Supplementary Table S1. Baseline characteristics of MDD patients with and without hyperprolactinemia after inverse probability of treatment weighting.
	
	Normal PRL (N= 1479)
	HPRL (N= 1483)
	 SMD
	Z/χ2 value
	P value

	PRL（mIU·L -1）
	316.3(239.1,403.5)
	759.7（587.1,1074.8）
	1.22 
	-45.68
	＜0.001

	Age（year)
	33(22,50)
	34(23,48)
	0.01 
	-0.92
	0.35

	FT3(pmol/L） 
	4.96(4.53,5.40)
	4.92(4.5,5.33)
	-0.09 
	-0.14
	0.89

	FT4(pmol/L) 
	14.1(12.6,15.8)
	13.53(11.91,15.31)
	-0.25 
	-6.12
	＜0.001

	TSH(mIU/L）
	1.73(1.05,2.47)
	1.95(1.32,2.99)
	0.18 
	-6.06
	＜0.001

	T(nmol/L）
	1.01(0.67,1.46)
	1.09(0.71,1.25)
	-0.03 
	-4.75
	＜0.001

	Prog(nmol/L)
	1.36(0.85,2.32)
	1.88(1.05,3.72)
	0.12 
	-7.53
	＜0.001

	Sex
	
	
	0.01 
	0.11
	0.74

	Male
	388
	397
	
	
	

	Female
	1091
	1086
	
	
	

	Hypertension
	
	
	-0.10 
	6.67
	0.010

	No
	1361
	1401
	
	
	

	Yes
	118
	83
	
	
	

	Diabetes
	
	
	-0.02 
	0.33
	0.570

	No
	1415
	1425
	
	
	

	Yes
	64
	58
	
	
	

	Anxiety
	
	
	-0.24 
	40.82
	＜0.001

	No
	570
	745
	
	
	

	Yes
	909
	739
	
	
	

	Digestive-related medic
	
	
	-0.01 
	0.1
	0.75

	No
	1425
	1433
	
	
	

	Yes
	54
	51
	
	
	

	Hormone drugs
	
	
	0.01 
	0.13
	0.72

	No
	1446
	1447
	
	
	

	Yes
	33
	36
	
	
	

	Antidepressants
	
	
	-0.13 
	12.26
	＜0.001

	No
	114
	173
	
	
	

	Yes
	1365
	1310
	
	
	

	Aripiprazole
	
	
	-0.39 
	107.44
	＜0.001

	No
	1334
	1467
	
	
	

	Yes
	145
	17
	
	
	

	Olanzapine
	
	
	0.43 
	128.57
	＜0.001

	No
	1174
	859
	
	
	

	Yes
	304
	589
	
	
	

	Risperidone
	
	
	0.28 
	58.33
	＜0.001

	No
	1465
	1392
	
	
	

	Yes
	14
	91
	
	
	

	Quetiapine
	
	
	-0.27 
	52.27
	＜0.001

	No
	1059
	1228
	
	
	

	Yes
	420
	256
	
	
	

	Trazodone
	
	
	-0.11 
	
	

	No
	1291
	1346
	
	8.81
	0.003

	Yes
	188
	138
	
	
	

	Mirtazapine
	
	
	0.00 
	0.014
	0.904

	No
	1430
	1436
	
	
	

	Yes
	49
	48
	
	
	

	Venlafaxine
	
	
	0.08 
	4.79
	0.029

	No
	1231
	1189
	
	
	

	Yes
	248
	295
	
	
	

	Duloxetine
	
	
	-0.06 
	2.99
	0.084

	No
	1255
	1292
	
	
	

	Yes
	224
	192
	
	
	

	Sertraline
	
	
	-0.06 
	2.29
	0.13

	No
	1350
	1376
	
	
	

	Yes
	129
	107
	
	
	

	Fluoxetine
	
	
	0.06 
	2.58
	0.11

	No
	1423
	1410
	
	
	

	Yes
	55
	73
	
	
	

	Paroxetine
	
	
	-0.03 
	0.8
	0.372

	No
	1146
	1170
	
	
	

	Yes
	333
	314
	
	
	

	Escitalopram
	
	
	-0.08 
	4.21
	0.04

	No
	1138
	1187
	
	
	

	Yes
	341
	296
	
	
	

	Agomelatine
	
	
	-0.05 
	1.69
	0.13

	No
	1436
	1452
	
	
	

	Yes
	43
	32
	
	
	

	Tandospirone
	
	
	-0.13 
	12.23
	＜0.001

	No
	803
	900
	
	
	

	Yes
	676
	584
	
	
	

	Buspirone
	
	
	-0.06 
	2.69
	0.101

	No
	1243
	12797
	
	
	

	Yes
	236
	205
	
	
	

	rTMS
	
	
	-0.16 
	16.93
	＜0.001

	No
	368
	470
	
	
	

	Yes
	1111
	1013
	
	
	


* p＜0.05 was considered statistically significant, free thyroxine （FT4）, free triiodothyronine （FT3）, prolactin （PRL）, progesterone （Prog）, repetitive transcranial magnetic stimulation （rTMS）,testosterone （T）, thyroid stimulating hormone （TSH）.






