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cognitive decline in individuals with e
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Ginkgo biloba — A multi-center, randomized, double-blind placebo-
controlled study of Ginkgo biloba in 3069 older adults (75 years or older)

found that after a median six years of follow-up, treatment was not effective
in reducing the incidence of AD or all-

cause dementia and did not slow
ither normal cognition or mild cognitive

117,118].See "Clinical use of ginkgo biloba".)

117
TI Ginkgo biloba for Prevention of Dementia: A Randomized Controlled Trial.

AU Dekosky ST; Williamson JD; Fitzpatrick AL; Kronmal RA; Ives DG; Saxton JA; Lopez
OL; Burke G; Carlson MC; Fried LP; Kuller LH; Robbins JA; Tracy RP; Woolard NF;
Dunn L; Snitz BE; Nahin RL; Furberg CD

SO JAMA. 2008 Nov 19;300(19):2253-2262.

118
T1 Ginkgo biloba for preventing cognitive decline in older adults: a randomized trial.

Al Snitz BE; O'Meara ES; Carlson MC; Amold AM; Ives DG; Rapp SR; Saxton J; Lopez
OL; Dunn LO; Sink KM: DeKosky ST

SO JAMA. 2009 Dec 23;302(24):2663-70.
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Ginkgo biloba for cognitive impairment and dementia

. . — )
Jacqueline Birks', John Grimley Evans®

ICentre for Statistics in Medicine, University of Oxford, Oxford, UK. ?Division of Clinical Geratology, Nuffield Department of
Clinical Medicine, University of Oxford, Oxford, UK

Contact address: Jacqueline Birks, Centre for Statistics in Medicine, University of Oxford, Wolfson College, Linton Road, Oxford,
0X2 6UD, UK. jacqueline.birks@csm.ox.ac.uk.

Editorial group: Cochrane Dementia and Cognitive Improvement Group.
Publication status and date: Edited (no change to conclusions), published in Issue 2, 2009.
Review content assessed as up-to-date: 25 March 2008,
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t Ginkgo biloba for Prevention of Dementia: A
Randomized Controlled Trial

Steven T. DeKosky; Jeff D. Williamson; Annette L. Fitzpatrick; et al.

Online article and related content
current as of June 30, 2010. JAMA. 2008;300(19).2253-2262 (doi:10.1001/jama.2008.683)
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Are the results of this systematic review

valid?

Consider Comment

o . =
1.1s this a systematic METHODS mpb
review of randomised o0&
. 3=E FK
trials®? Criteria for considering studies for this review O IRRE
Types of studies
All relevant, unconfounded, randomized, double-blind placebo-
controlled studies.
2. Does it include a Search methods for identification of studies [];E'E;
. The Specialized Register of the Cochrane Dementia and Cogni- A~
methOdS SeCtIOH that tive Improvement Group (CDCIG) was scarched on 20 Seprem- HE
. . ber 2007 tor all years up to December 2005, This register con- | [ \fﬁE**
descrlbes tains records from the following major healchcare dacabases The
f. d d . I d Cochrane Library, MEDLINE, EMBASE, PsvcINFO, CINAHL
(a) N Ing and Incliu Ing and LILACS, and many ongoing trial databases and other grey
- 2 literature sources. The following search terms were used: ginkgo®
a" relevant trlals ) or gingko® or tanakan or EGB761 or “EGB 7617 or EGB-761.
(b) assessing their The Cochrane Library, MEDLINE, EMBASE, PsycINFO and
G L] FEH SR TS SRR AR
individual validity”
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Consider Comment
3. Were the results Objecives | =1 =
. HJ
consistent from study tO | To assess the efficacy and safety of Ginkgo biloba for dementia or cogitive decline. |TI1EY
study? AUTHORS' CONCLUSIONS ofNEFER
Implications for practice EA‘ "
— A
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. |
4. Were the individual Subgroup analyses | PSIEEF AT 0
patient data used in the - 7 . 08
. A secondary objective, as stated in the protocol for the review, was o
analysis (or aggregate o e 0N ER
that diagnostic subgroups would be examined if possible. When
data)? o . L
the first version of the review was written very few of the included
trials identified the cause of the dementia or memory loss of the
patients. The more recent trials include the diagnoses, and the
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Analysis 1.7. Comparison | Ginkgo blloba vs placebo, Outcome 7 Global (CGIC) (numbers improved or
unchanged compared with baseline) after treatment of 24-26 weeks.

