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Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Tofal Evenis Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
200BL.M. Clark 26 28 384 476 1.9%  311[0.F3,13.36)
2009RM Alcalay 23 26 614 BES  3.3% 0.E4[0.18,2.19] —
2011Hashad, D. 1. g 11 92 102 20% 0.49[0.09, 2.59]
20175an Luciano, M. 283 A30 396 TH9  92.4% 1.05([0.64,1.31]
Total (95% CI) 595 2002 100.0%  1.06 [0.86, 1.32]
Total events 341 1486

Heterogeneity: Ghif= 3,60, df= 3 (P= 0.31); F=17% ' f '

20 { 0.05 0.2 1 5 20
Testfor overall efiect 2= 0.57 (P =0.57) Favours [experimental] Favours [control]

1.1 Asymmetrical onset of G2019S

Experimental Control Mean Difference Mean Difference
Study or Subaroup Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI
2006LM. Clark 521 114 28 5389 137 476 30%  -1.80[6.20,2.60] R
2006Lesage § 452 9.4 33 432 153 73 28% 200275, 6.75 I
2007A. Ore-Urtreger(1) 577 116 51 592 116 293 36%  -1.50[4.951.95] I
2007Ishihara, L. 58.9 13 73 486 183 128  3.0% 10.30([5.95 14.65]
2008Gan-0r, Z. 569 114 56 607 115 283 3T%  -3.B0[F.0F, -0.53] I
20088, Lesage 546 124 35 547 1286 81 27%  -0.10[4.96, 4.76] -1
2009Mata, | F.(1) 63 0 1 5391 116 239 Mot estimable
2009Mata, | F.(2) 50.2 9.3 5 554 14 119 14% -520[13.73, 3.33]
2009RM Alcalay 429 5 26 N7 67 BB5  45% 1.20[F0.79, 3.19] T
20108areya Belarbi 58.7 9.7 21 578 87 21 24% 0.90 F4.67, 6.47] ]
2011C. Marras 59 11 25 54 14 78 25%  5.00[0.31,10.31] T
2011Hashad, D. 1. 553 54 11 564 6.8 102 36% -1.10[4.55 2.39] I
2011R. Saunders-Fullman 64.7 9.8 31 B34 78 30 30% 1.30[F3.14,5.74] I
2012Ben Sassi, 5. 544 103 55 553 8.6 55 35%  -0.90[4.45 2.65] -1
201 2Gilad Yahalorm 581 112 33 608 134 316 32%  -2.80[6.90,1.30] e
201 3Emilia Mabel Gatto G667 4.04 3 5878 1245 52 23%  T.89([2.20,13.58]
2013Greenbaum, L. 495 6.8 13 4915 6.6 26 3.0% 0.35[F4.13, 4.83] N —
2013Maria Sierra 625 11.05 29 6298 967 50 28%  -048[5.31,4.39] -1
2013Roy M. Alcalay 60 10 97 62 105 3 43%  -2.00[-4.25, 025 —
2013Trinh, J. 571 116 220 553 144 350 44% 1.80 [-0.35, 3.95] T
2014Gilad Yahalorm 582 104 60 61.9 12 345  40% -3.70[-6.55,-0.85] e
2015Alcalay, RN, 572 108 116 582 108 120 4.0%  -1.00[3.76,1.76] 1
2015Marder, K. 58.4 11129 616 104 345  44%  -3.20[-5.39,-1.01] I
20155aunders-Pullman, R. 574 11 142 58109 144 42%  -060[3.14,1.94] T
2016Marras, C. 5565 116 506 5869 125 TFF3  48% -3.04[4.38,-1.70] -
2016Pal, 5. D. 475 24 4 N2 53 72 41% 6.30 [3.65, 8.95] -
2017Bouhouche, A 5215 11.28 41 5512 1165 59 28%  -287[7.531.59] —
2017da Silva, C. P. 4676 914 17 5502 1236 93 27% -8.26[13.28,-3.24]
20175an Luciano, M. 557 113 530 5BF 125 T8989 48%  -3.00[4.31,-1.69] -
20185aunders-Pullman, R. 60 93 144 B15 107 401 46%  -1.50[-3.35, 035 T
Total {95% Cl) 2535 6939 100.0% -0.46 [-1.64,0.72]

A0 5 5 10
Favours [experimental] Favours [control]

Heterogeneity: Tau?= 7.07, Chi®=123.49, df= 28 (F = 0.00001); F=77%
Testfor overall effect Z=0.76 (P =0.44)

=

1.2 Age at onset of G2019S
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Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H. Fixed, 95% Cl M-H, Fixed, 85% CI

2006DEMISE M. KAY 7 20 412 1488 8% 1.42[0586, 3.58] —

2006G0ldwurm, 5. & 19 379 1072 B&%  1.33[053,3.33 e

2006LM. Clark 12 28 733 476 17.0%  0.78[0.36,1.69) —_—

20074, Or-Utreger(1) 14 51 71293 176%  1.18[061,2.31] —

20074, Or-Urreger(2) 3 7 6 121 1.8% 274 (058 13.02]

2008Gan-0r, 7. 15 56 45 2B3 12.5%  1.83[0.89, 374 e —

201 0Gan-0r, 7. 17 75 55 402 163%  1.74[0.95 3.19] T

2011Hashad, . 1. 2 11 10 102 1.8% 2.04[0.39,10.81]

201 4i3ilad Yahalom 11 &0 47 345 158%  1.13[0.46,2.31] — T

Total (95% CI) 327 4592 100.0%  1.37 [1.05,1.79] <>

Total events 89 1291

Heterogeneity; Chi*= 5.0, df= 8 (P = 0.78); F= 0% Ens u’z 5 20’

Testfor overall effect Z=2.23 (P = 0L.03) Favours [experimental] Favours [control]

1.3 EOPD of G2019S

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H. Fixed. 95% Cl M-H. Fixed. 95% CI
2006DEMISE M. kaY 13 20 1010 1498 0.9% 0.90[0.36, 2.26] —
2006L.M. Clark ih 28 293 476 1.8% 0.401[0.19, 0.88]
2006Lesage 5 13 33 41 T3 1.4% 0.51[0.22,117] - T
2007A. Crr-Urtreger(1) 25 a1 1M 293 2.6% 0.51[0.28,0.94] -
2007A. Orr-Urtreger(2) 5 T a2 121 0.2% 1.181[0.22, 6.40]
2008Gan-0r, Z. 28 a6 1ar 283 2.8% 0.51[0.29, 053] -
2008Latourelle, J. C. 32 60 5449 9645 27% 0.87 [0.51,1.46] -1
2008Mary M Hulihan 39 T2 Ix 166 1.9% 1.37[0.78, 2.38] T
20085. Lesage 21 47 a3 a4 1.8% 0.588[0.27,1.13] EE—
2008nata, 1. F.(13 1 1 11 239 0.0% 293[012 72.54]
2008Mata, | F.{2) 3 5 58 119 0.2% 1.681[0.25,9.78] ]
2009RM Alcalay 14 26 411 GES 1.3% 0.72[0.33 1.58] - 1
2010Gan-0r, Z. ar Ta 262 402 3.8% 0.521[0.32, 0.86] -
20105areya Belarhi 11 23 34 48 1.0% 0.381[0.14,1.06] [
201 0%icki Shanker 10 21 10 21 0.5% 1.00[0.30, 3.36] [
2011C. Marras 12 25 49 a4 11% 0.66[0.27,1.62] I
2011R. Saunders-Pullman 15 M 17 30 0.8% 0.72[0.26,1.97] -1
2012Ben Sassi, S. 34 a3 30 59 1.0% 1.35[0.63, 2.89] I R
201 3Emilia Mahel Gatto 2 3 23 52 01% 242022 2958]
2013Greenbaum, L. g 13 17 26 0.4% 0.85[0.21, 3.36] —
201 3Maria Sierra 16 29 29 a0 0.9% 0.8910.35, 2.24] I
201 3nirelman, A 27 a0 24 50 1.0% 1.27[0.58, 2.79] -1
2013Roy M. Alcalay 47 a7 243 39 4.5% 0.587 [0.37,0.80] I
201 3Trinh, J. 124 220 187 350 A.7% 1.131[0.80,1.58] T
2014 Carles Gaig 15 33 15 33 0.7% 1.001[0.38, 2.64] -1
2014Gilad Yahalom 30 G0 211 345 2.9% 0.64[0.37,1.10] e
2014Rachel Saunders-Pullman To 126 T8 126 32% 0.77[0.47,1.27] I
201 5Alealay, R M. 64 116 7B 120 3% 0.71[0.42,1.20] -1
201 sMarder, k. G4 129 24 345 a.4% 0.60[0.40,0.90] -
201 5Mabli, F. 32 a8 29 a4 1.2% 1.06[0.50, 2.23] I
20155aunders-Pullman, R. 7T 142 93 144 3.9% 0.65[0.40,1.04] ]
201850mme, J. H. B 12 18 27 0.5% 0.580[0.13 2.00] - 1
201 8vilas, D. 12 26 al N 0.9% 0.411[0.14,1.20] e
2016Dagan, E. ] 22 114 189 1.3% 046[0.19,1.12] -1
2016Marras, C. 266 816 465 TU0 16.2% 0.74[0.59 053] -
201 7Bouhouche, A 19 41 ar A9 1.5% 0.511[0.23,1.14] - |
2017da Silva, C. P. T 17 a7 93 0.9% 0441015, 1.27] e
20175an Luciano, M. 276 530 448 a9 161% 0.75[0.60, 0.94] -
20185aunders-Pullman, R. T2 144 144 401 35% 1781121, 267 I
Total {95% CI) 3020 10062 100.0% 0.77 [0.70, 0.84] +
Total events 1867 60149
Heterogeneity: Chi*= 56.77, df= 38 (P = 0.03); F= 33% p 502 051 150 5’0

