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Supplementary Figure legends

Supplementary Figure 1. Levodopa metabolism in humans. Schematic shows levodopa, its downstream metabolites, and converting enzymes.
Abbreviations: AADC = aromatic amino acid decarboxylase, ALDH1A1 = aldehyde dehydrogenase1 A1, COMT = catechol-O-methyltransferase, DOPAL = 3,4-dihydroxyphenylacetaldehyde, DOPAC = 3,4-Dihydroxyphenylacetic acid, MAOB = monoamine oxidase B

Supplementary Figure 2. Deteriorating peak shapes of 3,4-dihydroxyphenylacetaldehyde obtained from serum samples of different Parkinson’s disease patients.
A. A peak shape of standard 3,4-dihydroxyphenylacetaldehyde (DOPAL) with retention time of 12.2 minutes. B-D. Broadening and shoulder peaks (B, C, D) with splitting (C, D) around the DOPAL retention time. 
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Supplementary Tables

Supplementary Table 1. Changes of 3-methoxytyrosine and homovanilic acid in PD compared to healthy controls
	 
	Metabolite
	PD/HC
	LLD case /total case. PD, HC
	p-value

	Cohort 1
	3-methoxytyrosine
	232
	11/109, 30/32
	<0.0001

	
	Homovanillic acid
	1.34
	0/109, 0/32
	0.00099

	Cohort 2
	3-methoxytyrosine
	148
	5/137, 5/45
	<0.0001

	
	Homovanillic acid
	1.31
	0/137, 0/45
	<0.0001

	Abbreaviations: PD = Parkinson's disease; HC = healthy controls; LLD: lower limit of detection; 
p-value obtained by Wilcoxon's test

	
	





Supplementary Table 2. Characteristics of medication in PD groups

	Medication
	de novo PD
(N=17)
	PD with only DA
(N=16)
	PD with levodopa

	
	
	
	L/B (N=67)
	L/C (N=151)

	levodopa/AADC-I
	-
	-
	67
	151

	entacapone
	-
	-
	16
	47

	selegiline
	-
	-
	31
	48

	DA
	pramipexole
	-
	13
	24
	44

	
	ropinirole
	-
	1
	11
	28

	
	rotigotine
	-
	2
	11
	28

	amantadine
	-
	-
	11
	31

	zonisamide
	-
	-
	12
	30

	istradefylline
	-
	-
	8
	20

	droxidopa
	-
	-
	1
	3

	
	Abbreviations: PD = Parkinson's disease; DA = dopamine receptor agonist; 
AADC-I = aromatic amino acid decarboxylase inhibitor; 
L/B = levodopa/benserazide; L/C = levodopa/carbidopa

	
	
	

	
	
	





Supplementary Table 3. Characteristics of PD with levodopa and 6 metabolite levels in each H&Y stage
	 
	H&Y I
	H&Y II
	H&Y III
	H&Y IV
	p-value 

	Number
	48
	78
	64
	28
	 

	Sex (Male: Female)
	27:21
	42:36
	34:30
	8:20
	0.0549a

	Age [years], Mean (SD)
	65.9 (10.9)
	66.9 (7.20)
	68.5 (11.1)
	73.2 (7.90)
	0.0016b

	Disease duration [years], Mean (SD)
	4.08 (3.25)
	6.71 (4.46)
	8.13 (4.89)
	12.4 (7.15)
	<0.0001b

	MDS-UPDRS III, Mean (SD)
	6.80 (5.25)
	13.3 (7.39)
	20.2 (10.2)
	28.5 (12.3)
	<0.0001b

	dose of levodopa (mg), Mean (SD)
	306 (117)
	401 (178)
	499 (192)
	661 (196)
	<0.0001b

	dose of entacapone (mg), Mean (SD)
	60.4 (144)
	73.1 (168)
	191 (288)
	252 (327)
	<0.0001b

	levodopa [pmol/200ml]
	367 (520)
	583 (632)
	778 (882)
	1,410 (1,260)
	<0.0001b

	dopamine [pmol/200ml]
	0.391 (0.575)
	0.472 (0.441)
	0.674 (0.695)
	0.816 (0.676)
	0.0004b

	3-methoxytyrosine [pmol/200ml]
	3,100 (2,380)
	4,860 (4,160)
	5,650 (4,530)
	9,110 (10,391)
	<0.0001b