Review:  Ginkgo biloba for cognitive imparment and dementia

Companson: | Ginkgo bilobawvs placebo ™ sasssssssssssssssssssssssssssssssssssssssssssassas

Outcome: 7 Global (CGIC) (numbers improved or unchanged ¢ qu;:.\.r;;.\:n;h fE & f ;REI] E<200mg

"srrnnes

n

Study or subgroup Ginkgo Pla-:cb'o Peto Odds Ratio Weight Peto Odds Ratio
N /N Peto, Fixed 95% CI PetoFued35% C

| Ginkgo biloba dose less than 200mg/day specal extract

Le Bars 1957 9%/154 94/155 - 462% 1.14[Q72, 1.80]
Schneider 2005 100V169 S0/174 - 538 % 135 [ 088, 207 ]
Subtotal (95% CI) 323 329 g 100.0 % 1.25[091,1.70]

Total events: 198 (Ginkgo), 184 (Flacebo)
Heterogensity: Chi* = 0.30, df = | (P = 059); F =0.0% esemsenns . =
Test for guerdlefiect Z = 133 (P = 0.17) g $E’|§ﬂ9€§|lg>200mg

: Gn‘eg b‘.m j:w zrealer than 2' 0 ““/ m-_&:u‘l eract] 000 e TETmsnsnmsesseseeemeeeeee

PR R R R Y]

Kanowski 1596 103/106 83/95 —-— 165 % 484 [1.89, 1243 )

Schneider 2005 104/170 90174 - 831 % 147096, 225)
Subtotal (95% CI) 276 273 - 100.0 % 1.80 [ 1.22, 2.65 |
Total events: 207 (Ginkgo), 173 (Flacebo) Ve

Heterogenaity: Chi® = 5.13, df = | (P = Q02); P =80% |2=80% — —
' gt |[ OR=1.80,(95CI% 1.22-2.46) P=0.

Test for overall efiect Z = 296 (P = 0.0031)
Test for subgroup differences: Chi* = 207, df = | (P=10.I 2*%2'{?&’}‘ 02

— "

Q0 0l | 10 0

Favours placebo Favours Ginkgo
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Analysis 1.10. Comparison | Ginkgo biloba vs placebo, Outcome 10 Cognition (change from baseline after |
treatment of less than 12 weeks).

Review: Ginkgo biloba for cognitive impairment and dementia

Compansore | Ginkgo biloba vs placebo

Outcome: |0 Cognition (change from baselne after treatment c-f:;;;t.\;ng fEx fﬁ“i<200mg g
. N RN RN E N RN RN EET NI NTE NIRRT ENTENT RN RN RN Y
St or subgroup Ginkgo Flacedd
e v e S P<0.05, (BRFERSHEEH0=92%)

| Ginkgo biloba dose less than 200mp/day special extract

Brautigam (978 130" 2139 (2945) 67 .21.38 (278) - 308 % 000 [ 030, 029)

Grasssel 1992 28 -22 (24.6) 20 02 (234) - 255 % 010[ 067, 048)

Hofferberth 1989 18 -384 (13.1) I8 1B (147) - 16.1 % 353 [ 461, -244)

Mancini 1993 34 038 (5.6) 36 06 (5.33) - 276 % 025 [ 072, 022
Subtotal (95% C1) 210 141 - 100.0 % 081 [-1.73,0.11 )

