EvTable160. Adverse events.  Various cholinergic neurotransmitter modifying agents.
	Adverse events (AE) identified in included studies
	ALAPROCLATE

Dehlin, 1985
	ANAPSOS

Alvarez, 2000
	BMY

Cutler, 1993
	CARBAMAZEPINE

Olin, 2001
	CARBAMAZEPINE

Tariot, 1998
	CITALOPRAM

Nyth, 1990
	DIVALPROEX

Porsteinsson, 2000
	DIVALPROEX

Tariot, 2001b
	FLUOXETINE

Petracca, 2001
	FLUOXETINE

Taragano, 1997

	Withdrawn (%) due to AE
	T:   0

C: 13
	T:  7

C:  7 
	T: 24

C: 9
	T:  0

C: 25
	T: 15

C:  0
	T: 24

C: 14
	T:  7 

C: 14
	T: 22

C:  4
	T:  6

C:  4
	T: 58

C: 22

	AE Checklist (Max 5)
	2
	3
	1
	4
	4
	3
	5
	5
	5
	3

	None Reported
	
	
	x
	
	
	
	
	
	
	

	Balance
	x
	x
	
	
	x
	
	
	
	
	

	Accidental Injury
	
	
	
	
	
	
	
	S
	
	

	Dizziness
	x
	x
	
	
	
	X
	
	
	X
	

	Falls
	
	x
	
	
	NS
	
	
	
	
	

	Behavioral
	
	x
	
	
	
	
	
	
	
	

	Agitation
	x
	
	
	
	
	
	x
	
	
	

	Cardiovascular
	
	
	
	
	
	
	x
	S
	
	

	Arrhythmia
	
	x
	
	
	
	NS
	
	
	
	

	Hypotension
	x
	
	
	
	S
	
	
	
	
	

	Hypertension
	
	
	
	
	
	
	
	
	
	

	Extrapyramidal
	
	
	
	
	NS
	
	
	
	
	

	Tremor
	
	
	
	
	
	
	
	
	X
	

	Gastrointestinal
	
	
	
	
	NS
	
	
	x
	X
	

	Abdominal pain
	
	
	
	
	
	
	
	
	
	

	Constipation
	
	
	
	
	
	
	
	
	X
	X

	Diarrhea
	x
	
	
	x
	
	
	x
	
	
	X

	Dyspepsia
	
	
	
	
	
	
	
	
	X
	

	Nausea, vomiting
	
	x
	
	x
	
	
	x
	NS
	
	X

	Metabolic/nutritional
	
	
	
	
	
	
	
	NS
	
	

	Eating disorder
	
	
	
	
	
	
	
	NS
	
	

	Weight Change
	
	
	
	
	
	
	
	NS
	
	

	Neurological
	
	
	
	
	
	
	x
	
	
	

	Asthenia
	
	
	
	
	
	
	
	
	
	

	Psychiatric
	x
	x
	
	
	
	X
	
	
	
	

	Anxiety
	
	
	
	
	
	
	
	
	
	

	Confusion, delirium
	x
	
	
	
	NS
	
	x
	
	X
	X

	Depression
	x
	
	
	
	
	X
	
	
	
	

	Respiratory
	
	
	
	
	
	
	x
	
	
	

	Cough, cold, infection
	
	
	
	
	
	
	
	
	
	

	Rhinitis
	
	
	
	
	
	
	
	
	
	

	Other
	x
	
	
	
	
	X
	S
	NS
	X
	

	Aberrant hematology
	
	
	
	NS
	
	
	NS
	S
	
	

	Fatigue, weakness
	
	
	
	
	NS
	X
	x
	
	
	

	Fever, flu, pneumonia
	
	
	
	
	NS
	
	x
	
	
	

	Headache
	
	
	
	
	
	
	
	
	
	

	Hepatic abnormality
	
	
	
	
	
	
	
	
	
	

	Muscle/joint disorder
	x
	
	
	
	
	
	x
	
	
	

	Pain
	
	
	
	
	
	
	
	
	
	

	Rash, skin disorder
	
	x
	
	
	NS
	X
	x
	NS
	
	

	Sleep disorder
	x
	
	
	
	NS
	X
	x
	S
	
	

	Urinary disorder
	
	
	
	
	NS
	
	x
	NS
	
	


NR
= Withdrawals due to AE Not Reported; 

+ = Dose response effect on AE

x

= Reported adverse event/side effect but not tested for significant differences between groups



S or NS
= Reported and tested for statistical differences between placebo and treatment group

S* or NS*
= Reported and tested for statistical differences between two (three) treatment groups

[ ]

= Symptom NOT reported in the paper

EvTable160. Adverse events.  Various cholinergic neurotransmitter modifying agents cont’d.