Testfor overall effect 2= 5.77 (P < 0.00001) Favours [experimental] Favours [control]

1.4 Gender-male of G2019S



Experimental Control (Odds Ratio (Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed. 95% Cl M-H, Fixed, 95% CI
2005Jose Miguel Bras 3 11 20 17 0.8% 5.82 [1.62, 20.95] -
Z006DEMISE M. KAY 11 20 344 1488 21% 4.10[1.69, 9.58] I
2006Gaig, C. 4 13 85 286 21% 2.03[0.68, 6.21] N
2006 Goldwurm, 5. 10 19 226 1073 2.0% 416 [1.67,10.37] -
2006L.M. Clark 7 26 54 483 22% 2.72[1.09,6.78] —
2007A. Orr-Urtreger(1) 25 51 71283  5E5% 3.01 [1.63, 5.54] -
2007A. Orr-Urtreger(2) 3 7 3z 1 1.0% 2.091[0.44, 983 ]
2008Gan-0Or, Z. 24 56 G4 283  B.3% 287 [1.41, 467 -
2008Latourelle, J. C. 54 G0 845 065 52% 1.28[0.54, 3.04] T
2008Mata, I F.{1) a 1 4 238 00% 17.44[0.62 489.20]
2008Mata, | F.(2) 1 ] 8 19 0D4% 0.81[0.08, 7.57] —
2009RM Alcalay ] 26 99 BB 3.2% 1.36 [0.50, 3.69] -
2010Gan-0r, Z. 34 il 85 402 TT7% 3.08[1.85,5.17] -
201 2Gilad vahalam 16 33 70 MB 3E6% 3.31[1.59, 6.88] -
2013Emilia Mabel Gatto 3 3 13 50 01% 19.44[0.94, 401.55]
2013Roy M. Alcalay 34 97 69 391 9.3% 2.52[1.54,412] -
2014 Gilad Yahalam 26 G0 73 345 BA% 2.85[1.61,5.09] -
20160anan, E. a 21 3z 17T 23% 2.79[1.07,7.28] —
201 7Bouhouche, A 22 41 11 58 2.2% 5.05 [2.06,12.40]
201 7da Silva, C. P. g 17 15 93 11% 5.85(1.95, 17.59]
20175an Luciano, b. 151 530 116 759 358% 2.21[1.68, 2.50] =
Total {95% CI) 1172 8704 100.0% 2.62 [2.25, 3.06] +
Total events 455 2356

Heterogeneity, Chi®= 18.74, df = 20 (F = 0.54); F= 0%

0.001 04

10 1000

Testor overall effect Z=12.38 (P < 0.00001) Favours [experimental] Favours [control]
1.5 Family history of G2019S
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random. 95% CI M-H. Random, 95% CI
2006L.M. Clark 1 28 25 476 BI1% 0.67 [0.09,512]
2006Lesage 5 17 3 34 63 20.8% 1.04 [0.44, 2.46] -
20085, Lesage a 33 16 71 19.0% 1.10([0.42,2.91] -
2010Gan-0r, Z. a 78 B1 402 221% 0.67 [0.31,1.46] -
2011C. Marras a 25 14 84 47% 0.10([0.01, 1.66] e —
2011Hashad, D. 1. 11 11 102 102 Mot estimahble
2017EBouhouche, A 14 41 ] 59 19.2% 2.88[1.10,7.52] —
2017da Silva, C. P. 2 17 1 90  6.0% 11.87[1.01,139.18]
Total {95% CI) 261 1347 100.0% 1.16 [0.59, 2.26]
Total events B1 262 . . . ,
Testor overal ofect =042 (o 06m 0002 01 i o e
Favours [experimental] Favours [control]
1.6 FS-bradykinesia of G2019S
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H. Random, 95% Cl
2006L.M. Clark q 28 238 476 8.3% 0.47 [0.21,1.07] r
2006Lesage 5 20 29 39 63 81% 1.37 [0.54, 3.49] —
2008Mary M Hulihan ;] 72 185 166 8.2% 0.25[0.11, 0.57]
20088, Lesage ki 33 62 T3 4% 275[0.87,13.149]
2010Gan-0r, Z. 3r ] 236 402 13.0% 0.68[0.42,1.13] -
2011 Marras 16 25 il 84 82% 3.041.20,7.70] -
2011Hashad, D. 1. 9 11 87 102 4.0% 0.78[0.15,3.95]
2013Ray M. Alcalay 42 97 214 391 13.6% 0.63[0.40, 0.98] ]
2013Trinh, J. 158 220 265 350 14.4% 0.82 [0.56,1.20] -
2017Bouhouche, A 11 41 | 59 8.49% 0.33[0.14,0.78] e
2017da Silva, C. P. ] 17 |3} a0 7% 0.41 [0.14,1.18] e —
Total {95% CI) 648 2256 100.0% 0.70 [0.49,1.02] -
Tatal events 398 1424
Heterogeneity: Tau?= 0.21; Chi*= 26.19, df= 10 (P = 0.003); = 62% ID.DS n?z 5 20’

Testfar overall effect £=1.86 (P = 0.06)

1.7 FS-resting tremor of G2019S

Favours [experimental]

Favours [control]



Supplementary Material

Experimental Control Odds Ratio (Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 85% CI M-H, Fixed, 85% CI
2006L.M. Clark 3 28 40 476 103%  1.31[0.38, 4.57]
2010Gan-0r, 7. 249 75108 4027 526%  1.78[1.07,2.94] ——
2011C. Marras 1 25 5 B4 57%  0.66[0.07 591]
2011Hashad, D. . 4 1 39 102 12B%  0.92[0.25 3.36]
2013Trinh, J. 5 220 8 380 157%  0.99[0.32 3.08
2017da Silva, C. P 1 17 480 31%  1.34[0.14,12.87]
Total {95% CI) 376 1504 100.0%  1.42 [0.96, 2.12] -
Total events 43 201
Heterogeneity; Chi*= 2.05, df= 5 (P = 0.84); F= 0% D=1 n=2 n=5 2 5 1=n
Testfor overall effect 2=1.74 (P = 0.08) Favours [experimental] Favours [contral]

1.8 FS-rigidity of G2019S

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2006L.M. Clark 1 28 24 4¥6 49% 0.70[0.09, 5.349]
2008Mary M Hulihan G 72 21 166 222% 063 [0.24 1.63] D
2010Gan-0r, Z. 14 75 G2 402 302%  1.26 [0L6G, 2.39) —
2011C, Marras 1 25 11 g4 0.1% 0.258 [0.03, 2.249]
201 3Trinh, J. 27 220 26 350 335% 1.74 088 3.07] i
Total (95% CI) 420 1478 100.0% 1.16 [D.81, 1.67]
Total events 449 144
Heterogeneity: Chi*= 5.67, df= 4 (P= 0.23); F= 29% Iu_m 0?1 ] 150 mui
Testfor overall effect Z=0.81 (F=0.42) Favours [experimental] Favours [control]

1.9 FS-Postural instability or Gait difficulty of G2019S

Experimental Control Odds Ratio Odds Ratio
Study or Subaroup Events Total Events Total Weight M-H. Random. 95% Cl M-H. Random. 95% Cl
2006Lesage 5 2 28 7 G2 21.7% 0E00.12,3.11] "
2008Mary M Hulihan 1 72 1 166 7.5% 2.32[0.14, 3769
20085, Lesage 4 32 2 71 19.0% 4.93[0.85, 28.49]
2013Trinh, J. 7 220 7380 51.7% 1.61 [0.56, 4.66] —T
Total (95% CI) 352 649 100.0% 1.65 [0.77, 3.55] ~i—
Total events 14 17
Heterogeneity, Tau®= 0.00; Chi*= 2.00, df= 3 (P = 0.39); F= 0% 0.’05 n?z 5 2’0
Testior overall effect Z=1.28 (P = 0.20) Favours [experimental] Favours [control]

1.10 FS-Dystonia of G2019S

Experimental Control (Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random. 95% Cl M-H. Random, 95% CI
2006Lesage S 4 30 13 B2 43.8% 058017, 1.96] —
20085, Lesage 1 3z 1 64 30.3% 203012, 33.59] =
2011 C. Marras 1 25 3 3 258% 0.01[0.00,026
Total {95% CI) 87 129 100.0% 0.29 [0.02, 3.53]
Total events B 17
e e St ek S w
-Z=0.87(P=0.33) Favours [experimental] Favours [control]