’-‘c{erogeng(y T\'U: :078; Ch::38w.df: 3(_P-0m|). |“ :Q:Q: :lllllllllIllllllllllllllllllllllllllIllllllllllllllllllllllll:

affeact 7 = | 73(P = 0084\ L R TFTHE :

I_u.(a.Ma ! : R BT XEI=<200mg :

2 Ginkgo biloba dose less than 200mg/day special extract (Hofferberth omitted) . 9

; (HEFRHofferberth et al.) :

Brautigam 1998 130 21.3%9 (245) &7 -21.38 (178) 3 .
Grasssel 1992 28 -22(246) 20 02 (234) - 304 % 010 [ 067, 048 )
Mancini 1993 34 08 (5.6) 36 06 (5.33) - 329 % 025072, 022)
Subtotal (95% CI) 192 123 ' 100.0 %  -0.08[-0.31,0.15 |

Heterogeneity: Tau? = 0.0; Ch* = 0.78, df = 2 (P = 0.68); I =0.0%

Test for overall effect: Z = 067 (P = 0.50) .
REBEMET LHIEEEER

Favours Ginkgo Fsvours placebo




A EAEE
- P=0.077
BEMETES

Analysis |11,

Comparison | Ginkgo biloba vs placebo, Outcome |1 Cognition (change from baseline after
treatment of 12 weeks).

-

.

Reviow  Gunkgo biloba for cognitve rpalrment ana dementia *e, .
.'- sees &

Comparsore | Gokgo bioba s placebo .
-

-

Outcome || Cogrition (change from baseline after treatmert: of |12 weeks) -
-

Study or subgroup

‘:J'"ke.
N Mean(SD)

A NN AN RN AN RN NN RN N RSN RN RN RRA RN R R nnnnnnnnandann e e e

B> 12:8, BADIsERIRIR

Sud. Mean Difference
IVRadomsh%s O

Weight

St Mean Cifference
INRardom 55% O

| Ginkgo bloba dose less than 200mgiday special earact

Grasssel 1992
Verbarg 1969
Waitbrecht 1965
Weznes 1527

Subtotal (95% CI)

26 A3 47

9 -5 e

8 =26 Q64

Z7 -LI3N)
120

Placebo
N Mean(SD)
19 55 (229)
47 05 (084)
L
.
0 | (3 «*
.
.
- °

Heterogenaity: Tau® = 03& Cn® = 1645, dF= 3 (P = ’)u‘lf)l“.&'!p

-
o**

MO%

.......0.....
-
®e

E'Eﬂﬁﬂju

005 [ 055, G4 )
131 [-175, 087 ]
..
g [-144,012]
..

*13034)

L
"8
<

.
Text dor cverall afiact: 7 = | 72 (P = 01008} 3 /J\ A
2 Ginkgo biloba dosa greater than 200mg/day special extract ® ? , '.

Marer 1997 b -289 247 . 7 .
Subtotal (95% Cl) 9 y E J ! | "' . / = Y
—
Heterogensity: not spphosbke .. 2 S~ —t I = I :
Test for overall effect: Z = 212 (P = 01034 o X
0
3 Ginkgo biloba any dose o’ ‘o
Grasssel 1992 2% A64T)  o° ..?c. 054 ]
.
Maurer 1997 ¢ amage e P, oM [.210 008
AP . LT B
Vo g RS v LA 7 5 (0 ° 75 O87

: Vorberg 19859 s -l,.. 4 S 084 ............... lllll;f n-(.]

s Wanboacht 1985 18 260264 0 17 195 % 078 [.144,.012]

L

-

t Wesnes 1997 7 1310 7 a7 (3 - 22% Q1[073034]