	Adverse events (AE) identified in included studies
	FLUVOXAMINE

Olafsson, 1992
	IMIPRAMINE

Reifler, 1989
	LISURIDE

Claus, 1998
	LU 25-109

Thal, 2000b
	MAPROTILINE

Fuchs, 1993
	MINAPRINE

Passeri, 1987
	MOCLOBEMIDE

Roth, 1996
	NAFTIDROFURYL

Moller, 2001

	Withdrawn (%) due to AE
	T: 18

C: 33
	T: 15

C:  3
	T:  0

C:  0
	T: 30

C: 12
	T:  2

C:  2
	T: 0

C: 0
	T: NR

C: NR
	T:  0

C: 0

	AE Checklist (Max 5)
	2
	2
	1
	1
	3
	5
	2
	2

	None Reported
	
	
	
	
	
	
	
	

	Balance
	
	
	
	
	
	x
	
	

	Accidental Injury
	
	
	
	
	
	
	
	

	Dizziness
	
	NS
	x
	x
	NS
	
	NS
	

	Falls
	
	
	
	
	
	
	
	

	Behavioral
	x
	
	
	
	
	
	
	

	Agitation
	
	
	
	x
	
	x
	NS
	

	Cardiovascular
	
	x
	
	
	
	
	
	x

	Arrhythmia
	
	
	
	
	
	
	NS
	

	Hypotension
	
	
	
	
	
	
	
	

	Hypertension
	
	
	
	
	NS
	
	NS
	

	Extrapyramidal
	
	
	
	
	
	
	
	

	Tremor
	
	
	
	
	
	
	
	

	Gastrointestinal
	
	
	
	
	
	
	NS
	

	Abdominal pain
	
	
	
	x
	
	
	NS
	

	Constipation
	
	
	
	
	x
	
	NS
	

	Diarrhea
	
	
	
	x
	
	
	NS
	

	Dyspepsia
	
	
	
	
	
	x
	
	

	Nausea, vomiting
	x
	
	
	x
	x
	
	NS
	

	Metabolic/nutritional
	
	x
	
	x
	
	
	
	

	Eating disorder
	
	
	
	x
	
	
	
	

	Weight Change
	
	
	
	x
	NS
	
	NS
	

	Neurological
	
	
	
	
	
	
	
	

	Asthenia
	
	
	
	x
	
	
	
	

	Psychiatric
	x
	
	
	
	x
	
	
	

	Anxiety
	
	x
	
	
	
	x
	x
	

	Confusion, delirium
	
	
	
	x
	
	
	
	

	Depression
	x
	
	
	x
	
	
	
	

	Respiratory
	
	
	
	
	
	
	
	

	Cough, cold, infection
	
	
	
	
	
	
	
	

	Rhinitis
	
	
	
	
	
	
	
	

	Other
	
	x
	
	x
	x
	
	NS
	x

	Aberrant hematology
	
	
	
	
	
	
	
	

	Fatigue, weakness
	
	
	x
	x
	x
	
	NS
	

	Fever, flu, pneumonia
	
	x
	
	
	
	
	
	

	Headache
	
	
	x
	x
	
	x
	x
	

	Hepatic abnormality
	
	
	
	
	
	
	
	

	Muscle/joint disorder
	
	
	
	
	
	
	NS
	

	Pain
	
	
	
	
	
	
	
	

	Rash, skin disorder
	
	
	
	
	
	x
	
	

	Sleep disorder
	x
	NS
	
	x
	
	
	NS
	

	Urinary disorder
	
	
	
	x
	x
	
	
	


NR 
= Withdrawals due to AE Not Reported

+ = Dose response effect on AE

x

= Reported adverse event/side effect but not tested for significant differences between groups



S or NS
= Reported and tested for statistical differences between placebo and treatment group

S* or NS*
= Reported and tested for statistical differences between two (three) treatment groups

[ ]

= Symptom NOT reported in the paper

EvTable160. Adverse events.  Various cholinergic neurotransmitter modifying agents cont’d.

