Supplementary table 1 Clinical parameters between different genders with different ages of onset
	
	Pediatric-onset (n=102)
	Adult-onset (n=204)
	P value between different onsets in females
	P value between different onsets in males

	
	Females with pediatric-onset
	Males with pediatric-onset
	P value
	Females with adult-onset
	Males with adult-onset
	P value
	
	

	Age at first admission (years)
	21.8±7.1
	20.0 (16.0, 27.0)
	0.659
	44.0 (33.0, 54.0)
	43.6±10.7
	0.973
	<0.001
	<0.001

	Age of onset (years)
	13.0±4.8
	14.0 (10.0,16.0)
	0.342
	38.0 (28.0, 47.0)
	36.6±11.0
	0.419
	<0.001
	<0.001

	Course of disease (years)
	8.7±5.8
	7.0 (3.0, 15.0)
	0.810
	4.0 (2.0, 7.0)
	5.0 (2.3, 10.0)
	0.139
	0.001
	0.030

	Delay of diagnosis (years)
	5.0 (3.0, 9.0)
	5.0 (2.0, 14.0)
	0.796
	3.0 (2.0, 6.0)
	4.0 (1.0, 10.0)
	0.355
	0.029
	0.050

	Patients treated before (%)
	18/31 (58.1%)
	38/71 (53.5%)
	0.671
	76/103 (73.8%)
	73/101 (72.3%)
	0.808
	0.094
	0.011

	Headache (%)
	15/32 (46.9%)
	25/69 (36.2%)
	0.309
	43/103 (41.7%)
	30/101 (29.7%)
	0.073
	0.609
	0.372

	Visual field defects (%)
	6/31 (19.4%)
	15/70 (21.4%)
	0.813
	12/103 (11.7%)
	7/101 (6.9%)
	0.246
	0.366
	0.005

	Gigantism (%)
	10/30 (33.3%)
	37/69 (53.6%)
	0.063
	
	
	
	
	

	Random GH (ng/ml)
	21.10 (13.96, 35.65)
	18.45 (9.88, 53.75)
	0.752
	15.30 (6.80, 27.23)
	15.65 (7.78, 30.35)
	0.551
	0.076
	0.198

	OGTT-GH nadir (ng/ml)
	12.00 (6.41, 74.88)
	15.75 (6.18, 38.53)
	0.737
	8.70 (4.69, 19.80)
	12.20 (5.71, 20.45)
	0.324
	0.118
	0.159

	IGF-1×ULN
	2.35±1.15
	2.45±1.13
	0.757
	2.73±0.87
	3.27±1.04
	0.001
	0.126
	<0.001

	Hyperprolactinemia (%)
	18/25 (72.0%)
	33/50 (66.0%)
	0.600
	18/78 (23.1%)
	29/70 (41.4%)
	0.017
	<0.001
	0.008

	Macroadenoma (%)
	27/29 (93.1%)
	50/61 (82.0%)
	0.210
	73/86 (84.9%)
	67/87 (77.0%)
	0.188
	0.349
	0.466

	Giant adenoma (%)
	4/29 (13.8%)
	6/61 (9.8%)
	0.721
	1/86 (1.2%)
	3/87 (3.4%)
	0.621
	0.014
	0.162

	Maximum diameter (mm)
	24.0±11.1
	22.4±11.2
	0.550
	15.6 (11.4, 22.0)
	15.0 (10.4, 20.8)
	0.403
	0.010
	0.002

	Knosp≥3 (%)
	6/18 (33.3%)
	16/39 (41.0%)
	0.579
	21/65 (32.3%)
	15/59 (25.4%)
	0.399
	0.934
	0.104

	Optic chiasma compression (%)
	21/26 (80.8%)
	29/53 (54.7%)
	0.024
	29/73 (39.7%)
	14/72 (19.4%)
	0.008
	<0.001
	<0.001

