dementia capacity
Cullen, et  Review of Entrez-Pu Studies were How three 39 Doctor’s Firstly, as brief
al, 2007. screening bMed, included if they: were authors screening office and assessment tools in the
tools CINAHL, the original paper involved tests large clinical setting,
currently PsycINFO presenting the towards were scale particularly in primary
available in  and content of the final lists identified. screening care, the screening tests
a variety of IngentaCo screen; presented were well in the which expand on the
populations.  nnect. data relating to the  described. community MMSE (3MS, CASI, SASSI)
Key screening aspects of were highly rated with
words the test;  presented regard to validation
were data relating to the methods. Secondly,
listed. performance of the among the large scale
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Outcome of
interests

Search
Strategy

Inclusion/Exclusion Quality

Tools
Criteria Appraisal

Population

Findings

test as it stands
alone; employed
acceptable ‘gold
standard’diagnostic
criteria

community screening
tests, IQCODE is the
most widely used and
the SMQ shows promise
as a accurate screen,




3.1.2 194 : Evaluation of validity and reliability

AL 30 TORATH A|ROrICE.

Ity SAWS 3 : Wkt QRO K|S WAL 2 U

AT = FX oIt

rir
g
=
ML
o}
2
rx

MPE HAN D& =2 22| g5 USPTFOIM XISt BIIES T=F HEINE 5¢
02 FHH Ho] ¥ =29 UYHNEFE(Internal validity)?l 2IMEIYE(External
validity)E H72Iott. ol $32 Good, Fair, PoorZ HZoW, o HXE AN
X EfFTet MEIFEIL poordt NCE HIH F M9 =& (Wild, 2008;
Milne, 2008) 2 %F LEM X SiAL.

H 8. Grading of validity on each systematic review study and voting results

Internal validity External validity
Mitchell, 2009 Good Fair
Pinto & Peters, 2008 Fair Poor
Cherbuin, 2008. Good Fair
Castilla-Rilo, 2007. Fair Poor
Cullen, 2007. Fair Good

USPTFAIM XAt 2IZ0l T=r FIrorid, of22 ZHMO(search term)& %l
o UX ¢¥AHY, ZEEI|F(inclusion criteria)?l %o, X HIp(quality
appraisal)& Z®HX| 4= B9= poorZ OI¥oD, HMojer AM [ oI XAUXO
2 2 HAEo] AeH, diiz £ g ol oJf HEX| o5 ™ BIY " FLe
goodl 2, 1 F HEE PIIEH fair2 dr3Y.

/Y BYEE= USPTF A7YHL AR WHOE, ARZNUE aHiegol M8y =
UeX9(generalizability) FEEZ F1 F2OIRN. o210 A= H5Xet 2%t
B FYEHE ARTENAIY Bold™, FEUNME EHFEOl AFHU=X FO 1HAY
.
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datg X[ofe] 2,3xt offdol| thet o|=7|=E7t

QEX|, E o ATSTHE D Aol He M
o

REX ZIE0td UK BH. °l

n

HF DN HHHIEIUC.

ool g FHM 5 =F°| AHFuE EULUCH, mEpM X0 M AU
EFO gigh MEL oF =30 4T Us ME HUEFY O30 ¢HEEHUS. B2
¥oz MMSE(Mitchell, 2009)2t CDT (Pinto & Peters, 2009)9 M¥ AX &
22X B, daily activity®l 7149t functional assessment? X[oj M'E AT
ER12M9 mH I (Castilla-Rilo, 2007), X7t 7I%I(self—administration)l"lt Xt
I B?t(self-assessment)? Is¢t ME¥ AL Ex(Cherbuin, 2008), 131
X X|uf PItE Hlu(Cullen, 2007), X|ufje] X7| LAt UHEE MCI(Mild
cognitive impairment) M¥ AXl E3(Mitchell, 2009)° Oi$t FHSO| 2 0%
AP M EHE A

MMSEE 19754 Folstein SOl 23 AXPEH HE=E Hoddts H8HU A2
M Mg IHLE ¥ 309 oM XAEHo=E AEEOYY (Folstein, 1975). Folstein
o 19 FES2 cut-off 2= 8W O WSS WS MFSAM 23% 248 A8y
AL HotD Yo, oFst FJO cut-off ASO EF AUFHUT AYY WAL
HXoto] A2E|N ACH(Grigoletto, 1999).

MMSE= ¥ME 7P @Ol CI8&EH, 7Ig Tt ME AU =32 UHH UGH.
£9 AXPI5Y WS FHor=f HAY FPZ XLH. o
MMSE= R ZIX| HollM FHoOIT., M AHAF 2t o, HgoA AHH
oM FE0 AFEHX FUL, FUHU xfoo FF2 L=H. ET A oWt UA
L, 9 Mo 2H7F U= , YA WSPE T o N
o cut-off?t tf2tt= 3AHE X|HCf(Mitchell, 2009; Boustani, 2003). °[H
4ot SHIE 12{%}%, USPTFE MMSEE HWQIo|HA 1F3tw ZEY =9 uW
2 AFHTOUM P marHolEtd 5|1l A (Boustani, 2003).

=2
k>
ko
o
rir
>
J
o
w ©

oX

Q0| It LRyeoiny

o
fo

ng

USPTFAIME 2003 AP +HdE FHO 2[99 MMSE?l good degree

of evidenceg Zefd ZAEX|2H} o0 (Boustani, 2002), Petersen T& E3t



o] MAF 39 (American Academy of Neurology)?l MMSEES Etgstn LAlg
g Qrst HAR FHSD UG (Peterson, 2001). 2 Ao MMSEC| 3t H|HX
DH=F02= U ZHE Mitchelldl 7= MMSEE ©|&%t A1S2 3 YXt
(community settings, primary care)?t OXfelg %F(memory clinic
settings, mixed specialist hospital settings)2=E YUYHo] HESD UHY. d&=
HEEM Zot MMSEE Y2 XHESCl Y®H non-specialist setting®lX 3’d%I&E
o] =of 9|24 (false negative)©l 3/10022 U{Q W YEHHCE oo J|x3{M 1
= MMSEE °IX oge&tgofM AX ZX(confirmation)22 ©|§E7|%= §£&9H,
X7t Ipg B EHEe Fee YAEY X|GATEFoM XU RXIE ofd AtEh2

HiX(ruling-out)dte SXCE I1% EPoICtl AE2X U AN (Mitchell, 2009).

Cherbuin &2 XP2p7|Y (self-administration)t X717t (self-assessment)
b et ME AN SR YYOE St HAHH uEZ ot Y. =FS2HRH ¥
HoI gl &8 U ¥, OA O EoH 24749 =8 43 O I J|ELE
3ot UG,

* able to be self-administered or administered by an informant on

behalf of a person at risk

able to be rated without professional assistance (either by the
person, who completes it or by a computer)

¢ administration time=< 20 minutes

* misclassification rate=< MMSE

* Negative predictive value (NPV)=< MMSE

2M misclassification rate < MMSE (15%) ©|HA, ZMAZEZ(NPV) <
MMSE (0.90) & 21X =& o UES= =& CIDS, IQCODE, MISiH. 9|
M B UTEQ SOl EY MMSEY SARE BEE ZMEUL, RF X[HAY O
YN FEA ArEEE 5401 Y. AAOl ZEs A2 MISIt 5& O|UoZ It
X BOLon| CIDSQ TAHM(SCIDS)O| 6-1182 &, IQCODEE 13-248 HE&
°|t, OFX|9fC & CIDSe 15-29&° 285 UM, oY Z4E HIYOZ Cherbuin §

2 MIS?t XIFHgIk(self-assessment)ts ZHOYM OFXl BT HIIL FEOIX| 9
2 M2 D2I%, CIDS o IQCODE § 78 HEJlo| Zoix| 9t X7t Hopet
YEYe WU W MYt HOT AE WD Yok,

fou

1ION

IDJY3|D3H paspg-a3uaping |puol

gojjo o

aBvw BUIIBIO
UaDy DUIIDIOC



ON

10N

4D243|o L'E: posbg-adUusaping |ouUoi]

0"
0D

uIIDIoqgD|

ol

i

k|

datg X[ofe] 2,3xt offdol| thet o|=7|=E7t

715 %?t(Functional assessment)e d13AFYN FUXHO|D THXQI It ot
THEZ AU, J158%e B AN, X Us WA, AL olFd HUEE Y
g5 (Basic Activities of Daily Living, BADL)Zt G SX9F JpArY, x|, ™

sto|guf Z2 WAMEUF (Instrumental Activities of Daily Living, IADL)Z
TEOI9 I, oo FUrEE FXEQ IIFHQU XM3f(functional decline)e ¥

MYLESOIE YL UIATHE Ol YK OB, P ATSS AX| Hopt J|5Hot

[ r—N—1N¢)
Aroje] ZPEHQ AWPS HWIlPIT ATk (Perry & Hodges, 2000). ®XH 715%7t
= H1 MIPIr o3 QAFFUOM X|Of HE AT HHELZE AHAX|L Yo, uH
HEO Wg $FL FE YFUUIME TX| HAMOZ SO|EE FIMAY w0z wof

S
%Xt (Castilo, 2007).

Castilo 2 HAIM 0EZ Tl X ME AN =F=MQ 15871 |08
Worstat. 159 Ao XFHoz EYE AHASO ZMUZRE Q*valueg MEY
4, 1 °| [0.88(SE=0.26)] T =2 UEHHS HEH. 134 TEH AR o

=
ROHZ 24003, AR AY Z 5 OLAMO| AT M SO XHUSY ZUE I
o 2e %

=

a
HIPL AU M AY ST QUOIID Mg HENE AL FHOLD YUTh Cft |
SHITL MEHQ XU YHEISH PRHUS Y LUARWTOY Xuj EI|UG I
542 52 4 Y0k AZern Ut

BEAXPH{(Mild cognitive impairment, MCI)& /gHQ Lotot FFEY X
Ui Afolo] MHE{E X|H%Y. Isolated memory impairment, incipient
dementia, dementia problem#} Z2 go{o <3 ML= oy, 20014
Petersen S°| Ol UFY otglof H&Q IJIO|E=QUfM MCle XHZE TUYS= FE
O] 1@ =00, Wt MCI JEHS] HXISoIM QAX|Y I5XIE XI&HOE FYH ¢
a7t A2 LS Y (Petersen, 2001).

K@K BeQAXpgol Zo|udAny HHEes HPHYU BES MM St A UUH.
MitchellZ 5712l MMSEE ©[85t% FEAX|PHE M AW =2 2Ret ¥
MCI H¥ Yo ois HPHOZE »ojXQl HAEZ W (Mitchell, 2009). 19 A
oA MMSE= MCI oM SHA7r 2o, £ F5E SAELE X = A
OF ZAIEAUCE. o3t Ao I[X{A, MCI Y EXMOE MMSEE Argdte AL
F2 UHO| ofHm, ®IHEME o] ZHo| S FHY Tror HEM = gD Yol
a UG,

_E'.



M =F "ot Zat
AUl o|20AQ| X|of MYE AXI2 MEfE o Zolo| Fek2 D|1E &
1 L Inadequate
U=71?
2 | YXl oR0A] TITHEX] 42 X|Of BHXte| REE2 HEA ==71? Inadequate
UXl oIRUA X|OHE LT > U= SRSt EHLSH ME AT
3 L Adequate
=57t &X stl=71?
4 | A=A FSXW7L MEfE ZOE STAFI=7F? Adequate
5 | HIEA SXi= MEE duE STAF =717 Inadequate
6 | ESXt S ESXt 8Kt ZuE SHAF =1 Inadequate
7 | R|of ME ATIS| Agut= FAURUTI? Inadequate
8 | Alof XZ2e| BEE2 FAUTI? Inadequate

3.1.4 3HH : HM IO it E2E

SiM HE 8ol Higt F2t Bt Adequate?t 27l, Inadequate?t 6702 YErG
O O A4 Yie EEQ ZEB2 ‘25 2’ Grade 12 EZREUY.

QI QA FI1&°| e W21, AYFAY EH ULEX] I X[of 2XpIp =0
Hof H2 HCE = AY FH o X7 Xg9 29t o|5°| FIretds H2 Net
Benefite 371§ F7I%= BLE XEIIAH.

dB{4 | QU UHS HFL= Stz HE HUO| He U Jebdy =7 U
Ol HIFY MulAo Ojer ALHIN FEOHX| ¥t= HOl AF B2 ¢ H2 9%2
O] %,

A YR EEO oo ¥¥ UH IS EEXEE 0o BES =&Y
178 °I.

el

rl

-22U3pIng |DUOCIIDN

¥ Dg
i

9

j|paH P

i
L

|09 24001

JOoqD]
152

"
D

ol
b
w

Nua



LS X|oie] 2,3kt oflHoll thet 2|z 7 |=EIt

3.2 Afujoll cigt oFgulorg X|2| Talol TSt MR

|
U

1A IBLOIIB R

3.2.1 Ginkgo Biloba®l 4i$t XA S¢H &
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/- 2015k, MA 3241 - 2457 N\

' = ovidMedline

T — Embase

— Cochrane library
— CRD database

+ 32 RCT 71 32 (20063 0| F 2171) : 29974

3 _vease — | FUe Bl ote @
— Cochrane library T8 EE0A
— Psycinfo
— 1 2 (handsedrch, clinicaltricl.gov) /
A 2D ) 29| Uk 26 : 1
M=, =2 39l S M HE, =2 329l = M=
(N=25) (N=31)

+ PICOO| =goix| e

+ 58 ET (n=2) . o
» AMSTAR 68HO|L} 7t q'f_lzf"'iz) o
H7H0M noE ©e AP E_HE—Z"_)EI | ¢t @3
(n=16) =2) —
« HEG o a7 srecruit Tl Z ol W3
253 2 A% (e (n=2)
T - 71= SRoj E8s @
(n=5)

) !

HAS 2o n%: ]

=8| =7 i R (n=0)]

112l 8. Ginkgo Biloba ZAi Zm}
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Study Man et al, 2008
Publish published data only
Country Brazil (Primary Article : Germany 2, Italy 1, USA 1)

Types of Study

e Crossover studies were also accepted if the first phase fulfilled
the above criteria.

e Randomized; single or double-blind and controlled (with a
control group and a treatment group) studies.

All published studies reporting randomized controlled trials(RCTs)

comparing HM, as monotherapy or adjuvant therapy, with

placebo or OM as controls were included.

e Participants were required to have had a diagnosis of AD
according to the conductor of the trials.

e There was no restriction on the ethnicity, gender, age, or
disease duration of the participants in the trials.

Inclusion e The HM interventions could have been either:
i Criteria 1) extract(s)from a single herb;
Patients . - .
2) preparation(s) containing multiple herbs; or
3) proprietary herbal product(s).
e They had to have been used alone or co-administered with
conventional medications (OM).
e Trials of all durations were welcomed.
e The control intervention had to have been either a placebo or
OM,
Exclusion e Trials with participants possessing other forms of dementia
Criteria were excluded.

Interventions

e EGb761 40mg
e EGb761 80mg
e EGb761 160mg/120mg
e EGb761 60mg

Comparisons

e Placebo or Donepezil 5mg od. Or Placebo(ltaly)

Outcome Measure

e Outcome measures of interest were:
1) Mini-Mental Status Examination(MMSE);
2) Alzheimer’s Disease Assessment Scale(ADAS);
3) Activities of Daily Living Scale(ADL);
4) Hasegawa Dementia Scale (HDS, the standard Japanese
instrument similar to MMSE);
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Study Man et al, 2008

5) Syndrome Kurtz Test(SKT);or
6) other scores specified by the author.
e The safety profile could have been represented in:
1) adverse effect count;
2) biochemical indications; or
3) number of withdrawals due to adverse events

Period May-07

e We searched the following electronic databases:
1) OVidMEDLINE In-Process & Other Non-Indexed Citations and
OvidMEDLINE;
2) CINAHL;
3) EMBASE;

4) EBM Reviews;
5) AMED;
)
)
)

6) Cochrane Central Register of Controlled Trials;

Source . .
7) Cochrane Database of Systematic Reviews;
8) Chinese Scientific Journal Database;
Search 9) China Academic Journal Full Text Database; and
10) Traditional Chinese Medicine Database.
Methods

¢ |In addition to the electronic databases, we searched the Hong
Kong Baptist University library for the latest journals in Chinese
and English. We also used the reference lists of relevant
papers to identify other potentially eligible studies.

Language No restriction on the language of publication was imposed.

e The search was conducted in May 2007 and followed a
strategy (Table1) developed with reference to a Cochrane
review on herbal medicine, regardless of language and

Strategies publication status.

e The English databases were searched using the strategy as
below. For Chinese Database, we modify the search using a
similar strategy.

4 (649 patients)

1. Hofferberth 1994 : Germany,40H,age 50-75, LUIStXt
Number of study 2. Maurer 1997 : Germany, 20H,age 50-80, 2|zH&tx}

3. Mazza 2006 : ltaly,76H, age 50-80, 2l2H&txt

4. Schneider 2005: USA, 513H, age 56-98, 2l2{etk}t 44 =&t

e Two independent reviewers (Cheng CF & Man SC) assessed the
trials for their eligibility. The inclusion of trials was confirmed
upon consensus of reviewers.

e Quality assessment of the trials was performed quantitatively with
the instrument developed by Oremus et al., which is a modified
version of the original Jadad scale to suit the specific

Quality Assessment




Study

Man et al, 2008

characteristics of AD. In addition to the original five questions
about randomization, double-blind, dropouts, and appropriateness
of the relevant procedures, three more questions concerning
inclusion/exclusion criteria, adverse events and statistical analysis
were added

e One point was awarded for each affirmative response; thus
each study could have a maximum of eight points. At least six
points were needed for a study to be labeled as high quality.
Disagreement between reviewers was settled by discussion.

e Double-blind - method not mentioned

e Mazzaetat.Bt [TT &

Data
Analysis

Meta-Analysis

not mentioned

Heterogenity

not mentioned

Subgroup
Analysis

not mentioned

Results

e Herbal medicine as a monotherapy

Three studies compared the Ginkgo biloba extract EGb761
against placebo, with daily doses ranging from 120 to 240mg.
Except for Schneider et al, the other two confirmed the efficacy
of EGb761. Schneider et al. suggested that the lack of decline
of the placebo patients may have compromised the sensitivity
of the trial to detect a treatment effect of EGb761. Mazza et al.
compared EGb761 with donepezil in a placebo-controlled trial,
and found no difference inefficacy. They justified the use of
both substances in mild to moderate AD patients.

Adverse events and withdrawals

They reported HM to be safe for AD patients. According to
Schneider et al, though adverse events such a supper
respiratory tract infection, dizziness, tinnitus, nausea, agitation,
weight loss and headache were reported, when compared to
placebo, EGb761 was safe and well tolerated [Schneider&T1].
No remarkable laboratory results were observed.

There was one dropout in both the EGb761 group and placebo
group in the study by Maurer et al..

Mazza et al. reported 4/5/6 dropouts in the EGb761/Donepezil/
placebo group respectively, and one participant died during the
study. The drop out rates in the study by Schneider et al, for
EGb761 120mg/240mg/placebo were 34/30/39 respectively, with
the highest rate in the placebo group. Dropout due to adverse
events was low [Schneider&T2].
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Currently available RCTs suggested that HM can be more
effective and safer than OM for treatment of AD.

However, they have a number of weaknesses, mainly due to
their methodological insufficiencies. Among the various HMs, the
safety and tolerability of EGb761 was best established. With
Author's Conclusions regard to the reports that did meet our selection criteria, the
results indicated that HM, in some instances, can be superior to
OM and useful in the treatment of AD. Further multi-center trial
swith large sample size, high methodological qualities and
standardized HM in gredients are necessary for clinical
recommendations on the use of HM intreating AD.

H 11. Chiappelli, 20062| MAX 251 0% A7 EM

Study Chiappelli et al,2006
Publish published
Country Germany 3, USA 1

Double-blind, randomised placebo-controlled trials in human

Types of Study ]
patients.

In brief, it stated that'in a patient population over the age of 45 with
moderate AD, are antioxidants more effective in increasing the
quality-of-life than no treatment?’

An initial screening was carried out based on the following inclusion
criteria:

(i) The study was a clinical trial published in the English language.

ii) Patients met the criteria for AD-associated dementia [DSM-IV)]

Inclusion (__ .
Criteria (iii) Patients were older than 45,
Patients (iv) Treatment fell in either one of the two categories:
acetylcholinesterase inhibitors or NMDA antagonists.

(v) Quality-of-life was assessed in one or more of the three given
domains of AD—cognitive function, global performance and
activities of daily living.

Men and women were included, as well as patients of any race

and/or ethnicity.
Exclusion
Criteria
Interventions 80 mg daily (1) daily, 240 mg (3) daily, 120 mg (1) daily
Comparisons




Study

Chiappelli et al, 2006

Outcome Measure

(i) Cognitive function, (ii) Global performance and (iii) Activities of
daily living.

The search was restricted to articles relevant to the PICO question
within the PubMed Database.

Only articles in English were considered, and authors were not
contacted regarding original data. Review articles, abstracts,
unpublished reports and publications in press were not considered.

Period
Source
Language
Search
Methods
Strategies

The search used a combination of the search terms ‘moderate
Alzheimer's disease’, ‘Alzheimer’s disease’, ‘acetylcholinesterase
inhibitors’, ‘daily living’, ‘quality of life’, ‘NMDA antagonist’, ‘tacrine’,
‘donepezil’, ‘rivastigmine’, ‘galantamine’, ‘memantine’ and ‘treatment’.
The search was limited to clinical trials, and to subjects between
the ages of 45-64. The titles and abstracts of all published articles
obtained from this search were examined in order to determine if it
were applicable to the study’s purpose/PICO question.

Number of study

4

Quality Assessment

e C(Critical Evaluation—Reports were evaluated for quality of
methodology, design and data analysis by the Wong
Scale-Revised, and the data analyzed statistically

e This scale is based on reviewer responses of nine questions
concerning there search quality of each individual paper; with a
score of 1,2 or 3 (best) provided for each query, as well as a
comprehensive total score ranging from 9 to 27. Papers falling
under a total Wong score of 18 indicates that the quality of the
methodology, design and data analysis fail to support there
liability of the author’s conclusions and were thus omitted from
the evidence supporting a consensus statement. This'acceptable
sampling’ approach aims to determine whether the papers
examined are acceptable, based on the features posed by the
Wong Scale-Revised.

Data

.| Meta-Analysis
Analysis

e Meta-analyses were conducted (using data from the Alzheimer's
Disease Assessment Scale-cognitive subset(ADAS-cog) and
Syndrom-Kurz test, also known as the Short Cognitive
Performance Test(SKT).

The Syndrom-Kurz test focuses on the patient's cognitive
performance as well. This test has been shown to be validated to
measure attention and memory functions.

e The literature shows that the effect of antioxidant treatment for
mild to moderate AD on cognitive function, as it was assessed by
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Chiappelli et al,2006

the ADAS-cogscale and SKT, support the use of antioxidants.
Moreover, from these results, there is promising evidence to
speculate the potential benefits of Ginkgo biloba as a treatment
option. More clinical trials need to be performed on both Ginkgo
biloba and idebenone to determine their advantages and
treatment effects.

In order to test for homogeneity. To test this assumption, the Q or
the 12 statistics often ensure that the population difference is the
same across all the studies. Neither test was applied in the
analyses described above, thus ignoring potential differences
among the studies, such as population differences that may not be
constant across the studies (i.e.,random-model).

Study
Heterogenity
Subgroup
Analysis
Results

From the view point of CAM , the best case study presented here in
the context of complementary and alternative intervention in patients
with AD attempts to present the overall reliability of the best available
evidence related to treating AD with the use of antioxidants. This
approach is more complementary when compared with the more
traditional pharmacological therapies (acetylcholinesterase inhibitors and
NMDA antagonists). It is important to noteal so that other substance
shaving antioxidant activity do exist, and have been studied in relation
to AD, but simply have not been included due to the criteria of this
study. Furthermore, there is an extensive area of treatments
categorized as CAM such as, massage, acupuncture, trans-cutaneous
electric nerve stimulation, music therapy, counseling, psychotherapy
and exercise that were not studied in this best-case study.

The effect of antioxidant treatment compared with no treatment is
beneficial; as based on the ability of this therapy approach to increase
the quality-of-life in the three domains of cognition, global performance
and daily living functioning.

The meta-analyses conducted supports the use of antioxidants
compared with no treatment in terms of data obtained from the SKT,
as well as when examining data from the ADAS-cognitive scale

It is important to note thought hat the studies included in the
meta-analyses examined the effects of Ginkgo biloba in four reports,
versus idebenone, which constituted data from one report.

This difference potentially creates a selection bias in the analysis of
the data.

Moreover, a large number of the studies using antioxidants as a form




Study Chiappelli et al, 2006

of complementary and alternative medicine assessed a sample of

patients with a wide range of dementia, and thus were not included in ;&
this best-case study as determined by the inclusion/exclusion criteria. 5
Taking the results from both approaches utilized, the CAM best-case i
study suggests that anti oxidant treatment for individuals with mild to ::}
moderate AD does have the potential to beneficially increase §
quality-of-life, although there are some reports that disagree. Evidence 5
also revealed that the side effects observed were minor: mainly %
consisting of headaches, nausea, insomnia and anxiety. Furthermore, {_’%
no detrimental consequences such as a decrease in the quality-of life Q’
occurred as a result of antioxidant administration. The use of r{-
antioxidant treatment appears to have a positive outcome, although it
is clear that more clinical trials need to be carried out in order to fully ;3
support the use of antioxidants as a primary treatment for AD. Other :7:;‘
concerns that must bead dressed by clinical trials should also examine E

its potential reaction with other modes of interventions, including
already established pharmaceuticals.

Moreover, from these results, there is promising evidence to
speculate the potential benefits of Ginkgo biloba as a treatment
Author's Conclusions option. More clinical trials need to be performed on both Ginkgo
biloba and idebenone to determine their advantages and treatment
effects.