-
-
% Subtotal (95% CI) 129 121 - 100.0 % 065 -1.22, 0.09 |
.:H'rfr-,wm.f Tl =03 O = 1711, H=4 P =000 B =77%
e e - PR PN L T B P LY
4 Gnkgo biloba any dose (Vorberg | 9895 crved)
= ET e e o SN L 55 @29 - L b Q04 Q56 08¢ )
Masurer 1997 S L1E% (247 s Qe (3% —— 172 % 108 [-210, 008 )
Wesdbrecht 1985 1] 16 565 20 1517 bl 57 % Q78 [-144 012]
Wesnes 1987 p 14 343l prj 07 G - B2% Q19[073034]
Subtotal (95% CI) S0 T4 > 100.0 % .41 | 087,005 |
Heterogensity Ta® =010 Ch = S41, F=3 P =QI3; F =473
Test for overall sfface Z = |77 P = Q077
A 2 0 2 "
~avours Coige ravours thicete
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Analysis 1.27. Comparison | Ginkgo biloba vs placebo, Outcome 27 Number of patients experiencingan g o .
adverse event during treatment of 24-26 weeks. 200

.
-
-
.

RMM Gﬂw b‘ObafOTCOgritl\e 'Tpame’“anddmmla .‘----1

lllllllllllllllIlllllIll.lllllllllllllllllIlllllIll.llllllllll‘l'll'illlllll.ll

A 243E, BV ARETHE

Compansort | Ginkgo biloba vs placebo

Outcome: 27 Number of patients experiencing an adverse event during treatment of 24.26 weeks

Study or subgroup Ginkgo Placebo Odds Ratwo Odds Ratio
N n/N M-H Fixed,55% CI M- H Fixed,95% Cl
| Ginkgo biloba dose less than 200mg/day special extract

DIGGER 2008 2038 29/88 —a— 095050, 179
Grasssel 1992 4136 6/36 —_—r 063[0.16 243)
Le Bars 1997 43166 44/161 —— 093[057, 152]
Mazza 2006 0125 026 00[00,00)
Schneider 2005 | 14/169 124/174 084053, 1.32)
Subtotal (95% CI) 484 485 0.88 [ 0.66, 1.17 |

‘Illlllllllllllllllll lllllllllllllllllllllllllllllllllllllllllllll.

Total events: | 89 (Ginkgo), 203 (Placebo) RELTEITTE E x e .

Heterogensity: Chi® = 040, df = 3 (P = 0.54); I} =00% : fE HEFI“ E>200mg ]

Test for ouerall afiect 7 = Q7 (P = 038) g P=0.055 ; ﬁ%}ﬁn-hu‘%

20“? hmm” greAtermmmy&y $x‘al wm alIIIIIIIlllIIIIIIIIIIIIlllIIIIIIIIIlllIIIIIIIIIIIIIIIIIIIIIIIIIIIJ
Napryeyenko 2005 166/200 178/200 —_-— 060[034, 107]
Schneider 2005 112/170 124/174 - 078[049, 123)
Subtotal (95% CI) 370 374 - 0.71[ 0.49, 1.01 ]

Total events: 278 (Ginkgo), 302 (Flacebo)
Heterogensity: ChiZ = 0.46, df = | (P = Q.50); P =00%
Test for overall effact: Z = 1.92 (P = 0.055)

s 2 L 1 1 '

Qo2 o5 1 2 5 10
Favours Ginkgo Favours placsbo
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Authors’ conclusions

Ginkgo biloba appears to be safe in use with no excess side effects compared with placebo. Many of the early trials used unsatisfactory
methods, were small, and publication bias cannot be excluded. The evidence that Ginkgo biloba has predictable and clinically significant
benefit for people with dementia or cognitive impairment is inconsistent and unreliable.
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Ginkgo biloba for Prevention of Dementia
A Randomized Controlled Trial
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Tﬂ o Uv.l”) GUST UT 10N TAUQLLUT U UNVUG T — T-'q_’, E’I plu!!! 50

As

(n=1524)

John A. Robbins. MD. MIIS

Rus=c¢ll P. Tracv. PhD
N\ ane \ F. Woolard
Leshie Dunn. MPH

consensus

Beth . Snitz. PhD

Richard L. Nahin. PhD. MPH

The Glnk o Evaluation of Mem ory Study
% SRA R R BT

Curt D. Furberg, MD. PhD

for the Cinkgo Evaluation of Memonry
(CEND Study Investigators

AD, 1.16 (95%

Tm PREVENTION OF DISABLING

P=.39)