	Adverse events (AE) identified in included studies
	OLANZEPINE

Street, 2000
	PHOSPHATIDYL-SERINE

Amaducci, 1988
	PHOSPHATIDYL-SERINE

Crook, 1992a
	RISPERIDONE

Katz, 1999
	SERTRALINE

Magai, 2000
	SERTRALINE
Lyketsos, 2000


	XANOMELINE

Bodick, 1997



	Withdrawn (%) due to AE
	T: 12

C:  4 
	T:  0

C:  0
	T:  0

C:  0
	T:  16+

C: 12
	T:  12

C:  14
	T:  0

C:  0
	T: 40+

C: 35

	AE Checklist (Max 5)
	2
	3
	4
	4
	5
	2
	2

	None Reported
	
	x
	x
	
	
	
	

	Balance
	S*
	
	
	
	
	
	

	Accidental Injury
	NS*
	
	
	X
	
	
	

	Dizziness
	
	
	
	
	
	
	

	Falls
	
	
	
	X
	
	
	

	Behavioral
	
	
	
	
	
	
	

	Agitation
	NS*
	
	
	X
	x
	NS
	

	Cardiovascular
	
	
	
	
	
	
	

	Arrhythmia
	
	
	
	
	
	
	

	Hypotension
	
	
	
	
	
	
	

	Hypertension
	
	
	
	
	
	
	

	Extrapyramidal
	
	
	
	X
	
	
	

	Tremor
	
	
	
	
	
	NS
	

	Gastrointestinal
	
	
	
	
	
	NS
	

	Abdominal pain
	
	
	
	
	
	
	

	Constipation
	
	
	
	
	
	
	

	Diarrhea
	
	
	
	
	
	
	

	Dyspepsia
	
	
	
	
	
	
	S*

	Nausea, vomiting
	
	
	
	
	
	
	S*

	Metabolic/nutritional
	
	
	
	
	
	
	S*

	Eating disorder
	NS*
	
	
	
	
	
	

	Weight Change
	NS*
	
	
	
	
	
	

	Neurological
	
	
	
	
	
	
	

	Asthenia
	
	
	
	
	
	
	

	Psychiatric
	
	
	
	
	
	
	

	Anxiety
	NS*
	
	
	
	
	
	

	Confusion, delirium
	
	
	
	
	x
	x
	

	Depression
	
	
	
	
	
	
	

	Respiratory
	
	
	
	X
	
	
	

	Cough, cold, infection
	NS*
	
	
	X
	
	
	

	Rhinitis
	
	
	
	X
	
	
	

	Other
	NS*
	
	
	X
	x
	
	S*

	Aberrant hematology
	
	
	
	
	
	
	

	Fatigue, weakness
	
	
	
	
	
	
	

	Fever, flu, pneumonia
	NS*
	
	
	X
	
	
	

	Headache
	
	
	
	
	
	
	

	Hepatic abnormality
	
	
	
	
	
	
	

	Muscle/joint disorder
	
	
	
	
	
	
	

	Pain
	NS*
	
	
	X
	
	
	S*

	Rash, skin disorder
	NS*
	
	
	X
	
	
	

	Sleep disorder
	S*
	
	
	X
	
	
	

	Urinary disorder
	
	
	
	X
	
	
	


NR
= # Withdrawals due to adverse events Not Reported;
+ = Dose Effect on Adverse Events
x

= Reported adverse event/side effect but not tested for significant differences between groups



S or NS
= Reported and tested for statistical differences between placebo and treatment group

S* or NS*
= Reported and tested for statistical differences between two (three) treatment groups

[ ]

= Symptom NOT reported in the paper

EvTable160. Adverse events.  Various cholinergic neurotransmitter modifying agents cont’d.

	Adverse events (AE) identified in included studies
	LORAZEPAM  (T) ALPRAZOLAM (C)

Ancill, 1991
	HALOPERIDOL  (T1) OXAZEPAM  (T2) DIPHENHYD (T3)

Coccaro, 1990
	HALOPERIDOL  (T) LOXAPINE (C)

Carlyle, 1993
	HALOPERIDOL (T1)

LOXAPINE (T2)

PLACEBO (C)

Petrie, 1982
	5’-MTHF (T)

TRAZODONE (C)

Passeri, 1993
	TIAPRIDE (T)

MELPERONE (C)

Gutzmann, 1997
	HALOPERIDOL (T1), BMT (T2), 

TRAZODONE (T3)

Teri, 2000

	Withdrawn (%) due to AE
	T:  19

C:  11
	T1: 10

T2:  11

T3:   5
	T: 20

C: 15
	T1: 21

T2: 15

C:  5
	T:    0

C:   0
	T:   11

C:    6
	T1: NR

T2: NR

T3: NR

	AE Checklist (Max 5)
	4
	3
	5
	5
	3
	5
	2

	None Reported
	
	
	
	
	
	
	

	Balance
	
	
	
	
	x
	
	S*

	Accidental Injury
	
	
	
	
	
	
	

	Dizziness
	
	
	
	
	
	x
	NS*

	Falls
	
	
	x
	
	
	
	

	Behavioral
	NS*
	
	
	NS*
	
	
	

