Supplementary Material 1 : The Search Strategy on PubMed  
·  #1 (Parkinson Disease [mh] ) OR Idiopathic Parkinson's Disease OR Lewy Body Parkinson's Disease OR Parkinson's Disease, Idiopathic OR Parkinson's Disease, Lewy Body OR Parkinson Disease, Idiopathic OR Parkinson's Disease OR Idiopathic Parkinson Disease OR Lewy Body Parkinson Disease OR Primary Parkinsonism OR Parkinsonism, Primary OR PD OR Paralysis Agitans 
· #2 (rotigotine [mh] ) OR 2-(N-n-propyl-N-2-thienylethylamino)-5-hydroxytetralin OR N 0437, hydrochloride, (S)-isomer OR N 0923 OR N-0923 OR N 0924 OR N-0924 OR rotigotine, (+)- OR (+)-5,6,7,8-tetrahydro-6-(propyl(2-(2-thienyl)ethyl)amino)-1-naphthol OR Neupro OR N 0437 OR N-0437 OR N 0437, (+-)-isomer OR N 0437, (-)-isomer OR N 0437, hydrochloride, (R)-isomer OR rotigotine, (+--)- OR racemic N-0437 OR rotigotine (+-)-form OR 1-naphthalenol,5,6,7,8-tetrahydro-6-(propyl(2-(2-thienyl)ethyl)amino)- OR (+--)-5,6,7,8-tetrahydro-6-(propyl(2-(2-thienyl)ethyl)amino)-1-naphthol OR N 0437, (R)-isomer OR Rotigotine CDS
· #3 #1 AND #2
· #4 randomized controlled trial [pt] 
· #5 controlled clinical trial [pt]
· #6 randomized [ti/ab]
· #7 placeb [ti/ab]
· #8 randomly [ti/ab]
· #9 tria [ti/ab]
· #10 groups [ti/ab]
· #11 #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 
· #12 #3 AND #11 
·   


Supplementary Material 2 : The Forest plot and sensitivity analysis.
Forest plot of the change of the Apathy Scale score at the end of treatment.
[image: AS评分1]

Forest plot of the change of the BDI-II score at the end of treatment.
[image: BDI-II]

Forest plot of the change of NMSS total score at the end of treatment.
[image: NMSS tiff]

Forest plot of the change of sleep/fatigue score of NMSS at the end of treatment.
[image: sleep tiff]

Forest plot of the change of mood/apathy score of NMSS at the end of treatment.
[image: mood tiff]

Forest plot of the change of PDQ-8 score at the end of treatment.
[image: PDQ8 TIFF]

Forest plot of the change of PDQ-39 score at the end of treatment.
[image: pdq39 tiff]

Forest plot of PDQ score.
[image: PDQ tiff]

Forest plot of the change of SHAPS score at the end of treatment.
[image: shape tiff]







Forest plot of incidence of nausea.
[image: nau tiff]
Forest plot of incidence of fatigue.
[image: fatig tiff]

Forest plot of incidence of dyskinesia.
[image: dys tiff]

Forest plot of incidence of dizziness.
[image: dizz tiff]

Forest plot of incidence of application and instillation site reactions.
[image: appli tiff]

Forest plot of incidence of insomnia.
[image: inso tiff]

Sensitivity analysis: show the effect of rotigotine on PDQ-39 score in each studies.
[image: sensi tiff]
Sensitivity analysis: show the effect of rotigotine on PDQ score in each studies.
[bookmark: _GoBack][image: sensitive tiff]
image7.tiff
rotigotine placebo Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Antonini 2015 -61 109 200 -27 125 115 39.8% -3.40[-6.14,-0.66]

Castrioto 2020 01 1.7 26 -0.42 1.59 22 Not estimable

Poewe 2007 -49 92 204 -13 94 101 60.2% -3.60[5.83,-1.37]

Total (95% CI) 404 216 100.0% -3.52[-5.25,-1.79] '

Heterogeneity: Chi*= 0.01, df=1 (P = 0.91); F= 0% b f t t {
Test for overall effect: Z= 3.99 (P < 0.0001) 19 ou 0 2 100

