Data supplement

Table DS1 Summary of cardiovascular adverse effects documented in double-blind, randomised, placebo-controlled,

parallel-group trials of acetylcholinesterase inhibitors for Alzheimer’s disease

Drug Reference Sample  Participants who experienced Serious adverse effects Adverse effect
size, n  adverse effects in drug group related to
(%, drug v. placebo) drug?
Donepezil Homma et al, 268 Nil Nil
2000
Donepezil Rogers et al, 161  Dizziness (8 v. 10) Nil
1996
Donepezil Burns et al, 1999 818  Dizziness (9 v. 5) in 10mg/day Nil
group
Donepezil Tariot et al, 2001 208  Dizziness (8 v. 8) Death due to Not related
Bradycardia (6 v. 5) congestive cardiac
failure (n=1)
Donepezil Anonymous, 565  Not commented on Nil
2004
Donepezil Rogers et al, 473  Dizziness (9 v. 4) Angina (n=1) Not related
1998 Syncope (n=2) 1 possibly
related
Donepezil Mohs et al, 2001 431  Nil Syncope (1n=3) Possibly
related
Donepezil Feldman et al, 473  Dizziness (6.3 v. 4.8) Death due to Not related
2001 Bradycardia (1.4 v. 0) myocardial infarction
(n=1)
Donepezil Greenberg et al, 60 Nil Syncope (n=1) Possibly
2000 related
Seizure (n=1) Possibly
related
Donepezil Seltzer et al, 2004 153  Dizziness (8 v. 2) Syncope (n=1) Not related
Dizziness (n=1) Not related
Donepezil Salloway et al, 270  Nil Atrial fibrillation Possibly
2004 n=1) related
Donepezil Winblad et al, 286  Dizziness (6.3 v. 4.2) Syncope (n=3) Not related
2001 Syncope (6.3 v. 2.8)
Sinus bradycardia (9.2 v. 6.9; NS)
Donepezil Black et al, 2003 603 Sinus bradycardia (3.5 v. 2.5, NS)  Nil
Vascular Syncope (3 v. 1.5; NS)
dementia
Galantamine Wilkinson & 285  Dizziness (7.4 v. 3.4) with Causes not described
Murray, 2001 high dose
Galantamine Wilcock et al, 653  Dizziness (11.4 v. 5) with Causes not described
2000 high dose
Galantamine Rockwood ef al, 386  Dizziness (14.9 v. 4) Causes not described
2001
Galantamine Tariot ef al, 2000 978  Nil Causes not described
Galantamine Raskind et al, 636  Dizziness (16 v. 11) Causes not described
2000
Rivastigmine Rosler et al, 1999 725 Dizziness (high dose: 20 v. 7; Causes not described
low dose: 10 v. 7)
Rivastigmine Corey-Bloom et 699  Titration phase: dizziness (high Causes not described

al, 1998

dose: 24 v. 13; low dose: 15 v. 13)

Maintenance phase: dizziness (high

dose: 14 v. 4; low dose: 8 v. 4)
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Table DS2 Summary of cardiovascular adverse effects found in studies of acetylcholinesterase inhibitors'

Drug Study Sample  Adverse effects Serious adverse effect Adverse
size,n (% of participants) effect related
to drug?
Donepezil Froelich et al, 237 Bradycardia (2.5) Syncope (n=4, 1.7%) Not related
2004 Tachycardia (1.3)
Postural hypotension (4.6)
Hypertension (4.7)
Donepezil Rogers & 133 Dizziness (14) Syncope (n=2) Possibly
Friedhoff, related
1998 Seizure (n=2) Not related
Atrial arrhythmia Not related
(n=1)
Donepezil Rogers et al, 133 Dizziness (7) Death due to Not related
2000 myocardial infarction
(n=2)
Galantamine Pirttila et al, 363 Dizziness (8.4) Nil
2004 Falls (11.2) — cause not
specified
Galantamine Lyketsos et al, 699 Dizziness (10.9) Syncope (n=16,2.3%) No
2004 comment
Galantamine Kurz et al, 326 Bradycardia (3) Myocardial infarction =~ No
2003 Syncope (3) n=2) comment
Rivastigmine  Grossberg et 2010  Dizziness (13.5) Nil
al, 2004
Donepezil, Mossello et al, 407 n=1 with
galantamine, 2004 (real- rivastigmine — no
rivastigmine world study) details given
Donepezil, Aguglia et al, 242 2% —no details given
galantamine, 2004
rivastigmine
Donepezil Wilkinson ef 111 Bradycardia at 51-58 bpm: Nil
Rivastigmine  al, 2002 donepezil (3.6)

rivastigmine (5.5)

1. All studies were open-label, unless otherwise indicated.
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