Al HT P ULIPCITLD QoigliCu W'V UNivla ANiU .7 pot T VW '}('l:(JTT VAEARS
cebo group. Ihc hazard ratio (HR) for (.; biloba compared with placebo for all
cause dementia was 1.12 (95% confidence interval [Cl], 0.94-1.33; P=.21) and for
Cl, 0.97-1.39; P=.11). G biloba also had no effect on the rate of

progression to dementia in participants with MCI (HR, 1.13; 95% Cl, 0.85-

~

Main Outcome Measures Inadentdementia and AD determined by expert panel

receiving
ssified as
hin. Rates
t profiles
D person-
™ the pla-
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Are the results of this preventive or | eess

therapeutic trial valid? °
50 R 51 B 53 TR

Consider Comment

Randomization
Assignment to G biloba g

1.Was the assignment of

r placebo was

patlentS tO treatment determined by permuted block design I:||7:|:

. by site to ensure that allocation be- =k Ak
randomlsed? WaS the tween treatment groups was well bal- 0P RE
randomisation I|St anced. Randomization was done sepa-

o rately for each clinical site using a
Concealed ! computer-generated, randomly per-

ZEEﬁlgE :ﬁﬁﬂ?ﬁkgfﬁﬁ muted list maintained at the data co-

ordinating center at the University of

e EE R RE" Kﬁxq:’fﬂ};ﬁ'ﬁfﬁ_ﬁ?l ‘
randomization A4 ¥ #l 18 F2

2. Was follow-up of Design, Setting, and Participants Randomized, double-blind, placebo- |0 =&
controlled clinical trial conducted in 5 academic medical centers in the United o7
=

patl ents sufficie ntly lon g States between 2000 and 2008 with a median follow-up of 6.1 years. Three thousand

and Complete? sixty-nine community volunteers aged 75 years or older with normal cognition | S ;15 28

; . (n=2587) or MCl (n=482) at study entry were assessed every 6 months for incident

fﬁ A JEE% ,EH FEﬁ ZEIIE |7:|:§l"-.| E & dementa.

SCELY ST\ B A ] = E 8 5= (2000 20U8), -
23 /, = =_I

18 HE6.14, ZEE3069.A
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Are the results of this preventive or
therapeutic trial valid?

Consider

Comment

ZRI#Hn=1524; BEsfHn=1549

3. Where all patients L T
analysed in the groups to v — —t o
which they were o 25 SR o 2 2N W T 2 e L [OFTE R
randomized? A H e B T
MAFEOFERARS [+ o —
AR R R
AR RS (=
AT R 375 A A 53 HT
4. \Were patients and used throughout the study._All clini- ELE!
clinicians keep “blind” to cal center and u).m"dinuling ccnlc.r per- | o0&
sonnel and participants were blinded o Ak
treatment? to_treatment assignment for the dura- ofRE
fﬁk&éﬁﬁ%%%%ﬂ’*&% tion of the study. Only the study phar-
B EET? A = Rimia X 2o a sblindREZS
E B R DB E R E | HE




Are the results of this preventive or
therapeutic trial valid?
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5. Were the groups
treated equally, apart
from the experimental
treatment?

bR T BERERYBRS, &
MRS E 2 A ERE =

Study Intervention

Participants were randomized to
twice-daily doses of either 120-mg G

biloba extract (EGb 761; Schwabe
Pharmaceuticals, Karlsruhe, Ger-
many) or _an identically appearing
placebo. The formulation EGb 761 is

BRI T 120mg SR ZEEUY (EGb
761) iR EFAE], 618 B BHt— X

0=
05

ml Oy

EFR
/B E

at the start of the trial?