1.11  FS-Micrographia of G2019S



Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed. 95% Cl M-H, Fixed, 95% CI
2006L.M. Clark 21 28 379 4ATE  36T7% 0.7710.32,1.86] — &
2006Lesage 5 M M a6 1 21% B.13[0.33,114.58]
20074, Orr-Urtreger(1) q 51 60 293 51.1%  0.83[0.38 1.80] ——
2007A, Or-Urtreger(2) 1 7 17 121 56%  1.02[0.12, 9.00]
20085, Lesage 33 34 B9 73 45% 1.91[0.21,17.80] |
2014 Carles Gaig 33 33 k] KE] Mot estimable
2017da Silva, ¢ P. 17 17 93 93 Mot estimahble
Total (95% CI) 201 1150 100.0% 0.98 [0.58, 1.65]
Total events 144 7oz
Heterogeneity: Ghi#= 2.32, df= 4 (P= 0.68); *= 0% I I ' t I
0.01 01 1 10 100
Testioroverall effect Z=0.08 (F=0.94 Favours [experimental] Favours [control]
1.12  Bradykinesia of G2019S
Experimental Control (Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total VWeight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2006LM. Clark 18 28 356 4TE 19.3% 0.71[0.31,1.62] — 71
2006Lesage S 28 32 a0 B1 B.5% 1.541[0.45, 529] ]
20074, Or-Urtreger(11 32 51 164 293 27.5%  1.32[0.72, 2.44] —T
2007A, Or-Urreger(Z) 3 7 LU 6.6% 0.55[0.12, 2.59]
20085, Lesage )| 33 62 ] 37% 1.751[0.34, 8.93]
2008RM Alcalay 11 26 271 BBS  17.49% 1.07[0.48, 2.36] .
2013Emilia Mahel Gatta 2 3 30 48 1.8% 1.20[0.10,14.19]
2014 Carles Gaig 28 33 27 33 5.0% 1.61[0.41, 6.34]
2016D0agan, E. 18 21 146 176 4.5% 1.951[0.43, 8.83]
2017da Silva, C. P. 14 17 a5 92 7% 0.38[0.09, 1.66]
Total (95% CI) 251 2034 100.0% 1.11 [0.80, 1.55]
Total events 188 1261
Heterogenaity: Chi®= 5 68, df= 4 (P=0.77); F= 0% 0?1 u?z 0?5 ] 2 5 150
Testfor overall effect 7= 062 (F = (.54 Favours [experimental] Faveurs [control]
1.13 Resting tremor of G2019S
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed. 95% Cl M-H, Fixed, 95% CI
2006L.M. Clark v 28 463 476 8T7% 0.76 010, 6.01]
2006Lesage § 31 31 55 B2 1.8% 8.51[0.47,154.09] >
20074, Orr-Urtreger(1) 16 51 81 293 51.1%  1.20[0.63, 2.28] ——
2007A, Or-Urtreger(2) 4 7 38 121 55%  2.81[0.62, 13.66] N
20085, Lesage 33 34 B9 72 40% 1.43[0.14 1432
2016Dagan, E. 15 21 180 187 268% 062 [0.22,1.70] L
2017da Silva, ¢ P. 16 17 40 93 51% 0.83[0.05, 5.449]
Total (95% CI) 189 1304 100.0% 1.22[0.77,1.94]
Total events 142 946
Heterogeneity: Ghi*= 5.40, df = & (P = 0.49); F= 0% f f j ; |
0.01 0.1 1 10 100
Testioroverall effect Z=0.83 (=040 Favours [experimental] Favours [control]
1.14 Rigidity of G2019S
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total \Weight M-H, Fixed. 95% CI M-H, Fixed, 95% CI
2006L.M. Clark 16 28 234 476 18.3% 1.38 [0.64, 2.98] N
20074, Orr-Urtreger(1) 15 51 20 293 274%  1.11[0.58 2.14] —
20074, Orr-Urtreger(2) 3 7 3121 33% 218 [0.46,10.28]
2014 Carles Gaig 16 33 11 33 9.3% 1.88[0.70,5.09] -1
2016Dagan, E. 10 21 B2 173 11.5% 1.63 [0.65, 4.05] -1
201 7Bouhouche, A 17 41 29 89 22.8% 0.73[0.23,1.64] - &1
2017da Silva, ¢ P. 14 17 g5 92 TT% 0.38[0.09, 1.66]
Total (95% CI) 198 1247 100.0% 1.18 [0.84, 1.66]
Total events =} 532
Heterogeneity: Ghi*= 671, df = & (P = 0.46); F= 0% 051 Dlz u’s ] 2 5 150

Testfor overall effect: £=0.97 (P = 0.33)

1.15 Postural instability or Gait difficulty of G2019S

Favours [experimental] Favours [control]
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Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total \Weight M-H. Random. 95% Cl M-H. Random, 95% CI
2007Ishihara, L. 7 73 25 128 B0% 0.44[0.18,1.07] I
2008Mary M Hulihan 10 72 27 166 8.2% 0.83[0.38,1.83] .
2009RN Alcalay 24 26 392 6BES  4.2% 8.36 [1.96, 35.69]
2012Ben Sassi, 5. a8 55 10 55  B.9% 077 [0.28 211] -1
2013Roy M. Alcalay 51 97 164 381 13.89% 1.53[0.98, 2.40] ™
2013Trinh, J. ar 220 68 380 14.0% 0.84[0.54,1.30] ™
2015Alcalay, R N. 73 111 60 118 12.6% 1.86[1.09, 3.16] —
2015Mahbli, F. 34 58 32 54 9E6% 0.97 [0.46, 2.07] T
2017Bouhouche, A 10 41 10 59 7% 1.58[0.59, 4.23] N
20185aunders-Pullman, R. a7 144 218 401 146% 1.73[1.16,2.58] -
Total (95% CI) 897 2387 100.0% 1.23[0.88,1.73]
Total events 351 1006 ) .

, ,
0.m 0.1 1 10 100
Favours [experimental] Favours [control]

Heterogeneity. Tau®=0.16; Chi*=23.11, df=9 (P = 0.006); F= 61%
Testfor overall effect Z=1.22 (P=0.22)

1.16  T-Akinetic-rigid/PIGD of G2019S

Experimental Control (Odds Ratio (Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H. Random, 95% CI
2007Ishihara, L. 59 73 89 128 13.5% 1.85[0.92,3.70] T
2008Mary M Hulihan 43 72 123 166 15.2% 0.70[0.38,1.27] e
2012Ben 5assi, 5. 40 55 36 55 11.58% 1.41[0.62,317] I B —
2013Trinh, J. 123 220 192 3580 20.6% 1.04[0.74,1.47] -
2015Mahli, F. 14 58 11 54 10.4% 1.24[0.51,3.04] -
2017Bouhouche, A 24 41 22 59 11.5% 2.37[1.05,5.36] -
20185aunders-Pullman, R. 23 144 105 401 17.3% 0.54 [0.33, 0.88] —
Total (95% CI) 663 1213 100.0% 1.09 [0.75, 1.60]
Total events xt| a78 . .

, y
0.z 0.A 1 2 5
Favours [experimental] Fawvours [control]

Heterogeneity. Tau*= 015, Chi*=1567, df =6 {FP=002) F=62%
Testfor overall effect: Z=0.47 (P=0.64)

1.17 T-Mixed/Intermediate of G2019S

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total \Weight M-H, Random, 95% CI M-H, Random, 95% CI
2007Ishihara, L. 7 73 14 128 11.5% 0.86[0.33, 2.25] - T
2008Mary M Hulihan 14 72 16 166 13.9% 2.267[1.04,483] =
2009RN Alcalay 1 26 182 6G6S  4.2% gAitpootery —/—/
2012Ben Sassi, S. 7 55 9 55 10.2% 0.75[0.26,217] I
2013Trinh, J. a7 220 B2 350 191% 0.94 [0.60,1.47] —
201aMahbli, F. 10 58 11 54 11.6% 0.81[0.31,211] - T
2017Bouhouche, A 7 41 7 59 11.5% 0.24[0.09, 0.64] -
20185aunders-Fullman, R. 22 144 73401 18.0% 0.81[0.458,1.36] T
Total (95% CI) 689 1878 100.0% 0.77 [0.49,1.21]
Total events 105 394 . . . .

