Supp. Table 3 Overview of available results. Results for fluid-based biomarkers and clinical endpoints are summarized following a pubmed search with the NCT number. Information on inclusion criteria is reported as age, diagnosis and based on which biomarkers are needed when applicable. 
	NCT Number
	Drug
	Target class:
	Phase
	Duration (weeks)
	N
	Inclusion criteria
	Biomarker endpoints
	Clinical endpoints
	pTau effect in report

	NCT045243511
	Buntanetap
	Amyloid β
	Phase 2
	4
	75
	45+; AD based on CDR-SB and MMSE scores
	CSF Aβ40: NS compared to placebo
CSF Aβ42: NS compared to placebo
CSF tTau: NS compared to placebo
CSF pTau: NS compared to placebo
CSF sAPPa: NS compared to placebo
CSF sAPPb: NS compared to placebo
CSF sTREM2: NS compared to placebo
CSF GFAP: NS compared to placebo
CSF YKL-40: NS compared to placebo
CSF complement 3: NS compared to placebo
CSF NFL: NS compared to placebo
CSF NRGN: NS compared to placebo
Study not powered to measure statistically significant differences, trends were visible.
	ADAS-Cog11: Better score compared to baseline
WAIS: Better score compared to baseline
MMSE: NS compared to baseline
CDR-SB: NS compared to baseline
	NA

	NCT031146572
	Crenezumab
	Amyloid β
	Phase 3
	100
	805
	50-85; MCI or probable dementia according to NIA-AA; Amyloid PET or CSF 
	Discontinued due to earlier study not meeting primary endpoint
	Discontinued due to earlier study not meeting primary endpoint
	NA

	NCT044375113
	Donanemab
	Amyloid β
	Phase 3
	76
	1800
	60-85; gradual and progressive change in memory; Tau PET and amyloid PET
	Plasma pTau217: decreased compared to placebo
	iADRS: Better score compared to placebo

	Plasma pTau217: Log10 -0.2

	NCT033674034,5
	Donanemab
	Amyloid β
	Phase 2
	72
	266
	60-85; gradual and progressive change in memory; positive Amyloid and Tau PET
	Plasma pTau217: decreased compared to placebo
Plasma GFAP: decreased compared to placebo
Plasma NFL: NS compared to placebo
Plasma Aβ42/40: NS compared to placebo
	iADRS: Better score compared to placebo
ADAS-Cog13: Inconclusive
CDR-SB/ADCS-iADL/MMSE: NS compared to placebo
	Plasma pTau217: Log10 -0.14

	NCT034448706
	Gantenerumab 
	Amyloid β
	Phase 3
	116
	1016
	50-90; NIA-AA for probable AD dementia or prodromal AD; AD confirmed by CSF tau/Aβ42 or amyloid PET scan
	CSF tTau: decreased compared to placebo
CSF pTau181: decreased compared to placebo
CSF Aβ40: decreased compared to placebo
CSF Aβ42: increased compared to placebo
CSF NRGN: decreased compared to placebo
CSF NFL: decreased compared to placebo
Plasma pTau181: decreased compared to placebo
Plasma Aβ42: Increased compared to placebo
	CDR-SB: NS compared to placebo
ADAS-Cog13: NS compared to placebo
ADCS-ADL: NS compared to placebo
	CSF pTau181: 
-23.8%
Plasma pTau181: 
-24%

	NCT034439736
	Gantenerumab 
	Amyloid β
	Phase 3
	116
	982
	50-90; NIA-AA for probable AD dementia or prodromal AD; AD confirmed by CSF tau/Aβ42 or amyloid PET scan
	CSF tTau: decreased compared to placebo
CSF pTau181: decreased compared to placebo
CSF Aβ40: decreased compared to placebo
CSF Aβ42: increased compared to placebo
CSF NRGN: decreased compared to placebo
CSF NFL: decreased compared to placebo
Plasma pTau181: decreased compared to placebo
Plasma Aβ42: increased compared to placebo
	CDR-SB: NS compared to placebo
ADAS-Cog13: NS compared to placebo
ADCS-ADL: NS compared to placebo
	CSF pTau181: 
-23.8%
Plasma pTau181: 
-21%

