Supplementary Table 1. The characteristics of donepezil, galantamine, rivastigmine and memantine.

Medicine I\Iﬂglren(fllljjllzr Dosing range Mechanism of action Neur(;;rsatlzsqmitter Pharmacokinetics
Donepezil CaeHaNO; HCI 5-10 mg/dose, 1 dose/day Reversibly binding to AChE Ach ?;;f‘;glézed by CYP3A4  and
Galantamine C17H21INO3 4-12 mg/dose, 2 doses/day AchE inhibitor Ach Metabolized by CYP2D6
Rivastigmine C4sH»,N,0, 1.5-6 mg/dose, 2 doses/day Reversibly binding to ChE Ach lg\lflzt?fzii:::t;ytﬁrsotj;ietth(e:}iijzzymeS
Memantine CI12H2IN 5-10 mg/dose, 1-2 doses/day NMDA receptor antagonist NMDA le\ilii:ilz:::clle is predominantly renally




Supplementary Table 2. The characteristics of ADAS-cog, ADCS-ADL, NPI and CIBIC+.

Tests Clinical application Processing time Score Score interpretation
ADAS-cog Evaluate men};(r);}i,islanguage, and 30 mins 0-70 Score is positively associated with AD
ADCS-ADL Evaluate self care and daily function 5 mins 20-80 Score is positively associated with AD
NPI Evaluate 12 neuropsychiatric 30 mins 0-144 higher scores indicating a greater neuropsychiatric disturbance
disturbances
Evaluate general, mental/cognitive 1 (marked improvement), 2 (moderate improvement), 3 (minimal
CIBIC+ state, behavior, and activities of daily 5 mins 1-7 improvement), 4 (no change), 5 (minimal worsening), 6

living

(moderate worsening), and 7 (marked worsening).




Supplementary Table 3. Baseline characteristics of the studies included in the meta-analysis, by study galantamine drug.

Dose e i cans - Baseline Outcomes Number of Number of
Study Country (number f}ender Ages}[l)ears Dlse“.be D Typde D.f Durdtll(on MMSE Drop S/”t adverse events any adverse
of patient) (Yomen) (SD) severity rug dosing (weeks) (SD) Cognition Function Behavior Global rate (%) caused dropout events
Tariot et al., Placebo Mild to .
5000 USA 286) 38 77185 oderas Flexible 20 17.7+3.4 ADAS-cog ADCS-ADL NPI CIBIC+ 16.1 20 206
16 mg daily
a @79) 354 763+ 8.4 17.8+3.3 21.5 19 206
b 2 ‘(‘;%f)a"y 33 77.7+04 177433 23 27 219
Wilcock et al., Placebo Mild to .
2000 UK a15) 386 727+7.6 oderas Flexible 26 19335 ADAS-cog - - CIBIC+ 135 19 165
24 mg daily
a @20 36.8 719+ 83 19.5+3.4 20.0 31 182
b 32 ‘(‘;‘%{%a"y 36.7 72.1£86 19.0+3.8 252 48 194
Raskind et al., Placebo Mild to .
2000 USA o) 385 753+ 8.8 oderae Flexible 26 19.2+4.4 ADAS-cog - - CIBIC+ 19.2 16 168
2 ‘(‘;‘%{g)a"y 34.4 75.9+7.3 19.5+4.4 32.1 49 195
32 ‘(‘;&; f)a“y 412 75.0 £ 8.7 19.1+4.4 422 67 195
Rockwood etal., 004, Placebo 46.4 T46+7.6 Mild to Flexible 12 196436  ADAS-cog . NPI CIBIC+ 9.6 5 79
2001 (125) moderate
24-32 mg
daily (26D) 433 752+73 19739 33.0 66 225
Wilkinson and Placeb Mild t
Murray et al., UK ge ° 414 742 +8.4 ° Fixed 12 18.7+2.8 ADAS-cog - - - 16.1 8 38
2001 (87) moderate
a 18 ’?Sgg‘;a"y 443 727484 18.84+2.8 28.4 19 49
b 24 “(‘Sg;)"“"y 411 729482 182+3.0 25.0 10 33
c 36 ’?Sg;;"‘“y 426 754473 188+3.7 48.1 2 38
Brodaty etal, A ciralia Placebo 36 763 £ 8.03 Mild to Fixed 28 18.1 4.1 ADAS-cog  ADCS-ADL NPI CIBIC+ 16.9 15 224
2005 (320) moderate
24 ‘(‘;%g‘“'y 36 765+7.77 178+ 4.1 230 2 235
Burns et al., Placebo .
2009 UK (200, 19 83.5+5.8 Severe Fixed 24 9.1+24 - ADCS-ADL - - 19.5 31 177
24 mg daily
o0 19 83.7+5.7 8.842.4 18.8 30 183