0.0z 01 1 10 &0
Favours [experimental] Favours [control]

Heterogeneity, Tau®= 023, Chi=17 .26, df =7 (P =0.02), F=59%
Testfor overall effect Z=1.13 (P = 0.26)

1.18 T-Tremor-dominant of G2019S

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI
2011Hashad, D. 1. 68 19 11 TE 23 102 220% -0.80[2.01,041] -
2013Beatriz Tijero 2 089 6 208 176 13 222% -008[F1.27,1.11] -
201550mme, J. H. 19 189 12 42 28 27 175%  -230[3.81,-0.79] -
20185aunders-Pullman, R. 1.69 155 144 1.8 1.7 401 383%  -011[0.41,0189] »
Total (95% Cl) 173 543 100.0%  -0.64[-1.48,0.20] <>
Heterageneity: Tau®= 0.448; Chi*=8.76, df= 3 (P =0.03); F= 66% t t

4 2 0 2 4

Testfor overall effect 2=1.43 (P =0.14) Favours [experimental] Favours [control]

1.19 UPDRS I of G2019S



Experimental Control Mean Difference Mean Difference
Study or Subaroup Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI
2010vicki Shanker 64 58 21 a1 41 21 50% -1.70[4.74,1.34] N
2011Hashad, D. | 243 BT 11 242 58 102 3.0% 010[-4.02 4.22] D
2013Beatriz Tijero 125 88 6 958 274 13 1.0%  292[4.281017]
2013Trinh, J. 141 077 220 1.3 072 350 29.3% 010[-0.03,0.23] L
2014Carles Gaig 103 7.4 33 83 448 33 50% 2.00[1.06, 5.08] T
2015Mahli, F. 1117 671 58 1202 454 a4 8.0% -0.85[-3.10,1.40] I
201550mme, J. H. 125 8.4 12 136 66 2T 1.8%  -1.10[6.47, 4.27] —
2016Marras, C. 1018 075 449 1109 019 684 295% -0.91[0.598 -0.84] L
20185aunders-Pullman, R. 942 606 144 901 594 401 174%  -0.599[1.74 0.56] =T
Total (95% CI) 954 1685 100.0%  -0.38 [-1.13, 0.36] q
Heterogenaity: Tau?= 0.48; Chi*= 190.62, df= & (P = 0.00001}; F= 96% T 5 : t A

Testfor overall effect £=1.01 (P =0.31)

1.20 UPDRS I of G2019S

Favours [experimental]

Favours [control]

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI
2006L.M. Clark 185 1141 28 23133 476 5.4% -4.50[8.78,-0.22]
2006Lesage S a1 | 17 38 16 1] 1.7% 13.00[1.49, 24.51] —_—————*
2007Ishihara, L 488 227 42 438 233 1] 26% 470 [-4.20,13.60] I
20085, Lesage 472 203 11 305 241 14 0.9% 16.70[0.71, 34.11] *
2009RM Alcalay 197 137 26 205 117 BG5S 46%  -0.80[-6.14, 4.54] I
2010%icki Shanker 9.5 5.6 21 1.2 5.8 21 6.1% -1.70[F5.15,1.79] -
2011Hashad, D. 1. 331 4.3 11 281 59 102 6.7% 4.00[01.21, 679 -
2011R. Saunders-Pullman 123 1049 31 131 9.4 1] 4.7%  -0.80[-5.90, 4.30] - 1
2012Ben Sassi, 5. 424 229 95 424 NGB 44 2.8% 0.00[-8.32,8.37
2013Beatriz Tijero 3 18.07 B 2654 748 13 1.1% 446 [10.96, 19.48]
2013Maria Sierra 2869 13.23 29 28 1287 a0 4.1% 0.69 [-5.30, 6.68] N
2013mirelman, A 17.4 9.4 50 166 9.6 a0 5.9% 0.80[-2.94, 4.54] B
2013Ray M. Alcalay 198 128 97 199 113 391 B.7% -0.10[-2.88, 2.68] I
2014 Carles Gaig 24 14 331949 122 33 3.9% 410224, 10.44] -
2014Rachel Saunders-Pullman 22 124 126 192 113 126 6.6% 280[0.13,5.73) T
2018Alcalay, R M. 2.4 122 M6 195 111 120 B.5% 1.90 [-1.08, 4.88] T
2015Mabli, F 4404 M7 58 3786 1254 a4 38% G618[0.33 1268 T
20155aunders-Pullman, R 211 131 142 201 118 144 6.6% 1.00[-1.89, 3.89) I
20155omme, J. H. 298 1549 12 N3 a1 27 2.3%  -1.50[11.00, 8.00]
201 6Marras, C. 2455 045 424 2768 112  B52 8.2% -313[3.23,-3.03 -
2016Pal, G. D. e 1.7 4 234 124 64 1.7%  7.40[-4.44,19.24]
2018Saunders-Pullman, R 1938 1202 144 2029 1208 4M TA%  -0.91[3.20,1.39] -
Total {95% Cl) 1483 3584 100.0% 0.99[-0.72, 2.71] ?
Heterogeneity: Tau®= 8.40; Chi*= 108.38, df= 21 (P < 0.00001); P= 81% = R 0 e 5
Testforoverall effect 2= 1.13 (F = 0.26) Favours [experimental] Favours [control]
1.21 UPDRSIII of G2019S

Experimental Control Mean Difference Mean Difference
Study or Subaroup Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI
2006L.M. Clark 21 08 28 1.9 09 476 16.0% 020011, 0.51] 1T
20071Ishihara, L. 1.8 1 42 1.8 1 65 13.7% 0.00[0.39, 0.39]
2011Hashad, D. 1. 2495 065 11 28 054 102 13.4% 0.15[-0.25, 0.55] N
2012Ben Sassi, 5. 23 049 55 27 148 54 9.8% -0.40 [-0.96, 0.16]
2014 Carles Gaig 21 1 33 18 08 33 124% 030014, 0.74] -
2014Mabli, F. 23 082 58 286 1.02 54 149% -066[1.00-032) —
20185aunders-Pullman, R. 207 088 144 211 084 401 199%  -004[0.21,013] T
Total (95% ClI) 37 1186 100.0%  -0.06 [-0.29,0.18] ‘*‘
Heterogenaity: Tau?= 0.06; Chi*= 19.64, of= & (P = 0.003); <= 64% 4 4= : P 1
Testfor overall effect Z= 0.47 (P = 0.64) Favours [experimental] Favours [control]

1.22 H-Y of G2019S

Experimental Control Mean Difference Mean Difference
Study or Subaroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
2007Ishihara, L. BE 153 42 682 167 65 0.0% -2.20[8.36, 3.96]
2012Ben Sassi, 5. 7.8 238 55 BBZ2 232 55 0.0% 1.60[7.18,10.38]
2014 Carles Gaig 921 147 33 858 103 33 0.0% -3.70[9.82 2432 —
2016Marras, C. 862 081 432 8471 013 698 998% 1490141, 1.57] .
20185aunders-Pullman, R, 8665 1892 144 8626 20455 4M 0.0% 039 [3.30,4.08] N
Total {95% CI) 706 1252 100.0%  1.49[1.41,1.57] |
Heterogeneity: ChiF= 4.48, df= 4 (P = 0.34), F=11% = * ) ! l

Test for averall effect Z= 37 .90 {F = 0.00001}

1.23 Schwab & England of G2019S

Favours [experimental]

10
Favours [control]
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Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2006Lesage § 19 28 27 49 48% 1.72[0.65, 4.55] -1
20085 Lesage 18 34 11 69 26E% 5.93[2.3415.07]
201 2Gilad Yahalam 22 33 168 316 B.2% 1.76 [0.83, 3.76] I
201 3Mirelman, A. 14 a0 14 a0 7% 1.10[0.46, 2.62] -
201 3Roy M. Alcalay 33 47 738 156% 2101[1.29,3.43] -
2014Carles Gaig 19 33 16 33 52% 1.44 [0.55, 3.81] -1
201 4MNahli, F. 3 58 7 54 5.0% 0.77[0.24, 2.47] I R
201 BMarras, C. 86 242 T3 419 26.5% 261 [1.81, 3.76] —
2018Pal, G.D. 3 4 61 T2 12% 0.54 [0.05, 5.68]
2017Bouhouche, A 23 41 15 59 4.2% 3.74[1.60, 8.78]
2017da Silva, C. P. 12 17 50 83 38% 1.58[0.51, 4.91] [
20178an Luciano, M. 41 530 26 FE9 15.2% 2.36[1.43,3.91] -
Total (95% Cl) 1167 2354 100.0% 218[1.79, 2.67] L 2
Total events 297 545
Heterogeneity: Chi®=15.39, df=11 (P=0.17); = 28% DIDS n’z 5 2’0

Testforoverall efiect £=7.70 (P = 0.00001) Favours [experimental] Favours [control]

1.24 Dyskinesia of G2019S

Experimental Control Odds Ratio (Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 35% Cl M-H, Random, 95% Cl
20085, Lesage 18 34 19 B3 16.4% 2.96 [1.28, 6.97] —
2013Emilia Mabel Gatto 3 3 M 48 4% 3.89[0.18, 79.71]
2014 Carles Gaig 18 a3 1733 183% 113 [0.43, 2.97] i
2015Mahli, F. 25 58 23 84 17.4% 1.02 [0.48, 2.16] —r
2016Marras, C. 86 135 a5 396 20.4% 4 .56 [3.65, 3.46] —=—
2017Bouhouche, A 5 41 M 59 16.8% 162 [0.72, 3.63] T
2017da Silva, C. P. 15 17 51 89 O0E% 1.18[0.23,6.14] E L
Total (95% CI) 321 718 100.0% 2.02 [1.03, 3.97] -
Total events 190 265
Heterogeneity; Tau®= 0.54; Chi*= 23.52, df = 6 (F = 0.0006); F= 74% D.IDZ 0?1 150 550

Testforoverall effect 7= 2.03 (P = 0.04) Favours [experimental] Favours [control]