Favours [rotigotine] Favours [placeho]




image8.tiff
rotigotine placebo Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Antonini 2015 -61 109 200 -27 125 115 21.9% -0.29 [-0.53,-0.086) ﬁ

Bhidayasiri 2017 -4.5 41 17 01 3.2 17 58% -1.22 [-1.96,-0.48] )

Castrioto 2020 6 25 26 5.3 21 22 8.7% 0.30[-0.28,0.87) 1

Hauser 2016 -5.37 15.24 36 -3.29 1417 40 11.9% -0.14 [-10.59, 0.31) 1

Poewe 2007 -4.9 92 204 -13 94 101 21.3% -0.39[-0.63,-0.15) i

Rascol 2016 -12.4 1925 30 -3.77 13.93 29 99% -0.51 [-1.02, 0.01) :

Trenkwalder 2011 -69 118 176 -12 137 83 20.4% -0.45[-0.71,-0.20] b

Total (95% CI) 689 413 100.0% -0.35[-0.55, -0.15]

Heterogeneity: Tau®= 0.03; Chi*= 12.35, df= 6 (P = 0.05); F=51% Koo a0 5 5 100

Test for overall effect: Z= 3.48 (P = 0.0005) Favours [rotigoting] Favours [placebo]




image9.tiff
rotigotine placebo Mean Difference Mean Difference

Study or Subgroup  Mean __SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Chung 2016 -06 25 181 -06 29 183 691% 0.00[-0.56,0.56)

Hauser 2016 -1.48 1.86 36 -1.09 1.83 40 30.9% -0.39[-1.22,0.44)

Total (95% CI) 217 223 100.0% -0.12[-0.58, 0.34]

Heterogeneity: Chi*= 0.58, df= 1 (P = 0.44); F= 0% ' f y i
Test for overall effect: Z= 0.51 (P = 0.61) 100 50 0 50 100

Favours [rotigotine ] Favours [placebo])




image10.tiff
rotigotine placebo Odds Ratio Odds Ratio
Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Antonini 2015 28 223 7 125 171% 2.42[1.03,5.72) [ %o
Chung 2016 42 184 15 196 24.4% 3.57[1.90,6.70) —=
Hauser 2016 4 41 4 40 8.0% 0.97[0.23,4.19) -
Poewe 2007 35 204 11 101 26.6% 1.69 [0.82, 3.50) T
Rascol 2016 8 35 2 33 35% 4.59([0.90,23.51) iy
Trenkwalder 2011 41 191 9 96 20.5% 2.64 [1.23,5.70) -
Total (95% Cl) 878 591 100.0%  2.51[1.78, 3.55] <
Total events 158 48
Heterogeneity: Chi*= 4.50, df= 5 (P = 0.48); F= 0% 0 H 0+1 ) 1*0 103

Test for overall effect. Z=5.25 (P < 0.00001)

Favours [rotigotine] Favours [placebo]




image11.tiff
Odds Ratio

Odds Ratio
M-H, Fixed, 95% Cl

0.44[0.16,1.22)
0.97[0.13,7.27)
1.84[0.17, 22.46)

0.63[0.27, 1.48]

rotigotine placebo
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% ClI
Antonini 2015 9 223 7 80 77.3%
Hauser 2016 2 41 2 40 151%
Rascol 2016 2 35 1 33 7.6%
Total (95% Cl) 299 153 100.0%
Total events 13 10

Heterogeneity. Chi*=1.47, df=2 (P=0.48); F= 0%
Test for overall effect: Z=1.05 (P = 0.29)

>

0.01 0.1 1 10

100

Favours [rotigotine] Favours [placeho]




image12.tiff
rotigotine placebo Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Hauser 2016 3 41 2 40 15.3% 1.50 [0.24, 9.49] [ -
Poewe 2007 24 204 3 101 28.9% 4.36(1.28,14.83] T
Rascol 2016 2 35 2 33 158% 0.94[0.12,7.08] |
Trenkwalder 2011 15 191 4 96 40.0% 1.96 [0.63, 6.08] T
Total (95% Cl) 471 270 100.0% 2.42[1.21,4.82] g
Total events 44 11

