Appendix A MEDLINE (OvidSP) Search strategy
1. exp Alzheimer Disease/
2. exp Dementia, Vascular/
3. exp "Pick Disease of the Brain"/
4. exp Dementia, Multi-Infarct/
5. exp Cognition Disorders/ or exp Dementia/
6. dement*.mp.	
7. alzheimer*.mp.	
8. (lewy* and dement*).af.
9. multiple infarcts.mp.
10. exp Supranuclear Palsy, Progressive/	
11. (pick adj5 disease).mp.
12. "Frontotemporal Dementia".mp. or exp Frontotemporal Dementia/
13. (park* and dement*).af.
14. 1 or 2 or 3 or 4 or 5 or 6 or 7 or 8 or 9 or 10 or 11 or 12 or 13
15. exp "Outcome Assessment (Health Care)"/
16. “outcome”.mp.
17. “instrument”.mp.
18. “measure”.mp.
19. outcome*.mp.
20. instrument*.mp.
21. measure*.mp.
22. 16 or 17 or 18 or 19 or 20 or 21
23. intervention.mp.
24. therap*.mp.
25. trial*.mp.
26. 23 or 24 or 25
27. control*.mp.
28. 22 or 26 or 27
29. limit 28 to english language
TABLE A Published trials
	Author and year 
	Trial location
	Trial type
	Dementia type and severity
	Criteria for dementia diagnosis
	Total participants
	Description of intervention  (n)
	Description of control/ comparator group (n)
	Participants sex (% of females)
	Participants mean age (range)
	Outcomes related to disease modification

	Aisen, 2000/ Aisen et al., 2000[1,2]
	USA
	RCT
	mild to moderate AD
	MMSE score 13-26
	138
	prednisone 20mg/d for 4 weeks, then 10mg/d for 1 year (69)
	placebo (69)
	prednisone 49.3%, placebo 50.7% 
	prednisone 73.4, placebo 72.3
	Primary:

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog

	
	
	
	
	
	
	
	
	
	
	Secondary:

	
	
	
	
	
	
	
	
	
	
	CDR (SB); BDRS; HAM-D; BPRS

	Aisen et al., 2002[3]
	USA
	RCT
	mild to moderate AD
	NINCDS-ADRDA
	40
	nimesulide 200mg/d for 12 weeks (21)
	placebo (19)
	nimesulide 38%, placebo 47%
	nimesulide 73, placebo 74
	ADAS-Cog; MMSE; CDR (SB); BPRS; HAM-D; BDRS (ADL section)

	Aisen et al., 2003[4]
	USA
	RCT
	mild to moderate AD
	MMSE score 13-26
	351
	rofecoxib 25 mg/d (122) or naproxen 440mg/d (118) for 12 months
	placebo (111)
	placebo 55.9%, naproxen 48.3%, rofecoxib 54.9% 
	placebo 73.8, naproxen 74.1, rofecoxib 73.7
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	CDR (SB); NPI; QOL-AD; ADCS-ADL

	Aisen  et al., 2006[5]
	USA
	RCT
	mild to moderate AD
	DSM-4 and MMSE score 13-25
	58
	3APS 100mg/d (15), 200mg/d (16) or 300mg/d (14) for 3 months
	placebo (13)
	100mg 33%, 200mg 75%, 300mg 50%, placebo 46% 
	75.1
	CSF (Aβ40, Aβ42, and t-tau); ADAS-Cog; MMSE; CDR (SB)

	Aisen et al., 2007[6]
	USA
	RCT
	mild to moderate AD
	MMSE score 13-25
	58 
	alzhemed 100mg/d, 200mg/d or 300mg/d for 3 months (n not specified)
	placebo (n not specified)
	not specified
	not specified
	Primary:

	
	
	
	
	
	
	
	
	
	
	MMSE; ADAS-Cog; CDR (SB)

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	CSF (biomarkers: only Aβ42 mentioned) 

	Aisen et al., 2008/ National Institute on Aging, and the General Clinical Research Center Programme, 2008/ Viswanathan, 2009[7-9]
	USA
	RCT
	mild to moderate AD
	MMSE score 14-26
	409
	folic acid 5mg/d, vitamin B12 1mg/d, and vitamin B6 25mg/d for 18 months (240)
	placebo (169)
	56%
	76.3 (50+)
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	MMSE; CDR (SB); ADCS-ADL; NPI; QOL-AD; Blood (Homocysteine Levels)

	Aisen et al., 2011/ Gauthier et al., 2009/ Saumier et al., 2009[10-12]
	Canada and USA
	RCT
	mild to moderate AD
	DSM-4, NINCDS-ADRDA, and MMSE score 16-26, 
	1052
	tramiprosate 200 mg/d (352) or tramiprosate 300 mg/d (347) for 78 weeks
	placebo (353)
	53%
	73.9 (48-94)
	ADAS-Cog; CDR (SB); MMSE; CIBIC+; NPI; DAD; Blood (Aβ); CSF (tau and Aβ); Urine (Aβ)

	
	
	
	
	
	
	
	
	
	
	In substudy:

	
	
	
	
	
	
	
	
	
	
	MRI (n = 312; volumetric) 

	Akhondzadeh et al., 2010[13]
	Iran
	RCT
	mild to moderate AD
	DSM-4, NINCDS-ADRDA and MMSE score 15-26
	54
	saffron 30mg/d for 22 weeks (27)
	donepezil 10mg/d (27)
	saffron 48%, donepezil 44%
	saffron 72.7, donepezil 73.85 (55+) 
	MMSE; ADAS-Cog; CDR (SB)

	Akhondzadeh et al., 2010[14]
	Iran
	RCT
	mild to moderate AD
	DSM-4 and MMSE score 15-26
	46
	saffron 30mg/d for 16 weeks (23)
	placebo (23)
	saffron 43%, placebo 48%
	saffron 72.65, placebo 73.13 (55+)
	MMSE; ADAS-Cog; CDR (SB)

	Alvarez et al., 2000[15]
	Spain
	RCT
	mild to moderate AD or vascular dementia
	NINCDS-ADRDA, DSM-4, and MMSE score 14-26
	45
	anapsos 360mg/d (15) or 720mg/d (15) for 4 weeks 
	placebo (15)
	not specified
	73.8 (56-89)
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	EEG; Doppler ultrasound (blood flow hemodynamics)

	Alvarez et al.,  2006/ Alvarez et al., 2011[16,17]
	Spain
	RCT
	mild to moderate AD
	NINCDS-ADRDA, DSM-4, and MMSE score 14-25
	279
	cerebrolysin 10ml/d (69), 30ml/d (70), or 60ml/d (71) 5 days per week for 4 weeks and on 2 days per week for next 8 weeks
	placebo (69)
	10ml 71.7%, 30ml 75.4%, 60ml 70.6%, placebo 65.5% 
	10ml 72.2, 30ml 73.4, 60ml 74.6, placebo 73.9
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; CIBIC+

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	MMSE; NPI; Trail making test; DAD

	Asthana et al., 1999[18]
	USA
	RCT
	mild to moderate AD
	NINCDS-ADRDA 
	12
	0.05 mg/d of 17 b-estradiol for 8 weeks (6)
	placebo (6)
	100%
	b-estrdiol 79.5 (66–89), placebo 77.6 (70–86)
	Buschke Selective Reminding Test; Wechsler Memory Scale; Stroop Color Word Interference test; Trail making test; Fluency test; Token test; MMSE; BDRS (cognitive section); BPRS; Blood (IGF-1 and IGFBP-3)

	Babiloni et al., 2009/ Pasqualetti et al., 2009[19,20]
	Italy and USA
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 16-25
	132
	800mg/d ibuprofen (and 20mg/d esomeprazol) for 12 months (66)
	placebo (66)
	placebo 65%, ibuprofen 61%
	placebo 74.0, ibuprofen 73.7 
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	MMSE; Geriatric DS; Katz ADL; Lawton IADL; NPI; CDR (SB and global); CIBIC+

	Bae et al., 2000[21]
	Korea
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 10-24 
	53
	cerebrolysin 30ml/d for 4 weeks (34)
	placebo (19)
	cerebrolysin 68%, placebo 63% 
	cerebrolysin 73.1, placebo 69.0
	Primary:

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; CGI

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	MMSE; Geriatric DS; Katz ADL; Lawton IADL

	Ban et al., 1990[22]
	Italy
	RCT
	mild to moderate primary degenerate dementia or vascular dementia
	DSM-3
	178
	nimodipine 90mg/d for 12 weeks (89)
	placebo (89)
	nimodipine 55%, placebo 61% 
	75.4 (55-95)
	CGI; HAM-D; MMSE; Global DS; SCAG; PGRS; Wechsler Memory Scale; Blood (serum bilirubin, alkaline phosphatase, lactic dehydrogenase, electrolytes (Na, K, Cl), cholesterol, total cop, SGOT, SGPT and BUN determinations)

	Bayer et al., 2005/ Holmes et al., 2008[23,24]
	UK
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 14-26
	80
	immunisation AN1792 (50 μg or 225μg) with QS-21 adjuvant (50μg or 100μg) for 24 weeks (16 in each group) 
	QS-21 50 (8), QS-21 100 (8)
	QS-21 50μg 25% QS-21 100μg 25% AN1792 50μg + QS-21 50μg 37.5%, AN1792 50μg + QS-21 100μg 43.8%, AN1792 225μg + QS-21 50μg 43.8%, AN1792 225μg + QS-21 100μg 31.3% 
	QS-21 50μg 70.3, QS-21 100μg 72.5, AN1792 50μg + QS-21 50μg 74.3, AN1792 50μg + QS-21 100μg 74.1, AN1792 225μg + QS-21 50μg 72.3, AN1792 225μg + QS-21 100μg 71.7 (under 85) 
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; MMSE; ADCS-CGIC; DAD

	Bentham et al., 2008[25]
	UK
	RCT
	mild to moderate AD, with or without vascular dementia
	DSM-4
	310
	aspirin 75mg/d for 12 weeks (156)
	avoid aspirin (154)
	aspirin 63%, non-aspirin 62% 
	aspirin (51–90), non-aspirin (46–90)
	Primary: 

	
	
	
	
	
	
	
	
	
	
	MMSE; Bristol ADL

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	NPI

	Bilikiewicz, 2004[26]
	Poland
	RCT
	mild to moderate AD
	DSM-4, NINCDS-ADRDA, and MMSE score 10-24
	105
	colostrinin was 100μg on alternate days for three weeks followed by two weeks drug-free -cycle repeated three times for 15 weeks (53)
	placebo (52)
	not specified
	(50+)
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; CGI

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	Lawton IADL; MMSE; Global DS; Geriatric DS; ADAS-Noncog

	Black et al., 2010[27]
	USA
	RCT
	mild to moderate AD
	NINCDS-ADRDA and  MMSE score 14-26
	30
	intravenous bapineuzumab 0.5mg/kg (6), 1.0mg/kg (6), or 5.0mg/kg (10) every 10 weeks for 52 weeks 
	placebo (8)
	placebo 87.5%, 0.5mg 50%, 1.5mg 16.67%, 5mg 30%
	placebo 69.88, 0.5mg 74.67, 1.5mg 72.33, 5mg 74.70 (50-85)
	Primary: 

	
	
	
	
	
	
	
	
	
	
	MMSE

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	Blood (Aβ1 and Aβ40)

	Blennow et al., 2012/ Rinne et al., 2010[28,29]
	Finland and UK 
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 18−26
	28
	intravenous bapineuzumab 0.5mg/kg (7), 1.0mg/kg (7), or 2.0mg/kg (6) every 13 weeks up to 78 weeks 
	placebo (8)
	bapineuzumab groups 42%, placebo 57%
	bapineuzumab groups 67.26, placebo 70.00 (50-80)
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; DAD; Neuropsychological test battery (NTB); MMSE; PET (amyloid and glucose)