1.25 Motor fluctuations of G2019S

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total VWWeight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
201080reya Belarbi 16 23 27 43 3848% 1.78[062 511]
2014 Carles Gaig 8 33 9 33 449.3% 0.85[0.23, 2.58]
20155amme, J. H. 1 12 3 T O121% 0.73[0.07, 7.800
Total (95% Cl) 68 108 100.0%  1.19 [0.58, 2.44]
Total events 25 39 . . .
Heterageneity: Chl::. 1.07, df=2{P=059)F=0% ID.D1 01 1' 10 1DDI
Testfor overall effect. 2= 0.48 (F = 0.63) Favours [experimental] Favours [control]
1.26  Anxiety of G2019S
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2008FPankratz, M. 1 34 34 BO6 2.9% 0.69 [0.09,518]
20108 oreya Belarbi 14 23 14 483 19.3% 286 [1.02 8.08]
2012Ben Sassi, 5. 18 a4 25 55 238% 058 [0.27,1.27] - =&
2014Carles Gaig 14 33 12 33 201% 238[0.88 6.35] T
2014880mme, J. H. 2 12 2 27 11.0% 0.47 [0.08, 267]
2017da Silwa, . P. 13 17 a1 40 16.9% 2490075 823
Total (95% Cl) 174 1059 100.0% 1.33 [0.66, 2.69]
Total events 68 1449
Heterageneity: Tau®= 0.38; Chif= 10.58, df= 5 (F = 0.06); F= 53% 051 Dlz u=5 ] 2 5 150

Testior overall effect Z= 081 (F=0.42) Favours [experimental] Favours [control]

1.27 Depression of G2019S



Testfor overall effect: Z=0.06 (P = 0.95)

Experimental Control Mean Difference Mean Difference
Study or Subaroup Mean SD Total Mean SD Total Weight IV, Fixed. 95% Cl IV, Fixed, 85% CI
2012Een Sassi, 5. 16.8 429 g5 202 104 55 1.2% -3.40[6.49,-0.31]
2013Mirelman, A 42 34 a0 32 32 a0 6.6%  1.00 [-0.31, 2.31] T
2013Roy M. Alcalay 42 32 a7 37 34 391 220%  04A0[-0.22,1.27] T
201584lcalay, B 37T 33 1186 32032 120 16.68% 0.40[-0.33,1.33] I
20175an Luciana, M. 54 42 530 5 41 TF89 53.6% 0.40[-0.06,0.86] -
Total {95% CI) 848 1375 100.0%  0.43[0.09, 0.77] L
Heterogeneity. Chi*= 6.70, df= 4 (P=0.15); = 40% 9 + } ¥ !
Testior overall ffect 7= 2.51 (F = 0.01) Favours [experimental] Favours [control]
1.28 GDS15 of G2019S
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2008RM Alcalay 1 26 46 665 10.0% 0.54 [0.07, 4.06] - "
20105areya Belarbi 3 23 3 48 4.3% 5.29[1.19, 23.58]
2013Emilia Mabel Gatto 3 3 12 43 0.7% 20.44[0.99, 423.590]
2014 Carles Gaig 3 33 5 33 137% 0.56[0.12, 2.56] - 1
20155amme, J. H. i 12 7 27 137% 0.11[0.01, 2.08]
201 7Bouhouche, A 25 41 28 59 Z6.9% 1.73[0.77, 3.89] T
201 7da Silva, C. P. 3 17 33 90 307% 0.28[0.08, 1.04] —
Total {95% CI) 155 970 100.0% 1.07 [0.67, 1.71]
Total events 41 140
_I}ieh?;ogenem;:l C#I ?12%802,2?;6_(5?:8?.01 0 F=64% 0002 01 ] 10 s
Estiorverall efiect 2= 1. - Favours [experimental] Favours [control]
1.29 Hallucination of G2019S
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
201 3Beatriz Tijera 8.33 1074 6 1466 7.23 13 1.2% -6.33[F14.78, 313
2014Carles Gaig 16.4 a7 33 1345 84 33 6.4% 2.90[-1.25,7.09]
20178an Luciano, M. 145 101 530 143 85 759 023% 0.20 [-0.89,1.29]
Total {95% CI) 569 805 100.0% 0.29[-0.76,1.34]
Heterogeneity: Chi*= 3.43, df= 2 (P = 0.18); F= 42% I R
Testfor averall eflect Z=0.55 (F = 0.59) Favours [experimental] Favours [control]
1.30 SCOPA-AUT of G2019S
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total VWeight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2005Joze Miguel Bras 2 11 12 17 50% 1.78[0.35,9.14]
201 050reya Belarhi 10 23 10 43 10.0% 282([0.99 860 I
2012Ben Sassi, 8. 16 55 18 55 35.0% 0.84 [0.38,1.90] . E—
20160agan, E. 4 20 47 181 2048% 0710023, 2.24] - =1
2017Bouhouche, A 26 41 26 59 21.4% 2.20[0.97, 4.98] I
2017da Silva, C. P. g 16 13 82 8.0% 241[0.72,811]
Total {95% CI) 166 542 100.0%  1.49[0.99, 2.24] -
Total events 63 127
Toet o ovral et 7o 180 (2 008 o o2 o5 i3 o b
=T = Favours [experimental] Favours [control]
1.31 Cognitive impairments of G2019S
Experimental Control Mean Difference Mean Difference
Study or Subagroup  Mean  SD Total Mean SD Total Weight [V, Fixed, 95% CI IV, Fixed, 95% CI
2006Lesage 5 263 46 14 284 26 45 3.0% -210[4.63 043]
20083, Lesage 283 A7 26 292 22 G4 8.3% -0.90[2.42 062 _
2009RM Alcalay 291 16 26 291 1.6 665 49.0% 0.00[-0.63, 0.63] ——
2010%icki Shanker 2918 1.4 21 2867 1.9 21 18.8% 052[0.49 153 T
2012Ben Sassi, 5. 255 32 55 2516 285 55 150% 034[0.79, 1.47] =
2016Pal, 5. D. 282 18 4 286 2 72 58% -040[2.22 1.432] - 1
Total (95% Cl) 146 922 100.0% -0.01[-0.45,0.43] ?
Heterogeneity: Chi* = 5.54, df= 5 (P = 0.35); F= 10% ) R } ¥ 7

Favours [experimental] Favours [control]
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1.32 MMSE of G2019S

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight [V, Fixed, 95% CI IV, Fixed. 95% CI
2012Ben Sassi, 5. 218 43 20 M8 37 17 1.2% 0.00[-2.58 2.98]
2013Roy M. Alcalay 252 24 97 247 38 391 168% 050[0191.19] T
2014Rachel Saunders-Pullman 254 3 126 282 38 126 11.4% 020[0651.08] O
2015Alcalay, R M. 254 27 116 25 34 120 133% 040[0.381.18] I
20175an Luciana, M. 241 43 530 245 44 759 35.0% -040[-0.88 0.08] —&
20185aunders-Pullman, R. 2514 285 144 2471 39 401 224% 043[017,1.03 T
Total (95% CI) 1033 1814 100.0% 0.12[-0.17, 0.40] ?

210 1 2
Favours [experimental] Favours [control]

Heterogeneity: Chi*= 718, df=5{P =021, F= 30%
Testfor overall effect Z=080 (P =042

1.33 MoCA of G2019S

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random. 95% Cl M-H. Random., 95% CI
20105areya Belarbi 14 23 19 48 16.5% 2.86[1.02, 8.08] —
2014Carles Gaig 22 33 19 33 169% 1.47[0.54, 4.01] I a—
20155aunders-Pullman, R. 28 142 44 144 N T% 0.56 [0.32, 0.96] ]
2015850mme, J. H. G 12 11 7T 13.0% 1.45[0.37,5871] -
2017Bouhouche, A 22 41 19 59 18.8% 2.441.07,5.54] -
2017da Silva, C. P. 13 17 76 82 1249% 0.26 [0.08, 1.04] -

Total (95% CI) 268 393 100.0% 1.17 [0.56, 2.41]
Total events 106 188
, , |

Heterogeneity. Tau®= 0.6, Chi*=17.39, df =5 (P =0.004); F=71% T T y

- o= : 0.05 0.2 1 5 20
Testfor overall effect Z= 0.41 (F = 0.68) Favours [experimental] Favours [control]

1.34  Sleep disturbances of G2019S

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random, 95% CI M-H. Random, 95% CI
2011 R. Saunders-Pullman 18 kil 25 o 157% 0.28 [0.08, 0.92] . —
2014 Carles Gaig 13 33 25 33 16.4% 0.21 [0.07, 0.60] e —
2014Rachel Saunders-Pullman <] 126 101 126 18.6% 030017, 0.83] —
2016Marras, C. 135 137 184 212 142% B.26 [1.43, 27.44] - -
2017da Silva, C. P, 11 17 21 38 158% 1.87 [0.48,5.10] T
2017S5an Luciano, M. 160 530 131 788 19.3% 207 [1.59, 2.70] =
Total (95% CI) 874 1199 100.0% 0.81 [0.28, 2.36] "*"
Total events 406 497
Heterogeneity; Tau?= 1.62; Chi*= 60.67, df= 5 (P = 0.00001); F= 32% Iu o 051 150 100’

Testior overall effect Z=0.38 (P = 0.70) Favours [experimental] Favours [contraol]

1.35 Olfactory disturbances of G2019S

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SO Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
2011 R. Saunders-Fullman 248 7.08 31 188 805 30 158% 6.00[2.19 9.81] -
2014 Carles Gaig 235 68 33 184 [ 33 241%  5.10[2.01,8.19] -
2014Rachel Saunders-Pullman 228 87 126 186 71 126 60.0% 4.20[2.24, 6.16] ——
Total (95% CI) 190 189 100.0% 4.70[3.18,6.22] <>

A0 & 0 510
Favours [experimental] Favours [control]

Heterogeneity: Chi®= 0.76, df= 2 (P = 0.68);, F= 0%
Test for overall effect: 2= 6.07 (P = 0.00001)

1.36  UPSIT scores of G2019S

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H. Fixed, 95% Cl M-H, Fixed, 95% CI
200611, Clark 13 14 311 320 GE% 0.38[0.04,3.149]
2006Lesage 5 18 33 34 T3 3349% 1.38[0.60,3.14] —
2011C. Marras 23 24 64 B9 449% 1.42[015 1337
201 3Ray M. Alcalay 34 g7 58 391 519% 324 1.87,5.34] —&
201 7da Silva, & P, 16 16 83 91 7% 336018 61.09
Total (95% Cl) 184 944 100.0%  2.33[1.54, 3.54] <&
Tatal ewents 105 551 . .