Heterogeneity. Chi*= 2.12, df= 3 (P = 0.55); F=0%

Test for overall effect Z= 2.51 (P = 0.01) 0.01 01 L 10. 100

Favours [rotigotine] Favours [placeho]




image13.tiff
rotigotine placebo

Study or Subgrou Events Total Events Total

Antonini 2015 15 223 9 80
Chung 2016 29 184 25 196
Poewe 2007 12 204 4 101
Rascol 2016 3 35 3 33
Trenkwalder 2011 20 191 6 96
Total (95% Cl) 837 506
Total events 79 47

Heterogeneity: Chi*= 3.70, df= 4 (P = 0.45); F= 0%
Test for overall effect: Z=0.80 (P =0.42)

Odas Ratio

Weight M-H, Fixed, 95% CI

Odas Ratio
M-H, Fixed, 95% CI

25.9%
42.7%
10.5%

598%
15.0%

100.0%

0.57 [0.24, 1.36)
1.28[0.72, 2.29]
1.52[0.48, 4.82)
0.94 [0.18, 5.01)
1.75[0.68, 4.52)

1.17[0.79, 1.73]

|
1

>

0.01

0.1 1 10

100

Favours [rotigotine] Favours [placeho)
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Study or Subgroup

rotigotine
Total Events Total

Events

Odds Ratio

Weight M-H, Fixed, 95% CI

Odds Ratio
M-H, Fixed, 95% CI

Antonini 2015
Bhidayasiri 2017
Chung 2016
Hauser 2016
Poewe 2007
Rascol 2016
Trenkwalder 2011

Total (95% Cl)
Total events

21
1
33
5
36
4
29

129

223
17
184
41
204
35
191

895

placebo

4 80
0 17
14 196
3 40
9 101
1 33
4 96
563

35

Heterogeneity: Chi*=1.68, df=6 (P = 0.95); F=0%
Test for overall effect. Z= 4.82 (P < 0.00001)

16.3%
1.3%
31.9%
7.6%
28.4%
2.6%
12.9%

100.0%

1.88 [0.66, 5.94]
3.18[0.12, 83.79)
2.84 [1.47,5.50]
1.71[0.38, 7.70]
219[1.01, 4.79]
4.13[0.44, 39.03]
412[1.40,12.08]

2.64 [1.78,3.92]

—_———

\

0.01 01 1 10 100
Favours [rotigotine] Favours [placeho)
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Odds Ratio
M-H, Random, 95% CI

rotigotine placebo Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl
Chung 2016 13 184 6 196 43.8% 2.41[0.90, 6.47)
Hauser 2016 1 41 6 40 28.9% 0.14[0.02,1.24)
Rascol 2016 3 35 1 33 27.2% 3.00[0.30, 30.39]
Total (95% Cl) 260 269 100.0% 1.13[0.19, 6.65]
Total events 17 13

Heterogeneity: Tau®*=1.62; Chi*=5.92, df= 2 (P = 0.05); F= 66%
Test for overall effect: Z=0.13 (P = 0.90)

_._
L 3
=
0.01 04 1 10 100

Favours [rotigotine] Favours [placeho)
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M eta-analysis estimates, given named study is omitted
| Lower CI Limit ©CE stimate | Upper Cl Limit

Antonini A (2015) ) . |

Poeve WH (2007) I

Castrioto A (2020) R Y - I
051 045 029 013 0'00
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Meta-analysis estimates, given named study is omitted
| Lower CI Limit

Trenkwalder C (2011)

Rascol O 2016)

Hauser RA 2016)

Bhidayasiri R (2017)

Antonini A (2015) |- evenforns i

OE stimate

| Upper Cl Limit

Poewe WH (2007) 1 B
Castrioto A (2020) | | oM |
053 048 036 .23

018




image1.tiff
rotigotine placebo Mean Difference Mean Difference

Study or Subgroup _ Mean ___ SD_Total Mean SD_Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Castrioto 2020 -4.58 5.62 26 -1.73 6.7 22 9.0% -2.85(-6.39,0.69]

Chung 2016 -2 56 181 -05 54 183 87.8% -1.50[-2.63,-0.37)

Hauser 2016 -5.71 138 36 -25 1246 40 3.2% -3.21[9.15,2.73)