ADAS-cog, Alzheimer’s Disease (AD) Assessment Scale, cognitive subscale (possible range 0-70); ADCS-ADL, AD Cooperative Study Activities of Daily Living Inventory; ADCS-ADLsev, Alzheimer’s Disease Cooperative Study
Activities of Daily Living Inventory modified for severe dementia; CIBIC+, Clinicians’ Interview-Based Impression of Change with Caregiver’s Input (possible range 1-7); MMSE Mini-Mental State Examination, NPI Neuropsychiatric
Inventory, a, b, c different doses of drug, - Not reported.



Supplementary Table 4. Baseline characteristics of the studies included in the meta-analysis, by study rivastigmine drug.

Dose ars iseas ati Baseline Outcomes Number of Number of
Study Country (number f}ender Ages}lf)ears Dlse“.be D Typ de D.f Durdtll(on MMSE Drop f,)/m adverse events any adverse
of patient) (Yomen) (SD) severity rug dosing (weeks) (SD) Cognition Function Behavior Global rate (%) caused dropout events
Rosler et al., Placebo Mild to .
) - - - + -
1999 Germany 239) 41 72 moderate Flexible 26 10-26 ADAS-cog CIBIC 13.0 16
6-12mg daily
43) - - - 325 55 -
Forette et al., Placebo Mild to
1999 France (19) - 72.5+4.8 moderate - 18 19.2 ADAS-cog - - - 1 -
10 mg daily
@3) 69.5+9.9 19.6 9
Feldman et al., Placebo Mild to .
2007 UK 22) 40 71.7+8.7 moderate Fixed 26 18.7+4.6 ADAS-cog - - CIBIC+ 9.0 20 -
12 mg daily }
27) 40 71.4+7.9 18.3+45 10.6 24
Winblad et al. Placebo Mild to .
s N ~ _ } }
2007 Japan (302) 334 73.9+7.3 moderate Fixed 24 16.4+3.0 ADAS-cog ADCS-ADL NPI 11.9 15
12 mg daily
297) 34.4 72.8+8.2 16.4+3.1 21.2 24 -
10 mg daily }
(60) 40.0 70.5+8.31 18.1+4.1 31.7 4

ADAS-cog, Alzheimer’s Disease (AD) Assessment Scale, cognitive subscale (possible range 0-70); ADCS-ADL, AD Cooperative Study Activities of Daily Living Inventory; ADCS-ADLsev, Alzheimer’s Disease Cooperative Study
Activities of Daily Living Inventory modified for severe dementia; CIBIC+, Clinicians’ Interview-Based Impression of Change with Caregiver’s Input (possible range 1-7); MMSE Mini-Mental State Examination, NPI Neuropsychiatric
Inventory, a, b, c different doses of drug, - Not reported.



Supplementary Table 5. Baseline characteristics of the studies included in the meta-analysis, by study memantine drug.