Heterogeneity, Chi*=6.28, df= 4 (P=018); F= 3%

J J
Test for overall effect: 2= 4.00 {F = 0.0001) om 01 ! 10 100

Favours [experimental] Favours [control]
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1.37  Good response to I-dopa of G2019S
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2006Lesage 5 BY7 322 30 601 356 48 4.0% 96.00 [-567.03, 249.03] ]
20085, Lesane 580 335 kil 491 245 a8 5.3% 99.00 [-44.72,222.73) ]
2009RM Alcalay 456 624 26 471 492 GBS 1.6% 859.00[157.75, 327.79] I
2011C. Marras 631 410 28 585 423 73 27% 46.00[141.74, 233.74] —
2012Ben Sassi, 8 8581 37 85 B1TTF 2245 a5 87% 4040 [-64.04, 144.84] I
201 3mirelman, A 3001 2518 50 191.8 2628 a0 9.3% 108.30 [7.40, 208.20
201 3Roy M. Alcalay 443 444 97 348 373 39 10.3% 95.00 [F0.78, 190.78] —
2014 Carles Gaig 7937 4821 33 823 5164 33 1.6% -29.30 [270.34, 211.74]
2015Alcalay, RN 388 402 116 210 288 120 11.8% 169.00[79.52, 258.48] -
20155o0mme, J. H. 1,066.3 388 12 847 325 27 1.5% 20930 4214, 460.74] ]
2016Marras, C. 93931 5785 516 36613 73 827 269% 17318[113.97 23239 =
20185aunders-Pullman, R. 407.38 41023 144 3371 36758 401 16.3% T0.28 [5.76, 146.34] T
Total (95% CI) 1135 2448 100.0% 115.20 [84.47, 145.93]
<
Heterogeneity: Chi®=11.28 df=11 (P = 0.42); F= 2% 1 t } t
e -200 -100 100 200
Testfor overall effect: 2= 7.35 (P < 0.00001) Favours [experimental] Favours [control]
1.38 LEDD of G2019S
Experimental Control (Odds Ratio (Odds Ratio
Study or Subaroup Events Total Events Total Weight M-H. Fixed, 95% CI I-H. Fixed, 95% CI
2011R. Saunders-Pullman 11 31 11 29 BE% 0.90 [0.31, 2.57]
2014Rachel Saunders-Pullman i3] 128 44 126 191% 1.99 [1.20, 3.29] —_
2016Marras, C. 407 498 584  TE3 T43% 1.82 115, 2.01] E 3
Total (95% CI) G55 938 100.0% 1.57 [1.24,1.99]
*
Total events 483 638
Z=373(P=0. ) Favours [experimental] Favours [control]
1.39 Smoke of G2019S
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random, 895% Cl M-H, Random, 95% ClI
200BHan-Chung Fung 0 27 203 278 37.0% 1.06 [0.43, 2.60] ——
2008Daniel Kam Yin Chan 3 3 28 31 153% 0.86 [0.04, 20.348] =
20165un, Qian 20 7B 203 215 3T.T% 0.04 [0.02, 0.08] —=—
Total {(95% CI) 106 534 100.0% 0.29 [0.02, 4.33] —— R ——
Total events 43 434
. . iz _ e | , ,
Heterogeneity: Tau®= 4.95; Chi*= 3489 df=2{P =0.00001); F=94% '0.01 D!‘l 1'0 100

Test for overall effect: 2= 0.90 (P = 0.37)

1.40 Asymmetrical onset of G2385R

Experimental

Control

Mean Difference

Favours [experimental] Favours [control]

Mean Difference
IV, Random, 95% CI

Study or Subgroup Mean SD Total Mean SD Total Weight [V, Random, 95% CI
2006Hon-Chung Fung 615 11.3 27 B1.9 105 278 61%  -0.40[4.84 404
2006Manabu Funayama 84 106 50 503 149 383  56% 3.70[0.41,6.99]
2007CaoLi 80N 14 544 134 M 3.9% 260 [3.43,8.63]
2007Eng-King Tan 59 1N 33 59 10 29 48% 0.00[5.23,5.23]
2007Matthew J. Farrer 549 11.8 34 58 117 376 BE%  -310[F.24,1.04
2008%.-K. An 5275 9.8 71 8632 11 529 11.0% -3.57[6.03,-1.11]
2010Jang-Min Kim 553 11.5 82 547 108 841 10.6% 0.60 [1.99,3.149]
2013Chaon Gao 605 104 36 582 88 133 THE% 2,30 [-1.40, 6.00]
201 3diangping Cai 56.8 107 43 586 11 461 8.9%  -1.80[4.96, 1.36]
201 3iacli Fu 85 11.7 ar 55 11 409 7% 0.00[3.92 3.92]
2016Marras, C. 5598 111 197 5869 125 7A0 133% -2TF0[4.48,-087
20165un, Qian 5557 B.78 76 57.05 892 225 11.6% -14B8[377 081]
Total (95% CI) 706 4687 100.0%  -0.66 [-2.01,0.70]

Heterogeneity: Tau®= 2.76; Chi®= 23.25, df=11 (F=0.02); F= 53%

Testfor averall effect Z=0895(P=0.34)

1.41 Age at onset of G2385R

[ —

-

VSN
Favours [experimental] Favours [control]
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Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed. 95% Cl M-H. Fixed. 95% CI
20060 Fonzo, A 23 61 192 547 21.3% 1.12 [0.65,1.93] -
2006Manabu Funayama 17 50 180 389 24.0% 0B00.32,1.11] =T
2007 Can Li 4 14 762 a7% 0.76[0.23, 2.51] e
2008X -k, An 26 1 124 529 16.48% 1.89([1.12,3.18] —
201 2HUIRL YAN g 21 T2 333 58% 1.13[0.40, 3.20 [
2013Chao Gao g 36 5 139  16% 4.32[1.18 15.86]
201 3Jiangping Cai 11 48 105 461 13.9% 0.98 [0.48, 1.99] T
201 3iaoli Fu 11 ar 108 409 11.3% 1.16 [0.56, 2.44] B
Total (95% Cl) 339 3028 100.0%  1.14[0.89, 1.46]
Total events 102 863
Heterageneity: Ghi®=12.41, df= 7 (P = 0.08); F= 44% ID o 051 ] 150 muI
Testforoverall effect: Z=1.01 (P = 0.31) Favours [experimental] Favours [control]
1.42 EOPD of G2385R
Experimental Control Odds Ratio (Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random. 95% Cl M-H. Random, 95% CI
2006Di Fonzo, A, 34 61 328 A47 8.4% 0.84 [0.459,1.43] I
200FCaoLi ] 14 128 I 4.8% 0.401[0.13,1.24] T
2007Eng-King Tan 16 33 17 29 5.1% 0.66 [0.24,1.82] - 1
2007 Matthew J. Farrer 18 34 214 376 T 1% 0.851[0.42,1.72] -1
2008Daniel Kam Yin Chan 3 3 al N 0.9% 3.421[0.16, 72.45]
2008¥-K. An 40 Il 34 528 8.7% 0.88 [0.54, 1.46] 1
201 0Jong-hin Kim 35 a2 Erac-T Y| 9.0% 0.93 [0.59, 1.48] T
201 2HUIRU AN 10 M 182 333 5.8% 0.67 [0.28, 1.62] -
2013Chao Gao M 36 15 134 B.0% 11.57 [4.94, 2713] -
201 3Jiangping Cai 28 49 275 461 T.9% 0.90[0.50, 1.64] —
201 3¥iaoli Fu 2 a7 201 408 7.3% 1.36 [0.69, 2.68] N
2016Ca0, M. 16 25 28 43 5.0% 0.95 [0.34, 2.67] -1
2016Marras, C. 122 1589 465 7490 101% 1.11[0.81,1.52] -
20168un, Qian a7 76 125 225 8.5% 0.76 [0.45 1.28] -
2017Hong, J. H. 7 23 136 276 56E% 0.45[0.18,1.13] —
Total (95% CI) 764 5250 100.0% 0.98 [0.73, 1.34] L
Total events 413 2832
Heterogeneity Tau?= 0.21; Chi= 42,45, df=14 (P = 0.0001); F= 67% :0.01 0?1 110 mu:
Testfor averall effect 7= 0.10 (F = 0.52) Favours [experimental] Favours [control]
1.43  Gender-male of G2385R
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2007 Cao Li i 14 13 221 10.8% 0.53[0.03,58.42)
2007Eng-King Tan ] 33 a 29 2.49% 11.39[0.60, 21548 >
2007 Matthew J. Farrer 4 34 20 376 17.8% 3.8101.42,10.27] .
2013Chao Gao 2 36 10 139 25.3% 0.76 [0.16, 3.63] - &
201 3xianli Fu a a7 a1 409 43.3% 1.94 [0.84, 4.47] T
Total (95% CI) 154 1174 100.0% 2.10[1.22, 3.59] -
Total events 21 94
Heterogeneity: Chif= 5.21, df= 4 (P = 0.27); F= 23% u’m 051 150 m’n
Testfor overall effect 2= 2.6 (P = 0.007) Favours [experimental] Favours [control]
1.44  Family history of G2385R
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H. Random, 95% CI
2007 CaoLi 7 14 102 221 209% 1.17[0.40, 3.44] I
2007 Matthew J. Farrer i 34 365 376 18.7% 0.23[0.07,0.74] -
201 3diangping Cai 24 49 224 461 321% 1.02[0.56, 1.83] —
201 3xianli Fu 11 a7 81 409 28.3% 1.71[0.81, 3.61] I e —
Total (95% CI) 134 1467 100.0% 0.92 [0.45, 1.85]
Total events 72 72
Heterogeneity: Tau®= 0.31; Chi®= 7.97, df= 3 (P = 0.05); F= 62% n:ns 0:2 } 5 2:0