H 12. Santaguida, 20042| AM|AX 28 DE A EM

Study Santaguida(AHRQ)_2004
Publish
Country US.(AHRQ : Primary article (Germany 2, USA 1)

e Parallel design randomized control trials (RCT) in the English

Types of Stud
P v language of any sample size.

Studies were included that met the following criteria:
e Populations included dementia patients who were 18 years or older in

age.
Patients Inclusion e Diagnosis of dementia using criteria of International Classification of
atien
Criteria Diseases(ICD) 9 or 10, Diagnostic and Statistical Manual of Mental

Disorders (DSM)IILIII-RorlV, National Institute of Neurological and
Communication Disorders and Stroke(NINCDS), Neurological and
Communication Disorders and Stroke-Alzheimer's Disease and Related
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Disorders Association(NINCDS-ADRDA), or Neurological and
Communication Disorders and Stroke-Association Internationale pour
la Recherche et

I'Enseignement en Neurosciences(NINCDS-AIREN).

ePotential populations at high risk of dementia conversion in order to
address the issue of delay in onset. These populations included: Mild
Cognitive Impairment(MCl), Cognitive Impairment not Dementia(CIND),
Cognitive Loss No Dementia(CLoND).

¢ Interventions were restricted to pharmacological agents, including food
supplements(as defined by the FDA) administered for at least 1day.

e Parallel design randomized control trials(RCT) in the English language
of any sample size.

e Score of 3 or greater on the modified Jadad quality scale.

All types of instruments were considered for this review within the

outcome domains.

Exclusion
Criteria

* Populations of dementias caused by toxic agents(e.g.alcohol) and
temporary dementia (e.g.side effect of anesthesia)were excluded.

e Cross over trials and studies with a quality score{3 on the Jadad
Scale were excluded.

Interventions

e Ginkgo biloba extract Egb 761(Tebonin)
1. 120mg 2 times a day(240mg)-24weeks(6months)
2. 40mg 3 times a day(120mg)-52weeks(12months)
3. 80mg 3 times a day(240mg)-12weeks(3months)

Comparisons Placebo
1. General Cognitive Function Measure : ADAS-Cog
2. Specific Cognitive Function Measure : Syndrome Kurz test(SKT)
3. Global Assessment : CGI, GERRI, BCRS

Outcome Measure 4. Behavior/Mood : Nurnberger-Alters-Beobachtungs-Skala (NAB)
5. Quality of Life/ADL : Qi&
6. Caregiver/Burden : gl
7. Other : QIS

Period

Search
Methods Source

Studies were identified by searching the Cochrane Central trial
registry, MEDLINEO, PreMedlinel, EMBASE, AMED, CINAHLO, Ageline,
and PsycINFO.

Database searched : Search date-Period searched

Cochrane Central : February 3,2003-1st Quarter 2003
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Santaguida(AHRQ)_2004

MEDLINE & PreMedline : February 4, 2003 - 1998 to 2003 week 4
EMBASE : February 6, 2003-1998 to 2003 week 5

AMED : March 4, 2003-1985 to 2003 February

CINAHL : March 5, 2003-1982 to February 2003 week3

Ageline : March 6, 2003-1978 to 2002 December

PsycINFO : March 7, 2003-1967 to 2002 December

Language

Only English language

Strategies

Expert opinion was sought on the most efficient search strategies to
minimize noise in the collection of citations. Some of the medical
subject headings(MeSH) used to select RCTs vielded a large number of
non-RCT literature due to misclassification of the study design terms.
For example, in previous indexing, terms like 'longitudinal study' or
‘comparative study' were applied to RCTs ; conversely, the MeSH terms
random' or 'randomized' in the title or abstract were not consistently
used. However, some recent methodological work has suggested that
more specific search term approaches can be used, which increases
the sensitivity and specificity of the search results. 40 The Cochrane
Central Trial Registry contains correctly re-classified RCT/Controlled
Clinical Trial(CCT) trials that were misclassified in MEDLINE and EMBASE
from 1966 to 1998. All published RCTs to 1998 are contained within this
database. Hence we commenced our search with the Cochrane Central
Trial Registry database. For this reason, MEDLINE and EMBASE were
searched from 1998 forward for relevant studies, and all the other
databases from their inception.

Specific drug names and manufacturer brands were considered as
potential search terms. However, the local research team was in
agreement that listing specific drug names would bias the vyield to
include only those pharmacological agents searched and would not
capture newer drug therapies. Thus there commendation was to not
restrict the search to known pharmacological agents but to include
whatever agents were in the literature.

In addition to the electronic databases, the bibliographies of retrieved
papers were retrieved. Any citations recommended by the local research
team, the TEP, or the peer reviewers were retrieved and screened.

Number

of study

3(563patients)

1. Kanowski 1996: Germany, 41 centers, 216&-2[212tX}l, Mean age 70.1
2. LeBars 1997: USA6 centers, 3279, 2|2i&tkt, Mean age 69

3. Maurer 1997 : Germany,1 Centers, 2094, 2|2i&2tkt, Mean age 64.5
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Quality Assessment

e Score of 3 or greater on the modified Jadad quality scale.
Validity assessment
The quality of the RCTs was assessed using a modified version of
the Jadad scale (maximum score 8points), and a summary check
list(developed for the review)was used to assess the quality of the
reporting of adverse events.
Two reviewers independently performed the quality assessment;
any disagreements were resolved by consensus.
Evaluating the methodological quality of studies and rating the
strength of the evidence.
Quality of the RCT: The methodological quality of the primary
studies was assessed using the modified Jadad scale for RCTs.
Quality of reporting adverse events: The potential for risk, or
adverse events, was an important component to consider with
respect to efficacy. The Jadad scale for quality does not take into
account factors associated with adequate collection and reporting
of adverse events as detailed by loannidis and Lau(2002).
Therefore, a summary checklist was developed to determine the
potential quality in the collection and reporting of adverse events.
This score was used to evaluate the relative quality of the adverse
events reported.

Meta-Analysis

not mentioned

Data Heterogenity | not mentioned
Analysis Subgroup _
Analysis not mentioned

e Three trials evaluated Ginkgo biloba, in a total of 563 subjects with
mixed dementias of mild to moderate severity.
All were recruited from the community.

e The largest trial had the longest treatment duration but the lowest
daily dosage and reported a statistically significant impact for general
cognitive function but had mixed findings for global assessment.

e A second large ftrial found positive changes for neuropsychological

Results tests, global assessment, and behavior/mood outcomes with double

the dosage of the previously described trial and half the treatment
interval. In this RCT, clinical efficacy was assessed by using are
sponder analysis, with therapy response being defined as response in
at least two of the three variables: CGl-global function, Syndrome Kurz
test(SKT)-special cognitive function, and
Nurnberger-Alters-Beobachtungs-Skala(NAB)-ADL.

e A single trial evaluated behavior / mood and the result was not
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statistically significant. No trial evaluated caregiver burden or quality of
life / ADL.

o All three trials scored 3 or greater on the quality scale for rating
adverse events,

e Two studies had no withdrawals due to adverse events, and one trial
had a withdrawal rate of 6 percent for both placebo and treatment
groups. Two studies reported no adverse events. One study reported
a statistically significant difference between the treatment and the
placebo group for skin disorders. The same study reported
gastrointestinal and headache adverse effects, but did not test for
statistical differences between the placebo and the treatment group.

Author's Conclusions

Pharmacotherapy for dementia can improve symptoms and
outcomes. Adverse events should be more systematically reported.
Few studies evaluated delay in either disease onset or progression,
but there was some evidence suggesting delay in progression. Few
studies compared drugs with other drugs. Due to poor evaluation,
data was limited to consider efficacy of pharmacotherapy in
different subgroups of patients. Some agents have been shown to
be effective in VaD patients.

B 13. Birks, 20082] XMAN 2§ n& 7 EM

Study Birks(Cochrane), 2008
Publish published only
UK
Country (primary article : Germany 19, France 5,UK 3, Netherlands 2, USA 2,

Ukraine 1)

Types of Study

All relevant, unconfounded, randomized, double-blind placebo-
controlled studies.

Inclusion

Patients o
Criteria

Types of studies : All relevant, unconfounded, randomized,
double-blind placebo controlled studies

Types of participants : Included studies involve patients with
dementia of any severity or cognitive impairment.

Types of interventions : The mode of administration of Ginkgo
biloba may be oral or intravenous (infusion or injection). All
doses and dosing schedules have been considered.

Types of QOutcomes : cognitive function, functional performance
(activities of daily living), behavioural disturbance, global
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impression, quality of life, dependency, acceptability of
treatment, safety.

Exclusion
Criteria

not mentioned

Interventions

The mode of administration of Ginkgo biloba may be oral or
intravenous (infusion or injection). All doses and dosing
schedules have been considered.

Comparisons

placebo

Outcome Measure

ADAS-Cog, ADAS-Noncog, BDI, CGIC, ADCS-CGIC, CGBS, EQ-VAS,

EMCT, GBS, GDS(Geriatric Depression Scale), GERRI, GDS(Global

Deterioration Scale), ModHach, HAMD, MMSE, NPI-12, NPI-D,

NAI-NAA, NAI, NAB, NAI-WL, NAI-ZN-G, NAI-ZVT-G, PDS, QOL-AD,

Rey, SCAG, SKT, WDT, WL, ZN-G, ZVT-G, ZBI, WMS

1. Cognitive function : ADS-Cog, Expanded Mental Control Test
(EMCT), MMSE, ZVT-G, WMS

2. Functional performance (activities of daily living) : ADLs, NAI,
NAI-NAA, CRS(Cricht on Geriatric Scale), PDS(Progressive
Deterioration Scale), GERRI(Geriatric Evaluation by Relative's
Rating Instrument), NAI-NAB, GBS-ADL subscore

3. Behavioural disturbance (Mood and emotional function)
ADAS-Noncog, HAMD(Hamilton Depression Scale), BDI, NPI-12,
NPI-D, NAB,

4. Global impression : CGIC, ADCS-CGIC, GBS, GDS(Global
Deterioration Scale), GERRI, SCAG,

5. Quality of life : QOL-AD

6. Adverse event : dizziness, tinnitus, headache, angina pectoris,
increased blood pressure,

Period

on 20 September 2007

Source

The Cochrane Library, MEDLINE, EMBASE, PsycINFO, CINAHL and
LILACS, and many ongoing trial databases and other grey
literature sources.

Search |Language

not mentioned

Methods

Strategies

The Cochrane Library:(2006,Issuel);

e MEDLINE (1966 to 2006/07, weekb);

e EMBASE (1980 to 2006/07);

e PsycINFO (1887 to 2006/08,week1);

e CINAHL (1982 to 2006/06);

e SIGLE (Grey Literature in Europe)(1980t02005/03);




Study

Birks(Cochrane), 2008

¢ [LACS: Latin American and Caribbean Health Science
Literature(http://bases.bireme.br/cgibin/wxislind.exe/iah/online/?lsisScript
=iah/iah.xis&base=LILACS&lang=i&fo(last searched 29 August 2006)).
*The CDCIG Specialized Register contains records from all major
health care databases as well as from many trials databases
and grey literature sources.

Number of study

36 (4,423 patients)

Quality Assessment

e Selection of studies : Abstracts of the references retrieved by the
search were read by two reviewers in order to discard those that
are clearly not eligible for inclusion. The two reviewers studied the
full text of the remaining references and they independently
selected studies for inclusion, Any disparity in the final lists was
resolved by discussion in order to arrive at the final list of
included studies.

e Quality assessment : The selection criteria ensured that the
blinding and randomization of the included studies are adequate.
Two reviewers assessed the quality of other aspects including
design, assessment of outcomes and completion rate.

Data
Analysis

Meta-Analysis

e For the meta-analyses results for doses below 200mg/day and
above were analysed separately, before combining all doses.
The meta-analyses attempted to pool all studies regardless of
the diagnoses of the patients. The length of treatment was
considered important and for the meta-analyses the data were
divided into those relating to treatment of less than 12 weeks,
of 12 weeks, 24 weeks and 52weeks.

e Comparison 1 : Ginkgo biloba vs placebo = Dropouts, Global(CGIC),
Global(SCAG), Cognition(123-ADAS-Cog, SKT, EMCT, &22-26%) ADL,
Mood and Emotional Function (ADAS-Noncog, NPI-12),
Scale(Hamilton Depression Scale, QOL, NPI-D, ZARIT Burden),
Adverse event (Serious, URI, Dizziness, tinnitus, Weight Loss,
Nausea/vomiting, agitation, headache, angina pectoris, back pain,
diarrhoea, cough, hypertensive crisis, increased blood pressure)

Heterogenity

e The meta-analysis of cognition included data from 4trials of
less than 12 weeks, using 4 different tests

e There is significant heterogeneity between the trials(?=92.1%).
There is no significant difference between Ginkgo biloba and
placebo.

e The removal of Hofferberth 1989 from the meta-analysis reduces
the measure of heterogeneity(’=0%). Hofferberth 1989 has a
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significant treatment effect but the other three trials do not.

e The meta-analysis of data at 12 weeks included 5trials. There
is significant heterogeneity between the trials(1’=76.6%).There is
a significant difference between Ginkgo biloba and placebo in
favour of Ginkgo biloba (SMD-0.65,95%CI-1.22 to -0.09, P=0.02).
The treatment effect is very variable. The removal of the trial
with the largest treatment effect (Vorberg 1989) reduces the
measure of heterogeneity (°=46.5%)

Subgroup
Analysis

Comparison 2 (Subgroup analysis) : Ginkgo biloba vs placebo
(Alzheimer's disease subgroup)(925 patients)

Dropouts, Global(CGIC), Cognition-ADAS-Cog, Cognition-SKT,
Activities of Daily Living, Number of patients experiencing an
adverse event

Results

Of the four most recent trials to report results three found no
difference between Ginkgo biloba and placebo, and one reported
very large treatment effects in favour of Ginkgo biloba. There are
no significant differences between Ginkgo biloba and placebo in
the proportion of participants experiencing adverse events.

36trials were included but most were small and of duration less
than three months. Nine trials were of six months duration (2016
patients). These longer trials were the more recent trials and
generally were of adequate size, and conducted to a reasonable
standard. Most trials tested the same standardised preparation of
Ginkgo biloba, EGb 761, at different doses, which are classified as
high or low.

The results from the more recent trials showed inconsistent results
for cognition, activities of daily living, mood, depression and carer
burden. Of the four most recent trials to report results three found
no difference between Ginkgo biloba and placebo, and one
reported very large treatment effects in favour of Ginkgo biloba.
There are no significant differences between Ginkgo biloba and
placebo in the proportion of participants experiencing adverse
events.

PLAIN LANGUAGE SUMMARY : There is no convincing evidence
that Ginkgo biloba is efficacious for dementia and cognitive
impairment Ginkgo biloba appears to be safe in use with no
excess adverse effects compared with placebo. Many of the early
trials used unsatisfactory methods, were small, and publication bias
cannot be excluded. Overall, evidence that Ginkgo has predictable
and clinically significant benefit for people with dementia or
cognitive impairment is inconsistent and unreliable. Of the four
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most recent trials to report results, three found no difference
between Ginkgo biloba and placebo, and one reported very large
treatment effects in favour of Ginkgo biloba.

Author's Conclusions

e Implications for practice : Ginkgo biloba appears to be safe in
use with no excess adverse effects compared with placebo.
The evidence that Ginkgo biloba has predictable and clinically
significant benefit for people with dementia or cognitive
impairment is inconsistent and unreliable.

e |mplications for research : Further conventionally designed
clinical trials of Ginkgo biloba in the treatment of acquired
cognitive impairment would be unlikely to prove useful. Further
studies restricted to people with neuropsychiatric features of
dementia are needed.

¥ 14. Wolfson, 20002] MAXN 25 1E A7 EM
Study Wolfson(CCHOTA),2000
Publish

Country CANADA

Types of Study

Clinical trials. The authors do not state any further criteria for
study design a priori, however only data from randomised
controlled trials (RCTs) were presented

Patients

Individuals with Alzheimer's disease(AD). Only studies that used
NINCDS/ADRDA diagnostic criteria were included in the review.
Study selection : how were decisions on the relevance of primary

Inclusion studies made? The authors do not state how the papers were

Criteria selected for the review, or how many of the reviewers performed
the selection. However, one of the inclusion criteria stated that
studies should have a quality score of at least 5 points and three
reviewers assessed study quality independently.

Exclusion

Criteria )

Interventions

Ginkgo biloba extract(Tebonin) 40mg 3 times a day (120mg)
Ginkgo biloba extract(Tebonin) 120mg 2 times a day (240mg)
Ginkgo biloba extract(Tebonin) 80mg 3 times a day (240mg)

Comparisons

Placebo

Outcome Measure

The authors do not state any a priori criteria for outcome
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measures. Outcome measures reported in the review included
measures of cognitive performance and patient quality of life
as assessed by rating scales (e.g.Alzheimer's Disease
Assessment Scale(ADAS-cog), Clinical Global Impression of
Change (CGIC) scale, Mini Mental State Examination(MMSE),
Activities of Daily Living Checklist(tADLC), Neuropsychiatric
Inventory(NPI), Clinical Global Improvement Scale(CGIS)).
Adverse events and dropouts were also assessed.

PERSUE-McGill  University (a search engine providing access to
several databases including Applied Science and Technology
CINAHL, Core Biomedical Collection, Core Biomedical Collection Il
HealthSTAR, MEDLINE and PsycINFO) and the Cochrane Library
were searched for trials published after 1986 (search terms
reported). In addition, review articles were handsearched and
multi-media (newspapers, press clippings and popular magazines)
were searched for additional references. Unpublished material
and studies reported only as abstracts were excluded from the
review,

No language restrictions were reported.

Study

Period
Search Source
Methods

Language

Strategies

?

Number of study

Ginkgo Biloba (n=3 studies, 493 participants)
cf; cochrane = 563patients

1. USA, 6 centers, 327%, 2|2i&tXl, Mean age 69

2. Germann,1center, 208, 2[2H&tXl, Mean age 64.5

3. Germany,dicenters, 216H, 2|2i&tX}t, Mean age 70.17

Quality Assessment

e Study selection : how were decisions on the relevance of
primary studies made?
The authors do not state how the papers were selected for
the review, or how many of the reviewers performed the
selection. However, one of the inclusion criteria stated that
studies should have a quality score of at least 5points and
three reviewers assessed study quality independently.

Validity assessment

e Criteria according to Jadad were used.
For each of the six Jadad criteria used, one point was
awarded for an affirmative response and zero points for a
negative response. The maximum possible total score was
therefore 6 points. Three reviewers independently assessed
blinded copies (i.e. with authors names, journal and study
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location details removed) of the studies. Discrepancies were
resolved in a consensus meeting. Studies with a quality
score of less than 5points were excluded from the review.

Methods of synthesis: How were the studies combined?-A
narrative synthesis was used.

How were differences between studies investigated?

Some differences between the studies were discussed in the
text of the review. Studies were subgrouped according to the
treatment type.

Meta-Analysis
Data
Analysis

Heterogenity None

Subgroup

None
Analysis

Jadad score = 7 points. The ftrials differed in duration, treatment
regimens, outcome measures and sample size. In addition, only
Results one of the trials was restricted to participants with AD and
presented data on adverse effects and drop outs. Overall, there
was little or no impact of treatment on global impairment.

The efficacy of ginkgo biloba as a treatment for AD appears to
be less than that of any of the above AChE inhibitors.

Author's Conclusions

I 15. Ernst, 19992 AHIAX 281 0E 1 EM

Study Ernst et al, 1999
Publish The manufacturers of Ginkgo biloba preparations were asked to
ubli
contribute published and unpublished material.

Country Primary Article : Germany 7, USA 1, ltaly 1
Types of Study Double-blind, randomised placebo-controlled trials in human patients.

Inclusion Patients with dementia (Alzheimer type, multi-infarct dementia or

. Criteria mixed types).

Patients

Exclusion . L . - '

o Patients with 'cerebral insufficiency' were excluded.
Criteria

Oral standardised Ginkgo biloba extract(Egb761 or LI1370)at a dose of
Interventions 120 to 140mg or placebo daily.
One study gave 4 times weekly infusions of Ginkgo biloba extract.

Comparisons

The following scales were used to assess change in dementia:

Outcome Measure o _ . -
Alzheimer's disease assessment scale; geriatric evaluation; clinical
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Study Ernst et al, 1999
global impressions; Syndrom Kurz Test; Nurenberg Geriatric
Observation Scale; Self-rating scale; Crichton's Geriatric scale;
Sandoz Geriatric scale; Symptom score; Grunberger Verbal Memory
Test; Figure connection test; symptom evaluation score; Short Test
for General Intelligence.
Period -
MEDLINE, EMBASE, BIOSIS Previews, and the Cochrane Library were
searched from inception to March 1998. The search terms used were
Source 'ginkgo’, 'gingko’, 'Ginkgo biloba','dementia’ and 'Alzheimer'.
Additional references were found by examining the bibliographies of the
Search identified studies, and by scanning the authors files and books related
Methods to the topic.
Language Studies reported in any language were considered.
Study selection: how were decisions on the relevance of primary
_ studies made?
Strategies

The authors do not state how the papers were selected for the
review, or how many of the authors performed the selection.

Number of study

9 (1,497patients)

Quality Assessment

Validity assessment: The validity scoring system of Jadad et al.(see
Other Publications of Related Interest)was used to assess
methodological quality.

This assessed the randomisation, blinding and description of
withdrawals. Two reviewers independently assessed validity using a
stand-alone scoring system.

The authors met to agree consensus on the assessed data.

Meta-Analysis

The available data were too heterogeneous for statistical pooling
and so a qualitative analysis was conducted.

Data ] The available data were too heterogeneous for statistical pooling
. | Heterogenity L .
Analysis and so a qualitative analysis was conducted.
Subgroup . .
. Intervention Period : less than 6 month or 6 months and longer:
Analysis
* Nine studies were included in the review. These studies related to a
total of 1,497patients.
e In 2 of the studies, the patients took the intervention for longer than
R it 6months (lyear and 24weeks), in the remaining 7 studies, the patients
esults

took the intervention for less than 6months(4 to 12weeks).

e Four of the 9 studies scored the maximum of 5 points on the Jadad
score and the remaining 5 scored at least 3 points.
Intervention of 6 months and longer:




Study

Ernst et al, 1999

e Two trials were conducted for longer than 6months. Both studies
showed statistically significant improvements in dementia symptoms in
the Ginkgo biloba group compared to placebo, using both a per
protocol and intention to treat analysis. For one of these studies at
the end of the treatment 28% of the ginkgo group and 10% of the
placebo group had responded to treatment, the authors do not report
figures for the other ftrial. Both trials found a greater response in
Alzheimer patients than in multi-infarct dementia patients.

e There did not appear to be an association with adverse effects and
Ginkgo biloba in either of the studies. In one of the studies 16% and
12% of patients attributed adverse effects to Ginkgo biloba or placebo
respectively. In the other study a causal relationship between Ginkgo
biloba and serious adverse effects was ruled out by the authors with
the exception of a patient who suffered a suspected acute stroke.
Intervention of less than 6months:

e 7 studies with a duration of less than 6 months assessed the effect of
Ginkgo biloba on dementia. All 7 studies suggested a greater benefit
of Ginkgo biloba compared to placebo and this difference was
statistically significant in 6 of the 7studies. Two of the studies reported
on adverse effects and neither of these studies found a greater
incidence of adverse effects in the Ginkgo biloba group.

Author's Conclusions

e The majority of randomised controlled trials available to date support
the notion that Ginkgo biloba is efficacious in delaying the clinical
deterioration of patients with dementia or in bringing about
symptomatic improvement.

e Unfortunately none of the current studies is flawless and ultimately
convincing.

¢ The tolerability profile of Ginkgo biloba is reassuring.

o) J1E9 HHE SUIMCM IYH YA HPS HI

200899 Cochrane review(Birks, 2009)0| &%t £ Ux} AHAFE E St
RS &, oMo NAHH FHDH EFE UXAAC £XtE= MUY, o= I 99N
HIO| UXt ALY 50%°1g°] SUAM o|Foj[L, TFA Fo =F0| U IE A
HH 24
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B 16, ME FMAN 2D ZHE YRt ST 2
Primary article Birks et Man et Chel?D;.e”I i:n:gsll Weot”Z(I).n Ernst et
al. 2008 | al. 2008 2006 2004 2000 al. 1999

1 Arrigo 1985 ¥
2 Arrigo 1986 -
3 Augustin 1976 .
4 Brautigam 1998 .
5 BrOchert 1991 -
6 Chartres 1987 .
7 DIGGER 2008 .
8 Eckmann 1982 -
9 Eckmann 1990 .
10 Graessel 1992 .
11 Haase 1996 . -
12 Halama 1988 -
13 Halama 1991 - i
14 Hartmann 1991 - .
15 | Hofferberth 1989 - -
16 | Hofferberth 1991 -
17 | Hofferberth 1994 - i -
18 Israel 1987 .
19 Kade 1993 .
20 Kanowski 1996 . . . . .
21 Le Bars 1997 ‘e ‘e ‘e ¥ ‘e
22 Mancini 1993 - -
23 Maurer 1997 - ‘s - ‘. - e
24 Mazza 2006 . .
25 | Napryeyenko 2005 I
26 Oswald 1997 .
27 Pidoux 1983 .
28 Rai 1991 .
29 Schmidt 1991 .
30 Schneider 2005 . .
31 Taillandier 1986 -
32 | VanDongen 2000 -
33 Vesper 1994 .
34 Vorberg 1989 -
35 Weitbrecht 1985 . .
36 Wesnes 1987 .

A 36 4 4 3 3 9

(1) Ginkgo biloba
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Ginkgo Biloba YLUX} QI 27} B2

Ukraine

Unknown

Netherlands Booggn
USA O Germany
% B France
‘ B Italy
' B UK
D USA

B Netherlands
D Ukraine

12! 9. Ginkgo biloba x| S Z7jH 2

(2) Ginkgo biloba ¥xt A

Ginkgo biloba XA &4 1 I M
1990'dGol HPIL P HWd| EWEO] 18HOR P WAL 1980HUIEE F I3}
o 19904EH9f F2 =&°| FWEIL, 2000dHof= A= FOIE HAUM.