SHENEFIRREEE
1812

6.Were the groups similar| ===

ble 1, Basel Chasractonstics of Study Particpants by Study Ovug Assgrument (Cunky

Favale
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Quality assessment for RCTs Ses

¢ Jadad Quality score X Bl EEE £

ltem score

Was the study described as randomized (this includes such words 0/1 1

as “randomly”, “random”,”randomization”)?

was the method used to generate the sequence of randomization 0/1 1
described and was it appropriate (eq. table of random numbers,
computer-generated)?

Was the study described as double-blind? 0/1 1
Was the method of double-blinding described and was it appropriate 0/1 1

(eq. identical placebo, active placebo, dummy)

Was there a description of withdrawals and dropouts? 0/1

Deduct 1 point if the method used to generate the sequence of 0/-1 0
randomization was described but was inappropriate.

Deduct 1 point if the study was described as double-blind but the 0/-1 0

method of blinding was inappropriate.

8/28/2010



Validity/Reliability sese
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Level Therapy/Prevention, Aetiology/Harm
a | PFBERE # HRER RS EE T 2E (RCT) LA R MM ST 5 R (systematic
review: SR)BIFE R
1 [ b E’EJ%“E:’F%E‘JE%EIEFEJE‘MIEI,@UVRCVF!%
HEm{E AR i, G /ATE L, T8 HET
BRI R R
a | IFREE MR Level R AT am R RO E R
2 b | BRIt 1 | 104K 52 80%follow—up)
c | LB BERR a %
a | FREE ntrol studies), LL ¥R R
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Are the valid results of this 3T

randomised trial important? o

- Hazard ration (7%

. 1T HR)

- HR=1.12

- 95%C1=0.94-1.33
- P=0.21

- (REREAER)

8/28/2010

Figure 3. Cumulative Dementia Rates by Treatment
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e X X

FEATA 73 A (n=3069) EO KN DIREIE S R {23 4 RS
R A AR R R (n=2587) (n=482)

25'94:3 97 LRI E AR S LRI E AR S
e _¢._$—2.16:2.25 _¢._$-8.68:9.82
P=0.21 P=0.67 P=0.39
BRAEMITERE REMHESR REREESR

Table 2. Incidence Rates (per 100 Person-Years) and Hazard Ratips From Cox Regression Analyses: All Dementia dnd Subtypes of Dementia
Comparing G biloba With Placebo for All Participants and Those (lassified at Baseline With Normal Cognition and Mild Cognitive Impairment

All Participants I' Baseline Normal Cognition ! Baseline MCI
(N = 3069) (n = 2587) (n = 482)
I 11 10 1
Rate (No. of Events) Rate (No. of Events) Rate (No. of Events)
I | I 1 f |
Placebo G biloba HiR P Placebo G biloba HiR P Placebo G biloba HR P
—Outcome _(n21024) (n 21540 Q890 CN__Valye (n=1298) (n=1289) (95% Cl) Value (n=226) (n=256) (95% CI) Value
All dementia 2.94 3.27 112 21 2.16 225 1.05 67 8.68 0.82 1.13 .30
(246) (277) (0.94-1.33) (159) (165) (0.84-1,30) (87 (112) (0.85-1.50)
Alzheimer 1.02 227 1.18 A 1.36 153 1.13 .36 6.00 7.02 1.15 A0
without (161) (192) 0.97-1.46) (100) (112 (0.86-1.48) (61) B0) (0.83-1.61)
vascular
dementia®
Alzheimer with 0.71 0.77 1.00 63 502 5.60 1.12 63 2.20 210 0.06 B8O
vasculey (59) (65) 0.77-1.55) (37) (41) (0.72-1.74) (22) (24) (0.54-1.71)
dementia®
Total Azheimer 263 3.04 1.16 KK 1.86 2.00 1.13 .30 8.28 012 1.10 51
dementia (220) (257) (0.97-1.30) (137) (153) (0.90-1.42) (83) (104) (0.83-1.47)
Vascular 0.20 0.08 0.41 05 019 0.07 0.36 05 0.30 0.18 0.50 56
dementia (17 (7 (0.17-0.98) (14) (5) (0.13-1.00) (3) 2) (0.10-3.51)
without
Alzheimer
dementia

