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	Wash-in analysis
	Wash-out analysis
	Delayed-start trial design
	Long-term 
follow-up
	Biomarkers (primary or secondary outcome measures)
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	Imaging
	CSF
	Blood
	Urine
	EEG
	

	PRECEPT [1]
	
	4 weeks
	
	24 months†
	[123I]β-CIT SPECT
	
	
	
	
	Time to dopaminergic treatment

	Green tea [2, 3]
	
	
	6 month delay
	
	
	
	
	
	
	

	TCH346 [4]
	4 weeks
	4 weeks
	
	12-18 months†
	
	
	
	
	
	Time to dopaminergic treatment

	Exenatide [5]
	
	8 weeks
	
	
	[123I]FP-CIT SPECT
	
	
	
	
	

	H2-water [6]
	
	8 weeks
	
	
	
	
	
	
	
	

	ROADS [7]
	4 and 13 weeks
	Staggered 
(2 or 4 weeks)
	
	12 months†
	
	
	
	
	
	Time to levodopa treatment

	Subtherapeutic pergolide [8]
	6 weeks
	4 weeks
	
	Until all required levodopa†
	
	
	
	
	
	Time to levodopa treatment

	CALM-PD-CIT [9]
	
	
	
	46 months†
	[123I]β-CIT SPECT
	
	
	
	
	

	Rasagiline cognition [10]
	
	
	
	6 monthsФ
	
	
	
	
	
	

	Russian rasagiline [11]
	
	4 weeks
	
	
	
	
	
	
	
	

	ADAGIO [12]
	
	
	8 month delay
	18 months‡
	
	
	
	
	
	

	TEMPO [13]
	
	
	6 month delay
	12 months†
	
	
	
	
	
	Time to dopaminergic treatment

	REAL-PET [14]
	
	
	
	24 months†
	FDOPA PET
	
	
	
	
	Time to dyskinesias

	UK/France FDOPA PET [15]
	
	
	
	
	FDOPA PET
	
	
	
	
	

	Norwegian-Danish [16]
	
	4 weeks
	
	60 months†
	
	
	
	
	
	Time to motor fluctuations

	SELEDO [17]
	
	
	
	60 months†
	
	
	
	
	
	Time until baseline levodopa dose had to be increased by ≥ 50%

	Swedish selegiline [18]
	6 and 12 weeks
	8 weeks
	
	Until all required levodopa†
	
	
	
	
	
	Time to levodopa treatment

	SINDEPAR [19]
	12 weeks
	8 weeks
	
	
	
	
	
	
	
	

	Finnish selegiline [20]
	4 and 8 weeks
	
	
	Until all required levodopa†
	
	
	
	
	
	Time to levodopa treatment

	Tetrud and Langston [21]
	4 weeks
	4 weeks
	
	36 months†
	
	
	
	
	
	Time to levodopa treatment

	DATATOP [22]
	4 and 12 weeks
	4 and 8 weeks
	
	24 months†
	
	
	
	
	
	Time to levodopa treatment

	QE3 [23]
	
	
	
	16 months†
	
	
	
	
	
	Time to dopaminergic treatment

	QE2 [24]
	4 weeks
	
	
	16 months†
	
	
	
	
	
	Time to levodopa treatment

	Creatine-CoQ10 [25]
	
	
	
	18 months¥
	
	
	Phospholipids
	
	
	

	NET-PD LS-1 Creatine [26]
	
	
	
	60-96 months¥
	
	
	
	
	
	

	German Creatine [27]
	
	
	
	
	[123I]FP-CIT SPECT
	
	
	
	
	

	Fenugreek [28]
	
	
	
	6 months¥
	
	
	
	
	
	

	Trial
	Wash-in analysis
	Wash-out analysis
	Delayed-start trial design
	Long-term 
follow-up
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	Imaging
	CSF
	Blood
	Urine
	EEG
	

	Ubiquinol-10 [29]
	8 weeks
	8 weeks
	
	48 weeks† (n=31)
96 weeks† (n=33)
	
	
	
	
	
	Time to levodopa treatment

	FAIRPARK [30]
	
	
	6 month delay
	
	MRI: R2*
	
	
	
	
	

	ELLDOPA [31]
	
	2 weeks
	
	10 months†
	[123I]β-CIT SPECT 
	
	
	
	
	

	PROUD [32]
	
	
	6-9 month delay
	
	[123I]FP-CIT SPECT
	
	
	
	
	

	GM1 ganglioside [33]
	
	1 and 2 years
	6 month delay
	52 months†
	[11C]MP PET [34]
	
	
	
	
	

	MitoQ trial [35]
	4 weeks
	
	
	12 months†
	
	
	
	
	
	Time to dopaminergic treatment

	Riluzole international [36]
	
	8 weeks
	
	
	FDOPA PET
	
	
	
	
	Time to dopaminergic treatment

	Riluzole USA [37]
	
	6 weeks
	6 month delay
	12 months†
	
	
	
	
	
	Time to dopaminergic treatment

	GPI-1485 (6 month trial) [38]
	
	
	
	
	[123I]β-CIT SPECT
	
	
	
	
	

	Planned, Ongoing and
Unpublished RCTs
	
	
	
	
	
	
	
	
	
	

	MIREILLE [39]
	
	
	
	12 months
	[123I]FP-CIT SPECT
	
	
	
	
	

	Exenatide-PD [40]
	
	12 weeks
	
	
	[123I]FP-CIT SPECT
	BDNF
	
	
	
	

	STEADY-PD [41]
	
	
	
	36 months
	
	
	
	
	
	Time to dopaminergic treatment
Time to motor complications

	G-CSF [42]
	
	
	
	24 months
	
	
	
	
	
	

	ZONIST [43]
	
	
	
	
	
	
	
	
	
	Time to dopaminergic treatment

	NICOPARK2 [44]
	
	5 weeks
	
	
	[123I]FP-CIT SPECT
	
	
	
	
	

	NIC-PD [45]
	
	8 weeks 
	
	14 months
	
	
	
	
	
	Time to dopaminergic treatment

	GPI-1485 (2 year trial) [46]
	
	
	
	
	[123I]β-CIT SPECT
	
	
	
	
	


Key
								Long-term follow-up studies (published studies only)
Biomarker modalities						†	Image published (e.g. Kaplan Meier plot) from which the presence/absence of sustained
CSF	Cerebrospinal fluid						divergence in outcome measures could be inferred. No formal slope analyses conducted.
EEG	Electroencephalography					‡	Formal slope analyses conducted to look for sustained divergence.		
MRI	Magnetic Resonance Imaging				¥	No formal slope analysis conducted nor image published from which sustained divergence
PET	Positron Emission Tomography					in outcome measures between groups can be inferred. Furthermore, no alternative
SPECT	Single Photon Emission Computed Tomography			strategy used to try to demonstrate disease-modification.
								Ф	Insufficient information to classify (e.g. only published as conference abstract)	


CSF measurements 							MRI measurements
BDNF			Brain-Derived Neurotrophic Factor 			R2*			Proton transverse relaxation rate	

PET ligands
FDOPA			[18F]6-fluoro-L-3,4-dihydroxyphenylalanine
[11C]MP			[11C]Methylphenidate	

SPECT ligands
[123I]FP-CIT		[123I]-2β-carbomethoxy-3β-(4-iodophenyl)-N-(3-fluoropropyl)-N-tropane
[123I]β-CIT		[123I]-2β-carbomethoxy-3β-(4-iodophenyl tropane)
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