	
	
	
	
	
	
	
	
	
	
	Secondary:

	
	
	
	
	
	
	
	
	
	
	CDR (SB); NPI; MRI (volumetric)

	
	
	
	
	
	
	
	
	
	
	In substudy: 

	
	
	
	
	
	
	
	
	
	
	CSF (total tau, phosphorylated tau, and Aβ)

	Blennow et al., 2012/ Salloway et al., 2009[29,30]
	USA
	RCT
	mild to moderate AD
	MMSE score 16-26 
	229
	intravenous bapineuzumab in four ascending dose groups 0.15mg/kg, 0.5mg/kg, 1.0mg/kg, or 2.0mg/kg every 13 weeks up to 78 weeks (124 between all 4 groups) 
	placebo (110)
	bapineuzumab 50.0%, placebo 59.8%
	69.1
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; DAD

	
	
	
	
	
	
	
	
	
	
	Secondary:

	
	
	
	
	
	
	
	
	
	
	Neuropsychological test battery (NTB); MMSE; CDR (SB); MRI (volumetric)

	
	
	
	
	
	
	
	
	
	
	In substudy: 

	
	
	
	
	
	
	
	
	
	
	CSF (n = 35; total tau, phosphorylated-tau, and Aβ42) 

	Bowen et al., 2015[31]
	USA
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 12-24
	108
	lupron depot 11.25mg (36) or 22.5mg (36) every 12 weeks for 48 weeks
	placebo depot (36)
	100%
	11.25mg 78.75 (67-93), 22.5mg 78.25 (67-88), placebo 76.97 (65-88)
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; ADCS-CGIC

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	NPI; HAM-D; ADCS-ADL 

	Claxton et al., 2015[32]
	USA
	RCT
	amnestic MCI (n=39) or mild to moderate AD (n=21)
	NINCDS-ADRDA and MMSE score >15  
	60
	20IU/d insulin (20) or 40IU/d insulin (20) for 21 days
	placebo (20)
	not specified
	not specified
	Primary:

	
	
	
	
	
	
	
	
	
	
	Recall tasks; Buschke Selective Reminding Test

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	DSRS; BVRT; Dot Counting N-back task; Stroop Color-Word Interference task

	Craft et al., 2012[33]
	USA
	RCT
	amnestic MCI (n=64) or mild to moderate AD (n=40)
	NINCDS-ADRDA and MMSE score >15
	104
	20IU/d insulin (36) or 40IU/d insulin (38) for 4 months
	placebo (30)
	placebo 43.3%, 20IU 38.9%, 40IU 47.4%
	placebo 74.9, 20IU 72.8, 40IU 69.9 
	ADAS-Cog; ADCS-ADL; DSRS

	
	
	
	
	
	
	
	
	
	
	In substudy: 

	
	
	
	
	
	
	
	
	
	
	PET (n = 40; metabolic rate of glucose); CSF (n = 23; Aβ42, Aβ40, tau protein and P181-tau)

	Crapper McLachlan et al., 1991/ Crapper McLachlan et al., 1993[34,35]
	Canada and USA
	RCT
	AD (not specified if mild or moderate but all living at home)
	NINCDS-ADRDA 
	48
	desferrioxamine 250 mg intramuscularly daily, 5 days per week, for 24 months (25)
	lethicin (9), No treatment (14)
	DFO 52%, placebo 52%
	63.1
	Primary:

	
	
	
	
	
	
	
	
	
	
	videorecorder home-behavioural assessment 

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	Wechsler Adult Intelligence Scale-revised; Wechsler Memory Scale; Western Aphasia Battery

	Cucinotta et al., 1998[36]
	Italy
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 15-23
	142
	dihydroergocryptine 40mg/d for 1 year (70)
	placebo (72)
	70%
	74.2 (63-83)
	Primary: 

	
	
	
	
	
	
	
	
	
	
	GBS scale

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	Mental deterioration battery

	Dodel et al., 2013[37]
	Germany and USA 
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 16-26
	55
	intravenous immunoglobulin 0·2 g/kg (12), 0·5 g/kg (15), or 0·8 g/kg (14) every 4 weeks till 20 or 22 weeks
	placebo (14)
	immunoglobulin 37%, placebo 64%
	immunoglobulin 69·4, placebo 72·0 
	Primary: 

	
	
	
	
	
	
	
	
	
	
	Blood (Aβ1–40)

	
	
	
	
	
	
	
	
	
	
	Secondary:

	
	
	
	
	
	
	
	
	
	
	Blood (Aβ1–42, and anti-Aβ autoantibodies); CSF (Aβ1–40, Aβ1–42, and anti -Aβ autoantibodies, total tau, and p-tau181); ADAS-Cog; CDR (SB); ADCS-ADL; MMSE; MRI (volumetric); PET (glucose metabolism)

	Doody et al., 2008[38]
	Russia
	RCT
	mild to moderate AD
	DSM-4,  NINCDS-ADRDA, and MMSE score 10-24
	183
	dimebon 40mg/d for 26 weeks (89)
	placebo (94)
	dimebon 72%, placebo 62%
	dimebon 68·1, placebo 68·4
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	MMSE; NPI; ADCS-ADL; CIBIC+; ADCS-CGIC

	Doody et al., 2013/ Doody et al., 2015[39,40]
	Argentina, Australia, Belgium, Canada, Chile, Denmark, Finland, France, Germany, India, Israel, Italy, Japan, Poland, South Africa, Spain, Sweden,  UK, USA
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 16-26 
	1537
	semagacestat 100mg/d (507) or semagacestat 140mg/d (529) for 76 weeks
	placebo (501)
	53%
	73.2
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; ADCS-ADL

	
	
	
	
	
	
	
	
	
	
	Secondary:

	
	
	
	
	
	
	
	
	
	
	CDR (SB); NPI; MMSE; EQ5D; Blood (Aβ)

	
	
	
	
	
	
	
	
	
	
	In substudy: 

	
	
	
	
	
	
	
	
	
	
	CSF (n = 844; Aβ and tau); MRI (n = 208; volumetric); PET (n = 108; Aβ)

	Doody et al., 2014 / Liu-Seifert et al., 2015[41,42]
	France, Japan, USA
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 16-26 
	1659
	solanezumab 400mg intravenously every 4 weeks for 18 months (cohort 1 506; cohort 2 521)
	placebo (cohort 1 506; cohort 2 519)
	cohort 1:  placebo 56.7%, solanezumab 59.1%; cohort 2: placebo 65.7%, solanezumab 50.6% 
	cohort 1: placebo 74.4, solanezumab 75.0; cohort 2: placebo 72.5, solanezumab 71.5
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; ADCS-ADL

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	CDR (SB); NPI; MMSE; EQ5D; Blood (Aβ1-40, and Aβ1-42); MRI (volumetric)

	
	
	
	
	
	
	
	
	
	
	In substudy: 

	
	
	
	
	
	
	
	
	
	
	CSF (n =121; Aβ1-40,  Aβ1-42 and tau); PET (n = 266; amyloid)

	Endres et al., 2014[43]
	Germany
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 14–27 
	22
	acitretin 30mg/d (11) for 4 weeks
	placebo (11)
	placebo 55%, acitretin 82% 
	placebo 73, acitretin 67
	CSF (Aβ42, phospho-tau, or total tau); MMSE; Neuropsychological test battery (CERAD)

	Farlow et al., 2012[44]
	USA
	RCT
	mild to moderate AD
	MMSE score 15-26
	52
	solanezumab 100 mg every 4 weeks (10), 100 mg weekly (11), 400 mg every 4 weeks (10), or 400 mg weekly (11) for 12 weeks
	placebo (10)
	53.8% 
	71.2 (53-89)
	CSF (Aβ1–40 and Aβ1–42); Blood (Aβ1–40 and Aβ1–42); ADAS-Cog

	
	
	
	
	
	
	
	
	
	
	In substudy: 

	
	
	
	
	
	
	
	
	
	
	PET (n = 24; amyloid)

	Faux et al., 2010/ Lannfelt et al., 2008[45,46]
	Australia, Sweden, UK, USA
	RCT
	mild to moderate AD
	NINCDS-ADRDA, MMSE score 20-26 or ADAS-Cog score 10-25 
	78
	PBT2 50mg/d (20) or PBT2 250mg/d (29) for 12 weeks
	placebo (29)
	placebo 52%, 50mg 45%, 250mg 52% 
	placebo 71·6 (60–83), 50mg 72·4 (58–83), 250mg 72·1 (58–83)
	Blood (Aβ40, Aβ42, Zn²+, and Cu²); CSF (12 Aβ40, Aβ42, total tau, phoshophorylated tau, Zn²+, and Cu²+); Neuropsychological test battery (NTB); ADAS-Cog; MMSE

	Faxen-Irving et al., 2013/ Freund-Levi et al., 2006[47,48]
	Sweden
	RCT
	mild to moderate AD
	DSM-4 and MMSE score 15-30
	174
	1.7g/d DHA and 0.6g/d EPA for 6 months (89)
	placebo (85)
	intervention 57%, placebo 46%
	intervention 72.6, placebo 72.9
	Primary: 

	
	
	
	
	
	
	
	
	
	
	MMSE; ADAS-Cog

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	CDR (SB and global); Blood (transthyretin)

	
	
	
	
	
	
	
	
	
	
	In substudy:

	
	
	
	
	
	
	
	
	
	
	CSF (n = 35; transthyretin)

	Ferrari et al., 1998[49]
	Italy
	RCT
	mild to moderate AD
	ICD-10 or DSM-4,  NINCDS-ADRDA, and MMSE score 10-23
	213
	posatirelin 10mg/d for 3 months (107)
	placebo (106)
	58%
	78.8
	Rey memory test; GBS scale; MMSE; HAM-D; Global DS 

	Fleisher et al., 2008[50]
	USA
	RCT
	mild to moderate AD
	NINCDS-ADRDA
	51
	LY450139 100mg/d (22) or 140mg/d (14) for 14 weeks
	placebo (15)
	placebo 33%, 100mg 64%, 140mg 43%
	placebo 68.7, 100mg 70.8, 140mg 68.1
	Primary: 

	
	
	
	
	
	
	
	
	
	
	Blood (Aβ); CSF (Aβ)

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; ADCS-ADL

	Fleisher et al., 2011[51]
	USA
	RCT
	mild to moderate AD
	MMSE score 12-20
	89
	divalproex 10-12mg/kg daily for 24 months (43)
	placebo (46)
	placebo 67%, divalproex 33%
	placebo 76, divalproex 73
	Primary: 

	
	
	
	
	
	
	
	
	
	
	MRI (volumetric); NPI 

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; CDR (SB); MMSE; ADCS-ADL; ADCS-CGIC; CMAI; QOL-AD

	Fox et al., 2005/ Gilman et al., 2005/ Hock et al., 2003/ Koepsell et al., 2007/ Orgogozo et al., 2003/ Vellas et al., 2009[52-57]
	France and USA
	RCT
	mild to moderate AD
	MMSE score 15-26
	131
	Immunisation AN1792 225μg plus QS-21 50μg at day 0 and months 1, 3, 6, 9, 12 (59 responders)
	placebo (72)
	not specified
	Intervention 74.9, placebo 73.7
	Primary:

	
	
	
	
	
	
	
	
	
	
	Blood (Aβ); DAD; CDR (global); MMSE; ADAS-Cog; MRI (volumetric)

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	Neuropsychological test battery (NTB)