	DOPAC [pmol/200ml]
	29.1 (45.0)
	32.3 (37.8)
	68.2 (84.8)
	101 (161)
	<0.0001b

	3-methoxytyramine [pmol/200ml]
	0.0857 (0.101)
	0.120 (0.120)
	0.126 (0.116)
	0.151 (0.167)
	0.0247b

	HVA [pmol/200ml]
	126 (110)
	225 (254)
	241 (216)
	268 (230)
	0.0034b

	Abbreviations: PD = Parkinson's disease; H&Y = Hoehn and Yahr stage; MDS-UPDRS III = the Movement Disorder Society-sponsored revision of the Unified Parkinson's disease rating scale part III. DOPAC = 3,4-Dihydroxyphenylacetic acid. ap-value obtained by Chi-square test. bp-value obtained by ANOVA.

	
	

	
	

	
	





Supplementary Table 4. Correlation of each metabolite with equivalent dose of DA
	Metabolite
	PD with only DA

	
	F value
	p-value

	Levodopa
	0.666
	0.428

	Dopamine
	0.00260
	0.96

	3-methoxytyrosine
	0.177
	0.681

	DOPAC
	0.126
	0.728

	3-methoxytyramine
	0.129
	0.725

	Homovanilic acid
	4.60
	0.0499

	Abbreviations: PD = Parkinson's disease; DA: dopamine receptor agonist; 
DOPAC = 3,4-Dihydroxyphenylacetic acid. 
p-value was obtained by ANOVA.

	
	

	
	





Supplementary Table 5. Effects of each variable on 6 metabolites in PD with L/B or L/C with DA
	Metabolite
	Variables

	
	dose of levodopa
	dose of entacapone
	dose of selegiline
	choice of AADC-I
	equivalent dose of DA

	
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value

	Levodopa
	21.7
	<0.0001
	11.5
	0.0009
	3.54
	0.062
	4.04
	0.0466
	0.00227
	0.881

	Dopamine
	4.67
	0.0324
	7.03
	0.009
	0.949
	0.332
	0.565
	0.454
	0.001
	0.975

	3-methoxytyrosine
	67.7
	<0.0001
	15
	0.0002
	2.5
	0.116
	17.6
	<0.0001
	4.29
	0.0402

	DOPAC
	2.1
	0.15
	3.13
	0.0791
	1.33
	0.25
	8.77
	0.0036
	1.7
	0.195

	3-methoxytyramine
	17.9
	<0.0001
	5.81
	0.0173
	10.4
	0.0016
	1.76
	0.187
	1.65
	0.201

	Homovanilic acid
	25.2
	<0.0001
	15.2
	0.0002
	0.441
	0.508
	36.8
	<0.0001
	0.0185
	0.892

	Abbreviations: PD = Parkinson's disease; L/B = levodopa/benserazide; L/C = levodopa/carbidopa; AADC-I = aromatic amino acid decarboxylase inhibitor; 
DA = dopamine receptor agonist; DOPAC = 3,4-Dihydroxyphenylacetic acid. F-value and p-value obtained by logistic regression analysis.

	





Supplementary Table 6. Effects of each variable on 6 metabolites in PD with L/B or L/C
	Metabolite
	Variables

	
	dose of levodopa
	dose of entacapone
	dose of selegiline
	choice of AADC-I
	equivalent dose of DA
	UPDRS-III

	
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value

	Levodopa
	58.4
	<0.0001
	22.4
	<0.0001
	1.63
	0.203
	2.75
	0.0988
	0.808
	0.367
	3.5
	0.0629

	Dopamine
	13.9
	0.0002
	11.5
	0.0009
	6.13
	0.0141
	0.242
	0.623
	0.401
	0.527
	1.94
	0.165

	3-methoxytyrosine
	67.7
	<0.0001
	20.3
	<0.0001
	0.0809
	0.776
	8.93
	0.0032
	0.0894
	0.765
	0.0997
	0.753

	DOPAC
	3.63
	0.058
	9.16
	0.0028
	2.22
	0.138
	13.3
	0.0003
	3.04
	0.0827
	0.302
	0.583

	3-methoxytyramine
	38.2
	<0.0001
	14.4
	0.0002
	16.4
	<0.0001
	2.74
	0.0994
	0.0009
	0.976
	6.69
	0.0104