Ginkgo Biloba YX|H L SE A-H ZF

19704 Cf 1980 Cf 19904 CH 2000 Cf

12 10. Ginkgo Biloba ¥x} ¢i7t STz 2
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) HAIY FHLH HYIEDLG (AMSTAR)

E
AMSTAR %7l ZX QE YoM yess
2004(AHRQ)HOE, ¢ 2N nog we AR

o
o8, £ 2 oA nolt NAS We AL Man,
°

02 Z1ES HBor¥S o, [UrHo= high?t
2009).
- High: H{£2(=olk 89l °|4)°| Yes?l A3

- Moderate: Yes, No, Can't answer?l T¥E&|of

- Low: HEEZHE 871 °1%8)°l No A+

B 17. AMSTAR &1t

=1
[=]

rlo

HytE  Santaguida,
Birks, 2008(Cochrane)®|
20081 Ernst, 1999 So=

FE¢e HIYY(ERIC institute,

Ue BA(Yes?t 4-771A BL)

- AMSTAR
Hey 1 > [ 3] a5 6 | 7 8 9o | 10 [ 11
Birks et al.
2008 Yes | Yes | Yes | Yes | Yes | Yes | Yes Yes Yes No Yes
Man et al.
2008 Yes | Yes | Yes | Yes | Yes | Yes | Yes | Yes NA No Yes
Sant id
antaguida Yes | Yes | Yes | Yes | Yes | Yes | Yes Yes Yes | Yes | Yes
et al 2004
Wolfson et
Yes | Yes | Yes No Yes | Yes | Yes No Yes | Yes | Yes
al. 2000
Ernst et al. Can't
Yes | Yes | Yes | Yes | Yes | Yes | Yes NA Yes | Yes
1999 answer
Chi [i
'appet Yes No No No Yes | Yes | Yes Yes Yes | Yes | Yes
et al. 2006
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MEHEl HAHY SO F I HE ALY Ernst, 199991 F 9712 Ut A
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O[T Qs AL O MRICH J2YH o|QUOIX 2 AUt 2 HE WD US
R 7
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ZEY 21 YooY, Wolfson, 2000t Birks, 2008 S°lME Ginkgo Biloba?l *|
0 9 QAXPFofol tigt mapol 3loXolct. £3] JPY W2 ALE TSI, AP
M F2 ZANE HO[HM IO o|FoTI AHPQ Birks, 2008%4= X|Ujofl Ch$t at
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3.2.2 XUje] u|FEXEO| Yt WEXY W§ 24

7F) Non-pharmacological treatment
(1) England (NICE-SCIE Guideline)
@O AX| FHXIE 215 RXE et Y] %4SH X& :
- BE FRY B, TS XU ©Xe UX| For T2 Y 27t HIFE
OfoF oLy, O] T2 M2 MHEQL WY S HMY HPFUZ R AGMHA QA S

ool 2oE|ofof OFD, WX Murdrs kO] FRYA WA MBEOIOF YLt

- EOENS SUPIL F3O XWEX| FQ WX MTE, J|E, S| L2
UXYKZES DOHOF OICH WXFSOICL T wrgots XEJF OHE 4 Y| WEo|
c}

IS DUESIO M HUL SYOLIOf Bt

G2 22 Xg¥S a3y 5 AL -
o[20iX|& (aromatherapy)
o2t X3 (multi-sensory stimulation)
Xggx9o 2o J1/FEe &
FE HX X8

OpAEX|

@) L= I8 1/TL 2orS JIXI X|Uj $HXfo| 2N X2
- X|Uf UXZ QT X|Fo|= Q&= A N/FL EOHS ZHA| 9 WILE B[O} BTt

a
- $2F J9/Es 2UAFES 1Y XU AXGE ¢S LU HEXY UHE £k

1o

fou

1ION

IDJY3|D3H paspg-a3uaping |puol

gojjo o

U2by DUIIDJIOC



MUSIDIAT IDU
JUspling U

=

pasng-

1

S4D2Y3|oaH

pljod

i

Jusby buijpioq

£

Lk

e

Ill-‘lj_(

[

®

@

®

a.

[oHel 2,3x} ool thet 2l=7 (=&t

Ue AX| BT XTI X URE DHE +L UY.
g X7, HZZ XF¥(multi-sensory stimulation), $8 2Z X8 2FLL
XE e 92T 1W/EE SUFT2 71 Ao dXP £ + A°oF AU

SIGN 2006
%% X|&(Behavior management)

T=o o=

WEXIZE AT 22T LAY + Ut (B)
AX

+Z 9% X|&(Multilevel behavioral management)e JH#HX|2Hct X|oy

URto| PEFAES VWD 4o W FHOLH © TUHY 4 U, (GP)

HIX X T2 ]
HORHE AU PRI BAFQI FAo| thYr TUHQI TN wopof Yt (B)

oIx| Xt3x|2

K|S Qx| XFIAZE O|§Y 4 UOIOF YLt (B)

oy ol

XU YRS QIO UHE CXIAY W DHEIOOF Y HIMfYS

e AZCE WA

HIQIX] Yol AHFXet X|Uj grxte] £y

Y AVE B FAL MH|A XIF

LR HQ NUIHECE Tro|EE HFXE Xfujx]

Al ML) ZM, SO MAIBAY FQ u] AMM CXIE D

Mot dael X3

52 439 XY §Y

x| of &S FO7| YUY HMTETY B 2WOP| FAS Yol X

HaS E017] Aol =0l B e oYY 1S
=& 3o 2E¥A TR+ Us 242 HAH (GP)
o2t X3 (Multisensory stimulation)2t 2 X|&

Of20f2 %Y



Y5Ol FYS F AE UOU WHM B9l MHMQ UY SHOR WREX| g
o8 £ %5 FHo AALFORE ANHX ¥LCh. (GP)

- XUjQ HWE FAS UANI|HE SXo| of2ut ABE FoIo|Tk. UFH op2op

b. M Rtg(ught therapy)

- e WM QWS QX o X[, W Hou B FA X2 MUK @
tt. (GP)

c. 2% X|& (Music therapy)

d. 4&Z =¥ (Multisensory stimulation)

- AY & YE FSEY AWOPIE TAY XTHO| YMHOT QU FHY L&
o
AN

rir

- A% RIS FFEOIM A Ao UFHUH SO S oML A
EX| LTt (GP)
OREER
- XNt YFAS QXIOP| AHME SF Tierel FHRHO| £20| B 4 Ut

2 X|E(Reality orientation therapy)
HXge ARE, B4, Al oigh XEHS 92 AE HE JEol o=t
SHE JAZMO ol A EIofoF 3. (D)
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® Ao ¥

- oM PSS XU LKoY Ao Wit o= FOIS o SYUSIOORI STt (B)
W UEY WFS ME 5L IUNOID OH HUIS J|UOE FXQ UFH
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(3) 47IEE(Singapore)
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L) BIX} FX (Caregiver intervention)
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Practice Point).
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(Level ©)
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patient organizations (Good Practice Point)

(2) @@= (NICE-SCIE Guideline)
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ZIX|HE(Quality Indicator) (2008)

Quality indicators for people with dementia

Recommendation

Numerator

Denominator

A care plan for people with dementia, should be drawn up on
the basis of the life history, social and family circumstances, and
preferences (such as diet, sexuality and religion) of the person
with dementia.

Number of people with dementia with
registration of a care plan, including: Life
history, social and family circumstances,
preferences (diet, sexuality, religion).

Total number of people
with dementia at service

Treatment of dementia always involves at all stages emphasising
the unique qualities of the individual with dementia and
recognising the patients’ personal and social needs. The
combination of different types of support, each tailored to the
person and the situation is preferable over offering one type of
support or a standard care package.

A. Number of people with dementia with
registration of personal and social
needs in care plan and/or medical
record

B. Number of people with dementia with
registration of a personalized shared
care plan between the informal carer
and care professional

A. Total number of people
with dementia at service

B. Total number of dementia
patients that are offered
support at service

Identify specific needs, including those arising from:
sensory impairment communication difficulties ill health

Number of people with dementia who
receive a periodical needs assessment

including: sensory impairment
communication difficulties ill health

Total number of people
with dementia at service

Care plans should address the activities of daily living (ADL) that
maximise independent activity, enhance function, adapt and develop
skills, and minimise need for support.

Activities should include recreational, social, leisure and structured

Number of people with dementia whose
care plan includes both ADL and
recreational, social, leisure and structured

day activities.

Number of people with
dementia at service
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day activities should be adjusted to ensure that they are achievable
with the limitations the patient has.

Healthcare professionals should be aware that many people with
dementia can understand their diagnosis, receive
information and be involved in decision making.

Number of people with dementia who have
registered that diagnosis is discussed and
that they were asked whether they wanted
to hear explicit diagnosis and prognosis

Total number of people
with dementia at service

Assess and monitor people with dementia for depressions and/or

anxiety.

Number of people with dementia that are
assessed periodically for depression
and/or_anxiety

Total number of people
with dementia at service

People with dementia who develop non-cognitive symptoms that
cause them significant distress or who develop challenging
behaviour should be offered an assessment at an early
opportunity to establish the factors likely to generate,

aggravate or improve such behaviour.

Number of people with dementia who
show noncognitive symptoms that

cause them significant distress or who
develop challenging behaviour

that have a tailored care plan based on
an assessment conducted by professionals
including:

Total number of people
with dementia who show
non-cognitive symptoms
that cause them significant
distress or who develop
challenging behaviour at

service

Psychosocial interventions should be considered and should be
tailored to the person’s preferences, skills, and abilities. Monitors
response and adapt the care plan as needed.

A. Number of people with dementia whose
care plan says that they receive
psychosocial interventions, tailored to the
person’s preferences, skills, and abilities.

B. Number of people with dementia for
whom a psychosocial intervention was

A. Total number of people
with dementia at service

B. Total number of people
with dementia at service,
receiving pharmacological
interventions for

instituted for behavioural problems before

behavioural problems

pharmacological treatment was started

83 —



Care managers/coordinators should ensure that there is Number of people with dementia who have | Number of people with
coordinated delivery of health and social care services, including |an assigned professional who maintains dementia at service

a combined care plan, agreed by health and social regular contact with the patient and the

services, that takes into account the changing needs of the main_caregiver and ensures coordinated

person with dementia and the carers. A case manager, one or delivery of health and social care services
two assigned people who would maintain regular contact with
the patient and the main caregiver should be involved

in aiding patients with dementia and their caregivers.

Quality indicators for informal carers of people with dementia

Respite or short-break services should be available and include, |Number of carers of people with dementia | Total number of carers of

for example, day-care, day and night sitting, adult for whom it is registered that respite or people with dementia at

placement and shortterm and/or overnight residential care. shortbreak care is offered to them service

Assess and monitor carers of people with dementia for anxiety Number of carers of people with dementia | Total number of carers of

and/or depression. that are periodically assessed for anxiety |people with dementia at
and/or depression service

Care plans for carers should include interventions tailored to Number of carers of people with dementia Total number of carers of

carers’ needs and preferences such as individual or group who are offered psychosocial interventions, |people with dementia

psycho-education and training courses about dementia, services |tailored to their needs and preferences
and benefits, and dementia- care problem solving.
The general practitioner and/or other professionals should inform

the family and caregivers of the local situation.
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Quality indicators for formal carers of people with dementia

Health and social care managers should ensure that all staff Number of staff at care service/facility Number of staff at care
working with older people in the health, social care and that receive specific dementiacare training |service/facility
voluntary sectors have access to dementia-care training (skill at a regular basis, at least once a year

development) that is consistent with their roles and
responsibilities. This should include comprehensive training on
interventions that are effective for people with dementia.




3.2.3 #RE HX QX] X|&(Computer Assistant Cognitive

Intervention)?ll gt YA H D&

2t DBOIM ZME ZUE O 1Y 113 2UC IYMOE FALHY FFMoz
ALgElE ABE HX AUX| XEJb OFX GITtD MUEIUI| WO, YUY AMolS A
ORI, F 72797t HMEIQUCE AT J|E0| MUK gL APSL WS ¥ 3
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T YIALEE F AMEO SEHOE 227 Al F HiHISIRY. O Zd 4N
o]

Ovid Medline Cochrane Library EMBASE PsycInfo
133174 11567| 256574 22277}

SSHIA S 1A HIY| Ol ==
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SSHIA 314 HiA| =
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a3 1. M7z mE 23 Mey

(1) Tarraga 2006
Tarraga 20062 # 46%(M¥Z 18, WXl 16, HXF2 12)2 Hiide

=
X2 KBY ¥ 123 24F0| ZUE ZYOIUCL. PRELS 320 DAY WAL

Aduaby Bulypiogp]|o) 21DIYJ|DIH PIsDg-IIUBPINT |DUOCIIDN



fruaby BuiIpioqp]jo) IDIYIPAH PIsDY-dU3PINT [PUCIIDN

0

LS X|oie] 2,3kt oflHoll thet 2|z 7 |=EIt

MEUZL  IMIS(Interactive

multimedia internet-based system) +

IPP(Integrated psychostimulation program) + ChEI(Cholinesterase
inhibitor) 2| SYX|g2E WULH, X112 IPPY ChEIE, WX#2& ChEl U=

QYOR XBWUTL ZHUXWL

MMSE, ADAS-Cog, SKT, BNT, Verbal

fluency, RBMT, RDRS-2E& ©|83I%Ltt. Tarraga 20069 XA%t £42 B 199

JPEI--

¥ 19. Tarraga 2006 Si12| E4

CHal == =2
AR RCT
SEAA | AT (7B 215) | Single
ARt Spain
HTCHA (BHRt4) 18 16 12
o A} R M : 28% (5) M:12% (2) M : 0% (0)
A o = = F:72% (13) F:88% (14) | F:100% (12)
£y
HHAA(SD) 75.8(5.9) 77.4(4.7) 76.9(4.5)
Alzheimer's disease, treated with ChEls for at least 1
year, )65 years of age, at least 3 years of education,
MMSE score between 18 and 24, GDS score of 3 or 4,
absence of uncontrolled discruptive behaviors, absence
M| of major depression, current or partial remission,
MEH7|Z= s absence of uncontrolled disruptive behaviours, absence
of structural lesions in the CT or MRI, absence of
history of alcohol or other substance abuse, absence
of severe auditory, visual or motor deficits that may
interfere with cognitive testing
Hi A7 [& NA
Z=XHetH(treatment arm) IMIS+IPP+ChEls IPP+ChEls ChEIS

CHatOl A 3F(17%) =EL,
d/t progression or institutionalisation

12, 24 weeks

Jor Y
o K

ADAS-Cog, MMSE, SKT, BNT, verbal fluency,
RBMT(the story recall subtest from the Rivermead
Behavioral Memory Test), RDRS-2(Rapid Disability
Rating Scale-2), GDS




(2) Galante 2007

Galante 20072 129(HgZ 7, HiXF 5)9 LXS[O|H oyerxtet FT QAXPI|F Xt
UXIE QPYOR 437t K83 ZUE XEXZ(TL)YA MY ¥(T2), Y ¥ (T3) 2% ¥
Iropct. MEZLE TNP software (Training Neuropsicologico by Tonetta, 1998)&
O|goto] X[t CHEFZ H|XE ARE WL o] FAXX SFH(semi-structured

interview)2 WAL Galante 2007 419 X9t £442 B 209} Z4H.

H 20. Galante 2007 91| EA

b B S
ALRH RCT (single blind)
M| | ATk (T[22 21F) | Single Center
A=t Italy
A (HRE=) 7 5
Hrohet e |24 HIE NA NA
ENM  |m-IZH(SD) 76.0 (6.0)

i) diagnosis of probable AD according to NINCDS-ADRDA
criteria

ii) mild cognitive impairment ; i.e. score between 19 and
26 at the Mini Mental State Examination (MMSE) (28)

. MEAT|Z= and between 70 and 90 at the Milan Overall Dementia
U Assessment (MODA)

iii) pharmacological treatment with acetylcholinesterase-
inhibitor (AchE-l) at a stable dose for at least three
months.

A7 | &=
Zxjar(treatment arm) Compute_r—based. cognitive ser_ni—strt.,lctured
intervention interviews
ERE(H %) 1 (8.3%) (CHEI, d/t poor compliance)
F=X7|7t & 4 weeks intervention 9 months (Z1k= 3 months F/UY)

MMSE, the Milan overall dementia assessment (MODA),

Bisyllabic Word Repetition Test, Prose memory, Corsi’s

block tapping test, Digit cancellation test, Raven’s

FHBAM i Coloured Progressive Matrices, Semantic and phonemic
;:T At S™=7 |verbal fluency, Denomination, Constructional apraxia and
o Ideomotor apraxia for superior limbs. Neuropsychiatric

Inventory(NPI), Geriatric Depression Scale(GDS), Basic

Activities of Daily Living (BADL), Instrumental Activities of

Daily Living (IADL)

ITT 2402 N
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(3) Schreiber 1999

Schreiber 1999& 14F (WX 7, Hgd 7)9 LXSO|HY, T2 Y XAXE
g2 232 XgE Aot 15%UmWe| ZAE BIPIH. HEI2 MULTITASK
computer softwareg °|49t9 XU HXIZ L JEXet Yo (chat)E Y¥UH. 2
&L Rivermead Behavioural Memery Test(RBMT)?t Nirnberger Alters
Inventar (Nuremberg Aging Inventory: NADCIA F£&39 J[2d HAEZ o|g3i%

Ct. Schreiber 1999 A9 X3t EMH42 H 212 ZT.

H 21. Schreiber 1999 19| XiA[SE E4

&=t ==
AL Non-randomized controlled trial
SRAA | AR |2(CH |22t 5) | Single Center
AT} Germany
ST (EIRI) 7 7
AL AL CHAH e H|g F: 72% (5) M:28% (2) F: 86%(6) M:14%(1)
4 | mRAA(SD) 80.86 (4.6) 78.86 (6.72)
1) Non-hospitalized, right-handed
2) Alzheimer disease or vascular dementia selecting
criteria: DSM-IIIR*, medical assessment including CT
MEdY|= scans
MEHT|Z= 3) 65< years old
4) Mildly to moderately cognitively impaired MMSE score
ranges 14 to 26 (mean 21, SD 3.9)
B | Patients sufftering from sensory dificits or other
= psychiatric and/or neurological diseases
A chat with a
ExeH(treatment arm) MULTITASK _
psychologist
2H2E(F, %) NA
=X7|7¢ Intervention : 2 weeks, F/U : about 15 days
EXZAL
Z} 2ot ZxEo NAI (Nurember Aging Inventory), RBMT (Rivermead
stol Behavioral Memory Test)
ITT 2ol DIAJE




(4) Heiss 1994

Heiss 1994& 70%9 2XE 490 ol T U809 6HEL Xzt ZUE

HOICE. 17| XS ALE X|X| social support 9, 18%e| HXE F23

XgE, 1792 XX =2

phosphatidylserine 2*200mg/day2 *|=%%%

pyritinol 2*600mg/dayg,

. ° Jter 2 Aol SXo|

Uote & 2UY ZIS FEY AXXRE Y2 22 HEUICE, MYH XX E

2 2& UYZIOER oL

ZYE= Neuropsychological Test Battery

1892 AUXX|=¢

Quantitative EEG Analysis, Positron Emission Tomography (PET)E &%

3t regional cerebral metabolic rate of glucose(rCMRgIu)E& A8t &%t
A, Heiss 1994 A XN3F 42 B 229} 4.

H 22. Heiss 1994 ¢i71o] EA

= CHEZF 1 =t 2 CHZEF 3
ATEd RCT
HATAA | AR 2T =B 215) | Single Center
A=t Germany
ATLCHAH(ERE) 18 17 18 17
M: 50%(9) M: 47%(8) M: 56%(10) | M: 59%(10)
AL | CHAL = g
= < E}‘: F: 50%(9) F: 53%(9) F: 44%(8) F: 41%(7)
- HWHHASD) | 65.95 (6.28) | 67.18 (8.51) | 66.74 (6.93) | 66.63 (10.17)
i) diagnosis of probable AD according to NINCDS-
ADRDA criteria
ii) mild cognitive impairment; i.e. score between 19
M| and 26 at the Mini Mental State Examination
MEHT = s (MMSE) (28) and between 70 and 90 at the Milan
Overall Dementia Assessment (MODA)
iii) pharmacological treatment with acetylcholinesterase-
inhibitor (AchE-l) at a stable dose for at least three months.
HH K| 7 |=
computer
computer
computer -based
-based . .
-based N cognitive semi-structured
S H(treatment arm) . cognitive ) i ) .
cognitive . . intervention+ |interviews
. . intervention .
intervention N phosphatidyl
+ pyritinol )
serine

E2EE(E, %)

10 dropouts (initial 80 to 70, "technical insufficiencies
of PET, EEG data or side effects)

6 months (intervention 6748 XM& M%)

IION

3 Jouc

$Dg-23UapIng

=

Y3|paH p

1N

)d |

o

Aduaby Buypioqpjjo



Adusby Buljpiogp]jo) 24D} DAH PasnY-aIUBPINT [PUCIIDN

0

LS X|oie] 2,3kt oflHoll thet 2|z 7 |=EIt

Neuropsychological test battery

- a verbal and pictorial selective reminding paradigm
with a delayed recognition tasks (memory)

- Corsi's tapping task (visuospatial short-term memory),
a modification of Gollin's imcomplete

- picture test (perceptual memory and priming), verbal

Znt fluency test (language capacity and

Efol subtest of token test)

- go/no go paradigm (reaction time measurement)

- concentration test for eldery people (concentration
dapacity)

- a modified questionnaire after Oldfield and tapping
task (handedness and psychomotoric speed)

- items on orientation and praxia

o) EgrE WSS ¥ B

o
HF EZUE 490 FHO| oigr 2 HIIE Ao E Bor == 23T 18Y RCT
H Bt ¥l Risk of bias (ROB)E °l8dtdt. H B2I°= YJ Lee, HI Sohni}

YC Choi 32°] Hooren JHEXQl & Fof ¥ EBZ T YAS ==3IAH.

A% 29 A2 M W AU 1Y 129 2T

dalante 2007

Heiss 1994

O |1t sequence genersion?

. . . . Allocation concealment?
000y

Schreiber 1999

Tarraga 2006

. . . . Incomplete outcome data addressed?
. . . . Free of selective reporting?
. . . Freg of other bias?

a3 12. Risk of bias 7}



o) 2t 2HE9 AL
(1) Tarraga 2006

MMSE®} ADAS-Coge 1238} 24F°| £3 &
PEIUEt. 1239 ADAS-Cog =72 B2IS W HHIY IPPUHZEZ ZFM ChEl
HEZFEY 23 AOE UHFY. MMSES M E
2439 B{IIAD} ADAS-CogZE FXMS W MYl ChEl
g Hon MHUIY |IPP YHXZF TN MMSEA ChEl
e

RDRS-22 Z73?% 21587 e 24F £o| |2t Hepr gle Aoz YEHRGH.
GDS BoME RE AXIF 45352E K& [F WS HOX| ¥UAY. Tarraga
2006 A9 EY= B 2310 T,

H 23. 123F/24%2| QX|7|s2| Ha}

Al IPP CH=Z ChEl cHxEZ
Baseline 0 0 0
MMSE Week12 1.93 0.50 -1.08
Week?24 1.47 0.13 -1.50
Baseline 0 0 0
ADAS-Cog Week12 -2.54 -2.44 1.08
Week?24 -1.07 1.12 1.83
Baseline 0 0 0
SKT Week12 0.20 -1.74 0.75
Week?24 0.27 -0.81 1.33
Baseline 0 0 -
BNT Week12 0.54 2.32 -
Week24 0.67 0.94 -
Baseline 0 0 -
Semantic fluency Week12 0.26 0.82 -
Week?24 -1.07 0.44 -
Baseline 0 0 -
Phonetic fluency Week12 0.53 -0.25 -
Week24 0.33 0 -
Baseline 0 0 -
Story recall subtest Week12 0.47 0.12 -
Week?24 0.40 0.12 -
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(2) Galante 2007

Galante 2007 3t= At Fofo| TE WHeE HE AZtmaer AREFaet Xz
UHE FAO Aot ARMXE TAE BASIQY. MMSEZ BIret Zop oI &Ny
(T3)°l= 2% HEO|X X|&(semi-structured interview)& W2 oA MMSE
"4Ih B2 EOo|X X|E(TNP software)E We ZoMEe SHEUY. HE &3
S2 HEMX| FHHSIX| AUL IFHH(T2)71X|2 Hutqro] XA U, MMSE &
GEE B 249 2t

E 24. TNP softwareZ 0|25 QIX|X|& st
Pre(T0) Post(T1) 3mon(T2) 9mon(T3)
Test Group P
Mean(SD) Mean(SD) Mean(SD) Mean(SD)
TNP 22.9(3.1) 23.0(3.9) 21.6(4.6) 21.4(3.8)
MMSE 0.10
Control 23.1(1.8) 24.9(2.8) 24.4(2.3) 18.4(2.9)

(3) Schreiber 1999
g MY H™4 w9l F7F HWOME NAI Picture Test?t RBMT Route
delayedoX X0 HIXZ2EC| {28t Xto[7} UUY. o] Hit= H 259 ZC},

B 25 Xz M HMpHse| Z7F Hin
A=z =+ P-value
NAI Figure 0.86 0.57 0.752
NAl Picture 0.57 -0.14 0.006
RBMT Picture 0.72 -0.14 0.163
RBMT Route immediate 1.42 0.29 0.128
RBMT Route delayed -1.71 -0.43 0.025

2 239 X ¥ H+S Huwet EH9ME= NAI Picture Testet RBMT Route

immediate @2 Qo/oh WYt AUUCH 1 Hipe E26D 2Tt



H 26. x|z T2 s W

NS X225 P-value

x2z 6.00(1.29) 6.86(1.07) 0.188
NAI Figure

e 5.86(1.46) 6.43(1.72) 0.344

x22 257(0.79) 4.14(1.07) 0.031
NAI Picture

HEt 257(0.79) 2.43(0.98) 1.000

x2z 757(0.79) 8.29(2.14) 0.438
RBMT Picture

B 7.00(3.11) 6.86(3.93) 1.000
RBMT Route x2z 3.29(0.95) 4.71(0.76) 0.063
immediate e 2.71(1.60) 3.00(0.82) 0.750
RBMT Route x22 3.00(1.15) 4.71(0.76) 0.063
delayed e 2.57(1.40) 2.14(1.35) 0.375

(4) Heiss 1994

Heiss 1994 A9 MFFUASUY HAFAL= 2 &
ol HlW, Z} Ao Xz 4igt IEHEY 37IX|2 HA L
X2 E W2 XY AYH X|X|E W2 {EFAY X HWE HASHX] 5%

2t 9 X|g MY ZopES HWoM UXXRE WE #2 ZE AN Xz M
ol gt M-S HOoX| 4Utt. 3EHE WM QAXXEE WS #2 11%Y
HES H9 Yl 2 F P 2 ULEE HQ{Y. OE FSY IHEZ AMYH XX|Z
18%, ‘L|1|1|3+phritinolil 24%, 131 <QIX|X|g+phosphatidylserine 2
50% ©|A5.
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3.3 WY X|Uo] gt HSX|BO| T Tt M
RinE)

3.3.1 Cholinesterase inhibitor ¥ memantine®| gt A=
= IA

) dMELL
1) 2 24
39 MM 2H DM AT AM Y IY UK 2 FIt AN A} 1Y 137 2U
M W F 1110070 AME HAIE 2H DA AUxp MUK Y OjX MEMjHIE X
F 7ML MAEQOn, MetEl 7o HHH SHILE 2004WLE 2008479 A
T2 HDH 53 AP AT ol WY XM Ut IOl HEH W

oFE EI A °FFO| TOI ofFHT Zut L4 HOo=R MAHM.