	Galasko et al., 2012[58]
	USA
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score ≥16
	79
	vitamin C 500mg/d and vitamin E 800IU/d and a-lipoic acid 900mg/d (E/C/ALA) (28) OR 1200mg/d coenzyme Q (25) for 16 weeks
	placebo (26)
	E/C/ALA 46%, coenzyme Q 44%, placebo 48%
	E/C/ALA 73.6, coenzyme Q 71.4, placebo 73.2
	ADCS-ADL; MMSE; CSF (tau, phosphorylated tau, Aβ42, F2-isoprostane) 

	Galasko et al., 2014[59]
	USA
	RCT
	mild to moderate AD
	MMSE score 14-26
	399
	PF-04494700 5mg/d (132) or PF-04494700 20mg/d (135) for 18 months
	placebo (132)
	5mg/d 53%, 20mg/d 61%, placebo 57%
	5mg/d 73.6, 20mg/d 73.0, placebo 72.2
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	CDR (SB); ADCS-ADL; NPI; MMSE; Digit Symbol Substitution Test; Forward and Backward Digit Span Test; Controlled Oral Word Association Test; Stroop Color Word Interference Test; Trail making test; DEMQOL; Blood (Aβ1-40, Aβ1-x, Aβ1-42)

	
	
	
	
	
	
	
	
	
	
	In substudy: 

	
	
	
	
	
	
	
	
	
	
	MRI (n = 186; volumetric); CSF (n = 52; Aβ1-40, Aβ1-x, Aβ1-42, tau and phosphorylated tau)

	Gauthier et al., 2015[60]
	Canada and USA
	RCT
	moderate AD
	NINCDS-ADRDA and MMSE score 10-20
	403
	ST101 10mg/d (50), ST101 60mg/d (51) and ST101 120mg/d (51) for 12 weeks
	placebo (51)
	placebo 41.2%, 10mg 50%, 60mg 60.8%, 120mg 52.9%
	placebo 78.3, 10mg 74.4, 60mg 77.8, 120mg 75.7
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	ADCS-CGIC; ADCS-ADL; NPI; MMSE

	Geldmacher et al., 2011[61]
	USA
	RCT
	mild to moderate AD
	NINCDS-ADRDA and  MMSE score 12-26
	29
	pioglitazone 45mg/d (14) for 18 months
	placebo (15)
	pioglitazone 64%, placebo 60%
	pioglitazone 74.9, placebo 67.0
	Secondary:

	
	
	
	
	
	
	
	
	
	
	CDR (SB); ADAS-Cog; NPI; ADFACS; CIBIC+; NOSGER

	Gold et al., 2010[62]
	Austria, Bulgaria, Chile, China, Croatia, Estonia, Germany, Greece, Hungary, Korea, Mexico, New Zealand, Pakistan, Peru, Philippines, Puerto Rico, Russia, UK and USA
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE  score 10-23
	581
	RSG XR 2mg/d (166), RSG XR 8mg/d (165)  for 24 weeks
	placebo (166) or donepezil 10mg/d (84)
	2mg/d 64%, 8mg/d 65%, placebo 60%, donepezil 63%
	2mg/d 71.7, 8mg/d 72.6, placebo 72.5, donepezil 72.9
	Primary:

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; CIBIC+

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	NPI; DAD; MMSE; Blood (glycated haemoglobin); EQ5D

	Green et al., 2009/ Myriad Pharmaceuticals, 2010[63,64]
	USA
	RCT
	mild to moderate AD
	MMSE score 15-26
	1684
	tarenfurbil 800mg/d (42) or 1600mg/d (820) for 18 months
	placebo (822)
	50.9%
	74.6 (55+)
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-cog; ADCS-ADL

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	CDR (SB); MMSE; NPI; QOL-AD

	Grimaldi et al., 2014[65]
	Italy
	RCT
	mild to moderate AD
	DSM-4 and MMSE score 20-26
	42
	66mcg/d interferon beta 1a for 28 weeks (23) 
	placebo (19)
	placebo 58%, IFNB1a 65%
	placebo 64.6, IFNB1a 63.0
	ADAS-Cog; Global DS; CIBIC+; MMSE; ADAS-Noncog; Lawton IADL; PSMS; Geriatric DS

	Hampel et al., 2009[66]
	Germany
	RCT
	mild AD
	DSM-4, NINCDS-ADRDA, and  MMSE score 21-26
	71
	lithium, various doses for 10 weeks (33)
	Placebo (38)
	52.1% 
	68.6 (50-84)
	Primary: 

	
	
	
	
	
	
	
	
	
	
	CSF (phosphorylated tau)

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	CSF (total tau and Aβ42); Blood (Aβ42); MMSE; NPI; ADAS-Cog

	Hock et al., 2003/ Hock et al., 2000[67,68]
	Germany and Switzerland
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 12-26
	40
	talsaclidine, various doses for 4 weeks (34)
	placebo (6)
	talsaclidine 56%, placebo 83% 
	talsaclidine 67.1, placebo 69.7
	CSF (Aβ42 and Aβ40)

	Jhee et al., 2004[69]
	Korea and USA
	RCT
	mild to moderate AD
	NINCDS- ADRDA and MMSE score 10-24 
	20
	celecoxib 100mg/d (5), 400mg/d (5) or 800mg/d (5) for 28 days
	placebo (5)
	placebo 20%, 100mg 20%, 400mg 40%, 800mg 20%
	placebo 77.2, 100mg 68.6, 400mg 75.2, 800mg 69.7
	CSF (PGE2, IL-6, Aβ1-42 and tau); Blood (PGE2, IL-6, Aβ1-42 and tau); ADAS-Cog; MMSE; Computerised NTB

	Jong et al., 2008[70]
	The Netherlands
	RCT
	mild to moderate AD
	NINCDS- ADRDA and MMSE score 10-26
	51
	indomethacin 100mg/d for 12 months (26)
	placebo (25)
	placebo 76%, indomethacin 54%
	placebo 72.2, indomethacin 72.7
	Primary:

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	MMSE; CIBIC; ADAS-Noncog; NPI; IDDD

	Kadir et al., 2008[71]
	Sweden
	RCT
	mild AD
	NINCDS- ADRDA and MMSE score ≥21
	20
	phenserine 30mg/d for 3 months (10)
	placebo (10)
	75% 
	68
	PET (glucose and amyloid); CSF (Aβ42, total-tau, and phosphorylated tau, alpha and beta-secretase–cleaved amyloid precursor protein); Blood (Aβ40 and Aβ42); MMSE; Recall task; Word recognition; Digit symbol substitution test; Trail making test; Clock drawing task

	Kessler et al., 2008/ Kessler et al., 2008[72,73]
	Germany
	RCT
	mild AD
	NINCDS ADRDA and MMSE score <25 
	68
	verum (51.62mg/d) containing 8mg/d Cu Orotate for 12 months (35)
	placebo (33)
	placebo 55%, verum 40% 
	placebo 69.4, verum 69.6 
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; MMSE

	Landen et al., 2013[74]
	Australia, Canada, Sweden, UK
	RCT
	mild to moderate AD
	DSM-4, NINCDS- ADRDA, and MMSE score 16-26
	37
	ponezumab - 1 infusion of 0.1mg/kg (4), 0.3mg/kg (4), 1mg/kg (4), 3mg/kg (6), or 10mg/kg (8)
	placebo (11)
	ponezumab (altogether) 42.3%, placebo 27.3%
	ponezumab (altogether) 70.0 (50-84), placebo 71.8 (61-85)
	ADAS-Cog; MMSE; CogState Alzheimer’s Battery; Blood (Aβ1-x, Aβ1-40, and Aβ1-42)

	
	
	
	
	
	
	
	
	
	
	In substudy: 

	
	
	
	
	
	
	
	
	
	
	CSF (in 1 and 10mg groups, n = 12; Aβ1-x, Aβ1-40, Aβ1-42, tau, and p-tau)

	Leszek et al., 1999[75]
	Poland
	RCT
	mild to severe AD
	NINCDS- ADRDA and DSM-3
	46
	colostrinin 100mg every second day for 3 weeks followed by a 2-week hiatus - 10 cycles (15)
	selenium 100mg (15) or placebo (16)
	colostrinin 80%, selenium 80%, placebo 62.5%
	colostrinin 70.75 (45–83), selenium 70.75 (50–82), placebo 67.8 (59–76)
	Primary: 

	
	
	
	
	
	
	
	
	
	
	MMSE

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	Additional psycho-social functioning of the AD patients provided by the patients’ caregivers - no information as to what measures

	Li, 2015[76]
	China
	CCT
	moderate AD
	MMSE score 10-20 and ADAS-Cog score 29-40
	24
	cistanches herba 0.9g/d for 48 weeks (10)
	no treatment (6) or Donepezil 5mg/d (8)
	cistanches herb 60%, no treatment 50%, donepezil 62.5%
	cistanches herb 70.3, no treatment 71.3, donepezil 73.5
	MMSE; ADAS-Cog; MRI (volumetric); CSF (protein, MRNA levels, total-tau, tumor-necrosis factor alpha, and interlukin 1beta)

	Lovestone et al., 2015[77]
	Finland, France, Germany, Spain, UK
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 14-26
	307
	tideglusib 500mg/d (45), 1000mg/d (86), or 1000mg every other day (91) for 26 weeks
	placebo (85)
	placebo 55.3%, 500mg 64%, 1000mg 51.9%. 1000mg every other day 54.4%
	placebo 70.8, 500mg 71.1, 1000mg 72.3, 1000mg every other day 71.6
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	MMSE; Fluency test; ADCS-ADL; EQ5D; NPI; CGI

	
	
	
	
	
	
	
	
	
	
	In substudy:

	
	
	
	
	
	
	
	
	
	
	MRI (n = 86; cerebral atrophy); CSF (n = 21; phosphorylated tau and Aβ1-42)

	Maher-Edwards et al., 2015[78]
	Bulgaria, Canada, Germany, Italy, Spain, Sweden
	RCT
	mild AD
	NINCDS-ADRDA and  MMSE score 10-26
	124
	rilapladib 250mg/d for 24 weeks (62)
	placebo (62)
	placebo 54%, rilapladib 47%
	placebo 73.1, rilapladib 72.9 
	Primary:

	
	
	
	
	
	
	
	
	
	
	CogState Alzheimer’s Battery; CSF (Aβ1-42)

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	CSF (Aβ1–40, total tau, 181 phosphorylated tau, Lp-PLA2, neurofilament light chain and Albumin quotient); Blood (Aβ1–40, Aβ1–42, and Lp-PLA2)

	Marcusson et al., 1997[79]
	Belgium, Croatia, France, Germany, Sweden, UK, Yugoslavia
	RCT
	mild to moderate AD or vascular dementia
	DSM-3 and MMSE score 15-25
	261
	300mg propentofylline 3 times daily for 12 months (130)
	placebo (131)
	not specified
	placebo 72.9, propentofylline 71.9
	Primary: 

	
	
	
	
	
	
	
	
	
	
	GBS scale; CGI; SKT

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	Digit symbol substitution test; MMSE; NAI-ADL; AMS 

	Molloy et al., 2013[80]
	Canada
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 14-26
	406
	doxycycline 200mg/d + rifampin 300mg/d (101), doxycycline 200mg/d (102) or rifampin 300mg/d (101) for 12 months
	placebo (102)
	doxycycline and rifampin 50.5%, doxycycline 50%, rifampin 48%
	doxycycline and rifampin 79.2, doxycycline 78.7, rifampin 78.6
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; CDR

	
	
	
	
	
	
	
	
	
	
	Secondary:

	
	
	
	
	
	
	
	
	
	
