Supplementary materials

TABLE S1: Search strategy for each database.

PubMed Literature Search Strategy: Search conducted on January 18, 2021.
	#
	Strategy key terms
	Results, n

	1
	"parkinson*"[TW] or “Parkinsonian Disorders”[MESH]
	101,585

	2
	“rasagiline”[TW] or “azilect”[TW] or “agilect”[TW] or “AGN-1135”[TW] or “AGN1135”[TW] or “TVP-101”[TW] or “TVP101”[TW] or “TVP-1012”[TW] or “TVP1012”[TW] or "rasagiline" [Supplementary Concept]
	578

	3
	“l-dopa”[TW] or “ldopa”[TW] or “levodopa”[TW]
	18,408

	4
	"Randomized Controlled Trial"[PT] or “Controlled Clinical Trial”[PT] or “randomized”[TIAB] or “placebo”[TIAB] or “clinical trials as topic”[MESH: noexp] or “randomly”[TIAB] or “trial”[TI] NOT (“animals”[MH] NOT “humans“[MH])
	1,019,697

	#5
	#1 and #2 and #3 and #4
	71



Cochrane Library Literature Search Strategy: Search conducted on January 18, 2021.
	#
	Strategy key terms
	Results, n

	#1
	MeSH descriptor: [Parkinson Disease] explode all trees
	4233

	#2
	(Parkinson*): ti; ab; kw
	10,857

	#3
	#1 or #2
	10,857

	#4
	rasagiline or azilect or agilect or AGN-1135 or AGN1135 or TVP-101 or TVP101 or TVP-1012 or TVP1012: ti; ab; kw
	242

	#5
	l-dopa or ldopa or levodopa: ti; ab; kw
	3705

	#6
	#3 and #4 and #5 (in Trials)
	86



EMBASE Library (via ProQuest) Search Strategy: Search conducted on January 19, 2021.
	#
	Strategy key terms
	Results, n

	1
	ti,ab,su(Parkinson*)
	215,355

	2
	ti,ab,su(rasagiline or azilect or agilect or AGN-1135 or AGN1135 or TVP-101 or TVP101 or TVP-1012 or TVP1012)
	2794

	3
	i,ab,su(l-dopa or ldopa or levodopa)
	59,445

	4
	#2 and #3
	1645

	5
	#1 and #4
	1614

	6
	ti,ab(random*)
	1,618,038

	7
	ti,ab,su(placebo)
	467,464

	8
	ti,ab("double-blind*")
	216,069

	9
	#8 or #9 or #10
	1,877,563

	10
	#5 and #9
	407



Web of Science Search Strategy: Search conducted on January 18, 2021.
	#
	Strategy key terms
	Results, n

	1
	Topic=(clin*) OR Title=(clin*)
	4,140,887

	2
	Topic=(trial*) OR Title=(trial*)
	1,662,370

	3
	#1 and #2
	751,181

	4
	TS=(singl* OR Doubl* OR Tripl* OR Trebl*) OR TI=(singl* OR Doubl* OR Tripl* OR Trebl*)
	4,768,801

	5
	TS=(mask* OR blind*) OR TI=(mask* OR blind*)
	669,640

	6
	#4 and #5
	347,250

	7
	TS=(allocate* OR assign*) OR TI=(allocate* OR assign*)
	717,981

	8
	TS=random* OR TI=random*
	1,957,768

	9
	#7 and #8
	200,228

	10
	#3 or #6 or #9
	1,126,658

	11
	TS=(rasagiline or azilect or agilect or AGN-1135 or AGN1135 or TVP-101 or TVP101 or TVP-1012 or TVP1012)
	1144

	12
	TS=(l-dopa or ldopa or levodopa)
	29,049

	13
	#11 and #12
	328

	14
	TS=(parkinson*)
	186,837

	15
	#10 and #13 and #14
	212




FIGURE S1: Sensitivity analysis for rasagiline/levodopa combination therapy versus levodopa monotherapy on (A) wearing-off time (hours), (B) UPDRS/MDS-UPDRS II, (C) UPDRS/MDS-UPDRS III, and (D) incidence of TEAEs. CI, confidence interval; MDS-UPDRS, Movement Disorder Society-Unified Parkinson’s Disease Rating Scale; RE, random effect; RR, risk ratio; SD, standard deviation; SMD, standardized mean difference; TEAE, treatment-emergent adverse event; UPDRS, Unified Parkinson’s Disease Rating Scale.
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(A)

Rasagline/levadiopa Levadopa SMD
Author, Year N Mean (SD) N__Mean (SD) Weight (%) 195% CI]
Zhang, 2018 18 -125(201) 152 -076(187) 137 -025[-047,-0.07]
Hattori, 2018 123 -140(250) 141 -050(246) 183 -0.36[-060,-0.12]
Hauser, 2015 152 -110(620) 151 -060(500) 196 -005[-028,0.17]
Rascal, 2005 222 -118(224) 218 -040(221) 230 -0.35[-054,-0.16]
Parkinson Study Group, 2005 143 -185(188) 159 -091(188) 194 -050[-073,-0.27]
RE Model -030[-044,-0.16]
Heterogeneity: 1= 0.01; 12= 52.1%; Q= 6.31 (p = 0.0808)
Test for overall effect Z = —4.17 (p < 0.0001) 08 | -04 0 02
SMD

(B)

Rasagiineflevodopa Levadopa SMD
Author, Year N___ Mean(sD) N Mean (SD) Welght (%) [95% CI]
Zhang, 2018 188 -221(352) 152 -120(345) 305 -0.29[-051,-0.07]
Hattor, 2018 129 -030489) 141 097(484) 266 -0.26[-0.50,-0.07]
Rascal, 2005 22 -230(450) 218 -070(280) 429 -042[-061,-0.23]
RE Model -0.34[-046,-0.21]
Heterogeneity: 12 = 0.0; I = 0.0%; Q = 1.33 (= 0.5135)
Test for overall effect Z = -5.36 (p < 0.0001)
(]

Rasagiineflevodopa Levodopa SMD
Author, Year N Mean (SD) N Mean (SD) _ Weight (%) [95% CI]
Zhang, 2018 15 -334(691) 152 -1.75(675) 235 -0.23[-046, -001]
Hattori, 2018 128 -565(724) 141 -350(7.18) 204 -0.30[-0.54, -0.08]
Hauser, 2015 152 -440(1860) 151 -280(1490) 231 -0.09[-032,013]
Rascal, 2005 222 -330(830) 218 -050(740) 328 -0.34[-053,-0.15]
RE Model -0.25[-0.36, -0.14]

Heterogeneity: 12 < 0.01; 12= 1.9%; Q =2.90 (p= 0.4067)
Test for overall effect Z =—4.47 (p < 0.0001)

(D)

Rasagiineflevodopa  Levodapa RR
Author, Year Total Event  Total Evert Weight (%) [95% O]
Zhang, 2018 163 66 158 69 155 1.08[082-1 43]
Hattori, 2018 129 95 a7 211 1.46[120-1 78]
Hauser, 2015 154 B4 185 87 206 097 [080-1.19]
Rascal, 2005 231 51 229 53 122 0.95[068-1.34]
Parkinson Study Group, 2005 149 141 159 138 305 1.08[101-1.17]
RE Model 1.11(0.96-1.29]
Heterogeneity: 12 = 0.02; 12 = 67.2%; Q = 1050 (p= 0.25) —
Test for overall effect Z = 141 (p=0.1572) 067 082 1 122 149 182
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