Total (95% Cl) 243 245 100.0% -1.68[-2.74,-0.62] |

Heterogeneity: Chi*= 0.77, df= 2 (P = 0.68); F=0% b

! \ 4100 -50 0 50 100
Test for overall effect. Z=3.10 (P = 0.002) Favours [ rotigoting] Favours [ placebo]




image2.tiff
rotigotine placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Castrioto 2020 -47 65 26 -36 82 22 6.4% -1.10[5.34,3.14)
Chung 2016 -6 85 181 -48 7.7 183 415% -1.10[-2.77,057)
Hauser 2016 -25 6 36 -2.66 588 40 16.1% 0.16[-2.52,2.84)
Trenkwalder 2011 -27 57 177 -08 76 89 36.0% -1.90[-3.69,-0.11)
Total (95% CI) 420 334 100.0% -1.19[-2.26,-0.11] |

Heterogeneity. Chi*= 1.60, df= 3 (P = 0.66); I*= 0%
Test for overall effect. Z=2.16 (P = 0.03)

100 -50 0 50 100
Favours [rotigotine] Favours [placebo)




image3.tiff
rotigotine placebo

Study or Subgroup  Mean SD Total Mean SD Total

Mean Difference

Mean Difference

Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl

Antonini 2015 -54 78 207 -39 59 120 49.0% -1.50[-3.00,-0.00]

Hauser 2016 -3 73 3 08 73 40 102% -3.90[7.19,-0.61)

Trenkwalder 2011 -37 68 176 -15 62 88 40.9% -2.20[-3.84,-0.56]

Total (95% CI) 419 248 100.0% -2.03[-3.08,-0.98] |

Heterogeneity: Chi*=1.77, df = 2 (P = 0.41); F= 0% Koo 0 5 & 100

Test for overall effect: Z= 3.80 (P = 0.0001)

Favours [rotigotine] Favours [placeho]




image4.tiff
rotigotine placebo Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

Antonini 2015 54 78 207 -39 59 120 49.0% -1.50[-3.00,-0.00]

Hauser 2016 -3 73 36 08 73 40 10.2% -3.90[-7.19,-0.61]

Trenkwalder 2011 -37 68 176 -15 6.2 88 409% -2.20[-3.84,-0.56)

Total (95% Cl) 419 248 100.0% -2.03[-3.08,-0.98] |

Heterogeneity: Chi*=1.77, df= 2 (P = 0.41); F= 0% b f t f i
Test for overall effect: Z= 3.80 (P = 0.0001) 100 =50 . B 100

Favours [rotigotine] Favours [placebo]




image5.tiff
rotigotine placebo Mean Difference Mean Difference
Study or Subgroup _ Mean SD_Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Antonini 2015 -66 11 207 -51 10 120 46.3% -1.50[-3.83,0.83)
Hauser 2016 -846 9 36 -484 892 40 155% -3.62[-7.66,0.42)
Trenkwalder 2011 -3 75 178 02 111 88 38.2% -3.20[-5.77,-0.63)
Total (95% Cl) 421 248 100.0% -2.48[-4.07,-0.89] '
Heterogeneity: Chi*=1.29, df= 2 (P = 0.53); F= 0% 00 a0 5 5 100

Test for overall effect. Z= 3.06 (P = 0.002)

Favours [rotigotine] Favours [placeho]




image6.tiff
rotigotine placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD_Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Bhidayasiri 2017 -4.5 4.1 17 0.1 3.2 17 56.5% -4.60[-7.07,-2.13)
Hauser 2016 -5.37 15.24 36 -3.29 1417 40 7.8% -2.08[8.72, 4.56)
Rascol 2016 -12.4 19.25 30 -3.77 13.83 29  4.7% -8.63[17.18,-0.08)
Trenkwalder 2011 -69 119 176 -1.2 137 89 30.9% -570[-9.05,-2.35) L
Total (95% CI) 259 175 100.0% -4.93[-6.79,-3.07] f
Heterogeneity: Chi®= 1.70, df= 3 (P = 0.64); I*= 0% b00r a0 5 T 700

Test for overall effect: Z=5.20 (P < 0.00001)

Favours [rotigotine] Favours [placeho)