	Homovanilic acid
	40.8
	<0.0001
	15
	0.0001
	0.0137
	0.907
	46.3
	<0.0001
	0.251
	0.617
	6.14
	0.0142

	Abbreviations: PD = Parkinson's disease; L/B = levodopa/benserazide; L/C = levodopa/carbidopa; AADC-I = aromatic amino acid decarboxylase inhibitor; DA = dopamine receptor agonist; UPDRS III = the Movement Disorder Society-sponsored revision of the Unified Parkinson's disease rating scale part III; DOPAC = 3,4-Dihydroxyphenylacetic acid. F-value and p-value obtained by logistic regression analysis.

	

	





Supplementary Table 7. Clinical characteristics and metabolite levels of PD with L/B or L/C
	 
	L/B
	L/C
	p-value

	Number
	67
	151
	 

	Sex (Male: Female)
	34:33
	77:74
	0.973a

	Age [years], Mean (SD)
	67.0 (9.70)
	68.3 (9.57)
	0.293b

	Disease duration [years], Mean (SD)
	6.64 (3.95)
	7.56 (5.85)
	0.610b

	levodopa administration period [years], Mean (SD)
	3.95 (3.39)
	4.40 (4.23)
	0.878b

	H&Y stage (each case number)
	I (17), II (30), III (13), IV (7) 
	I (31), II (48), III (51), IV (21)
	0.087a

	H&Y stage, Mean (SD)
	2.14 (0.92)
	2.41 (0.96)
	0.051b

	MDS-UPDRS III, Mean (SD)
	12.6 (7.76)
	17.1 (11.8)
	0.014b

	dose of levodopa (mg), Mean (SD)
	401.8 (199.7)
	459.9 (203.5)
	0.039b

	dose of entacapone (mg), Mean (SD)
	110 (259)
	135 (230)
	0.232b

	SNV of rs4680 in the COMT gene
	G/G (43), A/G (18), A/A (6)
	G/G (77), A/G (63), A/A (11)
	0.111a

	SNV of rs4818 in the COMT gene
	G/G (3), G/C (35), C/C (29)
	G/G (14), G/C (66), C/C (71)
	0.327a

	Levodopa [pmol/200ml]
	738 (986)
	681 (781)
	0.601b

	Dopamine [pmol/200ml]
	0.523 (0.422)
	0.573 (0.663)
	0.336b

	3-methoxytyrosine [pmol/200ml]
	6,140 (4850)
	4,850 (5680)
	0.0264b

	DOPAC [pmol/200ml]
	15.3 (14.1)
	66.9 (95.2)
	<0.0001b

	3-methoxytyramine [pmol/200ml]
	0.106 (0.0932)
	0.123 (0.134)
	0.982b

	Homovanilic acid [pmol/200ml]
	77.4 (60.0)
	274 (237)
	<0.0001b

	Abbreviations: PD = Parkinson’s disease;  L/B = levodopa/benserazide; L/C = levodopa/carbidopa; SD = standard deviation; H&Y stage = Hoehn and Yahr staging scale; UPDRS III = the Movement Disorder Society-sponsored revision of the Unified Parkinson's disease rating scale part III; SNV = single nucleotide variation; DOPAC = 3,4-Dihydroxyphenylacetic acid. ap-value obtained by Chi-square test. bp-value obtained by Wilcoxon's test. 

	
	

	
	

	
	

	
	






Supplementary Table 8. Effects of each variable including UPDRS-III on 6 metabolites in PD with L/B or L/C
	Metabolite
	Variables

	
	 
	dose of levodopa
	dose of entacapone
	dose of selegiline
	equivalent dose of DA
	UPDRS-III

	
	 
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value

	Levodopa
	L/B
	34.5
	<0.0001
	42.9
	<0.0001
	1.74
	0.192
	0.461
	0.5
	6.25
	0.0152

	
	L/C
	32.2
	<0.0001
	2.72
	0.102
	0.663
	0.417
	0.586
	0.445
	1.2
	0.275

	Dopamine
	L/B
	9.18
	0.0036
	2.29
	0.136
	14.2
	0.0004
	5.21
	0.026
	3.81
	0.0555

