EvTable117. Key Characteristics. Various non-cholinergic neurotransmitter/neuropeptide modifying agents. 

	Author

Year
	Funding Source
	Quality Score
	Interventions
	Criteria for Diagnosis
	Diagnosis
	Disease Severity
	Total Number

Randomized
	Number Completing Trial
	Mean age (range)

% Male (M)

Population
	Dose
	Treatment Period
	Outcomes Measured
	Outcome reports stratified

	Dehlin

1985
	NR
	6
	Placebo

Alaproclate
	DSM III
	PDD

MID

Mixed
	Mild-Sev
	43
	40
	82.0y

(65-93y)

44%M

100%Institution
	200 mg bid
	4w
	CPRS

GBS
	No

	Alvarez

2000
	PI
	5
	Placebo

Anapsos
	NINCDS

DSM IV
	AD

VaD
	Mild-Mod
	45
	42
	Mean NR

((50y)

%M NR

100% Community 
	360 mg/d or

720 mg/d
	4w 
	ADAS-Cog
	Disease Severity

	Cutler

1993
	PI
	6
	Placebo

BMY
	DSM-III-R

NINCDS
	AD
	Mild-Mod
	69
	54
	72.0y

(54-92y)

41%M
	300 mg tid
	12w + 4w washout
	ADAS

CGI

CNTB

GERRI

MMSE

WFT
	No

	Tariot

1998
	NI

IS
	7
	Placebo

Carbamazepine
	DSM-III-R

NINCDS
	AD

Mixed

VaD
	Probable
	51
	47
	85.5y

(>60y)

20%M

98% White

100%Institution
	100 mg/d (start)

increase by 50 mg q2-5d;

modal dose: 300 mg/d
	6w
	BPRS

BRSD

CGI

MMSE

Overt Aggression Scale

PSMS
	No

	Olin

2001
	NI
	5
	Placebo

Carbamazepine
	NINCDS
	AD
	Mild-Sev
	21
	16
	74.7y

(63-86y)

33%M

71% White

100% Community 

Agitation
	100 mg/d

(Day 1-3)

100 mg bid

(Day 4-7)

100 mg tid

(Day 8-14)

100 mg qid (end)
	6w
	BPRS

CBC/SMAC Levels

CGIC

Ham-D

IADL

MMSE

PSMS
	No
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	Nyth

1990
	NR
	7
	Placebo

Citalopram
	DSM III
	AD, SDAT

VaD

PDD

MID
	Mild-Mod
	98
	61
	77.6y

(NR)

22%M
	20 mg/d for 2 w

30 mg/d for 2 w
	4w
	CGI

GBS

MADRS

UKU side-effect rating scale

Laboratory tests
	AD/SDAT vs VaD

	Pollock

2002
	NI
	6
	Placebo

Citalopram

Perphenazine
	DSM IV

NINCDS
	AD

VaD

MIXED


	Probable

Possible
	85
	39
	80.6y

(NR)

35%M

90% White
	10 mg/d  (c) or 0.05 mg/kg (p) for 3 d

20 mg/d (c) 

0.1 mg/kg/d (p) for 14 d


	17d
	BPRS

Laboratory tests

MMSE

Neurobehavioural Rating Scale

UKU Side effect scale
	No

	Porsteinsson

2001
	IS

PI
	7
	Placebo

Divalproex
	DSM IV

NINCDS
	AD

VaD

MIXED
	Probable Possible
	56
	49
	85.0y

(>60y)

30%M

100% Institution
	375 mg/d + 125 mg/q3d

(until side effects)
	6w
	BPRS

BRSD

CGI

CMAI

MMSE

Overt Aggression Scale

PSM
	No



	Tariot

2000b
	IF
	6
	Placebo

Divalproex
	DSM IV
	DAT

VaD
	Probable

Possible
	173
	100
	83.4y

(68-100y)

35%M

158 White

11 Black

3 Hispanic

100% Institution
	125 mg bid + 

125 mg/d until 

20 mg/kg/d


	6w
	BPRS

BRMS

CGI

CMAI

Laboratory tests

MMSE


	No


EvTable117. Key Characteristics.  Various non-cholinergic neurotransmitter/neuropeptide modifying agents cont’d.