	MMSE; Geriatric DS; SDD; Lawton IADL; DBRI

	Muresanu et al., 2002[81]
	Austria and Romania 
	RCT
	mild to moderate AD
	NINCDS-ADRDA, DSM-4, and MMSE score 14-25
	60
	cerebrolysin 30ml/d for 5 days/week for 6 weeks (30)
	placebo (30)
	not specified
	not specified
	DAD; ADAS-Cog; CGI

	Muresanu et al., 2008[82]
	Romania and Spain
	RCT
	mild to moderately severe vascular dementia
	NINDS-AIREN and MMSE score 9-26
	41
	cerebrolysin 10ml/d (16) or 30ml/d (15) 5 days/week for 4 weeks.
	placebo (10)
	51% 
	70.7 (51–88)
	ADAS-Cog; MMSE; EEG

	Nygaard et al., 2015[83]
	USA
	RCT
	mild to moderate AD
	MMSE score 16-26
	24
	AZD0530 50mg/d, 100mg/d, or 125mg/d for 4 weeks. 6 in each of the 3 treatment groups
	placebo (6)
	61% 
	73
	ADAS-Cog; ADCS-ADL; NPI; CDR (SB); MMSE; PET (glucose); CSF (Aβ40, Aβ42, Tau and P231-Tau)

	Ostrowitzki et al., 2012[84]
	Denmark, Israel, Netherlands, Sweden, UK 
	RCT
	mild to moderate AD
	NINCDS- ADRDA and MMSE score 16-26
	18
	intravenous gantenerumab 60mg (8) or 200mg (6) every 4 weeks for 3 months
	placebo (4)
	placebo 75%, 60mg 25%, 200mg 50%
	placebo 62.8, 60mg 70.9, 200mg 66.5
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; MMSE; a modified NTB (not specified); DAD

	
	
	
	
	
	
	
	
	
	
	Secondary and in substudy: 

	
	
	
	
	
	
	
	
	
	
	PET (n = 16; amyloid)

	Quinn et al., 2010[85]
	USA
	RCT
	mild to moderate AD
	MMSE score 14-26
	402
	docosahexaenoic acid (DHA) 2g/d for 18 months (238)
	placebo (164)
	52.2%
	76
	Primary:

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; CDR (SB)

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	MMSE; ADCS-ADL; NPI; QOL-AD

	
	
	
	
	
	
	
	
	
	
	In substudy: 

	
	
	
	
	
	
	
	
	
	
	MRI (n = 102; volumetric)

	Regland et al., 2001[86]
	Sweden
	RCT
	mild to moderate AD
	NINCDS- ADRDA and MMSE score 10-24
	20
	clioquinol 20mg/d (10) or 80mg/d (10) for 21 days
	
	65% 
	74.6 (61–83)
	CSF (Aß42, Tau and GAP43); MMSE; ADAS-Cog; GBS scale

	Reines et al., 2004[87]
	USA
	RCT
	mild to moderate AD
	NINCDS- ADRDA and MMSE score 14-26
	692
	rofecoxib 25mg/d for 12 months (346)
	placebo (346)
	placebo 52%, rofecoxib 54%
	placebo 75, rofecoxib 76
	ADAS-Cog; CDR (global); MMSE; ADCS-ADL; CIBIC+

	Ringman et al., 2012[88]
	USA
	RCT
	mild to moderate AD
	NINCDS- ADRDA and MMSE score 17-29
	36
	curcumin C3 complex 2g/d (12) or 4d/d (12) for 24 weeks
	placebo (12)
	63%
	73.5
	ADAS-Cog; NPI; ADCS-ADL; MMSE; Blood (Aß1-40 and Aß1-42); CSF (Aß1-42, total tau, phosphorylated tau 181 and isoprostanes) 

	Ritchie et al., 2003[89]
	Australia
	RCT
	moderately severe AD
	ADAS-Cog score 20-45 and MMSE score 10-24
	36
	clioquinol ascending doses up to 750mg/d (18)
	placebo (18)
	clioquinol 50.0%, placebo 43.7%
	72.5
	ADAS-Cog; Blood (Aß, zinc, and copper)

	Ruether et al., 2000/ Ruether et al., 1994[90,91]
	Austria and Germany 
	RCT
	mild to moderate AD
	DSM-3
	120
	cerebrolysin 30ml/d (for 5 days a week) for 4 weeks (60)
	placebo (60)
	66% 
	(55-85)
	CGI; NAI-ADL; SCAG; Trail making test; AMS

	Ruether et al., 2001/ Ruether et al., 2002[92,93]
	Austria and Germany 
	RCT
	mild to moderate AD
	NINCDS-ADRDA, ICD-10, and MMSE score 14-24
	149
	cerebrolysin 30ml/d for 5 days a week for 4 weeks (76)
	placebo (73)
	cerebrolysin 64.9%, placebo 51.4%
	cerebrolysin 72.5, placebo 73.5
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; CGI

	
	
	
	
	
	
	
	
	
	
	Secondary:

	
	
	
	
	
	
	
	
	
	
	SKT; MADR-S; NAI-ADL; ADAS-Noncog

	Salloway et al., 2011[94]
	Canada and USA
	RCT
	moderate AD
	MMSE score 16-26
	353
	ELND005 500mg/d (89), 2000mg/d (89), or 4000mg/d (91) twice daily for 78 weeks 
	placebo (84)
	placebo 56.5%, 500mg 58.0%, 2000mg 53.9%, 4000mg 56.0%
	placebo 73.4, 500mg 73.4, 2000 mg 73.4, 4000 mg: 72.2
	Primary: 

	
	
	
	
	
	
	
	
	
	
	Neuropsychological test battery (NTB); ADCS-ADL

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; CDR (SB); NPI; MRI (volumetric)

	
	
	
	
	
	
	
	
	
	
	In substudy: 

	
	
	
	
	
	
	
	
	
	
	MRS (n not specified); CSF (n = 20; Aßx-40, Aßx-42, total tau, phosphorylated-tau) 

	Salloway et al., 2014[95]
	Austria, Canada, Germany, US
	RCT
	mild to moderate AD
	MMSE score 16-26
	2451
	APOE ε4 carriers: 0.5mg/kg of bapineuzumab every 13 weeks up to 78 weeks (673); noncarriers: 0.5mg/kg (337), 1.0mg/kg (329) or 2.0mg/kd (141 but discontinued and received 1.0mg/kg) of bapineuzumab every 13 weeks up to 78 weeks
	placebo (carriers: 448; noncarriers 524)
	carriers: placebo 56.0%, 0.5mg/kg 54.4% ; noncarriers: placebo 50.3%, 0.5mg/kg 52.5%, 1.0mg/kg 57.0%
	carriers: placebo 72.3, 0.5mg/kg 72.0 ; noncarriers: placebo 71.9, 0.5mg/kg 73.1, 1.0mg/kg 73.5
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; DAD

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	Neuropsychological test battery (NTB); CDR (SB); MMSE; Dependence Scale

	
	
	
	
	
	
	
	
	
	
	In substudy: 

	
	
	
	
	
	
	
	
	
	
	PET (n = 154; amyloid); CSF (n = 390; phosphorylated-tau 181); MRI (n = 1149; volumetric)

	Sano et al., 1996[96]
	USA
	RCT
	moderate AD
	NINDCS-ADRDA 
	486
	selegiline (4mg/day) and a-toc (1,000 IU/day), placebo and a-toc, selegine and placebo for 2 years (n not specified)
	placebo (n not specified)
	64.9%
	73.3
	Primary: 

	
	
	
	
	
	
	
	
	
	
	Bristol ADL; CDR (global)

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; MMSE; Dependence scale; CERAD behavioural rating scale

	Sano et al., 2011[97]
	USA
	RCT
	mild to moderate AD
	MMSE score 12-26
	406
	simvastatin ascending dose 40m/g for 18 months (204)
	placebo (202)
	placebo 59.9%, simvastatin 58.8%
	placebo 75.1, simvastatin 74.0
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	ADCS-CGIC; MMSE; Dependence Scale; ADCS-ADL; NPI; QOL-AD

	Scharf et al., 1999[98]
	Australia
	RCT
	mild to moderate AD
	DSM-4 and MMSE score 11-25
	41
	diclofenac 100mg/d and misoprostol 400ug/d for 25 weeks (24)
	placebo (17)
	D/M group 67%, placebo 47% 
	D/M group 71.8, placebo 73.9
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; Global DS; CGI

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	MMSE; ADAS-Noncog; Lawton IADL; PSMS

	Schwam et al., 2014[99]
	Canada, Chile, Czech Republic, USA
	RCT
	mild to moderate AD
	MMSE score 14-26
	191
	PF-04447943 50mg/d for 12 weeks (91)
	placebo (100)
	PF-04447943 64%, placebo 64%
	PF-0444794 73.6, placebo 73.5
	ADAS-Cog; NPI; CGI

	Ser et al., 2013[100]
	Germany
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 16-26
	30
	Tideglusib up to 1000mg/d (20) for 20 weeks
	placebo (10)
	tideglusib 65%, placebo 70%
	tideglusib 73.1, placebo 72.6
	Secondary:

	
	
	
	
	
	
	
	
	
	
	MMSE; ADAS-Cog; Fluency test; CGI

	Sevigny et al., 2008[101]
	USA
	RCT
	mild to moderate AD
	MMSE score 14-26
	563
	MK-677 25mg/d for 12 months (282)
	placebo (281)
	MK-677 56%, placebo 59.8%
	MK-677 75.9, placebo 76.1
	Primary:

	
	
	
	
	
	
	
	
	
	
	CIBIC+

	
	
	
	
	
	
	
	
	
	
	Secondary:

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; CDR (SB); ADCS-ADL

	Siemers et al., 2010[102]
	USA
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 14-26 
	19
	solanezumab 0.5 mg/kg (4), 1.5 mg/kg (4), 4.0 mg/kg (4), or 10.0 mg/kg (4) single dose
	placebo (3)
	placebo 100%, 0.5mg/kg 25%, 1.5mg/kg 25%, 4mg/kg 50%, 10mg/kg 25%
	placebo 70.3, 0.5mg/kg 61.0, 1.5mg/kg 71.5, 4mg/kg 67.5, 10mg/kg 75.3 
	Blood (Aß1-40 and Aß1-42); CSF (Aß1-40 and Aß1-42); ADAS-Cog

	Silverberg et al., 2002[103]
	USA
	RCT
	mild to moderate AD
	MMSE score 15-24
	29
	surgical shunt for low-flow CSF drainage (15)
	no shunt (14)
	48%
	72.4
	Primary: 

	
	
	
	
	
	
	
	
	
	
	MDRS; MMSE

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	CSF (MAP-tau and Aß1-42)

	Silverberg et al., 2008[104]
	USA
	RCT
	mild to moderate AD
	MMSE score 15-24
	164
	low-flow ventriculoperitoneal shunt (Cognishunt) (110)
	sham (occluded) shunt (120)
	occluded 56%, cognishunt 61%
	occluded 74.0, cognishunt 74.5
	Primary: 

	
	
	
	
	
	
	
	
	
	
	MDRS; Global DS

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	CSF (Aß1-42 and MAP-tau)

	Simons et al., 2002[105]
	Germany
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 12-26
	44
	simvastatin 80mg/d for 26 weeks (24)
	placebo (20)
	placebo 47%, simvastatin 63% 
	placebo 68.5, simvastatin 68.0 
	CSF (AßA40, AßA42, lathosterol, cholesterol, and 24S-hydroxycholesterol); ADAS-Cog;MMSE

