EvTable30.  Key characteristics.  Metrifonate.

	Author

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

Randomized
	# Completing Trial
	Mean age (range)

% Male (M)

Population
	Dose
	Treatment Period
	Outcomes Measured
	Outcome reports stratified

	Becker

1996
	NI
	6
	Placebo

Metrifonate
	NINCDS
	AD
	Probable
	53
	51
	71.4y

(57-85y)

40%M
	Loading:

5.0 mg/kg for 2 w, 4.9 mg/kg for 1 w then 2.1 mg/kg weekly
	3m
	ADAS-Cog

ADAS-Noncog

ADAS-T

ADLC

Laboratory tests

EEG

GIS

MMSE
	No

	Becker

1998
	NI
	6
	Placebo

Metrifonate
	NINCDS
	AD
	Probable
	47
	46
	73.0y

(<90y)

51%M

Community
	Loading2 mg/kg for 5 d, 0.95 mg/kg on d 6

 then 2.9 mg/kg weekly
	6m
	ADAS-Cog

ADAS-Noncog

ADLC

Laboratory tests

GIS

MMSE
	No
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	Cummings 

1997
	NR
	5
	Placebo

Metrifonate
	NINCDS
	AD
	Probable

Mild-Mod
	480
	453
	NR
	Loading: Low dose group: 0.5 mg/kg

Medium-dose group: 0.9 mg/kg

High-dose group:

2.0 mg/kg

Maintenance dose respectively:

0.2 mg/kg

0.3 mg/kg

0.65 mg/kg/d
	12w
	ADAS-Cog 

CIBIC+

MMSE
	No

	Cummings

1998

AUXILIARY

Cummings

1998b
	PI
	8
	Placebo 

Metrifonate
	NINCDS
	AD
	Probable
	480
	443
	73.5y

(NR)

41%M
	Loading for 2 w: low dose group 0.5 mg/kg ; mid-dose group: 0.9 mg/kg; high-dose group 2.0 mg/kg then respectively 0.2 mg/kg

0.3 mg/kg

0.65 mg/kg
	12w
	ADAS-Cog

CIBIC+

CIBIS+

GERRI

IADL

MMSE

PSMS
	No
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	Dubois

1999

AUXILIARY

McKeith

1998


	IF
	6
	Placebo

Metrifonate
	DSM IV
	AD
	Mild-Mod
	605
	516
	72.1y

(NR)

36%M
	1 loading dose of  80 mg or 120 mg and then:

 0.65 mg/Kg/d or 1.0 mg/Kg/d
	26w
	AChE

ADAS-Cog

ADAS-Noncog

CIBIC+

CIBIS+

DAD

ECG

GDS

MMSE

NPI

Laboratory tests
	No

	Jann

1999
	PI
	6
	Placebo

Metrifonate
	NINCDS
	AD
	Mild-Mod
	395
	393
	75.0y

(45-90y)

42%M

91% White

3.8% Black

2.6% Hispanic

1.8% Asian
	Loading dose group: 100 or 150 mg for 2 w

Non loading dose group:

50 mg/d
	6w
	ADAS-Cog

ADAS-Noncog

CIBIC+

CIBIS+

EEG

MMSE
	No
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	Morris

1998
	PI
	7
	Placebo

Metrifonate
	NINCDS
	AD
	Mild-Mod
	408
	334
	73.6y

(NR)

39%M

93% White

3.3% Black

0.4% Asian

2.6% Hispanic
	2 w loading (2.0mg/kg/d)

24w  

0.65 mg/kg/d
	26w
	ADAS-Cog

ADAS-NONCOG

CIBIC+

CIBIS+

GDS

MMSE

NPI
	No

	Pettigrew

1998
	PI
	6
	Placebo

Metrifonate
	NINCDS
	AD
	Probable 
	27
	27
	72.0y

(55-85y)

59%M

100% community
	Loading for 6 d: Panel 1: 1.5 mg/kg

Panel 2:  2.5 mg/kg

Panel 3: 4 .0 mg/kg

Panel 4: 4.0

then respectively: 0.25 mg/kg; 4.0 mg/kg;

0.65 mg/kg

1.0 mg/kg
	21d
	ADAS-Cog

ADAS-Noncog

Blessed – DRS

ECG

MMSE

MRS


	No
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	Raskind

1999


	IF
	7
	Placebo

Metrifonate
	NINCDS
	AD
	Probable

Mild-Mod
	264
	219
	74.6y

(NR)

36% M

Community

90% White

3.7% Black

5.1% Hispanic

0.3% American Indian
	50 mg/d
	6m

+ 6 w post-treatment follow-up period
	ADAS-Cog

ADAS-Noncog

CIBIC+

CIBIS+

DAD

GDS

MMSE

NPI
	No


Appendix C.  Key Characteristics – Metrifonate
1