	
	L/C
	8.85
	0.0035
	10.4
	0.0016
	2.37
	0.126
	3.67
	0.0574
	0.577
	0.449

	3-methoxytyrosine
	L/B
	16
	0.0002
	2.34
	0.131
	0.119
	0.732
	0.883
	0.351
	0.216
	0.644

	
	L/C
	48.1
	<0.0001
	19
	<0.0001
	0.167
	0.684
	0.237
	0.627
	0.0119
	0.913

	DOPAC
	L/B
	9.29
	0.0034
	5.82
	0.0189
	1.17
	0.284
	0.0408
	0.841
	3.61
	0.0622

	
	L/C
	3.37
	0.0684
	9.94
	0.002
	1.51
	0.222
	3.84
	0.0521
	0.424
	0.516

	3-methoxytyramine
	L/B
	17.2
	0.0001
	21.7
	<0.0001
	13.7
	0.0005
	1.59
	0.213
	3.02
	0.0871

	
	L/C
	25.2
	<0.0001
	3.5
	0.0634
	9.35
	0.0027
	0.759
	0.385
	4.11
	0.0444

	Homovanilic acid
	L/B
	13.1
	0.0006
	4.76
	0.0331
	0.0001
	0.991
	1.34
	0.251
	0.541
	0.465

	
	L/C
	31.3
	<0.0001
	11
	0.0012
	0.0019
	0.965
	0.346
	0.557
	4.76
	0.0309

	Abbreviations: UPDRS-III = Unified Parkinson's Disease Rating Scale Part III (motor section); PD = Parkinson's disease; L/B = levodopa/benserazide; L/C = levodopa/carbidopa; DA = dopamine receptor agonist; DOPAC = 3,4-Dihydroxyphenylacetic acid. F-value and p-value obtained by logistic regression analysis.

	
	

	
	





Supplementary Table 9. Effects of each variable including H&Y on 6 metabolites in PD patients with entacapone
	Metabolite
	Variables

	
	dose of levodopa
	dose of entacapone
	dose of selegiline
	choice of AADC-I
	equivalent dose of DA
	H&Y

	
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value

	Levodopa
	40.3
	<0.0001
	20
	<0.0001
	2.04
	0.155
	4.52
	0.0347
	1.19
	0.276
	0.775
	0.38

	Dopamine
	8.22
	0.0046
	19.5
	0.0014
	4.44
	0.0362
	0.0717
	0.789
	0.858
	0.355
	0.439
	0.508

	3-methoxytyrosine
	53.6
	<0.0001
	21.5
	<0.0001
	0.177
	0.675
	9.78
	0.002
	0.119
	0.731
	3.99
	0.0471

	DOPAC
	2.04
	0.155
	8.38
	0.0042
	3.22
	0.074
	13.9
	0.0002
	3.29
	0.0713
	4.1
	0.0441

	3-methoxytyramine
	24.2
	<0.0001
	16
	<0.0001
	15.8
	<0.0001
	1.11
	0.293
	0.0827
	0.774
	0.0131
	0.909

	Homovanilic acid
	28.7
	<0.0001
	15
	0.0001
	0.0036
	0.953
	40.3
	<0.0001
	0.174
	0.677
	0.0699
	0.792

	Abbreviations: H&Y stage = Hoehn and Yahr staging scale; PD = Parkinson's disease; L/B = levodopa/benserazide; L/C = levodopa/carbidopa; AADC-I = aromatic amino acid decarboxylase inhibitor; DA = dopamine receptor agonist; DOPAC = 3,4-Dihydroxyphenylacetic acid. F-value and p-value obtained by logistic regression analysis.

	

	






Supplementary Table 10. Effects of each variable including UPDRS-III on 6 metabolites in PD patients with entacapone
	Metabolite
	Variables

	
	dose of levodopa
	dose of entacapone
	dose of selegiline
	choice of AADC-I
	equivalent dose of DA
	UPDRS-III

	
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value

	Levodopa
	58.4
	<0.0001
	22.4
	<0.0001
	1.63
	0.203
	2.75
	0.0988
	0.808
	0.37
	3.5
	0.0629

	Dopamine
	13.9
	0.0002
	11.5
	0.0009
	6.13
	0.0141
	0.242
	0.623
	0.401
	0.527
	1.94
	0.165