	NCT038874557
	Lecanemab
	Amyloid β
	Phase 3
	78
	1766
	50-90; criteria of NIA-AA for MCI of probable AD; positive biomarker amyloid
	CSF Aβ42: increased compared to placebo
CSF tTau: decreased compared to placebo
CSF pTau181: decreased compared to placebo
CSF NRGN: decreased compared to placebo
CSF Aβ40: NS compared to placebo
CSF NFL: NS compared to placebo
Plasma Aβ42/40: increased compared to placebo
Plasma pTau181: decreased compared to placebo
Plasma GFAP: decreased compared to placebo
Plasma NFL: decreased compared to placebo
	CDR-SB: Better score compared to placebo
ADAS-Co14: Better score compared to placebo
ADCOMS: Better score compared to placebo
ADCS_MCI-ADL: Better score compared to placebo
	CSF pTau181: ~30 pg/mL compared to placebo
-16 pg/mL compared to baseline
Plasma pTau181: ~0.8 pg/mL

	NCT037068858
	Efavirenz
	ApoE, Lipids and Lipoprotein Receptors
	Phase 1
	52
	5
	55-85; AD confirmed by cognitive decline, MMSE 16-30 and CDR
	Plasma 24-OHC: Increased compared to baseline
CSF Aβ40: NS compared to baseline
CSF Aβ42: NS compared to baseline
CSF tTau: NS compared to baseline
CSF pTau181: NS compared to baseline
	MoCA: NS compared to baseline
	NA

	NCT031010859
	S-equol
	growth factors and hormones
	Phase 2
	4
	40
	50-90; AD diagnosis; exclude ApoE4
	COX/CS: increased compared to baseline
	MoCA: NS compared to baseline
	NA

	NCT0375732510
	DNL747
	Inflammation
	Phase 1
	12
	16
	55-85; AD diagnosis based on NIA-AA, CSF Ab42 or Amyloid PET
	Plasma PBMC pRIPK1: decreased compared to placebo
	No clinical endpoints included
	NA

	NCT0340265911
	Neflamapimod
	Inflammation
	Phase 2
	24
	161
	55-85; MCI or AD defined by CDR 0.5-1.0, MMSE 20-28; CSF Ab1-42, p-Tau, CT or MRI compatible with AD
	CSF tTau: decreased compared to placebo
CSF pTau181: decreased compared to placebo
CSF NRGN: NS compared to placebo
CSF NFL: NS compared to placebo
CSF Aβ40: NS compared to placebo
CSF Aβ42: NS compared to placebo
	HVLT-R/ WMS immediate and delayed recall/CDR-SB/ MMSE: NS compared to placebo
	CSF pTau181: 
-2.1 pg/mL

	NCT0455279512
	3TC (lamivudine)
	Other
	Phase 2
	24
	12
	50-80; clinical diagnosis of early AD
	CSF GFAP: decreased compared to baseline
Plasma Aβ42/40: increased compared to baseline
CSF NFL: NS compared to baseline
CSF Aβ42/40: NS compared to baseline
CSF pTau181: NS compared to baseline
Plasma NFL: NS compared to baseline
Plasma GFAP: NS compared to baseline
Plasma pTau181: NS compared to baseline
	MMSE: NS compared to baseline
PACC-5: NS compared to baseline
Attention, memory, naming, and EF tasks: NS compared to baseline
	NA

	NCT0352212913
	CT1812
	Synaptic plasticity/ neuroprotection
	Phase 1
	1
	3
	50-80; mild to moderate AD based on NIA-AA; MRI and Abeta PET scan 
	CSF Aβ oligomers: Increased compared to baseline
	No clinical endpoints included
	NA