	Author

Year
	Funding Source
	Quality Score
	Interventions
	Criteria for Diagnosis
	Diagnosis
	Disease Severity
	Total Number

Randomized
	Number Completing Trial
	Mean age (range)

% Male (M)

Population
	Dose
	Treatment Period
	Outcomes Measured
	Outcome reports stratified

	Olafsson

1992
	NR
	6
	Placebo

Fluvoxamine
	DSM III
	SDAT

MID

PDD 
	NR
	46
	29
	81.0y (median)

(65-93y)

41%M

100% Institution
	50 mg/d (start)

150 mg/d (end)
	6w
	GBS Scale

Neuropsychological Battery

Trail Making Test
	No

	Reifler

1989
	NI
IS
	6
	Placebo

Imipramine
	DSM III
	PDD

AD
	Mild-Mod
	61
	57
	72.0y

(NR)

41%M

100% Community 

Depression
	25 mg/d + 25 mg/w until therapeutic response

83 mg/d (mean)
	8w
	DRS

ECG

Ham-D

HDS

MMSE

OARSADL

WAIS-R
	Depression

	Claus

1998
	NR
	5
	Placebo 

Lisuride
	NINCDS
	AD
	Mild-Modly Sev
	22
	22
	74.1y

(NR)

50%M
	0.075 mg/d (start)

increments of 0.075 mg/w until

0.3 mg/d
	8w
	CGI

CVLT

DMSE

MMSE
	No

	Thal

2000b
	PI
	5
	Placebo

Lu 25-109
	NINCDS
	AD
	Mild-Mod
	496
	303
	75.5y

(47-95y)

42%M

92% White

8% Other

Community (100%)
	2 weeks dose titration then fixed doses: 25, 50, or 100 mg bid
	6m
	ADAS-Cog

ADCS-CGIC

ADCS-ADL

BEHAVE-AD
	No

	Fuchs

1992
	NR
	5
	Placebo

Maprotiline
	DSM-III-R
	PDD
	NR
	127
	94
	80.0y

(median)

(48-96y)

43%M

100% Institution

Mild depression
	From 25 to 

75 mg tid
	8w
	Blood pressure

GDS

MMS

Std

Video rating of global impression
	No
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	Passeri

1987
	NR
	6
	Placebo

Minaprine
	DSM III

NINCDS
	MID

SDAT
	Probable
	122
	122
	Mean NR

(60-80y)

30%M

100% Institution
	100 mg bid
	3m
	CGI

HDRS

Neuropsychological Battery

Nowlis MRS

SHGRS

SRT

TP
	SDAT vs MID

	Roth

1996
	NR
	7
	Placebo

Moclobemide
	DSM III
	AD
	Mild-Mod
	511
	NR
	73.6y

(60-90y)

25%M

22% Community 

78% Institution,

Depression
	400 mg/d
	6w
	BGP

CGAE

CGI-T

ECG

HAM-D

MMSE

SCAG
	No

	Moller

2001
	NR
	7
	Placebo

Naftidrofuryl
	NINDS-AIREN

DSM-III-R
	VaD

MIXED
	Mild-Sev
	378
	278
	71.5y

(50-85y)

45%M
	600 mg/d or 600 mg/d
	6m
	ADAS-cog

CGI

CT

HIS

Laboratory tests

MADRS

MMSE

MRI

NOSGER

SCAG

Trage 8 test kit


	No
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	Street

2000

Auxiliary:

Clark

2001

Kennedy

2001

Mintzer

2001

Street

2002
	IF
	8
	Placebo

Olanzapine
	NINCDS
	AD
	Moderate
	206
	152
	82.8y

(61-97y)

39%M

100% Institution
	Fixed doses: 5, 10 or 15 mg/d
	6w
	ADAS-Cog

Barnes Akathisia

BPRS

ECG

EPS scales

MMSE

NPI/NH

Simpson-Angus Gait
	Psychosis

Cognitive impairment level

	Amaducci

1988

Auxiliary:

SMID

1987
	IS
	5
	Placebo

Phosphatidylserine
	NINCDS
	AD
	Mild-Sev
	142
	115
	62.1y

(40-80y)

40%M

100% Institution
	200mg/d
	3m
	BDS

Block tapping

BSR

CASE

RMT

SCT test

Self Test

TK
	Severity of illness 

	Crook

1992a
	PI
	5
	Placebo

Phosphatidylserine
	NINCDS

DSM III
	AD 

PDD
	Mild-Mod
	51
	49
	71.0y

(55-85y)

31%M

100% Community 
	100 mg tid
	12w
	CGI

Concern of memory

Facial recognition

First-last name test

Interviewer notices memory loss

MMSE

Name-Face association

Recall Tests

Verbal Selective Reminding

WAIS
	Severity of illness
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	Magai

2000
	PI
	7
	Placebo

Sertraline
	DSM IV

NINCDS
	AD
	Late-stage
	31
	27
	89.0y

(NR)

0%M

84% White

16% Other

100% Institution

Major depression
	25 mg/d 

(week 1-2)

50 mg/d 

(week 3-4)

100 mg/d 

(week 5-6)
	8w
	AFBS

CMAI

CSDD

Facial Behavior

GS
	No

	Lyketsos

2000
	NI
	6
	Placebo

Sertraline
	NINCDS

DSM IV
	AD
	Mild-Mod
	22
	16
	77.0y

(NR)