	3-methoxytyrosine
	67.7
	<0.0001
	20.3
	<0.0001
	0.0809
	0.776
	8.92
	0.0032
	0.0894
	0.765
	0.0977
	0.753

	DOPAC
	3.63
	0.058
	9.16
	0.0028
	2.22
	0.138
	13.3
	0.0003
	3.04
	0.0827
	0.302
	0.583

	3-methoxytyramine
	38.2
	<0.0001
	14.4
	0.0002
	16.4
	<0.0001
	2.74
	0.0994
	0.0009
	0.976
	6.69
	0.0104

	Homovanilic acid
	40.8
	<0.0001
	15
	0.0001
	0.0137
	0.907
	46.3
	<0.0001
	0.251
	0.617
	6.14
	0.0141

	Abbreviations: UPDRS-III = Unified Parkinson's Disease Rating Scale Part III (motor section); PD = Parkinson's disease; AADC-I = aromatic amino acid decarboxylase inhibitor; DA = dopamine receptor agonist; DOPAC = 3,4-Dihydroxyphenylacetic acid. F-value and p-value obtained by logistic regression analysis.

	





Supplementary Table 11. Effects of each variable including H&Y on 6 metabolites in PD patients without entacapone
	Metabolite
	Variables

	
	dose of levodopa
	dose of selegiline
	choice of AADC-I
	equivalent dose of DA
	H&Y

	
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value

	Levodopa
	35.7
	<0.0001
	0.52
	0.472
	0.0287
	0.866
	5.48
	0.0206
	3.39
	0.0674

	Dopamine
	9.09
	0.003
	5.03
	0.0264
	0.375
	0.541
	4.06
	0.0456
	7.53
	0.0068

	3-methoxytyrosine
	35.9
	<0.0001
	0.467
	0.496
	4.19
	0.0424
	0.0011
	0.973
	2.15
	0.145

	DOPAC
	0.059
	0.808
	0.486
	0.487
	6.83
	0.0099
	7.72
	0.0062
	14.7
	0.0002

	3-methoxytyramine
	26.4
	<0.0001
	12.3
	0.0006
	0.0044
	0.947
	1.03
	0.313
	0.403
	0.526

	Homovanilic acid
	25.8
	<0.0001
	0.103
	0.748
	26.8
	<0.0001
	0.606
	0.438
	0.008
	0.929

	Abbreviations: H&Y stage = Hoehn and Yahr staging scale; PD = Parkinson's disease; AADC-I = aromatic amino acid decarboxylase inhibitor; DA = dopamine receptor agonist; DOPAC = 3,4-Dihydroxyphenylacetic acid. F-value and p-value obtained by logistic regression analysis.

	


	


Supplementary Table 12. Effects of each variable including UPDRS-III on 6 metabolites in PD patients without entacapone	
	Metabolite
	Variables

	
	dose of levodopa
	dose of selegiline
	choice of AADC-I
	equivalent dose of DA
	UPDRS-III

	
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value

	Levodopa
	57.6
	<0.0001
	0.527
	0.469
	0.0024
	0.961
	4.78
	0.0304
	1.42
	0.235

	Dopamine
	18
	<0.0001
	5.02
	0.0266
	0.381
	0.538
	3.63
	0.0589
	0.119
	0.731

	3-methoxytyrosine
	49.5
	<0.0001
	0.497
	0.482
	3.53
	0.0622
	0.0102
	0.92
	0.0405
	0.841

	DOPAC
	1.95
	0.164
	0.377
	0.54
	5.27
	0.0231
	7.31
	0.0077
	2.97
	0.0867

	3-methoxytyramine
	38.8
	<0.0001
	11.8
	0.0008
	0.0581
	0.809
	0.624
	0.431
	2.08
	0.152

	Homovanilic acid
	37.6
	<0.0001
	0.0675
	0.795
	30.3
	<0.0001
	0.313
	0.577
	3.82
	0.0526

	Abbreviations: UPDRS-III = Unified Parkinson's Disease Rating Scale Part III (motor section); PD = Parkinson's disease; AADC-I = aromatic amino acid decarboxylase inhibitor; DA = dopamine receptor agonist; DOPAC = 3,4-Dihydroxyphenylacetic acid. F-value and p-value obtained by logistic regression analysis.