Dose e i cans - Baseline Outcomes Number of Number of
Study Country (number (g;e;‘;i; Ag(es}[l)e)ars ]s)el:ee:ize DrEypgozifn ?\;‘/:2;{2;1 MMSE - - - ]r:lrtglzg/u)t adverse events any adverse
of patient) ° Yy g g (SD) Cognition Function Behavior Global ° caused dropout events
Reisberg et al., USA Placebo 345 7584728 ~ Moderateto fixed 28 81436 ; ADCS-ADL,, NPI ; 333 13 109
2003 (126) severe
20 ‘(‘}%gf"y 27.8 75.5+ 8.16 7.8+3.76 23.0 22 106
Tariot et al., UK Placebo 33 7551873  Moderateto fixed 24 10.2 42,98 - ADCS-ADL,, NPI CIBIC+ 25.4 25 -
2004 (201) severe
20 mg daily
- 52023 37 75.5+ 8.45 . 9.9+3.13 14.8 15 -
Peskind et al., Placebo Mild to
o0 USA 302 426 77.0+8.2 e fixed 24 172434 ADAS-cog  ADCS-ADL,; NPI - 17.3 10 15
20 ‘(‘;%f)a"y 39.8 78.0+7.3 17.4+3.7 17.9 19 15
vanDycketal, g, Placebo 2.7 783476  Moderateto fixed 2 103+3.1 ; ADCS-ADLy, NPI ; 262 3 125
2007 (172) severe
20‘(“1%33‘@ 27.5 78.1£8.2 10.0+2.8 24.7 2 131
Porsteinsson Placebo Mild to
otal 2008 USA 5 49.5 76.0 % 8.43 et fixed 24 1704363  ADAS-cog  ADCS-ADLy NPI - 1.6 17 15
10 ’(ggl;i)"“'y 46.1 740 £ 7.64 16.7+3.68 10.6 13 2
Bakchine et al., Placebo Mild to
o0 France (2 40 733469 e fixed 24 189+32 ADAS-cog  ADCS-ADL,, NPI CIBIC+ 9.2 28 80
20 ‘(‘ﬁg‘“ly 35 740474 18.6+33 1.3 6 178
Fox et al., UK Placebo 247 g44:66  Moderateto fixed 12 73464 . . NPI - 19.5 4 -
2012 77) severe
10 “(‘%‘)1"“” 278 84.9+67 73+62 26.4 3 ;
Wang et al., China Placebo 36 6474115  Moderateto Fixed 2 10.1£6.1 ADAS-cog - - - 2.0 - -
2013 (11) severe
10 ’?lg]‘)i"“'y 36 6574125 14.1+46 2.0 ; ;
Grossbergetal, g Placebo 275 768478  Moderateto fixed 2 10.6+2.9 ; ADCS-ADL, NPI ; 18.8 21 214
2013 (335) severe
28mg daily
BR 341) 284 76.2 % 8.4 10.9+2.9 202 34 214
Hermmann etal., 004, Placebo 412 75.1+69  Modenateto fixed 24 11.842.9 . . NPI ; 17.1 10 136
2013 (187) severe
20 ‘(‘}%;;)"‘"y 423 747479 11.9+3.1 17.0 15 138

ADAS-cog, Alzheimer’s Disease (AD) Assessment Scale, cognitive subscale (possible range 0-70); ADCS-ADL, AD Cooperative Study Activities of Daily Living Inventory; ADCS-ADLsev, Alzheimer’s Disease Cooperative Study
Activities of Daily Living Inventory modified for severe dementia; CIBIC+, Clinicians’ Interview-Based Impression of Change with Caregiver’s Input (possible range 1-7); MMSE Mini-Mental State Examination, NPI Neuropsychiatric
Inventory, a, b, c different doses of drug, - Not reported.



Supplementary Table 6. The comparison of the published meta-analysis with the present study.

Donepezil Galantamine Rivastigmine Memantine
Study
Cognition Function Behavior  Global Cognition  Function Behavior Global Cognition Function Behavior Global Cognition Function Behavior Global
+
Bond et.al, + + (13weeks) + +
2012 (12 weeks) (24-28 weeks) - " * - (26 weeks) * * i (26 weeks) * * *
(21-26 weeks)
Di Santo et.al,
2013 + + o o + + o o + + o 0 + + o 0
Loveman et.al,
2006 + +/- - + + + +/- +/- + +/- - + +/- + +/- +
Raina et.al,
2008 + o o + + (8] o + o o + o o +
the present study + + - + + + + + + - - + + + - -

“n

“+”, statistically significance; “-”, no statistically significance; “+/-”, controversial result; “0”, not reported.