41%M

77% White

23% Other

100% Community

Depression
	25 mg/d (start) increased by 50 mg/w to 150/d
	13w
	ADL

CS

HAM-D

IADL

MMSE

PDRS
	No

	Petracca

2001
	NR
	7
	Placebo

Fluoxetine
	NINCDS

DSM IV
	AD
	Probable
	41
	35
	70.8y

(NR)

45%M

76% Major depression

24% minor depression
	10 mg/d for  w 1

20 mg/d for  w 2

30 mg/d for  w 3

40 mg/d for w 4 to 6
	6w
	CGI

FIM

HAM-A

HAM-D

MMSE
	No

	Auchus

1997
	NI
	6
	Placebo

Haloperidol

Fluoxetine
	NINCDS
	AD
	Probable
	15
	12
	75.6y

(NR)

33%M

100% Community
	3 mg/d

20 mg/d
	6w
	BEHAVE-AD

CMAI

CSI
	No
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	Katz

1999

Auxiliary:

Jeste

2000

Pryse-Phillips

2000


	IF

IS 
	6
	Placebo

Risperidone
	DSM IV
	AD

VaD

Mixed
	Mod-Sev
	625
	435
	82.7y

((55y)

32%M

100% Institution
	0.5, 1.0 or 2.0 mg/d
	12w
	BEHAVE-AD
	Gender

Age

Race



	Teri

2000
	NI

IS
	6
	Placebo

Haloperidol

Trazodone

BMT
	NINCDS
	AD
	Probable Possible
	149
	91
	74.8y

(NR)

45%M

85% White

15% Other

Community


	Haloperidol:

0.5 mg/d (start)

3 mg/d (end)

Trazodone:

50 mg/d (start)

300 mg/d (end)
	16w
	ABID

ADCS-CGIC

BRSD-CERAD

Caregiver Burden Screen

CMAI

IADL

MMSE

PSM

RMBPC

SCB
	No
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	DeDeyn

1999
	PI
	7
	Placebo

Risperidone

Haloperidol
	DSM IV
	PDD

VaD

Mixed
	Severe
	344
	223
	81.0y

(median)

(56-97y)

44%M
	Titration: 0.25  mg q4d up to 1 mg bid, then if no therapeutic effect and no signs of EPS 4 mg/d

4 mg/d


	12w
	BEHAVE-AD

CGI

CMAI

ECG

EPS

ESRS

FAST

Laboratory  tests

MMSE


	No VaD vs ALL

	Allain

2000
	NR
	6
	Placebo

Tiapride

Haloperidol
	DSM-III-R
	AD
	Mild-Mod
	306
	259
	79.6y

(55-94y)

36%M

100% White

100% Institution

Irritability

Aggressiveness
	Tiapride:

100 mg/d 

(Day 1-3)

200 mg/d 

(Day 4-end)

Haloperidol:

2 mg/d 

(Day 1-3)

4 mg/d

(Day 4-end)
	21d
	CGI

Global Improvement

MMSE

MOSES

UKU
	No
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	Meehan

2002
	IF
	6
	Placebo

Olanzapine

Lorazepam
	NINCDS

DSM IV
	AD

VaD

MIXED
	Possible-Probable
	272
	248
	77.6y

(54-97y)

39%M

92% White

100%Institution 

Agitation
	Additional injections optional

Olanzapine: 

12.5 mg/d (max)

Loxapine:

2.5 mg/d (max)
	24h
	ACES

BPRS Positive

BPRS Total

CGI-S

CMAI

COSTART

ECG

MMSE Total

NPI/NH

PANSS-EC

Simpson-Angus score
	No

	Barnes

1982
	PI
	6
	Placebo

Thioridazine

Loxapine
	DSM III
	PDD

MID
	NR
	60
	34
	83.0y

(>65y)

%M NR

100% Institution

Irritability, agitation
	Titration: 1 capsule every

2-5 days as needed

Thioridzine:

25 mg/d (start)

62.5 mg/d (mean)

Loxapine:

5 mg/d (start)

10.5 mg/d (mean)
	8w
	BPRS

CGI

NOSIE

SCAG
	No
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	Pollock

2002
	NI
	6
	Placebo

Citalopram

Perphenazine
	DSM IV

NINCDS
	AD

VaD

MIXED


	Mod-Sev
	85
	39
	80.6y

(NR)

35%M

89% White

100% Institution
	Citalopram:

10 mg/d 

(Day 1-3)

20 mg/d 

(Day 4-17)

Perphenazine:

0.05 mg/kg/d

(Day 1-3)