*

=]

2) I HAM At
=Yf ZM DBE ¥&3 HM A O AH1o| IIoh J|FO HMuIst qYUXIE g2
2 dad Xof 9 HE QIX| Xofof| cholinesterase inhibitor ¥ memantine
TUULGA IS HMEX] QoY Y EHY XU & FT

(o)

KX
=

|

ol XAl donepezil
cholinesterase inhibitorg Tt g&/d XU #Xjet SAqOIX| 42 X|0f xjo| 3
g HlWP ARXIF UACH(ZZE, 2008). EF HEF F XU AXYM donepezil
F9 ¥ [T nlE HUY AJCKHE, 2008) R ora¥?l HEF X
donepezil& Fo%t9 uNRE wE AJXAYE, 2008)7t U9l oY AF F
donepezil® =4{oM g X[of S AXPFoH I WOl FA=D Holg} FHY +
UALE. dBYy HEig X|uf HzXOH rivastigmine, galantamine, memantineg
SOt U Ae BMEX] FULH, HUY XU2F ofd XU 2XH memantine
I} rivastigmine IX|§ Xg%t AHALAUZ FHZ £ JAUY(ARAUL, 2007; UdHE,

20009).
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ﬁm SR, MA 2134 : 1117} \
— ovidMedline

- Embdse
— Cochranelibrary
~ CRD database 3
. L4 SR, RCT 244 : 627§ <
- Koreamed
- YTMY
- =2 0O|EH o] A2y o
— NDSL g
- BRI8ULTEN
« 29| RCT F71 A4 (200651 01 217) : 2499 7K T
- ovidMedline s 8 a
— EMBASE FHetoH = A =3
- Cochrane library > T z=HA 8
— Psycinfo
— 1 9 (handsearch, clinicaltrigl.gov)
v v . .
A 25108 ) 29| Uxt 23 2 23
 EESETERE A%, =5 ol $ S EELETTERE
(N=17) (N=14) (N=4)
+H[@F0| 9JoFZ0| of
. HEB OB HMI} B EWET 22 AP U A3 (n=2)
DE|X| 22 A3 (n=1) (n=3) i E=F0 Y AR
+ AMSTAR F7}10j| A] 684 « PICOO|| = otolA| ako (n=1)
O|L} 78 250 A no2 A (n=6) QMY HEME E
H71E o3 (h=9) » open label ®3 (h=2) ot (n=1)
HAY geag: ) 20064022 2712 = | i
slo| & T = o3 =
A2, X5 2ol & He S G e 2 £ AT (0=0)
(n=7)
13 13, Cholinesterase inhibitor 2 memantine ZM ZHn}
) 71z HAH SHIM S4 ¥ EY Yx A7l 2X
HAY S8 D& &0 AL UH A4F U Ut Ao 2EXE= o 2o H 279M
oF A Ol
=2 T M
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H 27, MEE MAN SHDH| EIE Ukt 47 2

Malouf et| Craig et | Kavirajan | Raina et | Mcshane | Sink et | Santaguid
al. 2004 | al. 2006 et al. al. 2008 et al. al. 2005 a et al.
(Donepezil) | (Galantamine) 2007 (Cdlinestease 2006 (Pharmaco- 2004
(Odlinestease || inhibitar end | (Memantine) logic (Pharmaco-
inhibitor and || mementine) treatment) logic
mementine) treatment)
Black(2003) (D) (D) (D) (D)
Wilkinson
(D (D (D
(2003) (D) (D) (D)
R 2006
oman(. ) D)
(Unpublished)
Erkinjuntti
(G (G (G (G
(2002) (@) (@) (©)] (©)]
Auchus
(G)* (G)*
(2007) @ @
Ballard
T (R)*
(2008) ®)
Orgogozo O B ) W
(2002)
Wilcock
(M (M (M (M
(2002) (M) (M) (M) (M)
MRZ-9206
(2003) (M)
(unpublished)

Abbreviation :

D:donepezil, G:galantamine, M:memantine, Ririvastigmine

gl 0BT AR EaEls
Ho| Y% BB Xof ES QIXIHO| MAN DT AYE HAT0/n, HO| R2%2 BE FRO| Xl T
HAN 2sinaz AYE A7,
) P12 (AMSTAR)

AMSTAR B2t 2t O3 B 280 ZUM. AMSTAR ¥= Ug2 #8 794 &

A
o 4 et



H 28. Cholinesterase Y Memantine HAH= 23 1E AMSTAR 7| At

AMSTAR
1 2 3 4 5 6 7 8 9 10 i

Reference H&E

Raina et al. 2008. | Yes | Yes | Yes | Yes | Yes | Yes | Yes | Yes | Yes | No | Yes

Kavirajan et al.
2007,
McShane et al.
2006

Craig et al. 2006 | Yes | Yes | Yes | No | Yes | Yes | Yes | No | Yes | No | Yes

Yes | Yes | Yes | Yes | Yes | Yes | Yes | No | Yes | Yes | Yes

Yes | Yes | Yes | Yes | Yes | Yes | Yes | Yes | Yes | Yes | Yes

Sink et al. 2005 Yes | Yes | Yes | Yes | Yes | Yes | Yes | No No No | Yes

Santaguida et al.

2004 Yes | Yes | Yes | Yes | Yes | Yes | Yes | Yes | Yes | Yes | Yes

Malouf et al. 2004 | Yes | Yes | Yes | Yes | Yes | Yes | Yes | No | Yes | No | Yes

a =1
ANCH. EoE UK HPO FFE2 357N HAY £ UL, Kavirajan 2007
L) ol

o, FIAMOME

OEMAF(EAH WHE 5)0=20r 29l A= HiYBFRL. clinical
trial ZM EOF TUYFQ AGALAUOl AU O] FIMH AL AUUH

o) E@E Uxp A §44 (Donepezil)

IR § o Ux AT AWM, WEX, FYH, 2 S hg E 209 2t

H 29 mZet=El Xt A7 EAN (Donepezil)

Black, 2002 Wilkinson, 2003

Randomized double-blind
parallel-group placebo-controlled,

parallel-group placebo-controlled o

Methods Multinational (USA, Europe,

multinational .
Canada, and Australia)
24 weeks follow-up
24 weeks follow-up

Randomized double-blind
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probable VaD and 24% with
VD (probable VaD(70%) and 30% ) )
- . . . possible VaD according to
Participants with possible VaD according to o
NINDS-AIREN criteria (MMSE:
NINDA-AIREN (MMSE 10-26)
10-26)
Interventions donepezil 3-10 mg/day donepezil 3-10 mg/day
1-ADAS-cog 1-ADAS-cog
2-CIBIC-plus 2-CIBIC-Plus
Outcomes 3-MMSE 3-MMSE
4-CDR-SB 4-CDR-SB
5-ADFACS 5-ADFACS

Hh) HEY H¥(Risk of bias) ¥?F A1 (Donepezil)
Risk of bias2 H7¢t Aot= o4 13- 149 ZULCE. Allocation concealment

E
E HUstlEs §E HE F2OIM HIEE YOl K2 Ao UHEG.

= | Allocation concealment?

® | ® | cinding?

Elack, 2002

)
® | ® | Incomplets outeome data addressed?

® | @ | Frez ofcther bias?

® | ® | dequate sequence generstion?
® | @ | Free of selective reporting?

YWilkinsaon, 2002

12 14. Donepezil &XI A4t Risk of bias ™7}

AP Meta analysis 23 (Donepezil)

Donepezil & £ U4 A7 BF 5mg, 10mg groupl 2 Y%o XISE U=,
F AN RE O EE outcome2 ADAS-cog, MMSE, CDR-SB, ADFACS,
IADLGOH, ZtZt fixed effect model2 meta 22 A|SHSIHCt O[RIAO| AL

1 1 ZY Fgol 4E IADLZ HIdtl 5mg, 10mgoiM 25 YAEYG Tagr U
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o]
o
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(1) Donepezil(bmg)Y H2Hu

: ADAS-cog ITT-LOCF

donepezil{fmg) placeho Mean Difference Mean Difference
Studhy or Suburoup  Mean 5D Total Mean 5D Total Weight [V, Fized, 95%Cl IV, Fized, 95% C|
Black 2002 096 53 18R 072 A4% 1BR 456% -1BBE27T-059) ——
Wilkinzon, 2003 176 4B 189 01 A23 TR0 A44% -1B5[26A-064) ——
Total (95% Cl) 384 368 100.0% -1.66[-2.40,-0.92] <

Heteragene ity Chi*= 0.00, df=1 (F=0.97); F= 0%
Testfur overall effect 2= 4.41 (P < 0.0001)

4 2 0 1 4
Favours experimental  Favaurs control

12 15, Donepezil(5mg) vs placebo, ADAS-cog ITT-LOCF.

(2) Donepezil(bmg)Y ¢t

MMSE-completer

donepezil{smy) placeho Mean Difference Mean Difference
Study or Subiroup  Mean  SDTotal Mean  SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Black, 2002 1.0 308 181 0A7 312 164 467% 053[014,1.20] T
Wilkingan, 2003 1A 288 186 041 313 187 A33% 1100047173 .
Total (95% CI) 327 321 100.0% 0.83[0.38, 1.29] . 2

Heterogeneiy: Chi*= 148 df=1(F=022);F=32%
Testfor overall efect 2= 357 (P=0.0004)

4 2 0 1 4
Fawours experimental Fawours control

12 16, Donepezil(5mg) vs placebo, MMSE-Completers

(3) Donepezil(5mg)at ¢kt w

donepezil(5mg) placebo

Study or Subyroup _ Mean 5D Total Mean SD Tofal Weight [V, Fixed, 95% CI

: CDR-SB ITT-LOCF

Mean Difference
IV, Fixed, 95% CI

Mean Difference

Black, 2002 001 168 196 011 1A 184 519% -012[045 021)
Wilkingon, 2003 05 1EY 199 016 174 180 4BA% -0.31[06E 0.04)

Total (95% Cl) 395 374 100.0% -0.21[-0.45,0.03]

Heterogeneity: ©hif=0.60, df=1(F=0.44); F=0%
Testfor overall effect £=1.73 (F=0.08)

-1 ] 1 1
Favours experimental  Favours control

12! 17. Donepezil(5mg) vs placebo, CDR-SB ITT-LOCF
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(4) Donepezil(5mg)2t |efdlu : ADFACS ITT-LOCF

donepezil(5mi) placebo Mean Difference Mean Difference
Stucy or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% C
Black, 2002 064 484 181 144 BE3 180 AAT% -0A0[1.88 028 —
Wfilkinson, 2003 011 634 100 076 523 180 46.3% -065[1.82 042 —-
Total (9% CIj 380 360 100.0% -0.73[-1.52, 0.06] L 4

Heterogeneity: Chi*=0.03, df=1 (F=0.85) F=0% 1 1

. N 4020
Testfor overall eflct 2=1.80 (7= 0.07 Faviurs experimental Favaurs contral

12 18. Donepezil(5mg) vs placebo, ADFACS ITT-LOCF

(5) Donepezil(5mg)t #fdjul : IADL ITT-LOCF

dlonepezil(5mi) placeho Mean Difference Mean Difference
Stuchy or Subgroup  Mean  SD Total Mean 5D Total Weinht [V, Fixed, 95% Cl IV, Fixed, 95% Cl
Black, 2002 002 38 196 087 446 184 A40% 088 [-1.69 -0.09] —i—

Wilkinzon, 2003 03 48 199 -0.34 383 194 460% 031055117

Total {95% Cl) 395 388 100.0% -0.34[-0.92,0.25]

Heterageneiy: Chi=4.00, df=1 (F=0.08) P=79% ' J ' ' '

R 2 4 0 1 2
Testfor overal efect £=1.13 (7=026) Favours experimental Favaurs control

12 19. Donepezil(5mg) vs placebo, IADL ITT-LOCF

(6) Donepezil(10mg)2 Hefd|u : ADAS-cog ITT-LOCF

donepezil (10mg) placeho Mean Difference Mean Difference
Stuchyor Subaroup  Mean  SD Total Mean SD Total Weight [V, Fixed, 95% CI IV Fized, 95% CI
Black 2002 182 G46 188 077 S4B 183 A18% -224[335-113 ——
Wilkingon, 2003 2180 B2 184 -0t 523 180 481% -2003.24,-0.94] ——
Total (95% CI) 380 368 1000% -2.17[-2.97,-137] &

Heterageneity: Chi*=0.03, df=1(F=0.85) F=0% ' )

4 7 0 2 4
Testfor oversl efect £=8.32(P «0.00001) Favours experimental Fawours cantral

12! 20. Donepezil(10mg) vs placebo, ADAS-cog ITT-LOCF
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(7) Donepezil(10mg)et H%H|w

MMSE Completers

donepezil (10ma) placeho Mean Difference Mean Difference
Stuchy or Subgroup  Mean  SD Total Mean 5D Total Weight [V, Fixed, 95% CI IV, Fixed, 95% CI
Black, 2002 153 268 148 057 312 164 500% 096[0.32,1.60] +
Wilkingon, 2003 163 304 203 041 313 187 a00% 1.22[0.58,1.86] &+
Total {(95% Cl) i} 321 100.0% 1.09 [0.63, 1.55] ¢

Heterogeneity Chi*=0.31, df=1(P=0.58);F=0%
Testfor overall effect Z=4.64 (P = 0.00001)

4 2 0 1 4
Favours experimental Favours control

a2 21. Donepezil(10mg) vs placebo, MMSE Completers

(8) Donepezil(10mg)et oy

donepezil {10mg)
Stuchy or Suburoup  Mean

placebo Mean Difference
SD Total Mean SD Total Weight IV, Fixed, 95% Cl

CDR-SB ITT-LOCF

Mean Difference
IV, Fized, 95% CI

Black, 2002 001 1ER 188 0N

167 194 520% -012[(0.45021]

Wilkinsan, 2003 015 169 199 0716 174 180 48.0% -001[}0.36 034]

Total (95% CI) 395
Heterogeneity Chi*=0.20,df= 1 (P= 069, F=0%
Testfor overall effect 2= 056 (F=0.68)

374 100.0% -0.07 [-0.31,0.17]

2 40
Favours gxperimeantal  Favours cantral

a2l 22. Donepezil(10mg) vs placebo, CDR-SB ITT-LOCF

(9) Donepezil(10mg)2t 9ot

: ADFACS ITT-LOCF

2

donepezil {(10mag) placebo Mean Difference Mean Difference
Stuchy or Subgroup  Mean 5D Total Mean  SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Black, 2002 053 522 189 144 463 180 483% -091F202020 —
Wilkingon, 2003 023 957 194 076 423 180 A07%  -0.99F208 0.0 —i
Total (95% CI) 383 360 100.0% -0.95[-1.73,-0.17] <&

Heterogeneity: Chi*=0.01, df=1(P=082) F=0%
Test for overall effect £=2.39 (F=0.02)

420 4
Favours experimental  Favours control

2 23. Donepezil(10mg) vs placebo, ADFACS [TT-LOCF
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(10) Donepezil(10mg)e Hfdlw : IADL ITT-LOCF

donepezil (10mag) placebo Mean Difference Mean Difference
Studyor Subgroup  Mean 5D Total Mean 5D Total Weight [V, Fixed, 95% CI IV, Fized, 95% C|
Black, 2002 013 377 195 087 446 184 472% -0.74 156, 0.08]

Wilkinson, 2003 046 376 180 -0.34 383 194 528% 0.80(0.02,1.58]

Total (95% Cly 375 388 100.0% 0.07[-0.49, 0.64]

Heferogeneity, ChF=7.14, df= 1 (P= 0.008); F= 86% 1

. M 4 -l a 2 4
Testor overall effect. 2= 0.26 (7 = 0.60) Fawours experimental Favours control

& 24. Donepezil(10mg) vs placebo, IADL ITT-LOCF
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°I) GRADE ®7I 21 (Donepezil)

Comparison 1 Donepezil(5mg) compared to placebo for vascular cognitive impairment and dementia

Patient or population: patients with vascular cognitive impairment and dementia
Settings:

Intervention: Comparison 1 Donepezil(5mg)

Comparison: placebo

Illustrative comparative risks* (95% CI)
Assumed risk Corresponding risk
placebo Comparison 1 Donepezil{5mg)

ADAS-cog ITT-LOCF The mean ADAS-cog [TT-LOCF in the intervention 776 f=Y=1=1=]
ADAS-cog. Scale from: 0 to 70. groups was (2 studies) moderate’
1.66 lower
(2.4 to 0.92 lower)
MMSE Completers The mean MMSE Completers in the intervention 720 [=T=T=1=]
Scale from: 0 to 30. groups was (2 studies) 1
Follow-up: mean 24 weeks 0.87 higher moderate
(0.43 to 1.31 higher)
CDR-SB ITT-LOCF The mean CDR-SB ITT-LOCF in the intervention 776 1T 1]
Clinical Dementia Rating-Sum of Boxes. Scale from: 0 to 18. groups was (2 studies) moderate’
Follow-up: mean 24 weeks 0.21 lower
(0.45 lower to 0.03 higher)
ADFACS ITT-LOCF The mean ADFACS ITT-LOCF in the intervention 776 f=Y=T=1=]
Alzheimer”s Disease Functional Assessment and Change Scale. Scale groups was (2 studies) moderate’
from: 0 to 60. 0.72 lower
Follow-up: mean 24 weeks (1.51 lower to 0.08 higher)
IADL ITT-LOCF The mean IADL ITT-LOCF in the intervention groups 790 [=1-1=1=]
was (2 studies) 1,2
0.24 lower low

(0.92 lower to 0.25 higher)
*The basis for the assumed risk (e_.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the assumed risk in the comparison
group and the relative effect of the intervention (and its 95% CI).

Cl: Confidence interval;

GRADE Woaorking Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

1

z

small studies{only 2 studies)
unexplained heterogenity

a2l 25. Summary of Finding Table (Donepezil 5mg)
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Author(s):
Date: 2010-01-07
Question: Comparison 1 Donepezil(5mg) vs placebo for vascular cognitive impairment and dementia
Settings:
Bibliography: . donepezil for vascular cognitive impairment and dementia. Cochrane Database of Systematic Reviews [Year], Issue [Issue].
e : Summary of findings
No of patients Effect
No of Other Comparison 1 Relative Quality Importance
studies Design Limitations Inconsistency Indirectness |Imprecision considerations Donepezil{5mg) placebo (95% Cl) Absolute

ADAS-cog ITT-LOCF (measured with: ADAS-cog; range of scores: 0-70; Better indicated by lower values)
2 randomised  |no serious no serious no serious serious none MD 1.66 lower (2.41t0 0.92| &£220

trials limitations inconsistency indirectness 397 379 lower) MODERATE CRITICAL
MMSE Completers (follow-up mean 24 weeks; range of scores: 0-30; Better indicated by higher values)
2 randomised  |no serious no serious no serious serious! none MD 0.87 higher (0.43 to SEE

trials limitations inconsistency indirectness 364 356 1.31 higher) MODERATE CRITICAL
CDR-SB ITT-LOCF (follow-up mean 24 weeks; measured with: Clinical Dementia Rating-Sum of Boxes; range of scores: 0-18; Better indicated by lower values)
2 randomised  |no serious no serious no serious serious’ none MD 0.21 lower (0.45 lower| €220

trials limitations inconsistency indirectness 397 378 te 0.03 higher) MODERATE CRITICAL
ADFACS ITT-LOCF (follow-up mean 24 weeks; measured with: Alzheimer”s Disease Functional Assessment and Change Scale; range of scores: 0-60; Better indicated by lower values)
2 randomised  |no serious no serious no serious serious ! none MD 0.72 lower (1.51 lower| &&&

trials limitations inconsistency indirectness 397 37 to 0.08 higher) MODERATE IMPORTANT
IADL ITT-LOCF (Better indicated by lower values)
2 randomised  |no serious no serous no Senous very none MD 0.34 lower (0.92 lower| 2800

trials limitations inconsistency indirectness serious 12 397 393 to 0.25 higher) LOW IMPORTANT

1 small studies(only 2 studies)

2

unexplained heterogenity

12 26. GRADE evidence profile (Donepezil 5mg)
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Author(s):
Date: 2010-01-07
Question: Donepezil(10mg) vs placebo for vascular cognitive impairment and dementia
Settings:
Bibliography: . donepezil for vascular cognitive impairment and dementia. Cochrane Database of Systematic Reviews [Year], Issue [Issue].
. Summary of findings
1 t
Quality assessmen No of patients Effect I
No of . A . . L. Other Donepezil Relative Quality mportance
e Design ‘ L Ince y ‘ Indirectness Imprecision considerations (10mg) placebo (95% CI) Absolute
ADAS-cog ITT-LOCF (follow-up mean 24 weeks; measured with: ADAS-cog; range of scores: 0-70; Better indicated by lower values)
2 randomised  [no serious no serious no serious serious’ none ) MD 2.17 lower (2.97 t0 1.37 | =880
trials limitations inconsistency indirectness 400 379 lower) MODERATE CRITICAL
MMSE Completers (follow-up mean 24 weeks; measured with: MMSE; range of scores: 0-30; Better indicated by higher values)
2 randomised  [no serious no serious no serious serious’ nane MD 1.16 higher (0.73t0 1.53 | &&=20
trials limitations inconsistency indirectness 409 385 higher) MODERATE CRITICAL
CDR-5B ITT-LOCF (follow-up mean 24 weeks; measured with: Clinical Dementia Rating-Sum of Boxes; range of scores: 0-18; Better indicated by lower values)
2 randomised  [no serious no serious no serious serious’ nane MD 0.36 lower (0.6 to 0.13 5880
trials limitations inconsistency indirectness ‘ 400 379 lower) MODERATE CRITICAL
ADFACS ITT-LOCF (follow-up median 24 weeks; measured with: alzheimer”s Disease Functional Assessment and Change Scale; range of scores: 0-60; Better indicated by lower values)
2 randomised  [no serious no serious no serious serious’ none MD 0.95 lower (1.73t0 0.17 | =S80
trials limitations inconsistency indirectness 400 379 ) lower) MODERATE IMPORTANT
IADL ITT-LOCF (Better indicated by lower values)
2 randomised no serious no serious no serious very none MD 0.02 lower (0.58 lower to =200
trials limitations inconsistency indirectness serious 2 386 393 0.53 higher) LOW IMPORTANT|
" small number of studies (only 2 studies)
2 unexplained heterogentity
12 27. GRADE evidence profile (Donepezil 10mg)
Donepezil®l 43t 29| it D FEE 2 outcomeB=E GRADEE 3l MTEUTE donepezil® ##/d X[ufjof tfst matg & & A
= A o [
9] AFLXIRI, outcome TOl BFTl FARIAL. EOF MEUXT X7 T2 WO A7 Zdtk: 2 Y¥S Hole F97F WUH. 13y oA A7
2t gl ¢l 1IADL §2 ©IEd(heterogentity)?t U°iHIF 2o°lM ADAS-cog, MMSE, CDR-SB, ADFACSY 29 A2
moderate&, IADLE lowZ Btotgct.
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Donepezil(10mg) compared to placebo for vascular cognitive impairment and dementia

Patient or population: patients with vascular cognitive impairment and dementia
Settings:

Intervention: Donepezil{10mg)
Comparison: placebo

Illustrative comparative risks® (95% CI)
Assumed risk Corresponding risk
placebo Donepezil(10mg)

ADAS-cog ITT-LOCF The mean ADAS-cog [TT-LOCF in the intervention 779 [=T=T=1=]
ADAS-cog. Scale from:- 0 to 70. groups was (2 studies) 1
Follow-up: mean 24 weeks 217 lower moderate
(2.97 to 1.37 lower)
MMSE Completers The mean MMSE Completers in the intervention 794 [=1=1=1=]
MMSE. Scale from: 0 to 30. groups was (2 studies) el
Follow-up: mean 24 weeks 1.16 higher moderate
(0.73 to 1.59 higher)
CDR-SB ITT-LOCF The mean CDR-SB [TT-LOCF in the intervention 779 [=T=T=1=]
Clinical Dementia Rating-Sum of Boxes. Scale from: 0 to 18. groups was (2 studies) moderate’
Follow-up: mean 24 weeks 0.36 lower
(0.6 to 0.13 lower)
ADFACS ITT-LOCF The mean ADFACS ITT-LOCF in the intervention 773 2900
alzheimer”s Disease Functional Assessment and Change Scale. Scale groups was (2 studies) moderate!
fram: 0 to 60. 0.95 lower
Follow-up: median 24 weeks (1.73 to 0.17 lower)
IADL ITT-LOCF The mean IADL ITT-LOCF in the intervention groups 779 EET=T<]
was (2 studies) 12
0.02 lower low

(0.58 lower to 0.53 higher)

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the assumed risk in the comparison
group and the relative effect of the intervention {(and its 95% CI).