	Soininen et al., 2006[106]
	Australia, Belgium, Finland, France, Germany, Netherlands, and UK
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 12-26
	425
	celecoxib 400mg/d for 52 weeks (285)
	placebo (140)
	placebo 59%, celecoxib 53%
	placebo 73.3, celecoxib 73.7
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; CIBIC+

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	Behave-AD; NOSGER; MMSE

	Sparks et al., 2005[107]
	USA
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 12-28
	63
	atorvastatin calcium 80mg/d for 12 months (32)
	placebo (31)
	placebo 35.5%, atorvastatin calcium 37.5%
	placebo 78.9, atorvastatin calcium 78.15
	Primary:

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; CGI

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	MMSE; Geriatric DS; ADCS-ADL 

	Sweetlove, 2012[108]
	New Zealand
	RCT
	mild to moderate AD
	MMSE score 12-24
	1003
	dimebon 15 mg/d or 60 mg/d (n not specified)
	placebo (n not specified)
	males and females (n not specified) 
	(50+)
	ADAS-Cog; ADCS-ADL

	Tan, 2003[109]
	USA
	RCT
	mild to moderate AD
	NINCDS-ADRDA
	10
	intramuscular testosterone enanthate, 200mg every 2 weeks for 12 months (5)
	placebo (5)
	0% (all male)
	72.4 (68-80)
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; MMSE

	
	
	
	
	
	
	
	
	
	
	Secondary:

	
	
	
	
	
	
	
	
	
	
	Clock drawing test

	Turner et al., 2015[110]
	USA
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 14-26
	119
	resveratrol escalating doses up to 2000 mg/d (64)
	placebo (55)
	resveratrol 62.5%, placebo 51%
	resveratrol 69.8, placebo 73
	Primary: 

	
	
	
	
	
	
	
	
	
	
	Blood (Aß40 and Aß42, and insulin and glucose); CSF (Aß40, Aß42, tau, and phosphorylated-tau 181); MRI (volumetric)

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	MMSE; ADAS-Cog; ADCS-ADL; CDR (SB); NPI

	Van Gool et al., 2001[111]
	Netherlands
	RCT
	mild AD
	Minimal or mild severity scores according to the CAMDEX
	168
	single dose of hydroxychloroquine (83; 400 mg in patients weighing ≥65 kg or 200 mg in those weighing <65 kg)
	placebo (85)
	Hydroxychloroquine 54%, placebo 60%
	hydroxychlorquine 70.4, placebo 70.7
	Primary:

	
	
	
	
	
	
	
	
	
	
	IDDD

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; RMBCP

	Vellas et al., 2011[112]
	France
	RCT
	mild to moderate AD
	NINCDS-ADRDA and MMSE score 12-24
	159
	EHT0202 40mg/d (51) or 80 mg/d (55) for 3 months
	placebo (53)
	56% 
	40mg/d 76.4, 80mg/d 76.7, placebo 75.8 
	Primary:

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; Neuropsychological test battery (NTB); CDR (SB); NPI; ADCS-ADL; MMSE; CGI

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	Blood (sAPPα)

	Wang et al., 2013[113]
	China
	RCT
	moderate to severe AD
	NINCDS-ADRDA, DSM-4, and MMSE score 4-20
	26
	memantine 10mg/d for 24 weeks (13)
	placebo (13)
	placebo 54%, memantine 54% 
	placebo 64.7, memantine 65.7 (50-90)
	Primary: 

	
	
	
	
	
	
	
	
	
	
	Severe Impairment Battery; PET (glucose); CSF (t-tau, p-tau181, Aβ40, and Aβ42)

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; MMSE; NPI

	Watson et al., 2005[114]
	USA
	RCT
	amnestic MCI (n=9) or mild AD (n=21)
	NINCDS-ADRDA and MMSE score >15
	36
	rosiglitazone 4mg/d for 6 months (24)
	placebo (12)
	30% 
	rosiglitazone 72.8, placebo 73.3
	Blood (Insulin and Aβ); Buschke Selective Reminding Test; Recall task; Stroop Color–Word Interference; Trail making test; Fluency test

	Wilcock et al., 2008[115]
	Canada and UK
	RCT
	mild to moderate AD 
	MMSE score 15-26
	210
	tarenflurbil 400mg/d (69) or 800mg/d (70) for 12 months
	placebo (71)
	placebo 48%, 400mg/d 52%, 800mg/d 48%
	placebo 74·4, 400mg/d 73·4, 800mg/d 75·8
	ADAS-Cog; ADCS-ADL; CDR (SB)

	Winblad et al., 2001[116]
	Belgium, Germany, Italy, Sweden, UK
	RCT
	mild to moderate AD
	MMSE score 12-24
	346
	nicergoline 60mg/d for 6 months (177)
	placebo (169)
	nicergoline 61%, placebo 63.9% 
	73.7
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog; CGI; ADAS-Noncog 

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	Lawton IADL; PSMS 

	Winblad et al., 2012[117]
	Sweden
	RCT
	mild to moderate AD
	DSM-4 and MMSE score 16-26
	58
	cohort 1: 50mg CAD106 injection at 0, 6, 18 weeks (24); cohort 2: 150mg CAD106 injection at 0, 2, 6 weeks (22)
	placebo (cohort 1: 7, cohort 2: 5) 
	cohort 1: CAD106 33%, placebo 57%; cohort 2: CAD106 59%, placebo 60%
	cohort 1: CAD106 68·9, placebo 70·6; cohort 2: CAD106 68·2, placebo 67·0 
	Primary:

	
	
	
	
	
	
	
	
	
	
	CSF (serum Aβ-antibody)

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	CSF (Amyloid Biomarkers); Blood (Amyloid Biomarkers); Neuropsychological test battery (CERAD); MMSE; CDR (global); ADCS-ADL; MRI (volumetric)

	Wischik, 2014[118]
	Singapore and UK
	RCT
	mild to moderate AD
	DSM-4, NINCDS-ADRDA, and MMSE score 10-26
	321
	methylthioninium 69 mg/d (59), 138 mg/d (80) or 228 mg/d (90) for 24 weeks
	placebo (92)
	54% 
	73.8
	Primary: 

	
	
	
	
	
	
	
	
	
	
	ADAS-Cog

	
	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	
	ADCS-CGIC; MMSE; CDR (SB); Bristol ADL; ADFACS; NPI; dementia ‘caseness' short CAMDEX

	
	
	
	
	
	
	
	
	
	
	In substudy: 

	
	
	
	
	
	
	
	
	
	
	SPECT (n = 135; for regional cerebral blood flow)

	Wolkowitz et al., 2003[119]
	USA
	RCT
	mild to severe AD
	MMSE score >8
	58
	dehydroepiandrosterone (DHEA) 100mg/d for 6 months (28)
	placebo (30)
	49%
	DHEA 75.5, placebo 77.2
	ADAS-Cog; CIBIC+; MMSE; ADAS-Noncog; CSDD

	AD,  Alzheimer’s disease; ADAS-Cog, Alzheimer's Disease Assessment Scale-Cognitive subscale; ADAS-Noncog, Alzheimer's Disease Assessment Scale - Non-Cognitive subscale; ADCS-ADL, Alzheimer's Disease Co-operative Study - Activities of Daily Living Inventory; ADCS-CGIC, Alzheimer's Disease Cooperative Study - Clinical Global Impression of Change; ADFACS, Alzheimer's Disease Functional Assessment and Change Scale; ADL, activities of daily living; AMS, Adjective Mood Scale; BDRS, Blessed dementia rating scale; Behave-AD, Behavioural Pathology in Alzheimer's Disease Rating Scale; BPRS, Brief Psychiatric Rating Scale; BVRT, Benton Visual Retention Test; CAMDEX, Cambridge Mental Disorders of the Elderly Examination; CDR, Clinical Dementia Rating Scale; CERAD Consortium to Establish a Registry for Alzheimer’s Disease; CGI, Clinical Global Impression; CIBIC+, Clinician's Interview-Based Impression of Change plus carers input; CMAI, Cohen-Mansfield Agitation Inventory; CSF, cerebral spinal fluid; CSDD, Cornell Scale for Depression in Dementia; DAD, Disability Assessment for Dementia; DBRI, The Dysfunctional Behaviour Rating Instrument; DSM, Diagnostic and Statistical Manual of Mental Disorders; DSRS, Dementia Severity Rating Scale; EEG, electroencephalogram; EQ5D, EuroQol five dimensions questionnaire; FAQ, functional activities questionnaire; GBS scale, Gottfries-Brane-Steen Scale; Geriatric DS, Geriatric Depression Scale; Global DS, Global Deterioration Scale; HAM-D, Hamilton Rating Scale for Depression; IADL, instrumental activities of daily living; IDDD, Interview for Deterioration of Daily Living in Dementia; MADR-S, Montgomery-Asberg Depression Rating Scale; MCI, mild cognitive impairment; MDRS, Mattis Dementia Rating Scale; MMSE, Mini Mental State Examination; MRI, Magnetic resonance imaging; MRS, Magnetic resonance spectroscopy; NAI-ADL, Nuremberg Gerontopsychological Rating Scale for Activities of Daily Living; NINCDS-ADRDA, National Institute of Neurological and Communicative Disorders and Stroke/Alzheimer's disease and Related Disorders Association; NOSGER, Nurses' Observation Scale for Geriatric Patients; NPI, Neuropsychiatric Inventory; PET, positron emission tomography; PGRS, Plutchik geriatric rating scale; PSMS, Personal Self Maintenance Scale; QOL-AD, Quality of Life in Alzheimer's Disease; RCT, randomised controlled trial; RMBCP, Revised Memory and Behavioral Problems Checklist; SB, sum of boxes; SCAG, Sandoz Clinical Assessment-Geriatric Scale; SPECT, Single-photon emission computed tomography; SKT, Syndrom Kurt Syndrome Short test.


















TABLE B Published protocols
	Author and year
	Trial location 
	Trial type
	Dementia type and severity
	Criteria for dementia diagnosis
	Participants sex
	Participants age range
	Description of intervention
	Description of control/ comparator group
	Outcomes related to disease modification 

	Annweiler et al., 2011[120]
	France
	RCT
	moderate AD
	NINCDS-ADRDA, DSM-4, and MMSE score 10-20
	males and females
	≥60
	memantine 20mg/d plus vitamin D 3,571 IU/d for 24 weeks
	memantine 20mg/d plus placebo
	Primary:

	
	
	
	
	
	
	
	
	
	ADAS-Cog

	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	MMSE; Frontal Assessment Battery; Trail making test; Katz ADL; Lawton IADL

	Egefjord et al., 2012[121]
	Denmark
	RCT
	mild to moderate AD
	MMSE score 18-21
	not specified
	50-80
	liraglutide 1.8mg/d for 6 months
	placebo
	Primary:

	
	
	
	
	
	
	
	
	
	PET (glucose uptake and Aβ deposits)

	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	MRI (perfusion); Wechsler Memory Scale (Brief Cognitive Examination)

	Lawlor et al., 2014[122]
	France, Germany, Greece, Holland, Hungary,  Ireland, Italy, Sweden and UK
	RCT
	mild to moderate AD
	NINCDS- ADRDA and MMSE score 12-27
	males and females
	≥50
	nilvadipine 8mg/d for 78 weeks
	placebo
	ADAS-Cog; CDR (SB); DAD

	AD, Alzheimer’s disease; ADAS-Cog, Alzheimer's Disease Assessment Scale-Cognitive subscale; ADL, activities of daily living; CDR, Clinical Dementia Rating Scale; DAD, Disability Assessment for Dementia; DSM, Diagnostic and Statistical Manual of Mental Disorders; IADL, instrumental activities of daily living; MMSE, Mini Mental State Examination; MRI, Magnetic resonance imaging; NINCDS-ADRDA, National Institute of Neurological and Communicative Disorders and Stroke/Alzheimer's disease and Related Disorders Association; PET, positron emission tomography; RCT, randomised controlled trial. 