0.1 mg/kg/d

(Day 4-17)
	17d
	BPRS

Laboratory tests

MMSE

Neurobehavioural Rating Scale

UKU Side effect scale
	No

	Bodick

1997

Auxiliary:

Veroff

1998

Satlin

1997
	IF
	6
	Placebo

Xanomeline
	NINCDS
	AD
	Mild-Mod
	343
	205
	75.0y

(60-90y)

43%M

92% White

8% Other

100% Community 
	75mg/d, or 

150 mg/d or  

225 mg/d
	6m
	ADAS-Cog

ADSS

CIBIC+

CNTB

IADL

MMSE

NOSGER
	No

	Chan

2001
	NI
	6
	Haloperidol

Risperidone
	DSM IV
	AD

VaD
	Severe
	58
	55
	80.5y

((55y)

28%M

Community and institution

All Chinese
	Titration: increases of 0.5 mg/q2d

2 mg/d
	12w
	BEHAVE-AD

CMAI

CMMSE

FAST

Simpson-Angus Scale
	No
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	Taragano

1996
	NR
	7
	Fluoxetine

Amitriptyline
	NINCDS
	AD
	Probable
	37
	25
	72.1y

(NR)

22%M
	10 mg/d

25 mg/d
	45d
	HAM-D

MMSE
	No

	Ancill

1991
	IF
	6
	Lorazepam

Alprazolam
	DSM-III-R
	AD
	NR
	40
	27
	78.9y

(>65y)

50%M

100% Institution

Agitation
	0.5 mg tid

0.25 mg tid
	28d
	AE

CGI
	No

	Karlsson

2000
	PI
	7
	Citalopram

Mianserin
	DSM-III-R
	AD
	Mild-Mod
	345

53 demented
	289

50 demented
	75.0y

(64-95y)

21%M

58% Community

42% Institution

Major depression
	Citalopram:

20 mg/d 

(week 1-4)

40 mg/d 

(week 5-12)

Mianserin:

30 mg/d 

(week 1-4)

60 mg/d 

(week 5-12)
	12w
	CGI 

GBS

MADRS

MMSE

WHO Well-being
	No

	Coccaro

1990
	NI

IS
	6
	Haloperidol

Oxazepam

Diphen-hydramine
	DSM III
	PDD
	Mild-Sev
	59
	52
	75.3y

(58-99y)

59%M

100% Institution

Agitation
	5 mg/d

60 mg/d

200 mg/d
	8w
	ADAS

BPRS

CDRS

NOSIE

PSMS 
	No

	Carlyle

1993
	NR
	5
	Loxapine

Haloperidol
	DSM-III-R
	PDD

AD

MID
	Mod-Sev
	40
	31
	79.0y

(65-91y)

55%M

100% Institution

Aggression
	Loxapine:

5 mg bid (start)

50 mg tid (end)

Haloperidol:

1 mg bid (start)

10 mg tid (end)
	28d
	Aggression Chart 

Blood count

Electrolytes

ESR

Renal & Liver Function Test
	No
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	Passeri

1993
	NR
	5
	5’-MTHF

Tradozone
	DSM III-R
	AD

MID
	Mild-Moderate
	96
	96
	Mean NR

(65-94y)

45%M

Depression
	50 mg/d

100 mg/d
	8w
	Blood levels

HDRS

RVM – immediate recall

RVM – delayed recall
	AD vs MID

	Gutzmann

1997
	NR
	7
	Tiapride 

Melperone
	DSM-III-R
	Mixed
	Mild-Sev
	176
	156
	73.8y

(40-100y)

29%M

100% Institution
	400 mg/d

100 mg/d
	28d
	AGGR 

AIMS

BePU (German Test)

Laboratory tests

CGI

CLEX

MMSE

NOSIE

RAPSU (German Test)

VAS-ADL
	No

	Katona

1998
	NR
	6
	Paroxetine

Imipramine
	DSM-III-R
	PDD
	Mild-Mod
	198
	147
	76.6y

(59-98y)

22%M

99% White

1% Other

Depression
	Paroxetine:

20 mg/d

(week 1-2)

30 mg/d

(week 3-4)

40 mg/d (end)

Imipramine:

25 mg/d (3d)

50 mg/d (11d)

75 mg/d (2w)

100 mg/d (end)
	8w
	CGI

Cornell Rating Scale

GBS

MADRS


	No
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	Petrie

1982
	PI
	6
	Placebo

Loxapine

Haloperidol
	DSM III
	PDD

MID


	Mod–Sev
	64
	37
	72.7y

(60-95y)

49%M

100% insstitution
	Gradually increased with a fixed-flexible dosage for 4 w

50 mg/d

10 mg/d

variable
	10w
	BPRS

CGI

CGIC

EKG

Laboratory tests

NOSIE

SCAG


	No
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