Cl: Confidence interval;

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

1

2

small number of studies (only 2 studies)
unexplained heterogentity

& 28. Summary of Finding Table (Donepezil 10mg)
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I ZoE UXp A4 5 (Galantamine)

Mgl HIAE SHDAON Eysin Qe FWE UK AL 2HOIYOY, ¥ WL
O AFHCE. X7t AN ZB 200790 FLE HOZ UIL|o] Hsto] HMICL z
(Auchus, 2007). E@H U AFo] 222 353N HAY £ At clinical
trial 2AE MoYOIRAOL £I AL YUt o
i) ZeH UXp A4 & (Galantamine) 3
o
Eord & WO UXp A9 ALAYH, UK, TXH, 2Y $2 OF E 30% €H. =
E 30. Z3E U ¢ 54 (Galantamine)
0
Auchus, 2007 Erkinjuntti 2002 2
Randomised, placebo-controlled, . 5‘
) . Randomised, placebo-controlled, a
Methods multi-center, double blind ) . -
multi-center, double blind
26 weeks follow-up ‘-;
.

Participants

VaD as defined by the National
Institute of Neurological Disorders
and Stroke-Association
Internationale pour la Recherche
et I'Enseignement en
Neurosciences (AIREN)

fauz

188 patients with vascular
dementia {subgroup)

Interventions

Galantamine
(8mg-24mg/day, 26 weeks)

Galantamine (24mg/day) versus
placebo for 6 months

Outcomes

ADAS-Cog/11
ADCS-ADL
CIBIC-plus
NPI

EXIT-25

ADAS-cog
CIBIC-Plus
MMSE
CDR-SB
ADFACS

1) HIEE f¥(Risk of bias) ¥?I 23 (Galantamine)

Galantamine ¥xt A9 Hig HIEH HY(Risk of bias) H2IE Aoruct. 1

A 2000 8 4 USO|, allocation concealmentE H|Qotl= HIEA QEo| W
ZI08 HItE|en, Auchus 2007 HQ HLos FXFQ3} wHHo| LESI6IX| ¢fot
HEE ¥ 715480l UM unclear2 HII3FXLt.
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Auchus zoo7 | 2 2 | & e e e
Erkinjuntti 2002 | €& o e ® @
2] 29, Galantamine X} &5 Risk of bias T7}t

E) Meta analysis 1% (Galantamine)

Erkinjuntti A9 3¢, subgroupl 2 Ea/g X0 Xpof ofgr watE o0 AU
=8I, ?IZ Cochrane review (Craig, 2006)°IX & ¥&’d XU subgroup =4°
ME BF #XZS THTY SMOIUG. o HAYME Galantamine?| €/g X|0j
of tigr xS M| YA ©BY XU HX outcomeUE ©[F3% MR
O|Z/gol WHE NPIE MY ADAS-cog/l1l, CIBIC-plus, ADAS-cog/13 T2
ool v 2T s HeE YHEH.

(1) GalantamineZ} §{2H|W : ADAS-cog ITT or ITT-LOCF

Galantamine Placeho Mean Difference Mean Difference
Studyor Subgroup Mean  SD Total Mean 5D Total Weight [V, Fixed, 95% CI IV, Fixed, 95% Cl
Auchus 2007 180584 364 -03 632 371 B24% -1A0[F239,-061]
Etkinjuntti 2002 24 649 111 -04 633 67 176% -200[3.92-0.09 ]
Total (95% C1) 485 430 100.0% -1.59[-2.39,-0.78] ’

Heterogeneity; Chi*= 022, df=1 (F=0.64); F=0% ' ! ' '

o N A0 4 0 g 10
Testioroverall efect 2= 387 (P = 0.0001) Favours expetimental Favaurs contral

aE 30. Galantamine vs placebo, ADAS-cog ITT or ITT-LOCF
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(2) GalantamineZ §{2fd|W : NPI ITT-LOCF

Galantamine Placeho Mean Difference Mean Difference
Stuchy or Subgroup  Mean  SD Total Mean SD Total Weight [V, Fixed, 95% CI IV, Fiwed, 95% Cl
Auchus 2007 06 106 356 1.2 101 362 B43% 180[029, 331 . B

Erkinjuntti 2002 083 103 322 113 1M1 165 357% 206409 -0.03]

Total (95% CI) 678 527 100.0% 0.42]-0.79, 1.64]

Heterogeneity: Chi*= 8.90, df = 1 (P = 0.003), F= 89% ' ' ' ' '

o N -0 0 5 10
Testfor overal effect 2= 068 (F = 0.50) Favours experimental Favours control

12 31. Galantamine vs placebo, NPI ITT-LOCF

(3) GalantamineZl Y%H|uw : CIBIC-plus (improved)

Galantamine Placeho Odds Ratio Odis Ratio
Stuchy or Subgroup  Fvents  Total Fvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Auchus 2007 139 363 121 371 B38% 1280089174 1[.‘
Erkinjuntti 2002 w1 16 B7 162% 1400071 279 -,
Total (95% Clj 484 438 1000% 1.30[0.99,1.72] | 2
Total events 176 137 . . o

Heterogeneity: Chi#=0.06, df=1 (P = 0.81); F= 0%

Testior overall effect 2= 1.87 (F = 0.06) Favours experimental Favours contral

& 32. Galantamine vs placebo, CIBIC-plus (improved)

(4) Galantaminell §2fd|ul : ADAS-cog/13

002 05 1 2 5 10

Galantatmine Placeho Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight [V, Fized, 95% CI IV, Fixed, 95% C|
Alchus 2007 23 6% 364 04 73 32 B55% 1900293047 &+
Erkinjuntii 2002 24 785 396 09 94 155 345% 3300411 =
Total {(95% Cly 760 568 100.0% -2.38[-3.21,-1.58] . 4

Heterogenedty, Chi*=2.47 df=1(F =012, F= 59% T 1

4 020 29
Testfor overal effect 2= 5.63 (F =« 0.00007) Faviurs experimental  Favours contral

a2l 33, Galantamine vs placebo, ADAS-cog/13
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Iy GRADE B7I 214 (Galantamine)

Galantamine®| i3t 279 Xy AN FEE 2 outcomeBE GRADEE Ao, galantamine? €/ X|Ofo T3t mutg =
A F o A subgrouplz Y XS HFD ARXY. Y ARYXY SO FAOIAL, MHXF X7t UYL outcomed
A Eoe 22 ¥YE HAC dy oH AR F ROl 2O HE 9Y9M ADAS-cog, CIBIC-plus? 2729 & moderate®

4n

Author(s):

Date: 2010-01-05

Question: Galantamine vs Placebo for Vascular cognitive impairment and dementia

Settings:

Bibliography: . Galantamine for Vascular cognitive impairment and dementia. Cochrane Database of Systematic Reviews [Year], Issue [Issue].

e Taaerma : Summary of findings
No of patients Effect |
No of Other Relative Quality mportance
studies Design Limitations | Inconsistency | Indirectness |[Imprecision considerations Galantamine | Placebo (95% Cl) Absolute
ADAS-cogM1(ITT or ITT-LOCF) {follow-up 24-26 weeks; measured with: ADAS-cog/11; range of scores: 0{best)-70{Worst); Better indicated by lower values)
2 randomised |no serious no serious no serious serigus’ nane ) MD 1.59 lower (2.39] &880
trials limitations inconsistency indirectness 485 439 to 0.78 lower) [MODERATE CRITICAL
CIBIC-plus (improved) (CIBIC-plus (0-7))
2 ra_ndnmised no _ser.inus no seri_uus no _serinus serious! nane 137/438 59 more per 1000
trials limitations inconsistency indirectness (313%) (fram 2 fewer to 126
176/484 ) OR 1.3 (0.99 mare) 380 IMPORTANT,
(35.4%} to 172} 56 more per 1000 [MODERATE
28.3% (from 2 fewer to 121
more)

1 small number(n=2)

a2 34. GRADE evidence profile (Galantamine)
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Galantamine compared to Placebo for Vascular cognitive impairment and dementia

Patient or population: patients with Vascular cognitive impairment and dementia
Settings:

Intervention: Galantamine

Comparison: Placebo

lllustrative comparative risks™ (95% Cl)
Assumed risk Corresponding risk

Placebo Galantamine
ADAS-cogM1(ITT or ITT-LOCF) The mean ADAS-cog/11(ITT or [TT-LOCF) in the intervention 924 zz29
ADAS-cog/11. Scale from: 0(best) to 70 groups was (2 studies) moderate’
(Worst). 1.59 lower
Follow-up: 24-26 weeks (2.39 to 0.78 lower)
CIBIC-plus (improved) Study population OR1.3 922 =T=T=1=]
CIBIC-plus (0-7) 313 per 1000 372 per 1000 (09910 1.72) (2 studies) moderate’

(311 to 439)
Medium risk population

283 per 1000 339 per 1000
(281 to 404)
*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the assumed
risk in the comparison group and the relative effect of the intervention (and its 95% CI).

Cl: Confidence interval; OR: Odds ratio;

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

1

small number(n=2)

a2l 35. Summary of Finding Table (Galantamine)
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o) EZoH UXt AP 55 (Rivastigmine)

MEE HAIX SUAHM EUStL Yes ETE UK Als 1HOIYEH, 0T A
TR, =t M 2y 200890 £HE NOE ARILo] EWE FUOE FAIHOH
(Ballard, 2008), F7I2 Uxr FHZ Mt Zop ot HO| FI} HPIL HQULAUC}
(Mok, 2007). ZgE Uxp A9 |52 3.5 %M LAY £+ AY. clinical trial
AMS TUgSiR D, FIt HUYH Aoz AQUH AFXE UUSH(RIVIVE study), O
EWEX] or HHRIZ AU,

B 31, ZEE

Rt A7 EM (Rivastigmine)

Uxf AP §4 (Rivastigmine)
F

Ao AJYY, YUK, FHY,

2y 2 43 B 31y o

Ballard, 2008

Mok, 2007

Methods

Randomised, placebo-controlled,
multicenter, double-blind, parallel
group, 24 weeks duration

Randomised, placebo-controlled,
single-center, double blind, 26
weeks follow-up

Participants

VaD according to DSM-V and probable
VaD according to the NINDS-AIREN criteria

Subcortical vascular dementia
patients, 3(MMSE(24

Interventions

rivastigmine capsule (3-12mg/day, 24 weeks)

Rivastigmine (6mg/day, 26 weeks)

Outcomes

VaDAS, ADCS-CGIC, ADAS-cog,
ADCS-ADL, NPI, MMSE, GDS

MMSE, FAB(frontal assessment

battery), NPI, IADL, CDR

1) HEH ¥ (Risk of bias) ¥?2I 2% (Rivastigmine)
Rivastigmine & A+9 HEH ¥2 o2 18 36 Zo| FII=AUH.

Eallard Z200=

. | Aequate seguence penerafion”
o | w0 | Mlocalion cancgaiment?
B e o e s

ity
O @ ruscicterti

@ [rredsee sy

Mok 2007

72 36. Rivastigmine Xt S Risk of bias 7}
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§) Meta analysis 23 (Rivastigmine)

Rivastigmine? & A7°M FFHQ outcome®l [X| LUt & ARE fixed
effect model2 HIEt 2M3IUE T, MMSE B[O %o HIs Z9r ope orYy
L, Zpp e HoE EMEUY. NPIQ FQ OoHgol Uu, & Ao wyko| 2

A 2MEO] ZES W) oYL

(1) Rivastigminedt Uy : MMSE

Rivastigmine Placeho Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight [V, Fixed, 95% CI IV, Fixed, 95% Cl
Ballard 2008 04 344 369 -02 334 345 T4% 0EB0[010,1.10] : 3
Mak 2007 06 16 20 -01 08 18 236% O70F0.09 149 i
Total (95% CI) 384 364 100.0% 0.63[0.24, 1.05] 4

Heterogeneity, Chi*=0.04, df=1(F=083), F=0% ' ' ! '

o N -4 -1 0 1 4
Testfor overall eflect 2= 2.9 (P = 0.003) Favours gxperimental Favours contral

12 37. Rivastigmine vs placebo, MMSE

(2) Rivastigminedt ¢{2fd|ul : NPI

Rivastigmine Placeho Mean Difference Mean Difference
Stutyor Subgroup  Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Ballard 2008 401202 384 18 MAd M2 TEI%  040[1.36 216]
Wik 2007 G682 M 08 48 19 239% 480764 -1.36] -
Total (95% Cly 384 361 1000% -0.77[-2.31,0.76)

Heterogeneity Chi®=7.12, df=1 (P = 0.008); F= 86% ' ! ' ' '

o N -10 - 0 f 10
Testfor overal efect 2= 049 (P =.52) Favours experimental Fawaurs contral

1% 38. Rivastigmine vs placebo, MMSE
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1) GRADE %7 #1 (Rivastigmine)
Rivastigmine®| Oigt 229 Hit 1 FEE ZAS7| AL outcomeB=E GRADEE AMEOINL. Rivastigmine? /g X|ofof
gt alfE 2 § A7 F ¢ AP 4092 U2z o 44% AXRL, EHEH outcomed Xfo|7t Y1 HALXQIOM x| HAL.

EOF A AN F OOl UL AHY FBS LFHOIY YR oM MMSES NP1 229 EZ very lowz FIIOIAH.

Cognition for vascular cognitive impairment and dementia

Patient or population: patients with vascular cognitive impairment and dementia
Settings:
Intervention: Cognition

llustrative comparative risks™ (95% CI)

Assumed risk Corresponding risk

Control Cognition
MMSE The mean MMSE in the intervention groups was 749
MMSE. Scale from: 0 to 30. 0.63 higher (2 studies) very low 123
Follow-up: 24-26 weeks (0.21 to 1.05 higher)
NPI {neuropsychiatric inventory) The mean MPI (neuropsychiatric inventory) in the intervention 745 El=T=1=1
MPI. Scale from: 1 to 144 groups was (2 studies) very low
Follow-up: 24-26 weeks 0.77 lower

(2.31 lower to 0.76 higher)

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the assumed
risk in the comparison group and the relative effect of the intervention (and its 95% CI).

Cl: Confidence interval;

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

1 Population number inconsistency
2 need to consult(Race, MMSE score)
? lack of number

12 39. Summary of Finding (Rivastigmine)

- 115 —



Author(s):

Date: 2009-12-30

Question: Cognition for vascular cognitive impairment and dementia

Settings:

Bibliography: . Rivastigmine for vascular cognitive impairment and dementia. Cochrane Database of Systematic Reviews [Year], lssue [lssue].

I : Summary of findings
No of patients Effect I )
No of . L . . iy Other " Relative Quality e
studies Design Limitations |Inconsistency|Indirectness(Imprecision considerations Cognition|control (95% Cl) Absolute
MMSE (follow-up 24-26 weeks; measured with: MMSE; range of scores: 0-30; Better indicated by higher values)
2 randomised  |no serious serious’ serious®  |serious®  [none . 2000
rials imitations B | | - |MDOES h'ﬁrehre(r[;'“ ©105 | very | cRmCAL
g LOw
NP (neuropsychiatric inventory) (follow-up 24-26 weeks; measured with: NPI; range of scores: 1-144; Better indicated by higher values)
2 randomised  |no serious Serious serious Serous none 2000
rias imitations B | 361 MD .77 lower (2.31 lowerto | yegy |yypoRTANT
0.76 higher) LOW

! Population number inconsistency
2 need to consult(Race, MMSE score)
¥ lack of number

12! 40. GRADE evidence profile (Rivastigmine)
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M) ZgH UK AL 2E (Memantine)

Mg M SUDAOIM EYotD Qs SHE Ux HPLE WY UEH A7 1
O[iTE. ATt UM W wOIE AL YT EREY UK AT BEL 3.5
olg 4 Ut
H) HEH ¥ (Risk of bias) 2 2% (Memantine)

Y X[ofofl ¥t memantine? watof| Ligt £

g IOt M| ofg 1Y 41T ZUTL

WOl UKAT| el HIEY AY

w0 | Adequate sequence generation?

=5 | Allocation concealment?

Qrgogozo 2002

®|® (Bindny?

|

Wilcock 2002

® | ® | ncomplete outcome data addressed?

. . Fre of other hias?

® | ® |Free ofselective reporting?

a2 41. Memantine

X} ¢ Risk of bias

R

7t

A EE UxF AR ENY (Memantine)
I A

Ao

I 32, TLEkE Uxt B EAM (Memantine)

T, MEX, FAY, 24 S O E 329 2t

Orgogozo, 2002

Wilcock, 2002

Methods

Randomized double-blind
parallel-group placebo-controlled
(28 weeks, France, Belgium and
Switzerland)

Randomized double-blind
parallel-group placebo-controlled
(28 weeks, UK)

Participants

VaD (probable vascular dementia
by NINDS-AIREN and HIS )=5.)

VaD (vascular dementia according
to the NICDS-AIREN criteria.)

Interventions

memantine 20 mg/day

memantine 20 mg/day

- 117 -
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ADAS-C
o9 ADAS-cog
CIBIC-PLUS CGI-C
MMSE GBS(Gottsfries-B -St
Outcomes (Gottsiries-Brane-Steen) NOSGER I
scale GBS
CBIC
MMSE
NOSGER

%) Meta analysis 2% (Memantine)

T Ao BE EH3tD = outcome2 ADAS-cog, NOSGER, GDS%H. |
ADAS-cog® ¢ Ol (heterogenity)©] WHE|AUOH, ADAS-cog, NOSGER,
GBSOIM £ 419 mifo| wrgfo| ©f " XU Uidf memantine® X DIt Ofxj2

27t REG RO MBI

(1) MemantineZt Y%H|W : ADAS-cog ITT-OC or ITT-LOCF

Memantine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD_Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Qrgogozo 2002 125 832 111 148 647 114 403% -283[F4.37,-1.24) — &
Wilcock 2002 153 TO02 0 266 -228 VYT OO261 A9T7%  1.75([0.48 307 ——
Total (95% Clj i 375 100.0% -0.10[-1.07,0.88]

Heterogeneity: Chif= 20.30, df= 1 (P < 0.00001); = 85% I I ' I I

o _ 4 -2 0 2 4
Testfor overal effect 2= 019 (F = 0.65) Favours experimental  Favours contral

13 42. Memantine vs placebo, ADAS-cog

(2) MemantineZ} %Hlw : NOSGER ITT or TPP

Memantine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean  SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Orgogozo 2002 273 1187 104 232 142 101 HE% 04 F2T, 357
Wilcock 2002 326 1285 171 345 1108 149 98.4% 019282, 2.44)
Total (95% Clj 275 250 100.0% D0.06[-1.95, 2.07]

Heterogeneity, Chi®=0.08, df=1 (P =077 F=0% I I . l I

o -10 -4 ] i 10
Testfor overall eflect 2= 0.06 (F = 0.9 Favours experimental  Favours control

12l 43. Memantine vs placebo, NOSGER
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(3) Memantinet YW : GBS ITT or TPP

Memantine Placeho Mean Difference Mean Difference
Study or Subnroup  Mean 5D Total Mean 5D Total Weight [V, Fixed, 95%Cl IV, Fixed, 95% Cl
QOrgogozo 2002 036 1538 114 185 12 187 67A% 201 [5.29,1.27) —i
Wilcack 2002 338 1634 M8 243 1985 166 425% 0O0[282 477 —
Total {(95% CI) 232 363 100.0% -0.77[-3.26, 1.72] *‘

Heterogeneity, Chi*=1.28, df=1 (P = 0.26); F= 22% | | | | I

- N -10 - 0 il 10
Testfor overal efect. 2= 061 (P= 0.54) Favours experimental  Favours control

12! 44. Memantine vs placebo, GBS
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*) GRADE %7l 21t (Memantine)
Memantine®l ¥t 222 Hi} A1 FEE Z outcome®E GRADEE AW, Memanine? ##4Y X|Ujof| U9t Zatg 2 %
AL A7 HXd FOl B0 |ABIAL, ZFE outcome® {SAOIAY. dL #H AL F IHYol 1, F A9 AT GE YF
HolE H T2 UGS UE YoM 2AHY EZ lowE FIOIAG.

Comparison 1 Memantine compared to placebo for vascular cogntitive impairment and dementia

Patient or population: patients with vascular cogntitive impairment and dementia
Settings:

Intervention: Comparison 1 Memantine

Comparison: placebo

Illustrative comparative risks* (95% CI)
Assumed risk Corresponding risk

placebo Comparison 1 Memantine

ADAS-cog The mean ADAS-cog in the intervention 752 ]
ADAS-Cog. Scale from: 0 to 70. groups was (2 studies) low!:2
Follow-up: mean 28 weeks 0.1 lower

{1.07 lower to 0.88 higher)
NOSGER The mean NOSGER in the intervention 525 [==T=1=]
Murses Observation Scale for Geriatric Patients. Scale groups was (2 studies) low 2
from: 6 to 26, 0.06 higher
Follow-up: mean 28 weeks {1.95 lower to 2.07 higher)
GBS The mean GBS in the intervention groups was 595 [=T==T=]
Gottfries-Brane-Steen total score. Scale from: 0 to 156. 0.77 lower (2 studies) low!:2
Follow-up: mean 28 weeks (3.26 lower to 1.72 higher)

*The basis for the assumed risk (e_g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the assumed
risk in the comparison group and the relative effect of the intervention (and its 95% CI).

Cl: Confidence interval;

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

1

prd

unexplained heterogenity
small studies (n=2)

12l 45, Summary of Finding (memantine)
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Author(s):

Date: 2010-01-07

Question: Comparison 1 Memantine vs placebo for vascular cogntitive impairment and dementia

Settings:

Bibliography: . Memantine for vascular cogntitive impairment and dementia. Cochrane Database of Systematic Reviews [Year], Issue [Issue].

T e e : Summary of findings
No of patients Effect I
No of Other Comparison 1 Relative Quality M
studies Design Limitations Inconsistency Indirectness |lmprecision considerations Memantine placebo| 195% Cl) Absolute

ADAS-cog (follow-up mean 28 weeks; measured with: ADAS-Cog; range of scores: 0-70; Better indicated by lower values)
2 randomised [no serious no serous no serious very none MD 0.1 lower (1.07 | 2200

trials limitations inconsistency indirectness serioug 2 arr 315 : lower to 0.88 higher) | LOW CRITICAL
NOSGER (follow-up mean 2& weeks; measured with: Nurses Observation Scale for Geriatric Patients; range of scores: 5-23; Better indicated by lower values)
2 randomised [no serious no serous no serious very none MD 0.06 higher (1.95 | 800

trials limitations inconsistency indirectness serious 2 275 250 - lower to 2.07 higher) | LOW IMPORTANT
GBS (follow-up mean 28 weeks; measured with: Gottfries-Brane-5Steen total score; range of scores: 0-156; Better indicated by lower values)
2 randomised |no serious no serious no serous very none MD 0.77 lower (3.26 | 2200

trials limitations inconsistency indirectness serious 2 232 363 - lower to 1.72 higher) | LOW IMPORTANT

1 unexplained heterogenity
2 small studies (n=2)

12 46. GRADE evidence profile (Memantine)
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YL 1006WKEl 20057 A|WSHUM 107 HYL FMoto o237
A0 CX|UAFEMIE! S MX|OFD X|MAFRYS UIXIOF] X[l =
2 WY 2 uf UTH(QWE, 2008). 20084 HAVX|IIELLE TR XU Ferar|y
g WHOIECH Of UOLS SiAje WY SHME mororl XIIWAD oy, X2
Zepor7| giof OfE BTN ChMo|Tk. o] oM HASXPIIERI WA FHeD
AU FUBAWRS FUOE AWBAS ot It MYO| LFOF @ gASO| B

ol

()

IX] dMEYN Zp=o] XA = AFE FOH U= FOMOF € AMAPEOl A

AT,
3.4.1 L343 XujEo Apojy REH £}

) /¥E, A& °18F, U=RHXEY |4 F
LEYErE A S4°% Ogerer G X0 A AP H BEFLE HE FIFME

Ho|u Ut B 332 2002WFE 2007'A7X| X7t &Xt, g ©|F, MzH ZH
oM 20rY X{&XHo|W IHGEH FIrotd UAEX| E HOEH. oY IME HsMe &
& Xoret FUOIY L@ RYX|x9 2o HeS Xy, 2000 AU+ 10
T 19°1E LUUFE 20200 = 5UT 1BLE =02 HYOIOM HE HAe 22X
S ZHY & oY BH A4E HIIERGEE IIEZHY WYY S XU A9 Ot
B 2 AEol E = AH(ZWH, 2009).

THe Xujextet FEE FOI= IME FSME H2=R ogEN. 2005'E ALUN
AE J|FCZ 3 BEY XU FYEC IEH 20099 X|UEX+ 459,568%F, 7%

.85%°M 20204°%= ®Xt+ 772,537%, ¥¥E 10.03%° °|E Ae=E MY
CH(Z%HI, 2009).
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datg X[ofe] 2,3xt offdol| thet o|=7|=E7t

H 33, g9 X|ojEH SA|

(EH9] © 3, Fore)

LO|MXIS} A X|ZAlo|2] ixlﬁt” foref it = | ol e 1?—“3 2002'1:‘ EHH'
2002 | 47.747 5,608 4,561 1174.443 1.00
2003 | 56539 7.138 5,799 1,262,569 118
* ot 2004 | 68386 8913 7.275 1,303,358 143

(FOO~FO3,

30) 2005 | 83646 13,060 10,742 1,561,367 175
2006 | 105172 | 20481 16,771 1,047,392 2.20
2007 | 135219 | 32675 26,362 2416452 283

(AR SIEMOITE, 2002-2007 wOIA BB FRF0(0IM L)

Uy DX FIH2 A WBY| Y3

AFAZXQ AU YU UL E Opo)

BE LUAR (B65M o) FoME

=

=
22| DFAR(older elderly)®l HgO| Hg solUTis Mol ¥I|nPARE HI|1
& o

a2 (younger elderly)®l HI3HA X[0f QEE°| F7I5f11

X
o
e
=
>

SOl MY 2XIE ool HCHFYS, 2005).
F 12.6%% XIXots 854 oAl ole
UEACE E9F 60T FU| O X|NgRts HF 1430

YUY |k o F2

UPEO|CE, EOF LOIQOAIMO| UASH: HIZE HUHOE FIMIt Q1Re 1Y
$IDHARIL SOIY4E XWXEO| AREE oRHIGL ©Q I
UAZ 20044 HA| Xt
5 BAH U8 17.0%E A8 Ho=

BEE XIESHIU 80MI7F

He #@Xto F¢ 210U e HES XEY AC2 YEHLG(FYUSL, 2005).
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HOIED UCHEYH, 2009).
x|Ufol TS MW Ui FRE wolots WRE ANOBE 1) BAFOAE AN, T
2 X2t U] QITHS QUM 2) XIHAHS L8 - UoTf SE LUt Xjujo] ZaCt

3) BHMQ AYH Yol 52 BL 4 YUCHDH, 2009).