R, hezard ratlo; MCI, mild cognitive Impalrment

b E ﬁﬁ ﬁ ’EE % %-._ A I:FIJ_,_ 9 5% mm ggz«gz)rs fo(emp(: ost:t:aot;:)o?"eﬂa for ?‘iﬁa&s or possible Azheimer disease without vascular demantia
— & [ 3% B K
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%Bix”'f_lff‘fﬁn'l‘,u\?k(p>0.05)

Table 3. Specific Serious Adverse Events

No. (%)
Type lPlacebo Ginkgo BilobaalI HR (95% CI) Va’:ue
Death 188 (12.3) 197 (12.8) 1.04 (0.85-1.26) 72
Bleeding, total 140 (9.2) 138 (8.9) 0.97 (0.77-1.23) .81
Gastrointestinal 77 (5.1) 83 (5.4) 1.06 (0.78-1.45) 70
All other 71(4.7) 64 (4.1) 0.89 (0.64-1.25) 52
CHD total 204 (13.4) 211 (13.7) 1.02 (0.84-1.24) .83
Myocardial infarction 76 (5.0 90 (5.8) 1.18 (0.87-1.59) .30
Angina 99 (6.5) 107 (6.9) 1.06 (0.81-1.40) 65
Angioplasty 65 (4.3) 79 (5.1) 1.20 (0.87-1.67) 27
CABG 49 (3.2) 51 (3.3 1.02 (0.69-1.52) .90
CHD death 47 (3.1) 48 (3.1) 1.01 (0.67-1.50) .98
Stroke, total 71(4.7) 80 (5.2 1.12 (0.81-1.54) 50
Ischemic 62 (4.1) 62 (4.0) 0.99 (0.70-1.41) .96
Hemorrhagic 8 (0.5) 16 (1.0) 1.97 (0.84-4.61) A2
Unknown 2(0.1) 3(0.2

Abbreviations: CABG, coronary artery bypass graft, CHD, coronary heart disease; Cl, confidence interval; HR, hazard
ratio.




Are the valid results of this coco

randomized trial important? :

o TEIFZ &F AEERBVERL
o LRI#A vs $RAHE = 249/1524 (2.94%) :277/1545 (3.27%)

Relative risk Absolute Number

S EOVE RS A AR reduction risk needed to

(RRR) reduction treat (NNT)
CER EER CER-EER CER-EER 1/ARR
CER
2.94% 3.27% | 2.94-3.27/2. 0.33% 1/0.33%
94 =304
9-33}0 4% patients
NNT= 304 A

(f5:30{s1 IE 3 B WIS AR A48 F 240medR A I,
6 EMBHT, LERBEA LUBAH—CBHRRE.)




Are the valid results of this
randomized trial important?

o {E{A[R

X

-

(.

H I A4 28 -

- (adverse effect)

o RI#E vs $EZS4H = 140/1524 (9.2%) - 138/1545 (8.9%)

Relative risk Absolute risk Number

\

FRIRERMEMMEI4ER increase increase needed to
(RRI) (ARI) harm (NNH)

CER EER CER-EER CER-EER 1/ARR

CER

9.2% 8.9% 9.2-8.9/9.2 0.3% 1/0.3%

=0.032% =334
95% CI [ patients

NNH=334

NI S Y
8/28/2 E__ig6-1I

(B34 IEFHEBFEESR

M, b

XN[ERE AR A $E T 240me R B = HN,

CAREERE —NEEHMAEE, )

/




Ginkgo biloba for Preventing Cognitive
Decline in Older Adults

A Randomized Trial

Beth E. Snitz, PhD
Ellen S. O'Meara, PhD
Michelle C. Carlson, PhD
f\ll(‘e M Arnold, PhD

cognitive |mpa|rment

(GEM) Study Investigators

INKGO BILOBA IS MARKETED
widely and used with the
hope of improving, prevent-
ing, or delaying cognitive im-
pairment associated with aging and neu-
rodegenerative disorders such as
Alzheimer disease. The primary out-
come analysis from the Ginkgo Evalu-
ation of Memory (GEM) study, the
largest completed randomized, double-
blind, placebo-controlled dementia
prevention trial to date,' found that
G biloba, 120 mg twice daily, was not ef-
fective in reducing the incidence of Alz-
heimer dementia or dementia overall.