	NCT0349328214
	CT1812
	Synaptic plasticity/ neuroprotection
	Phase 2
	30
	23
	50-85; Mild to moderate AD acoording to NIA-AA; Amyloid PET or Amyloid CSF
	CSF Aβ40: NS compared to placebo
CSF Aβ42: NS compared to placebo
CSF tTau: NS compared to placebo
CSF pTau: NS compared to placebo
CSF NRGN: NS compared to placebo
CSF synaptotagmin: NS compared to placebo
CSF SNAP25: NS compared to placebo
CSF NFL: NS compared to placebo
	ADCS-ADL: High dose better scores compared to placebo
ADAS-Cog11: NS compared to placebo
MMSE: NS compared to placebo

	NA

	NCT0318698915
	BIIB080 (MAPTrx)
	Tau
	Phase 2
	61
	46
	50-74; mild Alzheimer's Disease diagnosis; CSF biomarkers 
	CSF tTau: decreased compared to placebo
CSF pTau181: decreased compared to placebo
CSF tTau/Aβ42: decreased compared to placebo
CSF NFL: NS compared to baseline
CSF NFH: NS compared to baseline
CSF NRGN: NS compared to baseline
CSF YKL-40:  NS compared to baseline
	RBANS Total score: NS compared to baseline
MMSE Total score: NS compared to baseline
NPI-Q/FAQ Total score: NS compared to baseline
	CSF pTau181: Ranging from 0 to 
~-55% based on dose

	NCT0335255716
	Gosuranemab
	Tau
	Phase 2
	238
	654
	50-80; MCI or mild AD; positive for amyloid beta
	CSF Unbound N-terminal tau: decreased in treatment compared to placebo
CSF pTau181: Decreased in high dose treatment compared to placebo
CSF tTau: Decreased in treatment compared to placebo
CSF Aβ42: NS compared to placebo
	CDR-SB/MMSE/ADCS-ADL/FAQ: NS compared to placebo group
ADAS-Cog13: Significantly worse in treatment compared to placebo
	CSF pTau181: 
~-25 pg/mL compared to placebo
-7.1 pg/mL compared to baseline

	NCT0328914317
	Semorinemab
	Tau
	Phase 2
	73
	457
	50-80; probable AD or MCI according to NIA-AA; Amyloid PET or CSF
	Plasma mid-domain tTau: increased compared to placebo
CSF tTau: decreased from baseline
CSF pTau181: decreased from baseline 
	CDR-SB/ADAS-Cog13/RBANS/
ADCS-ADL/A-IADL-Q: NS compared to placebo
	CSF pTau181: 
-9.7 pg/mL compared to placebo
-10.5 pg/mL compared to baseline

	NCT0382874718
	Semorinemab
	Tau
	Phase 2
	72
	273
	50-85; probable AD according to NIA-AA, MMSE 16-21; CSF Ab42 or Amyloid PET
	Plasma tTau: increased compared to placebo
Plasma pTau217: increased compared to placebo
CSFpTau217: decreased compared to placebo
CSF pTau181: decreased compared to placebo
CSF tTau: decreased compared to placebo
CSF N-term Tau: NS compared to placebo 
	ADAS-Cog11: Better score compared to placebo
ADCS-ADL/CDR-SB/MMSE: NS compared to placebo
	Plasma pTau217: 
~+88 pg/mL
CSF pTau217: 
~-50%
CSF pTau181:
~-12%

	NCT0351807319
	Zagotenemab
	Tau
	Phase 2
	104
	360
	60-85; AD, progressive change in memory > 6m
	Plasma tTau: Increased compared to placebo
Plasma pTau181: Increased compared to placebo
Plasma NFL: NS compared to placebo
	iADRS/ADCS-iADL/ADAS-Cog13/CDR-SB/MMSE: NS compared to placebo
	Plasma pTau181: ~+15 pg/mL (low dose); 
~+ 30 pg/mL (high dose)

	NCT0301953620
	Zagotenemab
	Tau
	Phase 1
	64
	24
	50 +; MCI-AD /mild/moderate AD based on NIA-AA
	Plasma tTau: NS compared to placebo
	No clinical endpoints included
	NA
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