	Agitation
	NS*
	x
	
	
	
	x
	

	Cardiovascular
	
	
	
	x
	
	
	

	Arrhythmia
	
	
	
	
	
	
	

	Hypotension
	S*
	
	x
	x
	
	
	

	Hypertension
	
	
	
	
	
	x
	

	Extrapyramidal
	
	x
	x
	x
	
	x
	S*

	Tremor
	
	
	x
	
	
	
	NS*

	Gastrointestinal
	
	
	
	x
	
	x
	

	Abdominal pain
	
	
	
	
	
	
	

	Constipation
	
	
	x
	
	
	
	

	Diarrhea
	
	
	
	
	
	
	

	Dyspepsia
	
	
	
	
	
	
	

	Nausea, vomiting
	
	
	
	
	
	x
	

	Metabolic/nutritional
	
	
	
	
	
	x
	

	Eating disorder
	
	
	
	
	
	
	

	Weight Change
	
	
	
	
	
	x
	

	Neurological
	S*
	
	
	x
	
	x
	

	Asthenia
	
	
	
	
	
	
	

	Psychiatric
	
	
	
	
	
	
	

	Anxiety
	
	
	
	
	
	
	

	Confusion, delirium
	S*
	
	x
	
	
	
	

	Depression
	
	
	
	
	
	x
	

	Respiratory
	
	
	
	
	
	
	

	Cough, cold, infection
	
	
	
	
	
	
	

	Rhinitis
	
	
	
	
	
	
	

	Other
	S*
	x
	x
	S*
	x
	x
	NS*

	Aberrant hematology
	
	
	
	
	
	
	

	Fatigue, weakness
	
	
	
	
	
	x
	NS*

	Fever, flu, pneumonia
	
	
	
	
	
	x
	

	Headache
	
	
	
	
	
	
	

	Hepatic abnormality
	
	
	
	
	
	
	

	Muscle/joint disorder
	
	
	
	
	
	
	

	Pain
	
	
	
	
	
	
	

	Rash, skin disorder
	
	
	
	
	
	
	

	Sleep disorder
	
	
	
	
	
	x
	

	Urinary disorder
	
	
	x
	
	
	x
	


NR
= Withdrawals due to AE Not Reported; 

+ = Dose response effect on AE

x

= Reported adverse event/side effect but not tested for significant differences between groups



S or NS
= Reported and tested for statistical differences between placebo and treatment group

S* or NS*
= Reported and tested for statistical differences between two (three) treatment groups

[ ]

= Symptom NOT reported in the paper

EvTable160. Adverse events.  Various cholinergic neurotransmitter modifying agents cont’d.

	Adverse events (AE) identified in included studies
	HALOPERIDOL(T1)

FLUOXETINE (T2)

PLACEBO (C)

Auchus, 1997
	CITALOPRAM (T)

MIANSERIN (C)

Karlsson, 2000
	PERPHENAZINE

CITALOPRAM

Pollock, 2002
	TIAPRIDE (T1)

HALOPERIDOL (T2)

Placebo (C)

Allain, 2000
	HALOPERIDOL (T)

RISPERIDONE (C)

Chan, 2001
	HALOPERIDOL (T1)

RISPERIDONE (T2)

PLACEBO (C)

De Deyn, 1999
	CITALOPRAM (T1)

Perphenazine (T2)

PLACEBO

Pollock,  2002

	Withdrawn (%) due to AE
	T1: 33

T2: 0

C: 17
	T:  5

C:  9
	T:NR

C:NR
	T1:  5

T2: 17

C:    6
	T:  4

C:  7
	T1: NR

T2: NR

 C: NR
	

	AE Checklist (Max 5)
	3
	3
	2
	3
	1
	1
	

	None Reported
	
	
	
	
	
	
	

	Balance
	x
	
	
	
	
	
	

	Accidental Injury
	
	
	
	
	
	NS*
	

	Dizziness
	
	NS*
	
	
	
	
	

	Falls
	
	
	
	
	
	NS*
	

	Behavioral
	
	
	
	x
	
	
	

	Agitation
	
	NS*
	S*
	
	
	NS*
	

	Cardiovascular
	
	
	
	x
	
	
	

	Arrhythmia
	
	
	
	
	
	
	

	Hypotension
	
	
	
	x
	NS*
	
	

	Hypertension
	
	
	
	x
	
	
	

	Extrapyramidal
	
	
	NS*
	S*
	S*
	
	

	Tremor
	x
	
	
	x
	
	
	

	Gastrointestinal
	
	
	
	
	
	
	

	Abdominal pain
	
	
	
	
	
	
	