	

	





Supplementary Table 13. Logistic regression analysis for presences of motor complications in PD with L/B or L/C
	Motor complications
	Variables

	
	dose of levodopa
	dose of entacapone
	dose of selegiline
	equivalent dose of DA
	age at onset
	H&Y
	levodopa treatment period
	levodopa concentration

	
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value
	F-value
	p-value

	wearing off
	4.24
	0.0394
	12.8
	0.0003
	0.453
	0.501
	1.87
	0.171
	5.67
	0.0172
	0.0176
	0.895
	12.6
	0.0004
	0.778
	0.378

	levodopa induced dyskinesia
	0.00189
	0.965
	0.704
	0.401
	0.411
	0.522
	0.0299
	0.863
	10.8
	0.001
	1.81
	0.179
	6.61
	0.0101
	0.594
	0.441

	Abbreviations: PD = Parkinson's disease; L/B = l-dopa/benserazide; L/C = l-dopa/carbidopa; DA = dopamine receptor agonist; H&Y stage = Hoehn and Yahr staging scale; DOPAC = 3,4-Dihydroxyphenylacetic acid. F-value and p-value obtained by logistic regression analysis.

	
	





Supplementary Table 14. AADC activity of each SNV in PD patients
	SNV
	nucleotide
	number
	AADC activity 
(dopamine/levodopa)
Mean (SD)
	p-value 

	rs6950777
	C/C
	111
	0.0231 (0.00620)
	0.575a

	
	C/T
	107
	0.00249 (0.00784)
	

	
	T/T
	33
	0.00113 (0.00115)
	

	rs3735273
	G/G
	33
	0.00113 (0.00115)
	0.575a

	
	G/A
	107
	0.00249 (0.00784)
	

	
	A/A
	111
	0.0231 (0.00620)
	

	rs6263
	A/A
	219
	0.00224 (0.00045)
	0.212b

	
	G/A
	30
	0.00232 (0.00121)
	

	
	G/G
	2
	0.000963 (-)
	

	rs4947580
	G/G
	214
	0.00229 (0.00682)
	0.925a

	
	G/A
	32
	0.00207 (0.00536)
	

	
	A/A
	5
	0.00120 (0.000781)
	

	rs11575457
	T/G
	122
	0.00300 (0.00898)
	0.204a

	
	T/T
	78
	0.00158 (0.00328)
	

	
	G/G
	51
	0.00143 (0.00129)
	

	rs4490786
	G/G
	158
	0.00208 (0.00646)
	0.876a

	
	G/A
	83
	0.00238 (0.00661)
	

	
	A/A
	9
	0.00385 (0.00893)
	

	Abbreviations: AADC = aromatic amino acid decarboxylase;
SNV = single nucleotide variation;  PD = Parkinson's disease; SD = standard deviation. ap-value obtained by ANOVA, bp-value obtained by Wilcoxon's test.

	
	

	
	

	
	


Supplementary Table 15. COMT activity of each SNV in PD patients treated with L/B or L/C without entacapone
	SNV
	nucleotide
	number
	COMT activity 1 
(3-methoxytyrosine/levodopa)
Mean (SD)
	p-value
	COMT activity 2
(3-methoxytyramine/dopamine)
Mean (SD)
	p-value
	COMT activity 3 
(HVA/DOPAC)
Mean (SD)
	p-value

	rs4680
	G/G
	82
	68.1 (171)
	0.613
	20.5 (44.5)
	0.669
	0.857 (3.19)
	0.245

	
	G/A
	62
	46.1 (139)
	
	10.9 (11.8)
	
	0.562 (1.47)
	

	
	A/A
	11
	34.1 (53.9)
	
	18.0 (49.0)
	
	1.98 (6.48)
	

	rs4818
	C/C
	78
	35.7 (78.9)
	0.189
	18.0 (45.6)
	0.731
	0.959 (3.45)
	0.061

	
	C/G
	65
	82.7 (215)
	
	15.9 (23.3)
	
	0.365 (0.256)
	

	
	G/G
	12
	35.7 (78.9)
	
	10.9 (17.9)
	
	2.20 (6.12)
	

	Abbreviations: COMT = catechol-O-methyltransferase; SNV = single nucleotide variation; PD = Parkinson's disease; L/B = l-dopa/benserazide; L/C = l-dopa/carbidopa; SD = standard deviation. p-value obtained by ANOVA.

	


		
	