 TABLE C Ongoing trials
	Trial register number 
	Trial location 
	Trial type
	Dementia type and severity
	Criteria for dementia diagnosis
	Participants sex
	Participants age range
	Description of intervention
	Description of control/ comparator group
	Outcomes related to disease modification

	ISRCTN16105064[123] 
	UK
	RCT
	early AD
	NIAAA criteria and MMSE score >23
	males and females
	45-100
	minocycline 400mg/d
or minocycline 200mg/d for 2 years
	placebo
	MMSE; Bristol ADL

	ISRCTN31208535[124]
	UK
	RCT
	mild to moderate subcortical ischemic vascular dementia
	DSM-4 and MMSE score 15-26
	males and females
	≥ 50
	amlodipine 5 mg/d for 2 weeks then 10mg/d for 50 weeks
	placebo
	Primary:

	
	
	
	
	
	
	
	
	
	VADAS-Cog

	
	
	
	
	
	
	
	
	
	Secondary:

	
	
	
	
	
	
	
	
	
	MMSE; Trail making test; TICS-M; CGI; MRI (quantitation of lacunar lesions and diffuse white matter lesions); EQ5D; DEMQOL; DAD; NPI

	ISRCTN89711766[125]
	UK
	RCT
	early AD
	Dubois criteria for early AD or NINCDS-ADRDA/ NIA-AA, and MMSE score ≥22
	males and females
	50-85
	intravenous liraglutide 1.8 mg/d for 12 months
	placebo
	PET (change in glucose metabolism)

	ISRCTN93682878[126]
	UK
	RCT
	mild to moderate AD
	MMSE score 15-28 or MoCA score 12-24
	males and females
	≥55
	losartan escalating doses to 100mg/d for 12 months
	placebo
	Primary: 

	
	
	
	
	
	
	
	
	
	MRI (whole brain atrophy)

	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	MRI (white matter hyperintensity volume and cerebral blood flow); ADAS-Cog; DEMQOL; NPI; Bristol ADL

	NCT01409915[127]
	USA
	RCT
	mild to moderate AD
	MMSE score 10-26
	males and females
	55-85
	sagramostim (leukine) 250 mcg/m2 subcutaneously for 5 days a week for 3 weeks
	placebo
	Secondary: 

	
	
	
	
	
	
	
	
	
	MMSE; ADAS-Cog; CDR (global); Trail making test; Mohs Number Cancellation Test

	NCT01561053[128]
	Spain
	RCT
	mild-moderate AD
	MMSE score 18-26
	males and females
	55-85
	low dose albumin and immune globulin, high dose albumin and immune globulin, or low dose albumin with no immune globulin
	no intervention
	Primary: 

	
	
	
	
	
	
	
	
	
	ADAS-Cog; ADCS-ADL

	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	MMSE; Neuropsychological test battery (not specified); NPI; CDR (SB); ADCS-CGIC; CSDD; C-SSRS; QoL-AD; PET (glucose metabolism); CSF (Aβ1-40 and Aβ1-42, t-tau and p-tau); Blood (Aβ1-40 and Aβ1-42)

	NCT01767311[129]
	USA and Japan 
	RCT
	MCI or mild AD
	NIA-AA and MMSE score ≥22
	males and females
	50-90
	BAN2401 2.5mg/kg, BAN2401 5mg/kg or BAN2401 10mg/kg every 2 weeks; or 5mg/kg or 10mg/kg every 4 weeks, with placebo every 2 weeks
	
	Primary: 

	
	
	
	
	
	
	
	
	
	AD Composite Score (ADAS-Cog, MMSE, CDR SB)

	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	MRI (volumetric); PET (amyloid)

	NCT01965756[130]
	USA
	RCT
	early AD
	MMSE score >21
	males and females
	55-80
	metformin escalating doses to 4000mg/d - then crossover with placebo
	placebo
	Primary: 

	
	
	
	
	
	
	
	
	
	ADAS-Cog

	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	CogState Alzheimer’s Battery; DSRS; MRI (pCASL, MPRAGE and Flair); CSF

	NCT01966666[131]
	USA
	RCT
	mild-moderate AD
	NIA-AA and MMSE score 14-26
	males and females
	50-82
	TPI-287 2mg/m2, 6.3 mg/m2, or 20 mg/m2 intravenous infusion once every 3 weeks for 9 weeks
	placebo
	Secondary:

	
	
	
	
	
	
	
	
	
	CSF (biomarkers for AD but not specified); MRI (changes in brain network functional and structural connectivity and perfusion); ADAS-Cog; MMSE; ADCS-ADL; Geriatric DS

	NCT02036645[132]
	USA
	RCT
	mild-moderate AD
	Not specified 
	males and females
	55-85
	MEDI1814 IV either IV or subcutaneous injection (single or multiple doses, 25-1800mg)
	placebo
	Primary: 

	
	
	
	
	
	
	
	
	
	C-SSRS

	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	Blood (Aβ1-42); CSF (Aβ1-42 and Aβ1-40)

	NCT02051608[133]
	Argentina, Australia, Belgium, Bulgaria, Canada, Denmark, Finland, France, Germany, Guatamala, Hungary, Italy, Japan, Korea, Netherlands, Portugal, Russia, Spain, Sweden, Switzerland, Turkey, UK, USA
	RCT
	mild AD
	NINCDS-ADRDA
	males and females
	50-90
	gantenerumab (dose not specified) subcutaneously every 4 weeks for 100 weeks
	placebo
	Primary: 

	
	
	
	
	
	
	
	
	
	ADAS-Cog; ADCS-ADL

	
	
	
	
	
	
	
	
	
	In subsample: 

	
	
	
	
	
	
	
	
	
	PET (for amyloid)

	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	CSF (t-tau, p-tau and Aβ1-42); NPI; CDR (SB and global); MMSE; MRI (volumetric)

	NCT02080364[134]
	USA
	RCT
	mild AD
	MMSE score 21-26
	males and females
	50+
	azeliragon 5mg/d for 18 months
	placebo
	Primary: 

	
	
	
	
	
	
	
	
	
	ADAS-Cog; CDR (SB)

	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	MRI (volumetric); PET (glucose); NPI; MMSE; ADCS-ADL; Controlled Oral Word Association Test; Fluency test; DEMQOL; Blood (Aβ)

	NCT02245737[135] 
	Argentina, Australia, Belgium, Canada, France, Germany, Hungary, Italy, Japan, Poland, Romania, Spain, South Korea, Sweden, UK, USA
	RCT
	MCI or mild AD
	NIA-AA and MMSE score 20-30
	males and females
	55-85
	LY3314814 20mg/d or 50mg/d for 104 weeks
	placebo
	Primary: 

	
	
	
	
	
	
	
	
	
	CDR (global)

	
	
	
	
	
	
	
	
	
	Secondary:

	
	
	
	
	
	
	
	
	
	ADAS-Cog; FAQ; ACDS-ADL; NPI

	
	
	
	
	
	
	
	
	
	In substudy: 

	
	
	
	
	
	
	
	
	
	CSF (Aβ1-42, Aβ1-40, total tau and partial tau); PET (amyloid and glucose); MRI (volumetric) 

	NCT02322021[136]
	USA
	RCT
	MCI or mild-moderate AD
	NIA-AA
	males and females
	50-85
	E2609 low, middle or high doses (not specified) for 18 months
	placebo
	Secondary: 

	
	
	
	
	
	
	
	
	
	AD Composite Score (ADAS-Cog, MMSE, CDR SB)

	NCT02353598[137]
	USA
	RCT
	mild to moderate AD
	NINCDS-ADRDA or DSM-5, and MMSE score 18-28
	males and females
	50-90
	intravenous crenezumab dose level 1, 2 or 3 (not specified) every 4 weeks till week 13
	placebo
	Primary:

	
	
	
	
	
	
	
	
	
	 C-SSRS; MRI (amyloid)

	NCT02386306[138]
	USA
	RCT
	mild to moderate AD
	NIA-AA and MMSE score 12-26
	males and females
	55-85
	GC021109 - one of three different doses (not specified) for 28 days
	placebo
	Secondary: 

	
	
	
	
	
	
	
	
	
	Blood (IL-12, Aβ, and tau); CSF (IL-12, Aβ, and tau)

	NCT02389413[139]
	Belgium, France, Germany, Finland, Netherlands, Sweden
	RCT
	MCI or mild AD
	MMSE score 21-30
	males and females
	50-89
	PQ912 twice daily for 12 weeks
	placebo
	Secondary: 

	
	
	
	
	
	
	
	
	
	MMSE; Fluency tests; Geriatric DS; CogState Alzheimer’s Battery; CSF (QC activity, total-tau, phospho-tau, Aβ pattern, pro-inflammatory panel); MRI (brain functional connectivity); EEG

	NCT02406027[140]
	Belgium, France, Germany, Netherlands, Spain, Sweden
	RCT
	early AD
	Not specified 
	males and females
	50-85
	JNJ-54861911 10mg/d or 25 mg/d for 52 weeks
	placebo
	Secondary: 

	
	
	
	
	
	
	
	
	
	CSF ((Aβ1-37, Aβ1-38, Aβ1-40, Aβ1-42) and sAPP Fragments (sAPP-alpha, sAPP-beta) and total); Blood (Aβ1-40 Levels and sAPP Fragments (sAPP-alpha, sAPP-beta))

	NCT02431468[141]
	USA
	RCT
	moderate severe to severe AD
	MMSE score 4-15
	males and females
	55-85
	bryostatin 1 10ug, 20ug, or 40ug via IV for 45 minutes every other week
	placebo
	Severe impairment battery 

	NCT02434718[142]
	Japan
	RCT
	mild to moderate AD
	Not specified
	males and females
	55-85
	aducanumab (BIIB037) IV infusion in cohorts assigned to doses (single or multiple) up to 10 mg/kg
	placebo
	MRI (for amyloid)

	NCT02477800[143]
	Australia, Austria, Canada, Denmark, France, Germany, Hungary, Italy, Japan, Korea, Portugal, Spain, Taiwan, UK, USA
	RCT
	early AD
	MMSE score 24-30
	males and females
	55-85
	aducanumab (BIIB037) low or high dose via monthly intravenous (IV) infusion of for 18 months
	placebo
	Primary: 

	
	
	
	
	
	
	
	
	
	CDR (SB)

	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	MMSE; ADAS-Cog

	NCT02484547[144]
	Belgium, Canada, France, Germany, Italy, Japan, Netherlands, Poland, Spain, Sweden, Switzerland, USA
	RCT
	early AD
	MMSE score 24-30
	males and females
	50-85
	aducanumab (BIIB037) low or high dose via monthly intravenous (IV) infusion of for 18 months
	placebo
	Primary: 

	
	
	
	
	
	
	
	
	
	CDR (SB)

	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	MMSE; ADAS-Cog

	NCT02503501[145]
	USA
	RCT
	Amnestic MCI or mild AD
	NINCDS-ARDRA and MoCA score 18-27
	males and females
	50-90
	insulin glulisine 40IU/d for 6 months
	placebo
	Primary: 

	
	
	
	
	
	
	
	
	
	ADAS-Cog; FAQ; CDR (SB and global); CSF (Aβ42, tau, and phosphorylated-tau); PET (glucose)

	
	
	
	
	
	
	
	
	
	Secondary: 

	
	
	
	
	
	
	
	