	Constipation
	
	NS*
	
	x
	x
	
	

	Diarrhea
	
	
	
	x
	
	
	

	Dyspepsia
	
	x
	
	
	
	
	

	Nausea, vomiting
	
	NS*
	
	x
	x
	
	

	Metabolic/nutritional
	
	
	
	
	
	
	

	Eating disorder
	
	
	
	
	
	
	

	Weight Change
	
	
	
	
	
	
	

	Neurological
	
	
	NS*
	
	
	
	

	Asthenia
	
	
	
	x
	
	
	

	Psychiatric
	
	
	
	
	
	
	

	Anxiety
	x
	NS*
	
	x
	
	
	

	Confusion, delirium
	x
	
	
	
	
	
	

	Depression
	x
	
	
	
	
	
	

	Respiratory
	
	
	
	
	
	
	

	Cough, cold, infection
	
	
	
	
	
	
	

	Rhinitis
	
	
	
	
	
	
	

	Other
	
	
	
	NS*
	
	
	

	Aberrant hematology
	
	
	
	
	
	
	

	Fatigue, weakness
	
	S*
	
	
	
	
	

	Fever, flu, pneumonia
	
	
	
	
	
	
	

	Headache
	
	NS*
	
	
	
	
	

	Hepatic abnormality
	
	
	
	
	
	
	

	Muscle/joint disorder
	
	
	
	
	
	
	

	Pain
	
	NS*
	
	
	
	
	

	Rash, skin disorder
	
	
	
	
	
	
	

	Sleep disorder
	
	S*
	
	x
	x
	NS*
	

	Urinary disorder
	
	x
	
	x
	
	
	


NR
= Withdrawals due to AE Not Reported; 

+ = Dose response effect on AE

x

= Reported adverse event/side effect but not tested for significant differences between groups



S or NS
= Reported and tested for statistical differences between placebo and treatment group

S* or NS*
= Reported and tested for statistical differences between two (three) treatment groups

[ ]

= Symptom NOT reported in the paper

EvTable160. Adverse events.  Various cholinergic neurotransmitter modifying agents cont’d.

	Adverse events (AE) identified in included studies
	PAROXETINE (T)

IMIPRAMINE (C)

Katona, 1998
	OLANZEPINE (T)

LORAZEPAM (C)

Meehan, 2002
	THIORIDAZINE (T1)

LOXAPINE (T2) Placebo (C)

Barnes, 1982

	Withdrawn (%) due to AE
	T:  18

C:  17
	T:  0

C:  0
	T1:  18

T2:  21

C:    12

	AE Checklist (Max 5)
	4
	3
	3

	None Reported
	
	
	

	Balance
	
	
	

	Accidental Injury
	
	NS*
	

	Dizziness
	
	
	

	Falls
	
	
	

	Behavioral
	
	
	

	Agitation
	
	
	x

	Cardiovascular
	
	NS*
	x

	Arrhythmia
	
	NS*
	

	Hypotension
	
	
	x

	Hypertension
	
	NS*
	x

	Extrapyramidal
	
	NS*
	x

	Tremor
	
	
	

	Gastrointestinal
	
	
	

	Abdominal pain
	
	
	

	Constipation
	
	
	

	Diarrhea
	
	
	

	Dyspepsia
	
	
	

	Nausea, vomiting
	x
	
	

	Metabolic/nutritional
	
	
	

	Eating disorder
	
	
	

	Weight Change
	
	
	

	Neurological
	
	
	

	Asthenia
	x
	
	

	Psychiatric
	x
	
	

	Anxiety
	
	
	

	Confusion, delirium
	x
	
	

	Depression
	
	
	

	Respiratory
	x
	
	

	Cough, cold, infection
	
	
	

	Rhinitis
	
	
	

	Other
	x
	
	x

	Aberrant hematology
	
	
	

	Fatigue, weakness
	
	
	x

	Fever, flu, pneumonia
	
	
	

	Headache
	
	NS*
	

	Hepatic abnormality
	
	
	

	Muscle/joint disorder
	
	
	

	Pain
	
	
	

	Rash, skin disorder
	
	
	

	Sleep disorder
	x
	NS*
	

	Urinary disorder
	
	
	


NR
= Withdrawals due to AE Not Reported; 

+ = Dose response effect on AE

x

= Reported adverse event/side effect but not tested for significant differences between groups



S or NS
= Reported and tested for statistical differences between placebo and treatment group

S* or NS*
= Reported and tested for statistical differences between two (three) treatment groups

[ ]

= Symptom NOT reported in the paper

Appendix C.  Adverse events.  Various cholinergic neurotransmitter modifying agents.
6