3) XU TXLo| Tt XU oy
x|ie] MeyeEro] CHE Mg IAY T2 SHORH HBXSOH 0jxE FYo| of
3 MolTh X2 W9 AP § AAPHEC| YYOP Hie Huxte] Gue o
X[o| QXS Xof, MUI|5 Mo SO Qs CHE M| |8 HusTol e

S0 ZELE § M Zio] QdiEo|Th, A|AMQA

ot
=

rlo
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Xjojextg 2F FY S22 TAOE X

HHAU BHH 82 20 orye}t x|ijo] WFYLUFS(Behavioral and psychological

symptoms of dementia)2 2 Q% HIXISO| FHNEFI YL 2 X|7go] LA

[o}

QoM AB|Mol of2QE WErh RI|Zo| TY WA MsiEls xjujo] S4, 12
AR Yol SO QoY Wi MMl NFE HUXSO| HH He WypgolT, E9t
R JHE HOXSS xufo| Lot ME2X XAH YEI HOEo Yo HuY =i
HH|ATL O|2OX|X| T Qe Aot
3.4.2 N FyHoy 2

q18] Xuj3Ee U2 XYE 2008W 9U10Y, HABIPIIERE XU FyBcy
2 WEOICL O] THMQLS HRE AN QUMM X|TXHOR oIt X|HHUXLSO| YA|S)
ni 7. SX=2

orelE|l QICHD BASHRA X[UATIRD KU FHAHZS To| YL UG
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o

OFI QUTH X[ FUBAUAO UGS S| MME® CrS 2T,

3ty FHH
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3.5.1 Ginkgo Biloba°ll tigt HAHX SHA

(1) Me¥E Ginkgo Biloba? HAXH 2¢ 1% 2=

Birks J, Grimley Evans J. Ginkgo biloba for cognitive impairment and
dementia.[update in Cochrane Database Syst Rev.]
2009;(1):CD003120

Man SC, Durairajan SSK, Kum WF, Lu JH, Huang JD, Cheng CF, et
al. Systematic review on the efficacy and safety of herbal medicines
for Alzheimer's disease. Journal of 's Disease. 2008;14(2):209-23.
Santaguida P, Raina P, Booker L, Patterson C, Baldassarre F, Cowan
D, et al. Pharmacological treatment of dementia. Report. 2004.
Wolfson C, Moride Y, Perrault A, Momoli F, Demers L, Oremus M.
Drug treatments for Alzheimer's disease. |I. A comparative analysis of
clinical trials. Ottawa: Canadian Coordinating Office for Health Technology
Assessment/Office  Canadien de Coordination de [I'Evaluation des
Technologies de la Sante (CCOHTA); 2000.

Ernst E, Pittler MH. Ginkgo biloba for dementia: a systematic review of
double-blind, placebo-controlled trials (Structured abstract). Clinical Drug
Investigation [serial on the Internet]. 1999; (4):

Chiappelli F, Navarro AM, Moradi DR, Manfrini E, Prolo P. Evidence-based
research in complementary and alternative medicine 1ll: Treatment of
patients with Alzheimer's disease. Evidence-based Complementary and
Alternative Medicine. 2006;3(4):411-24.

(2) AN Y DEON EHE UK A7 22

Arrigo 1985: Arrigo A, Cattaneo S. Clinical and psychometric evaluation
of Ginkgo biloba extract in chronic cerebro-vascular diseases. In: Agnoli

A, Rapin JR, Scapagnini V, Weitbrecht WV editor(s). Effects of Ginkgo
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biloba extract on organic cerebral impairment. John Libbey Eurotext Ltd,
1985:85-9

Arrigo 1986: Arrigo A. Behandlung der chronischen zerebrovaskulaeren
Insuffizienz mit Ginkgo-biloba-Extrakt. Therapiewoche 1986;36:5208-18.
Augustin 1976: Augustin P. Le Tanakan en geriatrie. Etude clinique et
psychometrique chez 189malades d’hospice. PsychologieMedicale
1976;8:123-30.

Brautigam 1998 : BrautigamMRH, Blommaert FA, Verleye G,
Castermans J, Jansen Steur ENH, Kleijnen J. Treatment of age-related
memory complaints with Ginkgo biloba extract: a randomized
placebo-controlled study. Phytomedicine 1998;5(6):425-34.

Brichert 1991: Brichert E,Heinrich SE, Ruf-Kohler P.Wirksamkeit von LI
1370 bei alteren Patienten mit Hirnleistungsschwéache. Multizentrische
Doppelblindstudie des Fachverbandes Deutsche Allgemeindrtze. Munch
Med Wochenschr 1991;133:S9-S14.

Chartres 1987: Chartres JP, Bonnan P,MartinG.Dosage reduction in
psychotropic medications administered to aged institutionalized patients:
A double-blind study with Gingko Biloba extract 761 and placebo
[Reduction de posologie de medicaments psychotropes chez des
personnes agees vivant en institution. Etude a double-insu chez des
patients prenant soit de I'extrait de Ginkgo biloba 761 soit du placebo].
Psychologie-Medicale 1987;19(8):1365-75.

DIGGER 2008 : McCarney R, Fisher P, lliffe S, van Haselen R, Griffin M,
van der Meulen J,Warner J.Ginkgo biloba for mild tomoderate dementia
in a community setting: a pragmatic, randomised, parallel-group,
double-blind, placebo-controlled trial. International Journal of Geriatric
Psychiatry 2008.

Eckmann 1982: Von Eckmann F, Schlag H. Kontrollierte
Doppelblind-Studie zum Wirksamkeitnachweis von Tebonin forte bei
patienten mit  zerebrovaskulaerer Insuffizienz.  Fortschr.  Med.
1982;100:1474-8.

Eckmann 1990 : Von Eckmann F. Cerebral insufficiency--treatment with
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Ginkgo biloba extract. Time of onset of effect in a double-blind study
with 60 inpatients. [Hirnleistungsstorungen—-BehandlungmitGinkgo—
biloba—Extrakt. Zeitpunkt des Wirkungseintritts in einer
Doppelblindstudie mit 60 stationaren Patienten.]. Fortschr Med
1990;108(29):557-60.

Graessel 1992 : Graessel E. Effect of Ginkgo-biloba extract on mental
performance. Double-blind study using computerized measurement
conditions in patients with cerebral insufficiency [Einfluss von Ginkgo—
biloba-Extrakt auf die geistige Leistungsfahigkeit. Doppelblindstudie
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ot uxp Ay £k AAYUE F2 XO|E HOIEH|, ol E¥EHO A= HAK
=¥ 0H9| St uxp Ao SHoM Horg = YN TUH HAE F@ 1 F
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=830| For Mt AM DBY AHE XHY & UZ Ao|H.

OEr IPg W2 YAAE ZUOIHM JPY 29|, HBIPIM F2 FIE ©2 =20
M, oMo X FHIEM =3 Ginkgo biloba®] X|Ufofl it mafol ZHI| FSisiX|

THe AEL WY 2 9Pt UTD B 4 AT 22 o HAN 2w

a3 = AT -1 T e

O

% e
HIZY(publication bias)olM X922 4 QO UK Ao Ther W A S| X

QXS HXMK| NG Fuel 2 0
&

AR e M 52 E MY 4+ o
8t Ginkgo biloba®l el 2AHL FHOIX| il £ 4 UNCH

A
[, jrem 2 T

4.2.2 AR/Y HX QAX| X|&(Computer Assistant Cognitive
Intervention)?| X|0f X|& zofof O3t HAHX SHDA

=1 Nk

7) Tarraga 2006
Tarraga 20062 Zit= © A+ FHIYU IMISeE dFHQ QX|X|g =13l

— 149 -



kl
2

IPP 25 ChEIZ %SXEE Wt @xtgold It Ut HOE UEYT SAl9
IMISE DFHQl X|Bo| o TPt Q4% HE 0| A7 AE F sifolc. of2qgt
=

BHE=7r F10p7)

ChEI TSRS Aget 204 2457 e FF LXoto|Y A|ujo] Sl

XWI|5 Ko P2 DA CIEX| GATH. O AFYME ARE UNNEY ©E XZm

e AFY 4 YUKW HO|E OFBO|L DHH FUXIXZO HEUS 3L 0|5
2

of AT IR 2 e FMBEIC| 24FF HUSOIYC] FIIH HEE AX|
X129 time*treatment WIS YFOP| WECHs Folck. 1 499 1 50004
HE M9 20| MMSEY ADAS-Cog BEOIM 12F 0% M4l F30| ZAvts
F2 Ho|1 Y| W2l baseline W4 24F H4E Ha HEOHs HO2E Ax
X

xol X|ZHUS WorotI| WS,

3 o
2 -
g 1 —— Experimeniul
g —m— |PP conirol
= 0
= —&— ChEl control
N -

Baseline Week 12 Week 24
Time

a8 49, IMIS X|22o| 12F, 245 MMSE Xkt

—&— Experimental
1+ ~m— |PP control
—a— ChEl control

Differences
(=]
I

2 =
g Time
a3 50. IMIS xX|&=2| 12F, 24% ADAS-Cog FXztzt

— 150 —

2ID3Y3|DaH Paspg-23Uaping |DUOIIDN

e |

suaby Guiypiognjjo

A



ON

10N

4D243|o L'E: posbg-adUusaping |ouUoi]

0"
0D

uIIDIoqgD|

ol

i

k|

datg X[ofe] 2,3xt offdol| thet o|=7|=E7t

4}) Galante 2007
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®7L Schreiber 19997t QUBITH, Oj & Ao MeI|Xo| Qs
Zasta Q9| WEolo. EYHE UKL iAo FF-e O Xfo|7r UX|T

ZE, T2 FSEO| FrE0] YUCk

of o
re

3]
40 o

(2) ™
4% A7 BEOM 27| T2 AFEH AXXE T2IUL
Xx|20| BZ0| HALOl UK 7| WRY HOT WLECE Eot
SO Ayt FQ, ARE AXX|Z FSXBE

x

AME 27| CHZ X|BYHS HOIFD Ut © Lot Wgors of

¢ B¢ 5 ¥8 FU =
= EOF UXIBIX] 97| WEOl AL FXY o= e AHD T £+ UH.
(3) Huz

= E9F 4790 AFIM M2 HE AXFES EHOA9 Hu AFYCL. social
supportHd semi-structured interview® ZO| FPULO] UX| UYL XgE W
HEZSOl USt o1H ASXE, ASXEY IWH UXXg9 F§AYS L2 HXIZ

sk A FHek OPHIX| 2 HwFd EoF HE o=l e 3.

(4) Zo¥H=(Outcome)
AAFHQ =Fol XO o FO0=2 QUM ZEM}EPEF EF U OISt
Tarraga 2006, Galante 2007, 131 Heiss 1994°%4 MMSEE 3§TXo=Z 4}
TRIF EXOIX] =t. FUE AXPIIT ol
E ZRPEAO o Zogiol et S AUY o 2 ARSS FUSH Y|udts
g ox F7r 4F A= WWHHC.
2} A5 £42 B 364 ZO.

$oHs 2L MO UXBHE AWX
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H 36. Z3tE A5 §4

fuaby Buipioqn|jo) 21DdIY DI PasDg-22Usping [PUOIIDN

Study Country | Types of Patients Interventions Comparisons Outcome Measure General Funding G5
Study Comments
Taraga et | Spain RCT Alzheimer's disease, IMIS(ZEE{QIX|X} |IPP+ChEls, ADAS-Cog, MMSE, SKT, None
al. 2006 (single treated with ChEls for |&)+IPP+ChEls ChEIS BNT, verbal fluency,
blind) at least 1 year, )65 RBMT(the story recall
years of age, at least subtest from the
3 years of education, Rivermead Behavioral
MMSE score between Memory Test), RDRS-2
18 and 24, GDS score (Rapid Disability Rating
of 3or4 Scale-2), GDS
Galante et |ltaly RCT 1) AD computer-base |semi-structured | MMSE, the Milan overall Unknown
al. 2007 (Single 2) MCI-MMSE 19~26 d cognitive interviews dementia assessment
blind) 3) Patients with intervention (MODA), Bisyllabic Word

pharmacological
treatment with AchE

Repetition Test, Prose
memory, Corsi's block
tapping test, Digit
cancellation test, Raven’s
Coloured Progressive
Matrices, Semantic and
phonemic verbal fluency,
Denomination,
Constructional apraxia and
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Study Country | Types of Patients Interventions Comparisons Outcome Measure General Funding O£
Study Comments
|[deomotor apraxia for
superior limbs.
Neuropsychiatric
Inventory(NPI), Geriatric
Depression Scale(GDS),
Basic Activities of Daily
Living (BADL), Instrumental
Activities of Daily Living

(IADL)
Schreiber |Germany |NRT Non-hospitalized, MULTITASK A chat with a NAI (Nurember Aging Unknown
et al. 1999 right-handed, Alzheimer psychologist Inventory), RBMT
disease or vascular (Rivermead Behavioral
dementia selecting Memory Test)

criteria: DSM-IIIR,
medical assessment
including CT scans,
65=< years old, Mildly to
moderately cognitively
impaired MMSE score
ranges 14 to 26

fouaby Bulpiogb|jo) 24DYI|DIH paspg-adUaping |DUOIIDN



0

Lgtd x|ohe| 2,3k} ool et Qlz7 =gt
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Study Country | Types of Patients Interventions Comparisons Outcome Measure General Funding 4§
Study Comments
Heiss et al. |Germany |RCT 48<age<79 years old, |Cognitive Social support |Neuropsychological test supported by
1994 Meet the NINCES- training battery BMFT

ADRDA criteria for
Alzheimer disease, Mild
to moderately
dementied, scoring 13
to 26 on MMSE, A score
of 3 or less on the
modified Hachinski
socore*
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4.3 @A Kol gigt EXl= =IO gt HAHH

SHIN A 1

b Ny

4.3.1 Cholinesterase inhibitor ¥ memantine®l| 4j¢t 04t

g ! H 37. SN Umsio|H x|[20| R7El= 2% 2 |2 ZA (EuroCoDe Year Book 2006)
g ntial treatment Continuing Special Upper Upper
= I o and lower | and lower
= Count treatment examination
8 i Decision m _ MMSE | MMSE
s decision required (ACH) | (memantine)
) Austria | Specialist doctors | Specialist doctors MMSE 26-10 14-3
J ' Belgium Specialist doctors | Specialist doctors | Diagnostic protocol 10 15-0
a Bulgaria No reimbursement
g Cyprus No information
‘;__' : Czech Specialist doctors | Specialist doctors MMSE 20-13 16-6
: Denmark No restrictions No restrictions Diagnostic protocol None None
< ! Estonia No information
Finland No restrictions No restrictions None None None
France Specialist doctors | Specialist doctors None 26-10 15-0
Germany No restrictions No restrictions None None None
Greece Specialist doctors | No restrictions None None None
Hungary | Specialist doctors | Specialist doctors | Diagnostic protocol 26-10 18-0
Iceland No restrictions No restrictions Diagnostic protocol None None
Ireland No restrictions No restrictions None None None
Alzheimer Alzheimer ) .
ltaly Evaluation Unit Evaluation Unit Diagnastic protocol 26-10 NA
Latvia No information
Lithuania MMSE None 20-0
Luxemburg No restrictions No restrictions Diagnostic protocol 26-10 15-0
Malta No reimbursement
Netherlands | Specialist doctors | Specialist doctors | Diagnostic protocol 26-10 14-3
Norway No restrictions No restrictions MMSE 12 NA
Poland No restrictions No restrictions MMSE 26-10 NA
Portugal Specialist doctors | Specialist doctors None None None
Romania | Specialist doctors | Specialist doctors | Diagnostic protocol )12 )12
Slovakia | Specialist doctors | Specialist doctors MMSE 24-13 24-13
Slovenia | Specialist doctors | No restrictions MMSE 26-10 26-10
Spain Specialist doctors | Specialist doctors MMSE None None
Sweden No restrictions No restrictions None None None
Switzerland No restrictions No restrictions MMSE Y10 )3
Turkey Specialist doctors | No restrictions None None None
UK Specialist doctors | No restrictions MMSE 30-12 NA
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Ity EU Rt %8 oIt X 2o
1Y 512 20059 XAME EU Z 37t %2 o7t ¥ 2O O%E HAED I,

B 372 42 MY HPZ %21 o= MYII=o gt yigoltt. olg = o
ZL 0| B 38904, U520 39 Specialist doctor?t & X2 ZYH X LE
ZYotl, MMSEE ©1800 Nyous Zyse o 4 o,
Donepezil Rivastgmine Galamtamine Mamantine
Reimbursement Yies Yes Yes Yes
Imitial treatment Spedcialist Spedialist Specialist Specialist
decision doctors doctors doctors doctors
Comtimuing treatment Spedcialist Spedialist Specialist Specialist
decision doctors doctors doctors doctors
Required examinations MMSE MMSE MMSE MMSE
MMSE Timits 26-10 26-10 26-10 14-3
People living alone Mo Mo Mo Mo
restrictions restrictions restrictions restrictions
People in nursing Mursing home  Nursing home  Mursing home  MNursing home
homes budgets budgets budgets budgets
= 51, X|of 2k=0f st EU =27te] Ha @2KEuroCoDe, 2006)
H 38. The authorized and reimbursement of Alzheimer treatments in Europe
(EuroCoDe Year Book 2006)
Donepezil Rivastigmine Galantamine Memantine
Country
A R A R A R A R
Austria Yes Yes Yes Yes Yes Yes Yes Yes
Belgium Yes Yes Yes Yes Yes Yes Yes Yes
Bulgaria Yes NO Yes NO Yes NO NO NO
Cyprus Yes Yes Yes Yes Yes Yes Yes Yes
Czech Yes Yes Yes Yes Yes Yes Yes Yes
Denmark Yes Yes Yes Yes Yes Yes Yes Yes
Estonia Yes Yes Yes Yes Yes Yes Yes
Finland Yes Yes Yes Yes Yes Yes Yes Yes
France Yes Yes Yes Yes Yes Yes Yes Yes
Germany Yes Yes Yes Yes Yes Yes Yes Yes
Greece Yes Yes Yes Yes Yes Yes Yes Yes
Hungary Yes Yes Yes Yes NO NO Yes Yes
Iceland Yes Yes Yes Yes Yes Yes Yes Yes
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Donepezil Rivastigmine Galantamine Memantine
Country

A R A R A R A R
Ireland Yes Yes Yes Yes Yes Yes Yes Yes
Italy Yes Yes Yes Yes Yes Yes Yes NO
Latvia Yes NO Yes NO Yes NO Yes NO
41 Lithuania Yes Yes NO NO Yes NO Yes Yes
Luxemburg Yes Yes Yes Yes Yes Yes Yes Yes
f Malta Yes NO Yes NO Yes Yes Yes NO
h Netherlands NO NO Yes Yes Yes Yes Yes Yes
” Norway Yes Yes Yes Yes Yes Yes Yes NO
r Poland Yes Yes Yes Yes Yes Yes Yes NO
0 Portugal Yes Yes Yes Yes Yes Yes Yes Yes
u : Romania Yes Yes Yes Yes Yes NO Yes Yes
~ Slovakia Yes Yes Yes Yes Yes Yes Yes Yes
: . Slovenia Yes Yes Yes Yes Yes Yes Yes Yes
r Spein Yes Yes Yes Yes Yes Yes Yes Yes
| Sweden Yes Yes Yes Yes Yes Yes Yes Yes
Switzerland Yes Yes Yes Yes Yes Yes Yes Yes
Turkey Yes Yes Yes Yes Yes Yes Yes Yes
UK Yes Yes Yes Yes Yes Yes Yes NO*

A : Authorized R: Reimbursement
* A2 NICE= 20094 xRt &xx5H0|H oF=o| St 2 AXM TWIIE Es memantineQ reimbursementstX|
ACtD gl

L) Cholinesterase inhibior ¥ memantine &gt 1%
Cholinesterase inhibitor % memantine? HAHX 2% IEL Ginkgo
Biloba®t 23 ZME HHH ¢ 1A T UK ALE 0|30 2L HE 2
MZ ATSIUEH, 1 olge U3y ZUH.
MEE HAH 2H 08 =3° § 7HoIYLH, 1 F 3MO| Cochrane Review
OL} ZIZF 2004, 2006499 o[Fo|FoH, HEY ¢go] UL O orsof =gt
g 9rgoto] 2WE WHot= Ao FEoF AU, ETH I EAQ HAHIH FAHLEQI

=2
Kavirajan =&°| 20084W &WE|UEE ¢ol UUSH

—

I, °oIFd &Td X F
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Kavirajan® HAIMSHILY 39 0ZH AZS EYoto] 2 479 SXo| Hgropx]
22 Do MEH WEREAS AYOHTH HMAN 2H DA AR H@N H2o|
O|ZO|HTID W2BIS|, AHRQY WHES A§OIHOU, update® AFEO Aol ME

Al WEHZAS AlYORITE EO, JIEQ| AN SUDMOM UL YR HISY YYO|
HILEY, YU OET ATt FESE W 50| U MBS WEHRMS Aoy 2

LRI AU donepezilﬂr memantine? FLoAle MEA Ft=Ee A7 ool I
Zo| HEEMY 1 ZIPt I §=2X| oY, HYIE MEA o9 2WIr Byt A
O ZUE MY £+ A HOl M2 M9 EXED ¥ 2+ AN,
E3t galantamine? 3% 7IEQ A0M /G X|U{7r HYUE LXOO|H UXt F
O] EELo] EMEUOL, MEE Ao oM EY X0 &XZ2o FMorQCE. E
rivastigmine?] ¢ 2I1Z I3 FFOUM ARI|ZEC| HESH AAIr HMEX] UL
L, Ot ARofME= 2909 =F°] EHES MEA HUE =MW Ho| 227t AU,
HEtEA AL, " Xof &#uXpe] QX JIF TM HAHSY, donepezil,
galantamine, rivastigmine 2 9%l Y|t RIF UHEAJY. mamantine?
HQ TIF FSSEX] oW, GE 2%E ESF global assessment, Functional
assessment FoME T AL HUE BUC. TEE UX; AHAQ HIEFH AY
¥ AL Iy Zy F o ARy AU GRADEE A%t 21}, donepezil
_)'\_

o
=2
galantamine2 moderateE Z2%¢ 2 BIr¥eY, memantinedt

rivastigmine®| low, very low?| H2I§ 9.
d34 HEY XU AXE Qo2 oF UXE ARIF WX Qor, 2 Az THE

%
A AR U ML £XE M| B O WS YYATIL OTO{HoF 2o Tl UD
SIS ZHY + UL Mo} AW
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et xlojel 2,3xt ofgoll et ol=7|eEIt
4.4 Xuf He =9F M

4.4.1 FFAXNHY 2 $F Yo

Q2L MR AT FTF KUHO| 2T Y= FEHY HYAMY o¥E Bo}
WO ojaf JIX| HEO|M QAIITHE AMME ¥ 4 ATt H|%
SRUCH OICIAE WANOIM Ao HOlE gt i
SoF, QORt 20| JJHrern Y3t HOHE MY TpsSH HAIM Kot Y| w2
o, £ ARUSL AT MIAEO| I|x0f] APXEY E

AAGS FHUAY.

rhu
fo
ol
=d-
0
gjo
I3
my
rlo
=

Ity QAU AW WY WX Y BB WRO| J|Urof gic
1) Xoe| SHEY YXSY ATUY SHU FFEE WYY 4 Y= 3O
XpI0] 0| O{Xof Bt
2) XlUjgxtet HOXE Q1S ATOHI b ALY YryY & UL FERY
XIEE APARICE,
3) SO MUXSO AYFHE SUM QTS LW MBAYS AT Aot
o]

4) Xtz ZAHOY IIHor] FHI AHIE UL,

i

L) Xojerxiel Xjzof gt &=X I|fo] RO
1) XIS HFOZ QAT K|WYUXIE Areje] YO O[YoRs X|Ao| BRI
2) XMt SEE QYU Ul QMA9S YOI 2K J|uro| Wit
3) RYAIM, MIPMHIA, AT XYUMU[A, HEIISe DT

ol QoM o] @AM X|Mo| X|HXSE gt

on
fllo

"ot

rir

A
T

CF) XUk Weot X|gHY SES MY
1) XHLY &F 2
2) Q2] Y Aty

A
T
3) APl BAE SES LeolM naNel M
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1) ®AO| JFGXYU(SIEY |, ALEQO) Furo| Mototnl o|STte| Aot
Fotct

2) Ciopet Mu|AS AIMSS 9IIMOZ Sl WS

G
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i

== 17 =
3) ¥xpet HIXIEO go[grZ ol TY MH[AKFE AARMZ OpASHG
4) O-EI|HUG-ZI|X|F-THI[AMH| A -X|GAFG K| - Q FA| O] G- Aol T XA H|A
SOR o|oX|= X|AEH|HI(care chain) 9 H&d2 LT
HF) X|& JHsOt AU ST}

1) AN, 3, oire] ZTo|N M Jp5ot ML
2) BIINQ MWPIHES OfHote] WIS XI4HOZ Tpopotn MY
X

3) §RISF MUY HO| M YA IOt ERE et

4.4.2 x| DY Mot

OpyolM QaLfate] x|uj FUBAWMI ATl FTp XWHLL HYMOE
onj o|ZHEl T JIX| AAPHE HASIUCL IHo| Jjuret %} KujHLL LS| ¢
SHMS SHTE AW ofz HOpE ETY 4 Yt DY EYR of
Cf. Dol J[UrOtX| e FQ MUY FRAAI LHEIIY HHN YMSZT g 9
ol ULk, OpTIofi Aot YL gofi HIQHH UKISS wrgsto] QoMo Ct2
2t BYSO YHL PR 2YSULL,
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H 39. Care Chain-Infrastructure 2

H| M
2 1T
/| AL

¥

CARE CHAIN
O EH A =71-87| A F71-77| A Mo 2 cHA
Who Who Who Who
o2 Whom Whom Whom Whom
| What What What What
X How How How How
| ssues I ssues | ssues | ssues
olz4+ | Who Who Who Who
A5 Whom Whom Whom Whom
What What What What
X How How How How
X3 | 1ssues I ssues | ssues Issues
Who Who Who Who
ALZL | Whom Whom Whom Whom
bS| What What What What
x| 2 How How How How
| ssues | ssues | ssues | ssues
INFRASTRUCTURE
== = A= RlbiBEcCl =3 ol S =k
(l:!%_!_ol_:'?_ oﬁlxl'-l-h I__I-E’ =o T O OI_?., 9-|_|'XI- Eixl'—-o‘l Tl:lJ_'—l'
o 7ol sk AT
sl |MFBRIENY, BA Y EEA Yot BT N
oI KH H2SX & Mu|aQlzo et wg, =3
A M xlofMer A2 2|5t Y A
AVl ® Kbl | AKEIA R|Q, X|dAbE] XY
BIXle] ZYAM | X8MES ZFs5tD Alsle Aoz o
Fe2|& 7|dt
dlot= 22lx 7|gk
Sk o|lzEE stXiet HSXte| AMM FEhof st M2y
Sk N PO CESER <k b0 -2Y,
HEA A H2SXAE0| A Hog £ e HEDFRAHA 2=
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LS X|oie] 2,3kt oflHoll thet 2|z 7 |=EIt

5.1 84 2%

5.1.1 dd #HX

xjfol THOr QIPVCH TAF ME AT UIY HAIIRAE WO Gjof USPSTFY
20034 Do mat MeyoyE A, UDOAL oX| 92 W 4 U AN 3
SOX| QIITE O AT UKol o9t IO, 20039 USPSTFY Z P
3ote] XA AIOMT UXOIHUCE. Y UYMHBIISTH £ AT Zo| toto] AA =

g WY oot

5.1.2 XU S H|%GEXE T}

71) X|ojo] Ginkgo Biloba® it
Ginkgo Biloba?] X|Uj x|& moo 4igh HHX FHIHZ H|w HES ZHif, TEEH
23t Z20| TRt TPy 0| WEE 33 YROIMAX| He| It FHHoRLD

A
= =2
WO, Y WS ATE EuOll WHENOR FASH DI ARLE urj 22 £

C. 27t ZM02 Cel RCTIL ¢1of 20084 =20 ZWJ} JP Efgoicin & 4 U,

) Xjujol HEE WX QX x|2o m

EYE 4009 PR OOl e I3, UAXRAIL Mol SUH HEL Wl of
BHYCH Ao AR MO| £X %I, WY IX| ggof ARE HE AX| X=9

AXI|5 G I WTHD ¥ 2 UUCH

5.1.3 g4 X2 ¥3X|g Y

71) da’d X|ujo] Donepezil? 31}

3 2909 AFT AN, UXP|FY HHE ADAS-Cog, MMSE S°M moderate?