	
	Digit Span; Trail making test; Fluency test; Wechsler Memory Scale; Geriatric DS

	NCT02547818[146]
	USA
	RCT
	early AD
	score below the education adjusted cut off on delayed Paragraph Recall (from the Wechsler Memory Scale)
	males and females
	55-79
	ALZT-OP1a (cromolyn) and ALZT-OP1b (ibuprofen) together, or cromolyn and placebo, or ibuprofen and placebo
	placebo
	Primary: 

	
	
	
	
	
	
	
	
	
	CDR (SB)

	NCT02551809[147]
	Taiwan
	RCT
	Mild AD
	MMSE score 20-26
	males and females
	60+
	UB-311 either 7 doses or 5 doses (with 2 placebo doses)
	placebo
	Secondary: 

	
	
	
	
	
	
	
	
	
	ADAS-Cog; ADCS-ADL; MMSE; CDR (SB); NPI

	NCT02579252[148]
	Austria
	RCT
	Mild AD
	NIA-AA and MMSE score 20-26
	males and females
	50-85
	AADvac1 (40µg Axon peptide 108) for 8 doses - 6 every 4 weeks, then 2 booster every 6 months
	placebo
	CogState Alzheimer’s Battery; CDR (SB); PET (for glucose metabolism); MRI (volumetric); CSF (biomarkers not specified)

	NCT02600130[149]
	USA
	RCT
	mild to moderate AD
	DSM-4,  NINCDS-ADRDA,  and MMSE score 18-24
	males and females
	55-75
	target dose of 20 million or 100 million Longeveron Mesenchymal Stem Cells (LMSCs) via intravenous infusion.
	placebo
	ADAS-Cog; CogState Alzheimer’s Battery; MMSE; NPI; Geriatric DS ; ADCS-ADL; QOL-AD; CSF (inflammatory biomarkers, and Tau, Phosphorylated tau, and Aβ); MRI (volumetric); Blood (IL-1, IL-6, TGF-β1, TNF-α, CRP, D-Dimer, Fibrinogen, ApoE, and CBC) 

	AD,  Alzheimer’s disease; ADAS-Cog, Alzheimer's Disease Assessment Scale-Cognitive subscale; ADCS-ADL, Alzheimer's Disease Co-operative Study - Activities of Daily Living Inventory; ADCS-CGIC, Alzheimer's Disease Cooperative Study - Clinical Global Impression of Change; ADL, activities of daily living; CDR, Clinical Dementia Rating Scale; CGI, Clinical Global Impression; CSF, cerebral spinal fluid; CSDD, Cornell Scale for Depression in Dementia; C-SSRS, Columbia Suicide Severity Rating Scale; DAD, Disability Assessment for Dementia; DSM, Diagnostic and Statistical Manual of Mental Disorders; DSRS, Dementia Severity Rating Scale; EQ5D, EuroQol five dimensions questionnaire; FAQ, functional activities questionnaire; Geriatric DS, Geriatric Depression Scale; Global DS, Global Deterioration Scale; IADL, instrumental activities of daily living; MCI, mild cognitive impairment; MMSE, Mini Mental State Examination; MRI, Magnetic resonance imaging; NIA-AA, National Institute on Aging/Alzheimer’s Association; NINCDS-ADRDA, National Institute of Neurological and Communicative Disorders and Stroke/Alzheimer's disease and Related Disorders Association; NPI, Neuropsychiatric Inventory; PET, positron emission tomography; QOL-AD, Quality of Life in Alzheimer's Disease; RCT, randomised controlled trial; TICS-M, Modified Telephone Interview for Cognitive Status; VADAS-Cog, Vascular Dementia Assessment Scale cognitive subscale. 






























TABLE D Validation of cognitive outcomes

	Measure
	n of trials
	n of participants
	Time taken
	Who completes
	Relevant populations validated with
	MCID 
	Ceiling & floor effects
	Sensitivity to change
	Acceptability
	Inter-rater reliability
	Test-retest reliability

	Global:
	
	
	
	
	
	
	
	
	
	
	

	Alzheimer's Disease Assessment Scale - Cognitive Scale[150]
	92 (75 published, 2 protocols, and 15 ongoing)
	20,419
	20-25 minutes
	Administered to PWD
	Validated in Chinese, Indian, Turkish, Brazilian, and Spanish[151,152]; Validated for mild-moderate dementia[153]
	Minimal clinically important difference of 3 may be relevant for early Alzheimer’s[154] and was 4 for VISTA trial[153]
	No ceiling or floor effects reported across 20 studies[151]; Ceiling effects in mild dementia[155]
	Sensitivity to change across 21 dementia treatment studies[151]; But can have poor sensitivity to detect change in mild-moderate Alzheimer’s[156,157]
	No information found
	Good across 4 studies[150,158-160]
	Good across 7 studies[150,152,155,159-162] but low on some items[155]

	Mini Mental State Examination[163]
	83 (68 published, 1 protocol, and 14 ongoing)
	17,736
	5-10 minutes
	Administered to PWD
	Translated into 50 languages and validated in many including Slovenian, Persian, Urdu, Greek, and Spanish[164-169]
	Minimum clinically important difference of 1.4 points in the DOMINO trial[170]
	Moderate ceiling effects, and small floor effects[171]
	Sensitive to change in Alzheimer’s[172]; May not be sensitive to change in early dementia and dementia with Lewy bodies/ frontotemporal dementia[173]
	Described as acceptable to patients[163]
	Good[163,174]
	Good[175-177]

	Batteries:
	
	
	
	
	
	
	
	
	
	
	

	CERAD Neuropsychological test battery[178]
	2 (2 published)
	80
	30 minutes
	Interviewer administered with PWD
	Validated in French, Korean and Russian and Cantonese[179-182]; Validated for various types of dementia including Alzheimer’s and frontotemporal[183,184]
	No information found
	No ceiling or floor effects[185]
	Sensitive to progression of Alzheimer's[178,186]
	No information found
	Good inter-rater reliability in PWD living in community[187]
	Good[184]

	CogState Alzheimer’s Battery [188]
	6 (2 published and 4 ongoing)
	161
	15-20 minutes
	Computer administered with PWD
	Validated for use in dementia[189]
	No information found
	No floor or ceiling effects[190,191]
	Sensitive to cognitive changes in dementia across 3 studies[190-192]
	No information found
	No information found
	Good in Alzheimer’s[190,193]

	Neuropsychological Test Battery[194]
	7 (7 published)
	3429
	70 minutes for all components
	Interviewer administered with PWD
	Validated for mild to moderate dementia[195]; Validated for use in China, Taiwan, Singapore, Hong Kong, and South Korea[175]
	No information found
	No floor or ceiling effect in total score, but floor effect on RAVLT delayed recall test in moderate dementia[155]
	Good ability to detect change in mild-moderate[155,175,195]
	No information found
	Good[175]
	Good in mild-moderate[155,194,195]












TABLE E Validation of neuropsychiatric outcomes

	Measure
	n of trials
	n of participants
	Time taken
	Who completes
	Relevant populations validated with
	MCID 
	Ceiling & floor effects
	Sensitivity to change
	Acceptability
	Inter-rater reliability
	Test-retest reliability

	Alzheimer's Disease Assessment Scale - Non Cognitive Scale[150]
	7 (all published)
	792
	20-25 minutes
	Interview with PWD and caregiver
	Validated for mild to moderate dementia[196]
	No information found
	No floor or ceiling effects[197]
	Sensitivity to change in mild-moderate[161,198]
	No information found
	Good across 3 studies[158,161,199]
	Good[161]

	Behavioural Pathology in Alzheimer's Disease Rating Scale[200]
	1 (published)
	425
	20 minutes
	Informant interview by clinician
	Validated in French, Swedish, German, Dutch, Spanish, Chinese, and Korean[151]
	No information found
	No floor or ceiling effects[201,202]
	Sensitive to change in moderate-severe[203]
	No information found
	Good[201,202,204]
	No information found

	Brief Psychiatric Rating Scale[205]
	3 (all published)
	190
	20 minutes
	Rated by an observer
	May be validated for Alzheimer’s disease[206]
	No information found
	No information found
	No information found
	No information found
	Good[206]
	No information found

	CERAD Behavioural Scale[207]
	1 (published)
	486
	20-30 minutes
	Semi-structured informant interview
	Validated in French, Spanish, Arabic, Chinese and Japanese[151,208]
	No information found
	No information found
	Some evidence of sensitivity[209]
	No information found
	Good[207]
	Good[209]

	Dysfunctional Behavior Rating Instrument[210]
	1 (published)
	406
	20 minutes
	Informant rated
	Validated for PwD living in the community[210]
	No information found
	No information found
	No information found
	No information found
	Good[210]
	Good[211]

	Neuropsychiatric inventory[212]
	38 (30 published and 8 ongoing)
	11,756
	10-20 minutes
	Informant interview
	Validated across dementia severity[212]; Validated in Italian, Greek, Japanese, Korean, Mexican, Polish, Spanish, and Dutch[151,213]
	MCID of 8 points in DOMINO trial[170]
	No floor or ceiling effects[214]
	Sensitive to change across dementia severities and types[214-217]
	No information found
	Good[212,213]
	Good across three studies[212,213,218]

	Nurses observation scale for geriatric patients[219]
	2 (all published)
	454
	3-5 minutes
	Nurses on wards normally rate with a caregiver
	Validated for people with dementia in hospitals[220]
	No information found
	No information found
	Good sensitivity to change in two studies including PwD[219,221]
	83% acceptability in mild-moderate dementia[220]
	Good[220]
	Good[220]

	Plutchik Geriatric Rating Scale[222]
	1 (published)
	178
	5-10 minutes
	Rated by an observer
	Doesn’t appear to be validated for use with people with dementia
	No information found
	No information found
	No information found
	No information found
	No information found
	No information found

	Revised Memory and Behavior Problems Checklist[223]
	1 (published)
	168
	10 minutes
	Informant questionnaire
	Validated in Taiwanese and Spanish[224,225]
	No information found
	No information found
	May not be sensitive to detect progression of dementia in 1 study[226]; But appear sensitive to changes in another study[227]
	No information found
	No information found
	Good[224]







TABLE F Validation of quality of life outcomes

	Measure
	n of trials
	n of participants
	Time taken
	Who completes
	Relevant populations validated with
	MCID 
	Ceiling & floor effects
	Sensitivity to change
	Acceptability
	Inter-rater reliability
	Test-retest reliability

	DEMQOL[228]
	4 (1 published and 3 ongoing)
	399
	10-20 minutes
	PwD and/or informant
	Valid for mild to moderate dementia living in the community or residential care[228]; Validated in Spanish, German and Russian[229-231]
	No information found
	No ceiling or floor effect[228]
	Sensitive to change in mild-moderate dementia[232-234]
	Good[228]
	Good inter-rater reliability of PWD and proxy versions for mild/moderate,[228] thought PwD rate higher than proxy in 1 study[235] and proxy rate higher than PwD in another study[234]
	Good across studies including PwD[228,236]

	European Quality of Life–5 Dimensions Scale[237]
	5 (4 published and 1 ongoing)
	4084
	4-15 minutes for PWD + 2 minutes for proxy
	PwD and/or informant
	Validated for mild-moderate dementia living in the community or residential homes[238]; Available in 100 languages[239]; Validated in French[240]
	No information found
	No ceiling or floor effect observed in 1 study[240]; Substantial ceiling effect for patient ratings, but not proxy, in 2 studies[241,242]
	Not sufficiently sensitive to detect changes in the progression of dementia[239]
	High completion rate but acceptability decreases with dementia severity[239,240]
	PwD provides significantly higher rating than proxy across 4 studies[239]; But in 1 study PWD and proxy ratings are similar for mild-moderate[238]
	Patients’ test-retest ratings unreliable for mild to moderate and less reliable than carers ratings[239] but 2 studies[240,241] report good test-retest reliability