 Supplementary Table S2. Baseline characteristics of antipsychotic-free MDD patients with and without hyperprolactinemia.
	Parameter
	Normal PRL(n=328)
	HPRL(n=130)
	Z/χ2 value
	P value

	PRL（mIU·L -1）
	313.2 (238.6, 390.9)
	700.8(578.2,905.0)
	-16.51
	＜0.001

	Age（year)
	36 (23, 51)
	30(22,44)
	-2.85
	＜0.001

	FT3(pmol/L） 
	4.98 (4.54, 5.42)
	4.88(4.49,5.31)
	-2.38
	0.017

	FT4(pmol/L) 
	14.16 (12.63, 15.86)
	13.60(12.00,15.28)
	-2.32
	0.02

	TSH(mIU/L）
	1.73 (1.04, 2.46)
	1.91(1.30,2.97)
	-1.88
	0.085

	T(nmol/L）
	1.05 (0.71, 1.23)
	0.95(0.72,1.30)
	-2.30
	0.021

	Prog(nmol/L)
	1.33 (0.85, 2.17)
	2.14(1.31,14.8)
	-5.56
	＜0.001

	Sex
	
	
	
	

	Male
	103
	17
	16.17
	＜0.001

	Female
	225
	113
	
	

	Hypertension
	
	
	
	

	No
	298
	120
	0.247
	0.619

	Yes
	30
	10
	
	

	Diabetes
	
	
	
	

	No
	307
	126
	2.00
	0.158

	Yes
	21
	4
	
	

	Anxiety
	
	
	
	

	No
	118
	57
	2.44
	0.118

	Yes
	210
	73
	
	

	Digestive-related medic
	
	
	
	

	No
	320
	128
	0.35
	0.55

	Yes
	8
	2
	
	

	Hormone drugs
	
	
	
	

	No
	323
	128
	0.02
	0.99

	Yes
	5
	2
	
	

	Trazodone
	
	
	
	

	No
	239
	97
	0.15
	0.70

	Yes
	89
	33
	
	

	Mirtazapine
	
	
	
	

	No
	302
	120
	007
	0.93

	Yes
	26
	10
	
	

	Venlafaxine
	
	
	
	

	No
	278
	111
	0.03
	0.87

	Yes
	50
	19
	
	

	Duloxetine
	
	
	
	

	No
	288
	118
	0.81
	0.37

	Yes
	40
	12
	
	

	Sertraline
	
	
	
	

	No
	297
	112
	1.88
	0.17

	Yes
	31
	18
	
	

	Fluoxetine
	
	
	
	

	No
	322
	126
	0.68
	0.41

	Yes
	6
	4
	
	

	Paroxetine
	
	
	
	

	No
	236
	97
	0.33
	0.56

	Yes
	92
	33
	
	

	Escitalopram
	
	
	
	

	No
	236
	89
	0.55
	0.46

	Yes
	92
	41
	
	

	Agomelatine
	
	
	
	

	No
	317
	122
	1.84
	0.18

	Yes
	11
	8
	
	

	Tandospirone
	
	
	
	

	No
	166
	57
	1.71
	0.192

	Yes
	162
	73
	
	

	Buspirone
	
	
	
	

	No
	258
	103
	0.018
	0.89

	Yes
	70
	27
	
	

	rTMS*
	
	
	
	

	No
	41
	27
	5.04
	0.025

	Yes
	287
	103
	
	


* p＜0.05 was considered statistically significant, free thyroxine （FT4）, free triiodothyronine （FT3）, prolactin （PRL）, progesterone （Prog）, repetitive transcranial magnetic stimulation （rTMS）,testosterone （T）, thyroid stimulating hormone （TSH）.

Supplementary Table S3. Multivariable logistic regression analysis of factors associated with hyperprolactinemia in antipsychotic-naive MDD patients.
	　
	B
	SE
	Wald chi-square
	P
	Exp(B)
	95%CI

	Age
	-0.026
	0.009
	9.116
	0.003
	0.974
	0.957-0.991

	FT4
	-0.053
	0.040
	1.752
	0.186
	0.948
	0.876-1.026

	rTMS(1)
	-0.562
	0.286
	3.866
	0.049
	0.570
	0.325-0.998

	FT3
	-0.065
	0.148
	0.195
	0.659
	0.937
	0.701-1.252

	Testosterone
	-0.032
	0.036
	0.788
	0.375
	0.969
	0.903-1.039

	Progesterone
	0.015
	0.008
	3.653
	0.056
	1.015
	1.000-1.030

	Sex
	0.489
	0.604
	0.657
	0.418
	1.631
	0.499-5.328

	Constant
	1.219
	1.071
	1.296
	0.255
	3.385
	


 