Quality of the Evidenceg H%U2H(GRADE?|E), IADLZ Low=E HI=|AL.
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L) g X|ojo] Galantamine? 3o}
F 2749 AR} AYUL, ADAS-Cog, CIBIC-plus®M moderate® Evidence

o

QualityE YErRLt.

L) a4 U9 Rivastigmine? #
F 2919 A7t UAL, MMSESF NPIIM very low?| Evidence QualityE YEHH.

) gHd X9 Memantine?| %1}
3 2919 AIr JAND AXPI|FY UHE ADAS-cog, NOSGER, GBSt RF
low 29 Evidence Qualityg ",

5.1.4 X @2 27} Y

St X|of A M2 oZd 22 J|2 W¥E M4, HHd SHO| = Care
o

0

Chain-Infrastructure® %oz J¥" £ AU
=t XU @2 M9 |2 W
- 24} X|of Hghap AXp 9 HIXO] WO (Needs)Oll ?I4HofioF ottt
- X|ujerxtol X|gof U3t &YX I|4ro| o|FOjXof Yt}
- X[of @] HMEfol et X|

H 40. Care Chain-Infrastructure 2§

CARE CHAIN

Ol A =71-87| HA S71-=7| =A
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o
==
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oz X|H

olz+AtelH X

At2lH XIE
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INFRASTRUCTURE
_ SAXIZE A, HRE A, 2Xt Y BSXe| £EI 270
A5t .
=] CHet A+t
UatAT QUMTIZX|ZIZNE, St U 2SX; I =7 JHE
oIx Xt HaXt Y MH[AQIZ Cist ng, S
X PVIPS| X|ofidEF Ads 5t xHE R+
Aleld X+ A& X3, XGALE] X3

Bxte| 2, Xeds E56i AlRle] dEez olsliske
H
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XojE HYEEY F2r&° W w21, HAYRYO| ofd AroHQHl FHIOF R

o WO 2 ITPARU WMo| WOt B AL B AWML YES Fo Il
Worg MAISED, WM IUCIM Eo| HI Yt T I FHo| U o234t ¢
Sk

SOl 2HE FAA BUT. oA ALY 2H +F2 MX wEE 4 ¥
2

2 OREOIXof oy, 1 Yol CHYY MBIL U O[SFAIXIS APt WAHo|LY,

AP HY| J|Hroto] Gy TYSIOof ¢ UGO| Tio MABIDXF ek,

rhe

AU, KUjS Xt 8 OfUzt WXt BUXo| Uigt MY MUY Care Plan®l ZRut

Mgro|cy, E9H CfE AZAURIOILY WEHH MO £O0] AYHCH QAo Ty
Bgo| 2 EXQl UHYUYO|CE TR X{Ufo| tjoj FIrxpele] AujRa ML I
FAUMOID X|&JH50r SY DWO[O[Of QI O] IJp ML a3t UKt REY|
23 IHMEIOlOF & oIt

SN, IO FQ UEE AIMOD YK AU WG guELtD U
A0 MY AV YoM MIHOT MABHE HS IUPlM XUt me g
(neglected) Mo|7| W2 4 Ut J2iLp M¥ AW AU YUXE2H AT
o ofz ure] FYHO YIS Uops OHF, M¥W XY O[S ety el

3
KWmg 1200 FIIt O|RO{HOf Bt

rIr

AR TAf

4
HE

%F

0

s
)f

Am, X0 AXpo] S5 HILYEUS EUSR WA YoM HAEHS TH T2 A
0 =QISOl =[S OlFoHHl =UT. ©I2 A =AM X|Fot= Xz H HE
MulAo| wupof ofer [t L FRHEC. XU Tiet AGEX|E= HE HEH H[SH
d 2P AFE T2 BX BH. OfH AU ATk X[Uof| ofL AI[o ofH YHO=R
AEXEE OtLWIr MY OlwOolH, A=XIEO| ot OIS0 AEX|E AP EEe
subgroup®l %2 = UHe AoIH. ASX=E Uigt a4 HEIEF2 2 AFM &H
EoF UM RMANY = XY DO LXK = BE2O| UAUH. X=H[G
of Gigh HrM ArUVX] =UE APHOIM OfTe X|EIF mAPHQAX|O| et HAHU H
Eor BRI, & AN Aoyt Yl X =3 Ginkgo¥°l: @M =W ASAHE
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) 29 HAE SHDY AN He

1) ovidMedline Systematic Review ZM X2k

it Zaof Zazm
#1 Meta-Analysis as Topic/ 9740
#2 meta analy$.tw. 26482
#3 metaanaly$.tw. 900
#4 Meta-Analysis/ 23124
#5 (systematic adj (review$1 or overview$1)).tw. 19648
#6 exp Review Literature as Topic/ 4503
#7 1or2or3ordorborb 56210
#8 cochrane.ab. 12558
#9 embase.ab. 10133
#10 (psychlit or psyclit).ab. 801
#11 (psychinfo or psycinfo).ab. 2966
#12 (cinahl or cinhal).ab. 3992
#13 science citation index.ab. 1063
#14 bids.ab. 278
#15 cancerlit.ab. 458
#16 8or9or 10 or 11 or 12 or 13 or 14 or 15 19278
#17 reference list$.ab. 4999
#18 bibliograph$.ab. 8024
#19 hand-search$.ab. 2229
#20 relevant journals.ab. 396
#21 manual search$.ab. 1235
#22 17 or 18 or 19 or 20 or 21 15172
#23 selection criteria.ab. 12070
#24 data extraction.ab. 5536
#25 23 or 24 16678
#26 Review/ 149824
#27 25 and 26 11226
#28 Comment/ 398425
#29 Letter/ 669087
#30 Editorial/ 247397
#31 animal/ 4518625
#32 human/ 11064433
#33 31 not (31 and 32) 11699
#34 28 or 29 or 30 or 33 991875
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#35 7 or 16 or 22 or 27 73461
#36 35 not 34 68884
#37 vascular dementia.mp. or exp Dementia, Vascular/ 5595
#38 Dementia, Multi-Infarct/ or multi infarct.mp. 1648
#39 37 or 38 6058
#40 donepezil {Including Related Terms} 1411
#41 €2020 {Including Related Terms} 79
#42 aricept {Including Related Terms} 1411
#43 galantamine {Including Related Terms} 1156
#44 galanthamine {Including Related Terms} 347
#45 reminyl {Including Related Terms} 1156
#46 rivastigmine {Including Related Terms} 706
#47 exelon {Including Related Terms} 706
#48 sdz ena 713 {Including Related Terms} 18
#49 memantine {Including Related Terms} 1388
#50 d-145 {Including Related Terms} 87
#51 dmaa {Including Related Terms} 397
#52 drg 0267 {Including Related Terms} 9668
#53 ebixa {Including Related Terms} 1388
#54 axura {Including Related Terms} 5
#55 namenda {Including Related Terms} 1388
#56 or/40-55 14142
#57 39 and 56 and 36 27
2) EMBASE Systematic Review ZM M2k
SH &Alof daiZzqt
#1 'meta analysis'/exp 44,801
#2 meta*analy*:ab,ti OR metaanalys*:abti 1,645
3 systematlc*:ap,ti AND review™ab,ti OR (systematic*:ab,ti AND 37867
overview*:ab,ti)
#4 1or2or3 76,910
#5 cancerlit:ab 528
#6 cochrane:ab 14,661
#7 embase:ab 11,613
#8 psychlit:ab OR psyclit:ab 852
#9 psychinfo:ab OR psycinfo:ab 2,877
#10  cinahlab OR cinhal:ab 4,398
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#11 'science citation index':ab 1,219
#12  bids:ab 331
#13 5o0r6or7or8or9or 10 or 11 or 12 21,661
#14 'reference lists":ab 5,185
#15 bibliograph*:ab 10,280
#16  hand*search*:ab 1,010
#17 manual AND search*:ab 3,266
#18  'relevant journals"ab 465
#19 13 or 14 or 15 or 16 or 17 or 18 18,490
#20  'data extractionab 7,367
#21 'selection criteriaab 13,725
#22 20 or 21 20,025
#23 review:it 1,552,254
#24 22 and 23 12,983
#25  letter:it 667,685
#26 editorial:it 327,815
#27 'human'/exp 11,433,450
#28 'animal'/exp 1,579,078
#29 28 NOT (28 AND 27) 1,203,043
#30 25 or 26 or 29 2,186,814
#31 4 or 13 or 19 or 24 99,512
#32 31 not 30 95,152
#33  'vascular dementia'/exp OR 'vascular dementia' 6,763
#34 multi*infarct AND (‘'dementia'/exp OR dementia) 5,678
#35 33 or 34 6,817
#36 'donepezil'/exp or donepezil 5,461
#37  'e2020'/exp OR e2020 5,352
#38  ‘aricept'/exp OR aricept 5,356
#39  'galantamine'/exp OR galantamine 3,593
#40 'galanthamine'/exp OR galanthamine 3,567
#41 reminyl'/exp OR reminyl 3,536
#42 'rivastigmine'/exp OR rivastigmine 3,318
#43 'exelon'/exp OR exelon 3,249
#44  'sdz ena 713'/exp OR 'sdz ena 713' 3,245
#45 'memantine'/exp OR memantine 3,662
#46  'd 145'/exp OR 'd 145' 3,595
#47 dmaa 257
#48  ‘drg 0267 2
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#49 'ebixa'/exp OR ebixa 3,558

#50 '‘axura'/exp OR axura 3,558

#51 'namenda’/exp OR namenda 3,559

450 36 or 37 or 38 or 39 or 40 or 41 or 42 or 43 or 44 or 45 or 46 10552

or 47 or 48 or 49 or 50 or 51
#53 32 and 35 and 53 64
3) Cochrane library Systematic Review ZMH=F

S Ao aizn}
#1 MeSH descriptor Dementia, Vascular explode all trees 245

#2 MeSH descriptor Dementia, Multi-Infarct explode all trees 61
#3 1or?2 245
#4 (donepezil):ti,ab,kw 598
#5 (E2020):ti,ab,kw 39
#6 (aricept):ti,ab,kw 36
#7 (galantamine):ti,ab,kw 303
#8 (galanthamine ):ti,abkw 35
#9 (reminyl):ti,ab,kw 28
#10  (rivastigmine):ti,ab,kw 296
#11 (Exelon):ti,ab,kw 4
#12 (SDZ-ENA-713):ti,ab,kw 9
#13  (memantine):ti,ab.kw 250
#14  (D-145)ti,abkw

#15  (DMAA)ti,abkw

#16  (DRG-0267):ti,abkw

#17  (ebixa):ti,ab,kw 10
#18  (axura):ti,abkw 3
#19  (namenda):ti,ab kw 4
#20 4orb5or6or7or8or9or 10 or 11 or 12 or 13 or 14 or 15 1082

or 16 or 17 or 18 or 18
#21 1 and 20 limit to review 15
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4) CRD database

HEH HMOo| AMZat
#1 MeSH Dementia, Vascular/Exp 15
#2 donepezil 78
#3 E2020 4
#4 aricept 8
#5 galantamine 48
#6 galanthamine 5
#7 reminyl 6
#8 rivastigmine 55
#9 Exelon 6
#10 SDZ-ENA-713 2
#11 memantine 34
#12 D-145 0
#13  DMAA 0
#14 DRG-0267 0
#15  ebixa 2
#16 axura 0
#17  namenda 0
#18 2or3ordorb5or6or7or8or9or 10 or 11 or 12 or 13 or 14 130
or 15 or 16 or 17
#19 18 and 1 5
L) =9 FI HM M=
1) ovidMedline RCT ZM XM
HtH AMO ragEinly
#1 exp dementia/ or exp cognition disorders/ 120437
#2 (dementia* or cognit® or alzheimer*®).mp. 252065
#3 randomized controlled trial.pt. 294195
#4 controlled clinical trial.pt. 83649
#5 randomized.ab. 198731
#6 placebo.ab. 121430
#7 drug therapy.fs. 1398870
#8 randomly.ab. 143002
#9 groups.ab. 972453
#10 trial.ab. 206064
#11 10 or 11 or 12 or 13 or 14 or 15 or 16 or 17 2564662
#12 (animals not (humans and animals)).sh. 3432406
#13 11 not 12 2177961
#14 1or?2 263310
#15 donepezil {Including Related Terms} 1494
#16 2020 {Including Related Terms} 84
#17 aricept {Including Related Terms} 1494
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#18 galanthamine {Including Related Terms} 355
#19 galantamine {Including Related Terms} 1187
#20 reminyl {Including Related Terms} 1187
#21 rivastigmine {Including Related Terms} 740
#22 sdz ena 713 {Including Related Terms} 18
#23 memantine {Including Related Terms} 1445
#24 d-145 {Including Related Terms} 90
#25 dmaa {Including Related Terms} 405
#26 drg 0267 {Including Related Terms} 9823
#27 ebixa {Including Related Terms} 1445
#28 axura {Including Related Terms} 6
#29 namenda {Including Related Terms} 1445

15 or 16 or 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25
#30 14481
or 26 or 27 or 28

#31 #13 and #14 and #29 2130
#32 limit 36 to yr="2006 -Current" 885
2) Embase RCT #Af H2f

i HAloq A AT}

1 'cognitive disorder'/exp OR 'cognitive disorder 54,610
2 'cognitive impairment'/exp OR 'cognitive impairment’ 60,071
3 'dementia'/exp OR 'dementia’ 156,908
4 'mild cognitive impairment'/exp OR 'mild cognitive impairment' 3,794
5 'cognitive defect'/exp OR 'cognitive defect' 54,510
6 'alzheimer disease'/exp OR 'alzheimer disease' OR 'alzheimer’ 80,045
7 1or2or3ordorb5orb 198,960
8 ‘controlled clinical trial'/exp OR 'controlled clinical trial' 349,431
9 randomized:ab 218,844
10 placebo:ab 133,674
11 randomly:ab 162,587
12 trials:ab 237,363
13 groups:ab 1,102,803
14 #8 or #9 or #10 or #11 or #12 or #13 1,669,641
15 #14 AND [humans]/lim 1,156,564
16 #16 AND [embase]/lim 902,958
17 'donepezil'/exp OR 'donepezil' 5,622
18 'e2020'/exp OR 'e2020' 5,512
19 'aricept'/exp OR ‘aricept' 5516
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20 'galanthamine'/exp OR 'galanthamine’ 3,653
21 'galantamine'/exp OR 'galantamine’ 3,677
22 reminyl'/exp OR 'reminy!' 3,621
23 rivastigmine'/exp OR 'rivastigmine' 3,406
24 'sdz ena 713'/exp OR 'sdz ena 713’ 3,333
25 'memantine'/exp OR 'memantine’ 3,798
26 'd-145'/exp OR 'd-145' 3,728
27 ‘dmaa'’ 263
28 'drg 0267 2
29 'ebixa'/exp OR 'ebixa’ 3,691
30 'axura'/exp OR 'axura’ 3,691
31 'namenda’/exp OR 'namenda’ 3,692
17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25 or 26 or 27 or
32 28 or 29 or 30 or 31 10,853
33 7 and 14 and 32 1725
34 #33 and [2006-2010]/py 782
3) Cochrane Library RCT Z XM=
& A0 Az
1 MeSH descriptor Dementia explode all trees 2377
2 MeSH descriptor Cognition Disorders explode all trees 1634
3 (dementia* or cognit* or alzheimer®) 22318
4 donepezil 521
5 2020 31
6 aricept 28
7 galanthamine 25
8 galantamine 241
9 reminyl 20
10 rivastigmine 213
11 sdz ena 713 9
12 memantine 223
13 d-145 2
14 dmaa 2
15 drg 0267 0
16 ebixa 3
17 axura 2
18 namenda 3
19 4or5o0r6or7or8or9or10or 11 or 12 or 13 or 14 or 15 or 1164
16 or 17 or 18
20 1or2or3 22393
21 19 and 20 996
22 21 from 2006 276
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4) Psyclnfo

ot ZN0f ZMzn
1 MeSH Dementia 17009
2 MeSH Cognitive Impairment 11577
3 dementia* OR cognit* OR alzheimer* 425477
4 1or2or3 425477
5 donepezil 775
6 €2020 16
7 aricept 32
8 galanthamine 219
9 galantamine 325
10 reminyl 8
11 rivastigmine 351
12 sdz ena 713 6
13 memantine 467
14 d-145 3
15 dmaa 6
16 drg 0267 1
17 ebixa 2
18 axura 1
19 namenda 6

5or6or7or8or9or 10 or 11 or 12 or 13 or 14 or 15 or 16
20 1625
or 17 or 18 or 19

21 4 and 20 limit to journal 1282
22 21 from 2006 556

SET TR

bl
4

DBY S4°l W2 off Mol

galantamine, rivastigmine, memantinel}

dementia(X|Uj)E dMO|ZE ArZotAL.

1) Koreamed

70181

dMotLt.  donepezil,

cognitive, cognition(2IX]),

Pl AMo| AAAnt

#1 dementia 619
#2 cognitive 1211
#3 cognition 285
#4 #1 or #2 or #3 1695
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#5 donepezil 16
#6 aricept 3
#7 #5 or #6 136
#8 #4 and #7 8
o ZA0f ZAzT)
#1 dementia 619
#2 cognitive 1211
#3 cognition 285
#4 #1 or #2 or #3 1695
#5 Rivastigmine 4
#6 #4 and #5 3
S ZA0q daizn;
#1 dementia 619
#2 cognitive 1211
#3 cognition 285
#4 #1 or #2 or #3 1695
#5 memantine 11
#6 #4 and #5 6
i b A0 AMZAn
#1 dementia 619
#2 cognitive 1211
#3 cognition 285
#4 #1 or #2 or #3 1695
#5 galantamine 5
#6 galanthamine 1
#7 #5 or #6 6
#8 #4 and #7 3
2) YT
& ZA0q daizn;
#1 donepezil 18
#2 EHmZ 5
#3 OofE|ME 3
#4 =0 1
#5 #1 or #2 or #3 or #4 20
#6 X|oH 1420
#7 QIX| 10909
#8 #6 or #7 12125
#9 #5 and #8 9
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2 Ao} 2z
#1 rivastigmine 2
#2 "o 0
#3  reminyl 0
#4  #1 or #2 or #3 2
#5 Xk 1420
#6  2IX| 10909
#7  #5 or #6 12125
#8  #4 and #7 1
e ZlAH0f Z{A4Z4T)
#1 galantamine 5
#2 galanthamine 1
#3 #1 or #2 6
#a XIo 1420
#5 Xl 10909
#6 #4 or #5 12125
#7 #3 and #6 )
ad ZMo1 2z}
#1 memantine 13
#2 o[ 4
#3 #1 or #2 15
#4 PN 1420
#5 OIX| 10909
#6 #4 or #5 12125
#7 #3 and #6 4
3) Pro|thi= SE|O|EfH|O| A A
a4 #uiof iz
#1 aricept 4
#2 (o] == 2
#3 donepezil 29
#4 ZH o 3
#5 #1 or #2 or #3 or #4 30
#6 Xiok 71273
L 4499
#8 #6 or #7 74999
#9 #5 and #8 7
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#1 rivastigmine 12
#2 glold 0
#3 reminyl 1
#4 #1 or #2 or #3 12
#5 P 71273
#6 OIX| 4499
#7 #6 or #7 74222
#8 #4 and #7 3
bl &Alof Azt
#1 galantamine 9
#2 galanthamine 6
#3 #1 or #2 15
#4 P 71273
#5 QIX| 4499
#6 #4 or #5 74222
#7 #3 and #6 2
ol ZNof 2Nz}
#1 memantine 21
#2 o2 HE 3
#3 #1 or #2 21
#4 P 71273
#5 QIX| 4499
#6 #4 or #5 74222
#7 #3 and #6 2
4) NDSL

oA ZA0f ZMza}
#1 donepezil 1989
#2 EHHE 2
#3 =& 1
#4 aricept 167
#5 olz|dE 1
#6 #1 or #2 or #3 or #4 or #5 2063
#7 P 412
#8 QIX| 3998
#9 #7 or #8 4350
#10  #6 and #9 3
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#1 rivastigmine 893
#2 glold 0
#3 reminyl 61
#4 #1 or #2 or #3 946
#5 X|oj 412
#6 QIX| 3998
#7 #5 or #6 4350
#8 #4 and #7 0
¢ ZA0q HAizat
#1 galantamine 832
#2 galanthamine 529
#3 #1 or #2 1351
#4 X|OH 412
#5 QIX| 3998
#6 #4 or #5 4350
#7 #3 and #6 0
& A0 ZAZnt
#1 memantine 1578
#2 H|THEl 1
#3 #1 or #2 1578
#4 X|OH 412
#5 QIX| 3998
#6 #4 or #5 4350
#7 #3 and #6 1
5) xu &Y

¢ ZA0q HAizat
#1 donepezil 14
#2 =0 1
#3 ofg|dlE 2
#4  aricept A
#5  #1 or #2 or #3 or #4 15
#6  X|of 1403
#7  2IX| 18108
#8  #6 or #7 19229
#9  #5 and #8 4
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ot ZiN0f Mz
#1 Rivastigmine 4
#2 Reminyl 0
#3 gdlold 0
#4 X|O4 1403
#5 OIX| 18108
#6 #4 or #5 19229
#7 #6 and #1 1
ot ZAof ZAzy
#1 Memantine 10
#2  motE 1
#3 X4 1403
#4  2IX| 18108
#5  #3 or #4 19229
#6  #1 or #2 11
#7  #5 and #6 3
ot 20 M
#1 galantamine 0
#2 galanthamine 4
#3 #1 or #2 4
#4 x|of 1403
#5 OIX| 18108
#6 #4 or #5 19229
#7 #3 and #6 0
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) 29 HAE SHDY AN He