	Quality of Life in Alzheimer’s Disease Scale[243]
	8 (6 published and 2 ongoing)
	3341
	5 minutes for informant version + 10-15 minutes for PWD
	PwD and/or informant
	Validated for people living in the community or residential care[244]; Validated for use in MMSE scores over 10[245]; Validated in English, French, Portuguese, Spanish, Japanese, Cantonese, Mandarin, Korean, Danish, Swedish, German and Greek[151,245]
	One standard deviation[246]
	No ceiling or floor effect observed[247]; Minimal ceiling and floor effects across 8 studies[4,248-254]
	Sensitive to change in studies of mild-moderate dementia[244]
	Good[247]
	Mixed inter-rater reliability of PWD and informant responses across 8 studies[243,244,255-261]
	Good[243,244]














TABLE G Validation of activities of daily living outcomes

	Measure
	n of trials
	n of participants
	Time taken
	Who completes
	Relevant populations validated with
	MCID 
	Ceiling & floor effects
	Sensitivity to change
	Acceptability
	Inter-rater reliability
	Test-retest reliability

	Alzheimer's Disease Co-operative Study - Activities of Daily Living[262]
	34 (28 published and 6 ongoing)
	11,500
	15-20 minutes
	Informant rated
	Validated for use in Spain, Sweden, Latvia, and Bosnia and Hercegovina[151]; Validated for mild to moderate living in the community[263]
	No information found
	No information found
	Sensitive to change in mild-moderate dementia in three studies[264-266] but not in one[267]
	No information found
	No information found
	Good across 4 studies[262,265,268,269]

	Alzheimer's Disease Functional Assessment and Change Scale[262]
	2 (2 published)
	350
	15-20 minutes
	Informant rated 
	Validated in Spanish[270]
	No information found
	No information found
	No information found
	No information found
	No information found
	No information found

	Bristol Activities of Daily Living Scale[271]
	5 (3 published and 2 ongoing)
	1117
	15 minutes
	Informant rated
	Validated for PwD living in community[272]
	Minimum clinically important difference of 3.5 points in DOMINO trial[170]
	No information found
	Sensitive to change in dementia[221,272]
	Carers report it’s easy to complete[271]
	Mixed across studies[273]
	Good[271,273]

	Dependence scale[274] 
	3 (all published)
	3343
	15-20 minutes
	Informant rated
	Valid for use with PwD living in the community[274]
	No information found
	Floor effect on cognition subscale[275]
	Sensitive to dementia progression[274] but may not pick up small changes in clinical trials[276]
	No information found
	Good[31]
	Good[274]

	Disability Assessment For Dementia[277]
	13 (11 published, 1 protocol and 1 ongoing)
	2914
	15 minutes
	Informant rated
	Validated in Korean, Chinese, Italian, Spanish, Persian, Portuguese, and Turkish[278-284]; Validated across dementia severities living in the community[279]
	No information found
	No floor or ceiling effects[277,285]
	Good sensitivity to change in 6 studies[286-291] but one study[292] found it wasn't sensitive to change in comparison to other measures
	No information found
	Good[277]
	Good[277]

	Functional Activities Questionnaire[293]
	2 (ongoing trials only)
	N/A
	10 minutes
	Informant interview
	Validated for mild dementia[294]
	No information found
	No information found
	No information found
	No information found
	Good[293]
	No information found

	Interview for deterioration in Daily Living Activities in Dementia[295]
	2 (published trials only)
	219 
	15 minutes
	Informant rated
	Validated for mild dementia living at home[296]; Validated in Spanish and Dutch[70,111,297]
	No information found
	No ceiling or floor effect[298]
	Thought to be responsive to change[275]
	No information found
	Good[296]
	Good[275]

	Katz Index of Activities of Daily Living Scale[299]
	3 (2 published 1 protocol)
	185
	10 minutes
	Informant rated
	Validated as more of a clinical assessment than a measure of treatment effectiveness[300]
	No information found
	No information found
	Sensitive to dementia progression [301,302] but may not be sensitive to small changes[303]
	No information found
	Good[303,304]
	Good[303]

	Lawton Instrumental Activities of Daily Living Scale[305]
	8 (7 published and 1 protocol)
	1125
	10 minutes
	Clinician/ researcher rated
	Validated in Asian older adults living in the community (some with dementia)[306]
	No information found
	Ceiling effect reported[307]
	Sensitive to treatment effects in moderate-severe[308]
	No information found
	Good[309]
	Good[309]

	Nuremberg Gerontopsychological Rating Scale for Activities of Daily Living[310] 
	3 (all published)
	530
	Not specified
	Self-complete or informant questionnaire
	Doesn’t appear to be validated for use with people with dementia
	No information found
	No information found
	May not be sensitive to change over time[311]
	No information found
	Family carers rate more deficits than paid carers[311]
	No information found

	Physical self-maintenance scale[305] 
	3 (all published)
	429
	5 minutes
	Self-complete or observer rated
	Validated for PwD living in the community[304]
	No information found
	Ceiling effect likely in PwD living in community[275]
	Sensitive to treatment effects in moderate-severe[308]
	No information found
	Good[309]
	Good[309]

	Video recorder home-behavioural assessment[35]
	1 (published)
	48
	Not specified
	Researcher rated
	Doesn’t appear to be validated for use with people with dementia
	No information found
	No information found
	May be sensitive to change[35]
	No information found
	Good[35]
	Good[35]



















TABLE H Validation of global outcomes

	Measure
	n of trials
	n of participants
	Time taken
	Who completes
	Relevant populations validated with
	MCID 
	Ceiling & floor effects
	Sensitivity to change
	Acceptability
	Inter-rater reliability
	Test-retest reliability

	Impression of change scales:
	
	
	
	
	
	
	
	
	
	

	Alzheimer's Disease Cooperative Study - Clinical Global Impression of Change[312]
	8 (7 published and 1 ongoing)
	1590
	20 minutes
	PwD + informant
	Validated for use in clinical and home settings[313]
	No information found
	No information found
	Sensitive to detect changes in mild to moderate dementia over 12 months[312]
	No information found
	Good[312]
	Good[312]

	Clinical Global Impression’s Scale[314]
	15 (14 published and 1 ongoing)
	2063
	5 minutes
	Clinician rated by interview with PWD/informant
	Doesn’t appear to be validated for use with people with dementia
	No information found
	No information found
	No information found
	No information found
	No information found
	No information found

	Clinician's Interview-Based Impression of Change Plus Caregiver Input[315] 
	12 (12 published)
	4087
	10-40 minutes
	Clinician semi-structured interview with PWD + informant
	Validated in Japanese[316]
	No information found
	No information found
	Sensitive to change in dementia treatment studies[312,317]
	Good acceptability[317]
	Good[318]
	Good[317]

	Multiple domain scales:
	
	
	
	
	
	
	
	
	
	

	Short CAMDEX[319]
	1 (published)
	321
	30 minutes
	Clinician 
	Used to screen for and diagnose dementia[319]
	No information found
	No information found
	No information found
	No information found
	No information found
	No information found

	Blessed Dementia rating scale[320]
	3 (3 published)
	190
	15 minutes
	Informant rated
	Validated in  Taiwanese, Chinese, Korean, and Czech[321-324]
	No information found
	Floor and ceiling effects in 2 studies[320,325]
	Sensitive to progression of dementia [326]
	No information found
	Good in 2 studies[274,327]
	Good in 3 studies[326,328,329]

	Dementia Severity Rating Scale[330]
	3 (2 published and 1 ongoing)
	164
	5 minutes
	Carer questionnaire 
	Validated for mild to severe dementia[331]
	No information found
	No floor or ceiling effects[330]
	Sensitive to change across mild-severe[330-332]
	No information found
	Good inter-rater reliability of caregiver responses compared to clinician information[330]
	Good[330,333]

	Gottfries-Brane-Steen rating scale for dementia[334] 
	4 (4 published)
	636
	20-30 minutes
	Clinician interview with PwD + informant interview
	Translated in Czech, Danish, Italian, Japanese, Norwegian, Spanish and Swedish[335]; Validated across dementia severities[335]
	No information found
	Can have a ceiling effect in mild dementia[336]
	Sensitive to change across dementia severities[335]
	No information found
	Good across 9 studies[335]
	No information found

	Sandoz Clinical Assessment-Geriatric Scale[337]
	2 (2 published)
	298
	15-30 minutes
	Clinician observation
	Validated in French and German[151]
	No information found
	No information found
	Sensitive to change across 3 studies[337-339]
	No information found
	Good in 2 studies[337,338]
	Low across 3 studies [328,338,340]

	Staging of dementia scales:
	
	
	
	
	
	
	
	
	
	

	Clinical Dementia Rating[341]
	48 (34 published, 1 protocol, and 13 ongoing)
	14,596
	40 minutes
	PwD + carer
	Valid for mild-severe dementia[342]; Valid in community and residential care settings[151]; Available in Chinese, Czech, Dutch, English, Finnish, French, German, Hebrew, Polish, Spanish, Swedish, Portugese[151,343,344]
	No information found
	Minimal floor and ceiling effects across 11 studies[345-355]; Floor and ceiling effects in 1 study[356]
	Sensitive to treatment effects across 12 studies[345-355,357,358]
	No information found
	Good to very good across 12 studies [341,356,359-368]
	Good[364]

	Global Deterioration Scale
	6 (6 published)
	809
	2 minutes
	Informant rated
	English version has been translated and validated in German and Korean[151,369]; Validated in community or residential care[370]
	No information found
	No information found
	Good sensitivity to change in 2 studies[371,372] but not in another study[373] 
	No information found
	Good across 4 studies[206,374-376]
	Good[374]





















[bookmark: _GoBack]TABLE I Validation of biological markers outcomes

	Type of biological technique
	n of trials
	n of participants
	Type of biological marker in trials
	Accuracy
	Sensitivity to change
	Risks

	MRI
	30 (16 published, 1 protocol, and 13 ongoing) 
	4788
	Mostly serial structural MRI for volume (22 trials; 4788 participants). The other 8 trials used MRI for: Perfusion (1 trial); Amyloid (2 trials); Changes in brain network functional and structural connectivity and perfusion (1 trial); Brain functional connectivity (1 trial); Quantitation of lacunar lesions and diffuse white matter lesions (1 trial); Whole brain atrophy, white matter hyperintensity volume and cerebral blood flow (1 trial); Unknown (1 trial)
	Serial structural MRI: Gives accurate measurements of hippocampal volume and correlates with neuronal numbers[377]
	Serial structural MRI:
	· Strong magnetic field so not appropriate for anyone who has metallic impalnts inside their body e.g pacemaker[388]

	
	
	
	
	
	· Hippocampal atrophy correlates with AD pathology[378] including with braak staging of dementia, tau, Amyloid beta burden in people with AD[379]
	· 

	
	
	
	
	
	· There is consistent replication of hippocampal atrophy in assessing neurodegeneration caused by AD across disease severity, including evidence from 11 different research groups[379]
	· Can be noisy so need appropriate hearing protection[388]

	
	
	
	
	
	· Atrophy in the entorhinal cortex, ventricle, and particularly the hippocampus and whole brain, accelerates with increasing cognitive decline across dementia[378,380-384]
	· Short term exposure causes no harmful biological effects[389]

	
	
	
	
	
	· Structural MRI more sensitive to change across AD severities than amyloid markers measured via PET imaging or CSF[385-387]
	· Can have psychological risks e.g. anxiety and claustrophobia[390,391]
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