Testfor averall effect: £=0.25 (P = 0.80)

1.45

FS-Bradykinesia of G2385R

Favours [experimental]

Favours [control]
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Experimental Control

Odds Ratio

Odds Ratio

Study or Subagroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2007 Can Li 8 14 134 2 9.8% 0.87 [0.29, 2.48]
2008-k. An ar 71 263 529 42E% 1A0[0.67,1.81]
201 3Jiangping Cai 34 49 288 461 251%  1.23[0.65,2.37] =
201 3xiaali Fu 21 3r 220 409 228% 113[0.57, 2.2
Total (95% CI) 171 1620 100.0%  1.12 [0.81, 1.54] »
Tatal ewents 100 916
Heterogeneity: Chi®= 0,20, df= 3 (P = 0.96); F= 0% l l l !
o - 0.m 0.1 10 100
Testfor overall ffect. 2= 0.66 (P =0.57) Favours [experimental] Favours [control]
1.46 FS-Resting tremor of G2385R
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total WWeight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2007 Cao Li T 14 83 271 169% 1.66 [0.56, 4.91]
201 3Jiangping Cai 18 49 168 461 B9.6%  1.01[0.55, 1.87]
201 3xiaali Fu 3 ar 26 409 135% 1.30[0.37, 4.57]
Total (95% Cl) 100 1091 100.0%  1.16[0.71,1.89] -
Total events 28 277
Heterogeneity, Chi®= 0.65, df= 2 (P= 0.72); F= 0% f f f |
o M 0.m 0.1 10 100
Testfor overall effect. 2= 0.60 (F = 0.55) Favours [experimental] Favours [control]
147 FS-Rigidity of G2385R
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total WWeight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2007 Cao Li ] 14 G4 231 526% 1.36[0.44, 427 I
201 3Jiangping Cai 0 49 9 461 187%  0.48[0.03,8.39]
201 3xiaali Fu 1 ar 16 409 277% 068 [0.09, 5.249] =
Total (95% Cl) 100 1091 100.0%  1.00[0.40, 2.48] ~ai
Total events 3] a9
Heterogeneity, Chi*= 0.67, df= 2 (P = 0.71); F= 0% f f f |
o M 0.m 0.1 10 100
Testfor overall effect. 2= 0.00 (F = 1.00) Favours [experimental] Favours [control]
1.48 FS-Postural instability or Gait difficulty of G2385R
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
2008Hon-Chung Fung 26 27 252 278 12.0% 2.68([0.35 20.58]
2007 Matthew J. Farrer 25 34 258 376 81.49% 1.27[0.58, 2.81]
20080aniel Kam Yin Chan 3 3 30 M B1% 0.34[001,1018]
Total (95% Cl) 64 685 100.0% 1.38 [0.68, 2.82] ""‘
Total events 54 540
Heterogenaity: Chi*=1.10, df= 2 (P = 0.58); F= 0% f f t |
L v 0.01 0.1 10 100
Testfor overall efiect 2= 0.8 (P = 0.37) Favours [experimental] Favours [control]
1.49 Resting tremor of G2385R
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
2006Hon-Chung Fung 76 7 261 278 294% 1.69(0.22,13.24] —_— T
2007 Matthew J. Farrer 32 34 343 6 ATA% 1.54 [0.359,6.71] —
20080aniel Kam Yin Chan 3 3 27 M 1314%  1.15[0.05, 2610
Total (95% Cl) 64 685 100.0% 1.53 [0.50, 4.68] "‘"
Total events 61 631
Heterogeneity: Chi®=0.04, df=2 (P=0.98), F=0% ID.D1 DH 1'0 1DDI

Testfor overall effect Z=075 (P =0.4%9)

150 Rigidity of G2385R

Favours [experimental]

Favours [control]
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Testfor overall effect: £=1.28 (P =0.20)

1.55 Dyskinesia of G2385R

Favours [experimental]

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
2007 Cao Li 23 13 14 3117 231 242% -0.80[1.52,-0.08]
2013Jiangping Cai 287 245 49 296 226 461 242% -0.39[1.11,033]
20165un, Qian 1.92 1.498 TE 167 1488 225 A516% 025[0.24,074
Taotal (95% CI) 139 907 100.0% -0.16[-0.51,0.19]
Heterageneity, Chi*= B.14, df= 2 (P = 0.05);, F=67% Foo h ; s 00
Testfor overall effect 2= 0.88 (F = 0.38) Favours [experimental] Favours [control]
151 UPDRS I of G2385R
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total \Weight IV, Random, 95% CI IV, Random. 95% Cl
2007CaoLi 131 549 14 168 62 221 218% -370[6.50,-0.50] =
201 3Jiangping Cai 168 88 49 172 826 461 23T7% -0.40[-2.98,2.18] ki
2016Marras, C. 1474 019 192 11.09 019 684 28.0% 365 [3.62, 3.69] =
20165un, Qian 1116 571 TE 1132 435 225 265%  -016[1.56,1.24] b
Total {95% CI) 331 1591 100.0%  0.08 [-3.12,3.27] +
Heterogeneity: Tau?= 8.48; Chi*= 58.05, df= 3 (P < 0.00001); F= 85% Foo su ;) s o0
Testfor overall effect 2= 0.05 (P = 0.86) Favours [experimental] Favours [control]
1.52 UPDRSII of G2385R
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD_Total Weight IV, Random, 95% CI IV, Random, 95% Cl
2007 Cao Li 19.6 A1 14 204 7300231 146% -080[-3.74,1.94)] _
2007Eng-King Tan 26 11 33 27 11 29 129%  -1.00[-6.45 4.449] - ]
2007Matthew J. Farrer 19.3 T4 341948 91 3F6 147% -0.60 [-3.25, 2.048] B
201 3diangping Cai 214 878 49 221 B35 461 147% -0.70 [-3.27,1.87] [
201BMarras, C. 35.82 0.4 192 2768 112 652 153% .14 [8.04, 8.24] -
20165un, Qian 2485 1208 TE 2652 1264 225 144%  -1497[5151.21] e
201 7Hang, J. H. 198 112 23 236 B7 276 135% -380[849,089 e —
Total {95% CI) 47 2240 100.0%  -0.00 [-4.99, 4.99] *—
Heterogeneity: Tau®=42.42; Chi*= 19914, df = 6 (P = 0.00001); F=97% -1=D =5 lﬁ t 1=D
Testfor overall efiect 2= 0.00 (P =1.00) Favours [experimental] Favours [control]
1.53 UPDRSIII of G2385R
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
2007 CaoLi 1.7 04 14 2 08 221 220% -0.30[0.53,-0.07] —
2007 Matthew J. Farrer 25 1.2 34 26 09 376 TA% -010[F051,0.31) _
2008¥.-K. An 216 0.9 71233 0598 529 233% -017[0.40, 0.08] —=
201 3Jiangping Cai 247 0.89 49 257 0593 461 174% -010[0.36,0.16] T
2016Ca0, M. 22 08 25 24 074 13 8.2% -0.20[0.48 018] D
20165un, Qian 215 0483 TE 208 081 225 220% 007[F0.16,0.30 T
ota % 0% -0.13[-0.24, -0.
Total {95% CI) 269 1855 100.0% -0.13[-0.24, -0.02] L
Heterogeneity: Chi*= 513, df=5 (P= 0.40); 7= 3% 1 -n: P 7 0:5 1
Testfor averall effect 2= 2.34 (P = 0.02) Favours [experimental] Fawvours [control]
154 H-Y of G2385R
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed. 95% Cl M-H. Fixed, 95% CI
2007 Cao Li 3 14 57 221 8.3% 0.ran.21, 2.91]
2007Eng-King Tan 7 33 11 28 14.4% 0.44[0.14,1.39] e
2007Matthew J. Farrer 13 34 M7 376 187% 1.37 [0.66, 2.83] T
2016Marras, C. 16 146 73418 525% 0.58[0.33,1.04] —l
201685un, Qian 4 TB 8 225 B0% 1.51[0.44,5195] N
Total {95% CI) 303 1270 100.0%  0.78 [0.54,1.14] &
Total events 43 266
Heterogeneity: Chi®= 539, df= 4 (P=0.25), F= 26% D.IDE DT'I ; 1'D SID