1) Ovid Systematic Review ZAM Hef

¢ A AT}
#1 exp dementia/ or exp cognition disorders/ 117639
#2 (dementia* or cognit* or alzheimer®).mp. 245381
#3 ginkgo™.mp. 2974
#4 gingko™.mp. 215
#5 tanakan.mp. 57
#6 egb761.mp. 77
#7 1or?2 256382
#8 3ordorb5orb 3059
#9 7 and 8 449
#10 limit to systematic reviews 40
2) EMBASE Systematic Review M HM2F
A A0 Azt
1 'meta analysis'/exp OR 'meta analysis' 55947
2 'systematic review'/exp OR 'systematic review' 39537
3 review™ti 214,663
4 overview*ti 26,728
cancerlit:ab OR cochrane:ab OR embase:ab OR psychlit:ab OR
5 psyclit:ab OR psychinfo:ab OR PsycInfo:ab OR cinahl:ab OR 49,885
cinhal:ab OR science:ab AND citation:ab AND index:ab OR bias:ab
6 'data extraction' OR 'selection criteria":ab 21,214
7 review:it 1,558,236
8 letter:it OR editorial:it 999,502
9 6 and 7 13471
10  'animals'/exp 1,583,720
11 'numans'/exp 11,471,639
12 'animals'/exp NOT (‘animals'/exp AND 'humans'/exp) 1,206,102
13 #8 OR #12 2,193,843
14 #1 OR #2 OR #3 OR #4 OR #5 OR #9 351,605
15 #14 NOT #13 334,660
16 ginkgo* 7,093
17 gingko* 336
18  'tanakan'/exp OR 'tanakan' 4,432
19 'egb761'/exp OR 'egb761' 4,416
20  'cognitive disorder'/exp OR 'cognitive disorder' 53,383
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21 'cognitive impairment'/exp OR 'cognitive impairment’ 58,612
22 'dementia'’/exp OR 'dementia’ 154,384
23 'mild cognitive impairment'/exp OR 'mild cognitive impairment' 3,545
24  'cognitive defect'/exp OR 'cognitive defect' 53,285
25 'alzheimer disease'/exp OR ‘'alzheimer disease' OR ‘'alzheimer' 92,286
26 #20 OR #21 OR #22 OR #23 OR #24 OR #25 204,336
27  #16 OR #17 OR #18 OR #19 7,140
28  #15 AND #26 AND #27 158
3) Cochrane library
i AAl0 FapE<inl
1 MeSH descriptor Dementia explode all trees 2965
2 MeSH descriptor Cognition Disorders explode all trees 1795
3 (dementia* or cognit* or alzheimer®) 25244
4 (ginkgo™) 585
5 (gingko™) 81
6 (tanakan) 25
7 (egb761) 25
8 (#1 OR #2 OR #3) 25334
9 (#4 OR #5 OR #6 OR #7) 639
10 (#8 AND #9) limit to Cochrane Reviews or Other Reviews 30
4) CRD database
i b ZHAof AHMZA}
1 MeSH Dementia EXPLODE 1 2 521
2 MeSH Cognitive Therapy EXPLODE 1 377
3 dementia®* OR cognit* OR alzheimer* 1800
4 ginkgo* 32
5 gingko™* 14
6 tanakan 2
7 egb761 2
8 #1 or #2 or #3 1973
9 #4 or #5 or #6 or #7 39
10 #8 and #9 17
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1) Ovid RCT ZM Mzt

it ZAof ZMizim}

#1 exp dementia/ or exp cognition disorders/ 120437
#2 (dementia* or cognit* or alzheimer®).mp. 252065
#3 ginkgo*.mp. 3040
#4 gingko™.mp. 225
#5 tanakan.mp. 57
#6 egb761.mp. 78
#7 1 or2 263310
#8 3ordorb5orb 3131
#9 7 and 8 460
#10 randomized controlled trial.pt. 294195
#11  controlled clinical trial.pt. 83649
#12  randomized.ab. 198731
#13  placebo.ab. 121430
#14  drug therapy.fs. 1398870
#15  randomly.ab. 143002
#16  groups.ab. 972453
#17  trial.ab. 206064
#18 10 or 11 or 12 or 13 or 14 or 15 or 16 or 17 2564662
#19  (animals not (humans and animals)).sh. 3432406
#20 18 not 19 2177961
#21 9 and 20 304
#22  limit 21 to yr="2006 -Current" 92

2) EMBASE RCT #dM M

S A0 ZAZ

1 '‘cognitive disorder'/exp OR 'cognitive disorder’ 54,606
2 ‘cognitive impairment'/exp OR 'cognitive impairment' 60,071
3 '‘dementia'/exp OR 'dementia’ 156,899
4 'mild cognitive impairment'/exp OR 'mild cognitive impairment’ 3,794
5 ‘cognitive defect'/exp OR 'cognitive defect’ 54,506
6 ‘alzheimer disease'/exp OR 'alzheimer disease' OR 'alzheimer’ 94,038
7 1or2or3ordorb5orb 207,947
8 ‘controlled clinical trial'/exp OR 'controlled clinical trial' 349,404
9 randomized:ab 218,821
10 placebo:ab 133,661
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11 randomly:ab 162,572
12 trials:ab 237,336
13 groups:ab 1,102,700
14 #8 OR #9 OR #10 OR #11 OR #12 OR #13 1,669,490
15 #14 AND [humans]/lim 1,156,509
16 #15 AND [embase]/lim 902,903
17 'egb761'/exp OR 'egb761" 4,487
18 'tanakan'/exp OR 'tanakan' 4,502
19 gingko™* 343
20 ginkgo* 7,191
21 17 OR #18 OR #19 OR #20 7,239
22 #7 and #16 and #21 333
23 #22 AND [2006-2010)/py 128
3) Cochrane library

o 204 2Nz}

1 MeSH descriptor Dementia explode all trees 2377
2 MeSH descriptor Cognition Disorders explode all trees 1634
3 (dementia* or cognit* or alzheimer®) 22318
4 (ginkgo™) 521
5 (gingko®) 58
6 (tanakan) 19
7 (egb761) 19
8 (#1 OR #2 OR #3) 22393
9 (#4 OR #5 OR #6 OR #7) 639
10 (#8 AND #9) limit to 2006-2010 28

4) Psyclnfo

HH A0 Az

1 MeSH Dementia 17009
2 MeSH Cognitive Impairment 11577
3 dementia® OR cognit* OR alzheimer* 425477
4 ginkgo* 266
5 gingko* 45
6 tanakan 2
7 egb761 Ia!
8 #1 or #2 or #3 425477
9 #4 or #5 or #6 or #7 564
10 #8 and #9 181
11 #10 limit to Journal 173
12 #10 from 2006 51
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N =9 ¥ HAM M=
1) Psychinfo (1806-)
& A0 aMzn
1 exp dementia/ 36868
2 exp Cognitive Impairment/ 11890
3 (dementia* or cognit* or alzheimer*).mp. [mp=title, abstract, 330206
heading word, table of contents, key concepts]
4 exp Internet/ 11923
5 exp Computers/ 9326
6 exp online therapy/ 525
7 exp Microcomputers/ 1115
8 exp Computer Software/ 8685
9 (Com-Cog or ComCog or Reha-Com or RehaCom or 3
PSSCogREHab).mp.
10 (intemet** or online* or microcomputer* or software* or 88075
computer®).mp.
11 8or6ordor7ori0or9orb 89188
12 1or3or?2 332450
13 11 and 12 14700
14 double-blind.tw. 14050
15 random: assigned.tw, 17909
16 control.tw. 230504
17 14 or 15 or 16 253055
18 17 and 13 2227
2) Ovid-medline (1950-)
pui b A0 Az
1 exp dementia/ or exp cognition disorders/ 117639
2 (dementia* or cognit* or alzheimer*).mp. 245381
3 1or2 256382
4 exp Internet/ or exp Online Systems/ or exp 112738
Microcomputers/ or online.mp. or exp Computers/
5 (Com-Cog or ComCog or Reha-Com or RehaCom or 4
PSSCogREHab).mp.
6 exp Software/ 78061
(internet® or online* or microcomputer* or software* or
7 computer®).mp. [mp=title, original title, abstract, name of 509983
substance word, subject heading word, unique identifier]
8 4orb5or6or7 516038

— 196 —

fMuaby BuIIDIOGD]|0) IDIYFDIH PIsDG-2IUIPINT JDUOCIIDN



Adusby Buljpiogp]jo) 24D} DAH PasnY-aIUBPINT [PUCIIDN

>

|oie| 2, 3%t oflgofl thet 2=7l=d7t

HtH ZAof ZAZ
9 randomized controlled trial.pt. 284107
10 controlled clinical trial.pt. 81063
11 randomized.ab. 192009
12 placebo.ab. 116733
13 clinical trials as topic.sh. 147275
14 randomly.ab. 139041
15 trial.ti. 83643
16 9 or 10 or 11 or 12 or 13 or 14 or 15 659998
17 (animals not (humans and animals)).sh. 3377684
18 14 not 15 611986
19 3 and 8 and 18 1331
3) Embase
o1 Ziaiof Zuizim}
1 'cognitive disorder'/exp OR 'cognitive disorder 53,381
2 'cognitive impairment'/exp OR 'cognitive impairment’ 58,610
3 'dementia'/exp OR 'dementia’ 154,376
4 'mild cognitive impairment'/exp OR 'mild cognitive impairment’ 3,545
5 'cognitive defect'/exp OR 'cognitive defect' 53,283
6 'alzheimer disease'/exp OR 'alzheimer disease' OR 'alzheimer’ 92,279
7 #1 OR #2 OR #3 OR #4 OR #5 OR #6 204,326
8 'internet'/exp OR 'online system'/exp OR 'computer'/exp OR 209115
'microcomputer'/exp OR 'computer program'/exp ’
9 ‘'com-cog’ OR 'comcog' OR 'reha-com' OR ‘rehacom' OR 7
'psscogrehab’
10 internet®* OR online®* OR microcomputer® OR software®* OR 1279206
computer® OR 'computer program'/exp OR 'computer program' T
11 #8 OR #9 OR #10 1,279,227
12 '‘controlled clinical trial'/exp 342,570
13 randomized:ab 214,389
14 placebo:ab 131,622
15 randomly:ab 159,871
16 trials:ab 232,395
17 groups:ab 1,086,765
18 #12 OR #13 OR #14 OR #15 OR #16 OR #17 1,643,646
19 #21 AND [humans]/lim 1,142,678
20 #22 AND [embase]/lim 891,266
21 #7 AND #11 AND #20 2,565
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4

Ju

¢ ZA0q daiznt
1 MeSH descriptor Dementia explode all trees 2965
2 MeSH descriptor Cognition Disorders explode all trees 1795
3 (dementia* or cognit* or alzheimer®) 1454
4 MeSH descriptor Internet explode all trees 706
5 MeSH descriptor Computers explode all trees 792
6 MeSH descriptor Software explode all trees 1175
7 MeSH descriptor Online Systems explode all trees 335
8 MeSH descriptor Microcomputers explode all trees 261
9 (Com-Cog or ComCog or Reha-Com or RehaCom or ’
PSSCogREHab)
10 (internet** or online* or microcomputer®* or software* 23922
computer®)
11 1or2or3 25334
12 #4 or #5 or #6 or #7 or #8 or #9 or #10 24250
13 #11 and #12 2523
14 #13 restrict by Clinical Trials 1156
) 24 2H dM N
computer dementia 8
alzhieimer computer 3
cognitive computer 18
Koreamed cognitive rehabilitation 131
dementia rehabilitation 16
alzheimer rehabilitation 2
| 178
X|0§ ZHFE-SHEX| 0
Umsto|H HFE] 0
U=slo|H HFE 0
QIX| AFH 11
=3 QIX| xH&t 55
US| A2 0
Y=slo|H RHE 0
X|oH xHEt 6
27 72
Kmbase X|0§ and ZFE 53
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E/[]=]: [JES ZMof Azt
QIX| and ZREE 10
OIX| and ZH& 29
UMSH0|H HFE 1
Y=5t0|H HFE 0
umsto|n xhe 0
U=5to|H RHE 0
X|of xhet 202
A 295
TE(XIOY ZEE) 0
TI(Y&5H0|H HFE) 0
TI(Y=5t0|H HFE) 0
THQIX| X2 y
NDSL TI(XIOH xHZH 0
TI(Y&5H0|H ME) 0
Tl (%EEFOIEH RHE) 0
Th: (2Ux| ZHE) 0
A o1
THQIX| A2 20
TIH(RIOH ZiFE) 1
TiH(HZsH0|H HFE) 0
., THmsloln ZHEe) 0
SlEposts - N
DRSS B qiaioh wha ,
2I(KERIS) THoIx| ZimED .
TI(Y&5H0|H RE) 0
TI(Y=5t0|H RE) 0
A 87
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1) ovidMediline #M X2t

o1 ZAiof ZAuziz}

#1 exp dementia/ or exp cognition disorders/ 120437
#2 (dementia* or cognit* or alzheimer*®).mp. 252065
#7 1or2 263310

2) EMBASE RCT dM Xgf

bl Ao AAiA

1 'cognitive disorder'/exp OR 'cognitive disorder 53,357
2 'cognitive impairment'/exp OR 'cognitive impairment’ 58,581
3 'dementia'/exp OR 'dementia’ 154,334
4 'mild cognitive impairment'/exp OR 'mild cognitive impairment’ 3,541
5 ‘cognitive defect'/exp OR 'cognitive defect' 53,259
6 'alzheimer disease'/exp OR 'alzheimer disease' OR 'alzheimer’ 92,149
7 1or2or3ordorb5or6 204,326
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1. X0 A Scale ¥

Outcome Measure Index

Level of
ST Test name impairment Domain Score
i
Abbreviation with higher
score
General cognitive
ADAS-Cog Cognitive Sections High . ° 0-70
function
Alzheimer’'s Disease
ADCS-ADL Cooperative Study -Activities |Low Function 0-30
of Daily Living
Alzheimer’'s Disease
ADFACS Functional Assessment and High Function 0-60
Change Scale
Clinical Dementia
. . . 0-18(C
CDR-NH, Rating-NursingHomeVersion, .
. . . High Global assessment |DR-SO
CDR-SB Clinical Dementia Rating-Sum B)
of Boxes (ZI0|2IX|7|SZA}
Clinical Global Impression of
CGIC P High Global assessment |1-7
Change
Clinician”'s Interview Based
CIBIC+ Impression of Change plus High Global assessment |1-7
Caregiver
Gottfries-Brine-Steen,
Total Score, Global assessment,
Motor function subscale, . Function,
GBS High . 0-156
Intellectual subscale, General cognitive
Emotional function subscale, function Behavior
Symptoms subscale
General cognitive
MMSE Mini-Mental Status Exam, Low . 9 0-30
function
Nurses Observation Scale for
NOSGER o . High Global assessment |5-25
Geriatric Patients
NPI(NPI-4, Neuropsychiatric Inventory )
Low Behavior 1-144
NPI-10) Subscores 4,10
L . ) General cognitive
EXIT-25 The Executive interview High . 0-25
function

3) O] AFoIM meta 240l OIS = && scalet YEISIUS
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1. Ginkgo Biloba Extract Z1HI(% : ZIY4YZR F)

SI7MARY WelUolA Ofzfiet 22 J|EO2 SoiN| QUFOIE ANOHH, BILAY HolX|
[}

ET
OF 5 QIFT|F ojeo| Fojot FQoE o MU UKD HYEES .
- OI' E" -

3t QIxp|

—

or

HOIE T X|U|(LZSIO|HY, W) AXY|5 HHSHOR Sopt He
o, Ginkgo Biloba ExtractdIME CHIZSAULHANN|(OFME, Hojd, Az 5)
L4 memantinedA(AI9Ar S)o HEA 132 QYI(2UULLE)ID WE oKX F
SORH| O] XY QK9] OFZh HMOHS XTI KTy

L. F34 oX|2 g0l FoI3 HQ(MWY : 2009.12.1)
2. Donepezil

= OZ HEIZECL Y2 Z2F)O SHFEHHAM orf Z2 ol FoA AL
6-1271H UHOE M PIIotA A& F9 AFEE BHO9F ¥.

7t. MMSE(mini mental state exam)E 26%™ ©|60|HA

L}.  CDR(clinical dementia rating)2 1~3 %= GDS(Global

Deterioration Scale)= stage 3~7° $i9EHE 3¢
- ot -

G uBoto|n Yelo] FSE, FSE, FHAWSY(HEY L Syt yBoto|y
47
© wEY KW FA

M(strategic cerebral infarction)X|0fef mEe| I HZFM »

1
rx
A
13
g
oX
1}

ot WY KOl HQOE FOIB ANOIX| ofw.
- N1 HEF Ol WU AUE Y Ol MAT FIF XU 7| MU
Zol WYY 39 ANy

@ FHHL memantineZ MY ginkgo biloba extractM|X[t H8Al 2 2|2

— 200 —



SItARY HILM LR MMo| £ojA| ofer Zo| RYTOIS AWY.
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- 159 QYIOID WS oM F OISOl MY N9 o MM XDt
HYEZ o

Memantine

ofier 22 MHINZECL .8 EF)O SHTEHHM YXSo|H FEj(EHd AAS F
Qror UrXsro|n E‘”)—I oM FFA XujFEol FAHA AR 6-129HE 2t
0% MYty A%

- of & -

. MMSEE 20°|3t o|HA|

L}. CDR2 2~3 E= GDSE stage 4~7° dTEH= B¢

% HMIMF acetylcholinesterase inhibitor¥IX| (donepezil, galantamine,
rivastigmine $)4 Ginkgo Biloba ExtractM|M[Qf #-8A| ZF 2N|Q| o{IpAjY HY
ol ER-HHY| FoA| Offet o] 2QYFHE UBY.

)]

_9
2
4o
Ill|l|l
o?.'.
o

_ O|~ E|-| _

- 1Z0 QOFZootD W8 Oy F SOH|20| XSH QM| okt MOHL UXPIL &
QEE 3

Galantamine

Hu

ofier 22 MHINECLH Y= B0 SHTEHHM UXSo|H FEj(H B AAS F
QroF YXSpo|H Xeho| FSE, T XUiFHON FAA Aot 6-1294E UHL
oot A& £ 9FE 2RY.

- OI‘ E" -

7t. MMSE(mini mental state exam)E 10~24 ©|HA

L}.  CDR(clinical dementia rating)2 1~2 %&£ GDS(Global
Deterioration Scale)= stage 3~5° SYEHE 32
@ FHAHY memantine FFMY ginkgo biloba extractM|X|et 84l 2F 24X

o BIItARY WelUolM TR XME| £oA| Of2et 20| RUTOIS AU
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- 130 RUIOOHL WE oM F SISOl MY AN oY MU @At &
YES o

ofgfier e FEIEEL, U.B BE)| SYEHUN LUMojo|n WE(LUY UG 5

Uit Ymofol Eehol FSE, FEE XWFAHOl FOA ANOIT 6-1274Y AHOZ
WHILeLo A4 S0 olEE AW,
- o B -

7t. MMSE(mini mental state exam)E 10~26 ©|HA
L}. CDR(clinical dementia rating)2 1~2 X& GDS (Global
Deterioration Scale)= stage 3~5° HYEHE 3L
@ FHAILE memantine Z7MY ginkgo biloba extractMI¥|2t HEA| ZF 2H|
9| HIAIY HAUOIM TR -HEHY| £ Of Y Zo| RYFE AFY.

- 13T 20FFOI0t §§ oM F SOMHIGO| MY AN o WAL @A

THA 71
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1. AMSTAR
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1. Was an ‘a priori’ design provided?
The research question and inclusion criteria should be established

before the conduct of the review.

OYes
OONo
OCan’t answer

ONot applicable

2. Was there duplicate study selection and data extraction?
There should be at least two independent data extractors and a

consensus procedure for disagreements should be in place.

OYes
ONo
OCan’t answer

ONot applicable

3. Was a comprehensive literature search performed?

At least two electronic sources should be searched. The report
must include years and databases used (e.g. Central, EMBASE,
and MEDLINE). Key words and/or MESH terms must be stated
and where feasible the search strategy should be provided. All
searches should be supplemented by consulting current contents,
reviews, textbooks, specialized registers, or experts in the particular
field of study, and by reviewing the references in the studies

found.

OYes
ONo
OCan’t answer

ONot applicable

4. Was the status of publication (i.e. grey literature) used as an
inclusion criterion?

The authors should state that they searched for reports regardless
of their publication type. The authors should state whether or not
they excluded any reports (from the systematic review), based on

their publication status, language etc.

OYes
OONo
OCan’t answer

ONot applicable
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5. Was a list of studies (included and excluded) provided?

A list of included and excluded studies should be provided.

OYes
OONo
OCan’t answer

ONot applicable

6. Were the characteristics of the included studies provided?

In an aggregated form such as a table, data from the original
studies should be provided on the participants, interventions and
outcomes. The ranges of characteristics in all the studies analyzed
e.g. age, race, sex, relevant socioeconomic data, disease status,

duration, severity, or other diseases should be reported.

OYes
ONo
OCan’t answer

ONot applicable

7. Was the scientific quality of the included studies assessed and
documented?

‘A priori’methods of assessment should be provided (e.g., for
effectiveness studies if the author(s) chose to include only
randomized, double-blind, placebo controlled studies, or allocation
concealment as inclusion criteria); for other types of studies

alternative items will be relevant.

OYes
ONo
OCan’t answer

ONot applicable

8. Was the scientific quality of the included studies used
appropriately in formulating conclusions?

The results of the methodological rigor and scientific quality
should be considered in the analysis and the conclusions of the

review, and explicitly stated in formulating recommendations.

OYes
OONo
OCan’t answer

ONot applicable

9. Were the methods used to combine the findings of studies

appropriate?

OYes
ONo
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For the pooled results, a test should be done to ensure the studies
were combinable, to assess their homogeneity (i.e. Chi-squared test
for homogeneity, 12). If heterogeneity exists a random effects
model should be used and/or the clinical

appropriateness of combining should be taken into consideration

(i.e. is it sensible to combine?).

(Can’t answer

ONot applicable

10. Was the likelihood of publication bias assessed?
An assessment of publication bias should include a combination of
graphical aids (e.g., funnel plot, other available tests) and/or

statistical tests (e.g., Egger regression test).

OYes
OONo
OCan’t answer

ONot applicable

11. Was the conflict of interest stated?
Potential sources of support should be clearly acknowledged in

both the systematic review and the included studies.

OYes
OONo
OCan’t answer

ONot applicable
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Domain

Description

Review author's
judgement

Sequence generation

Describe the method used to generate the
allocation sequence in sufficient detail to
allow an assessment of whether it should
produce comparable groups

Was the allocation
sequence
adequately
generated?

Allocation
concealment

Describe the method used to conceal the
allocation sequence in sufficient detail to
determine whether intervention allocations
could have been foreseen in advance of, or
during, enrolment.

Was allocation
adequately
concealed?

Blinding of
participants,
personnel and
outcome assessors
Assessments should
be made for each
main outcome (or
class of outcomes)

Describe all measures used, if any, to blind
study participants and personnel  from
knowledge of which intervention a participant
received. Provide any information relating to
whether the intended blinding was effective.

Was knowledge of
the allocated
intervention
adequately
prevented during
the study?

Incomplete outcome
data Assessments
should be made for

Describe the completeness of outcome data
for each main outcome, including attrition
and exclusions were reported, the numbers
in each intervention group (compared with

Were incomplete
outcome data

each main outcome | total randomized participants), reasons for | adequately
(or class of | attrition/exclusions where reported, and any | addressed?
outcomes). re-inclusions in analyses performed by the
review authors.
Are reports of the

. State how the possibility of selective | study free of
Selective outcome . ) .

. outcome reporting was examined by the | suggestion of
reporting

review authors, and what was found.

selective outcome
reporting?

Other  sources of
bias

State any important concerns about bias not
addressed in the other domains in the toll. If
particular question/entries were pre-specified
in the review's protocol, response should be
provided for each question/entry.

Was the  study
apparently free of
other problems that
could put it at a
high risk of bias?
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ACS=Assessment of Cognitive SkKills

ADRDA=AIzheimer’s Disease and Related Disorders Association

AMT=Abbreviated Mental Test

B-ADL=Bayer Activities of Daily Living scale

BDRS=Blessed Dementia Rating Scale

BNT=Boston Naming Test

BSCI=Brief Screening for Cognitive Impairment

CADS=Computer-Automated Dementia Screening

CAMCOG=Cambridge Cognitive Examination

CAMDEX=Cambridge Examination for Mental Disorders of the Elderly
Examination

CAST=Cognitive Assessment Screening Test

CDR=Clinical Dementia Rating

CDT=Clock Drawing Test

CERAD=Consortium to Establish a Registry for Alzheimer’s Disease

CTS=Computerised Test System

DECO=Deterioration Cognitive Observee

DQ=Dementia Questionnaire

DRS=Dementia Rating Scale

DSM-I111(R)=Diagnostic and Statistical Manual of Mental Disorders 11l
(revised)

EASI=Early Assessment Self Inventory

EMSQ=Extended Mental Status Questionnaire

GPCOG=General Practitioner Assessment of Cognition

IADL=Instrumental Activities of Daily Living

ICD-10=World Health Organization’s International Classification of
Diseases codes

IQCODE=Informant Questionnaire on Cognitive Decline in the Elderly

MCAS=Minnesota Cognitive Acuity Screen

MIS=Memory Impairment Screen

MMSE=Mini-Mental State Examination

MoCA=Montreal Cognitive Assessment
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NINCDS=National Institute of Neurological and Communicative Disorders
and Stroke

PCL=Prueba Cognitive de Leganes

PGCDMT=Philadelphia Geriatric Center Delayed Memory Test

R-CAMCOG=CAMCOG revised

R148=Extended version of the MIS

RUDAS=Rowland Universal Dementia Assessment Scale

SDS=Symptom of Dementia Screener

SIS=Six-Item Screener

SISCO=score from the cognitive test component of the Structured
Interview for the diagnosis of Dementia of the Alzheimer type (SIDAM)

SMI=Subjective Memory Impairment Scale

(S)CIDS=(Short) Concord Informant Dementia Scale

SPMSQ=Short PortableMental Status Questionnaire

ST=Self Test; STIDA=Structured Telephone Interview for Dementia
Assessment

TCT=Time and Change Test

TE4D-Cog=Cognitive tests of the Test for the Early Detection of
Dementia from Depression

TELE=self-report interview used to screen for cognitive impairment over
the telephone

TICSm=Telephone Interview for Cognitive Status modified

VF=verbal fluency

3MS=Modified Mini-Mental State Examination

6CIT=Six-Item Cognitive Impairment Test

7MS=Seven Minute Screening Test.

[Cherbuin, et al, 2008]
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