Context The herbal product Ginkgo biloba is taken frequently with the intention of
improving cognitive health in aging. However, evidence from adequately powered clini-
cal trials is lacking regarding its effect on long-term cognitive functioning.

Objective To determine whether G biloba slows the rates of global or domain-
specific cognitive decline in older adults.

Conclusmn Compared with placebo, the use of G biloba, 120 mg twice daily, did
not result in less cognitive decline in older adults with normal cogmtlon or with mild

ate Examination . N Alzheimer Disease
Assessment Scale (ADAS-Cog), and in neuropsychological domains of memory, at-
tention, visual-spatial construction, language, and executive functions, based on sums
of z scores of individual tests.

Results Annual rates of decline in z scores did not differ between G biloba and pla-
cebo groups in any domains, including memory (0.043; 95% confidence interval [CI],
0.034-0.051 vs 0.041; 95% Cl, 0.032-0.050), attention (0.043; 95% Cl, 0.037-
0.050 vs 0.048; 95% Cl, 0.041-0.054), visuospatial abilities (0.107; 95% Cl, 0.097-
0.117vs0.118;95% Cl, 0.108-0.128), language (0.045;95% Cl, 0.037-0.054 vs 0.041;
959% Cl, 0.033-0.048), and executive functions (0.092; 95% Cl, 0.086-0.099 vs 0.089;
95% Cl, 0.082-0.096). Forthe 3MSE and ADAS-Cog, rates of change varied by base-
line cognitive status (mild cognitive impairment), but there were no differences in rates
of change between treatment groups (for 3MSE, P=.71; for ADAS-Cog, P=.97). There
was no significant effect modification of treatment on rate of decline by age, sex, race,
education, APOE*E4 allele, or baseline mild cognitive impairment (P> .05).

Conclusion Compared with placebo, the use of G biloba, 120 mg twice daily, did
not result in less cognitive decline in older adults with normal cognition or with mild
cognitive impairment.

Trial Registration clinicaltrials.gov |dentifier: NCT00010803

JAMA. 2009;302(24):2663-2670 W .jama.com
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Can you apply this valid, important 0000
evidence about therapy in caring for your | 22°
patient?

What are your patient’s potential benefits and harms from the therapy?

BAMm AFEEZ B R T 2 R AEF Ed k2

Patient’s expected event rate (PEERJ® A FEHI S {4 8% &4 =)
B EZ2Z XA LR %E A B CER {E=2. 94%

PEER=_2.94 %

Our patient has a risk of dementia of 2.94 % over a period
of time equal to the duration of the trial.

(=& L ERMBRITE, 65l EE AZ274%)
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Can you apply this valid, important evidences?s

about therapy in caring for your patient? °

Do these results apply to your patient?

5 SR AE & FE B MR jm A 152

s ur patiens so diferent | 5 {F175 A e 2 2 8 4 2241 i) 2

from those in the study that | &2 A Eid SCEREFF 2T oh Y ﬁkjjgaﬁizE'E
its results cannot apply? 1;5 1u E’i N

B M AR A = 7 B SRR
TR ABEAELEZEMmE
EERER?

s the treatment feasible in | 1.8 EEEE -
our setting? EE*I%I 047 B:.—. b?Zﬁﬁﬂj] :A‘§
EHMH A RS AZA ThEE /HTR
= 2. BHTEIN %52 73 FEE

3. B il A f5EcirculonB{Z A,

[B sz B & EH%E]
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