Favours [control]
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Experimental Control (Odds Ratio Odds Ratio

Study or Subaroup Events Total Events Total \Weight M-H. Fixed, 95% CI I-H. Fixed, 95% CI
2007Matthew J. Farrer 12 34 122 376 337% 1.14 [0.54, 2.37] -
2008Daniel Kam Yin Chan 0 3 3 3 1.7% 1.16[0.05, 27.54]
2016Marras, C. 61 130 95 396 B4.1% 2.80[1.85,4.24] .
20165un, Qian 27 7 50 225 05% 19114 [11.46, 3185.64] _—
Total (95% CI) 194 1028 100.0% 3.17 [2.30,4.38] *
Total events 100 270

ity: Chi®= = = JE= I } } |
Heterogeneity, Chi®=16.38, df= 3 (F=0.0009); F=82% 0001 1 10 1000

Test for overall effect: Z=7.05 (P = 0.00001)

1.56 Motor fluctuations of G2385R

Favours [experimental] Favours [control]

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
20080aniel KamYin Chan 1 3 12 el 5.2% 0.79[0.06, 9.71]
20165un, Qian 7 TE 48 225 EB9.8% 1.58[0.91,2.77] +il—
2017Hong, J. H. ] 23 a6 27H  24.9% 1.09[0.39, 3.07] -
Total (95% CI) 102 532 100.0%  1.42[0.88,2.29] S
Total events 33 126
?etn:;ogenemil:l CQ Tgi ii:PQEPD:1g.?4); F=0% ID.D1 DH 1-0 1DD'
estforoverall effect £=1.44 (P = 0.15) Favours [experimental] Favours [control]
1.57 Depression of G2385R
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed. 95% Cl IV, Fixed. 95% CI
2013Chao Gao 72 34 36 253 4 139 209% 1.90[0.61,3.149]
20168un, Qian 2778 268 TE 26896 282 225 68.9% 0.82[011,1.53]
201 7Hang, J. H. 256 44 23 25 4 ITE 101% 0.60[-1.26, 2.46]
Total (95% CI) 135 640 100.0% 1.02[0.43,1.62]
e e R a1 T N ST
T - Favours [experimental] Favours [control]
1.58 MMSE of G2385R
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2007Eng-King Tan 467 2758 33 437 287 29 8.8% -70.00[210.41, 70.41]
2007Matthews J. Farrer 4576 2466 34 4446 27089 376 227% 13.00[74.30,100.30] D
201 6Marras, C. 446,24 3516 161 36613 73 527 436% 8011 [17.15,143.07] —
20168un, Qian 88367 320.84 TH 46771 28634 225 250% 89596 [2.90, 169.02] =
Total (95% CI) 304 1157 100.0%  53.22 [11.67, 94.77] -
Heterogeneity: Chi*=5.07, df= 3 (P = 047}, F=41% 1 t t t
o - -200 -100 0 100 200
Testfor averall ffert 7= 2 51 (P = 0.01) Favours [experimental] Favours [control]
159 LEDD of G2385R
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD_Total Weight V. Random. 95% CI V. Random, 95% CI
2008Lihua Yu 53583 1035 328 526 11585 311 194% 0.93[0.77, 2.63] T
2009Zijuan Zhang 4733 813 600 5579 113 857 207% 1.541[0.35, 2.73] —
201 3iangping Cai 556 107 510 586 109 481 203% -3.00[-4.35-1.65] —
201 3iaoli Fu 54 117 448 85 11399 1989%  -1.00[253 053] -
2014Pulkes, T 56 13 485 601 122 431 196% -410[-573,-2.47] -
Total (95% ClI) 2369 2179 100.0%  -1.11[-3.30,1.07] *

Heterogeneity, Tau®= 562, Chi*= 4473, df=4 (P = 0.00001); I*= 91%

Testfor overall effect £=1.00(F=0.32)

1.60 Age at onset of R1628P

VI
Favours [experimental] Favours [control]
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Experimental  Control Odds Ratio Odds Ratio
Study or Subaroup _ Events _ Total Events Total Weight W-H. Random. 95% Cl M-H. Random, 95% Cl
2009Lihua Yu 6 17 132 311 211% 0.74[0.27, 2.05]
2009Zijuan Zhang 5 43 145 557 225% 0.37 [0.14, 0.97] =
2013Jiangping Cal 10 29 106 481 26.3% 1.86 [0.84, 4.13] e
201 3tiaoli Fu 15 47 100 399 30.1% 1.25 [0.66, 2.29) —_—r
Total (95% CI) 136 1748 100.0% 0.95 [0.49, 1.83]
Tatal events 6 492

0.5 1 2

Heterogeneity: Tau®= 0.27; Chi*= 7.38, df= 3 (F = 0.06); F=59%

0.z

- _ . a
Testioroverall efect Z=0.17 (F=0.87) Favours [experimental] Favours [control]
1.61 EOPD of R1628P
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total VWeight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2009Lihua Yu ] 17 169 311 24.9% 0.945[0.36, 2.41]
201 3Jiangping Cai 18 29 285 481 37T1%  1.13[0.52,2.43)]
201 3xiaali Fu 33 47 201 399 3B81% 23201.21,4.47] —
Total (95% Cl) 93 1191 100.0%  1.54[0.99, 2.38]
Total events 60 655
Heterogeneity, Chi®= 3.10, df= 2 (P= 0.21); F= 35% f f f ; |
L - 0.m 0.1 1 10 100
Testfor overall effect 2=1.91 (F = 0.08) Favours [experimental] Favours [control]
1.62 Gender-male of R1628P
Experimental Control Odds Ratio Odds Ratio
Study or Subagroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2008Likua Yu 9 17 162 311 11.49% 1.03[0.39, 2.79]
200870 uan Zhang 18 43 282 587 354% 0.70[0.37,1.37 —
201 3Jiangping Cai 19 29 314 481 185%  1.01[0.46,2.27]
201 3xiaali Fu 24 47 220 399 34.2% 0.85[0.46, 1.44] T
Total (95% Cl) 136 1748 100.0% 0.85 [0.60, 1.21]
Total ewents il ara

Heterogeneity, Chi*=0.70,df =3 {P=0.87), F=0%

01 10

L - 0.01 100
Tastfor overall effect 2= 0.91 (P = 0.36) Favours [experimental] Favours [control]
1.63 FS-Resting tremor of R1628P
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Meanm SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
2009LihuaYu 209 0.494 17 221 078 311 21.4% -0.12[-0.58, 0.34] - "]
2009Zijuan Zhang 221 1.02 43 232 0868 557 258% -0.11 [-0.43,0.21] - 1
201 3Jianuping Cai 266 1.1 29 255 091 481 228% 0.11 [-0.30, 0.52] e —
2014Pulkes, T. 3 05 a4 25 08 431 300% 0.50 [0.35, 0.65] ——
Total {95% CI) 143 1780 100.0%  0.12[-0.25,0.49] -’—
Heterogeneity: Tau®= 0.11; Chi*= 17.04, df= 3 (P = 0.0007); = 82% + o= ;) o ]
Testfor overall effect Z=0.64 (F = 0.52) Favours [experimental] Favours [control]
1.64 H-Y of R1628P
Experimental Control Odds Ratio Odds Ratio
Study or Subaroup Events Total Events Total VWeight M-H, Fixed, 95% Cl M-H. Fixed, 95% CI
2008Latourelle, J. C. 1 4 549 965 18.1% 0.251[0.03, 2.44]
2009Mata, I. F.(2) i 1 58 119 8.1% 0.351[0.01,8.78]
20144 Estanga 14 30 13 30 39.0% 1.14[0.41,3.17] —
201450mme, J. H. a 15 18 27 33.8% 0.57 [0.16, 2.08] —
Total (95% Cl) 50 1141 100.0%  0.72 [0.35, 1.47] ~-
Tatal events 23 638
Heterogeneity: Chi*=1.93, df=3(P=059) F=0% ID.D1 D:‘I 1'0 1DDI

Test for overall effect: £2=0.81 (P = 0.36)

1.65 Gender-male of R1441G

Favours [experimental] Favours [control]
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Experimental Control Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2013Beatriz Tijero 2817 856 B 2654 T.48 13 19.4% 1.63[-6.34, 9.60]

2014A. Estanga 12.86 1061 0 2117 1246 a0 356% -2.31[-8.19 3.47] I S E—
201550mme, J. H. 285 84 15 33 81 27 45.0% -2.80[8.03 2.43] —

Total {95% CI) 51 70 100.0% -1.77 [-5.28, 1.75] '*"

Heterogeneity: Chi*= 0.88, df= 2 (P = 0.64); F= 0% = = 7 ! o

Testforoverall effect: 7= 0.93 (F=0.33) Favours [experimental] Favours [control]

1.66 UPDRSIII of R1441G

Supplementary Figure 1. Forest plots of the association between specific variants in LRRK2 and PD
clinical features. 1.1-1.39 reflected the pooled results of G2019S-related clinical features.1.40-1.59
reflected the pooled results of G2385R-related clinical features. 1.60-1.64 represented the pooled
results of R1628P-related clinical features. 1.65-1.66 represented the pooled results of R1441G-
related clinical features.
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