	Suprasellar invasion (%)
	10/16 (62.5%)
	20/35 (57.1%)
	0.718
	16/52 (30.8%)
	13/56 (23.2%)
	0.376
	0.022
	0.001

	Sellar bottom erosion (%)
	14/18 (77.8%)
	23/35 (65.7%)
	0.365
	31/56 (55.4%）
	32/59 (54.2%)
	0.904
	0.090
	0.275

	Hypointensity on T2
	8/25 (32.0%)
	13/50 (26.0%)
	0.585
	23/68 (33.8%)
	19/68 (27.9%)
	0.458
	0.869
	0.815

	Hypertension (%)
	4/31 (12.9%)
	14/71 (19.7%)
	0.406
	27/103 (26.2%)
	36/101 (35.6%)
	0.145
	0.123
	0.024

	Diabetes mellitus (%)
	5/31 (16.1%)
	12/71 (16.9%)
	0.923
	25/103 (24.3%)
	31/101 (30.7%)
	0.304
	0.340
	0.040

	Enlarged left atrial (%)
	5/16 (31.3%)
	15/44 (34.1%)
	0.836
	12/58 (20.7%)
	26/67 (38.8%)
	0.028
	0.502
	0.615

	Enlarged left ventricle (%)
	5/16 (31.3%)
	11/44 (25.0%)
	0.743
	17/58 (29.3%)
	11/67 (16.4%)
	0.085
	1.000
	0.267

	Thickened IVST (%)
	2/16 (12.5%)
	3/44 (6.8%)
	0.602
	1/58 (1.7%)
	8/68 (11.8%)
	0.038
	0.116
	0.523

	Thickened LVPWT (%)
	1/16 (6.3%)
	1/44 (2.3%)
	0.466
	0/58 (0.0%)
	5/68 (7.4%)
	0.061
	0.216
	0.401

	Abnormal LVMi (%)
	3/16 (18.8%)
	4/42 (9.5%)
	0.381
	5/56 (8.9%)
	7/65 (10.8%)
	0.736
	0.364
	1.000

	Valvular regurgitation (%)
	5/16 (31.3%)
	15/45 (33.3%)
	0.879
	24/59 (40.7%)
	27/70 (38.6%)
	0.807
	0.492
	0.569

	OSAHS (%)
	3/9 (33.3%)
	12/19 (63.2%)
	0.228
	17/23 (73.9%)
	29/38 (76.3%)
	0.833
	0.049
	0.297

	Treatment score
	2.0 (1.0, 3.0)
	2.0 (1.0, 3.0)
	0.402
	1.0 (1.0, 2.0)
	1.0 (1.0, 2.0)
	0.137
	0.001
	0.049

	Treatment score≥3 (%)
	10/31 (32.3%)
	19/67 (28.4%)
	0.694
	15/102 (14.7%)
	12/100 (12.0%)
	0.572
	0.028
	0.030

	Surgical complications (%)
	5/27 (18.5%)
	11/57 (19.3%)
	0.932
	10/97 (10.3%)
	8/98 (8.2%)
	0.605
	0.315
	0.042

	Received ≥ 2 surgeries (%)
	8/31 (25.8%)
	17/50 (34.0%)
	0.438
	12/102 (11.8%)
	27/100 (27.0%)
	0.006
	0.082
	0.375

	Received radiotherapy (%)
	5/31 (16.1%)
	18/67 (26.9%)
	0.243
	10/102 (9.8%)
	23/100 (23.0%)
	0.002
	0.340
	0.240

	OST sensitive (%)
	2/11 (18.2%)
	4/9 (44.4%)
	0.336
	3/7 (42.9%)
	6/12 (50.0%)
	1.000
	0.326
	1.000

	Immediate GH nadir after initial surgery (ng/ml)
	2.10±2.09
	2.78 (0.50, 8.74)
	0.119
	1.09 (0.50, 2.08)
	0.93 (0.43, 2.33)
	0.373
	0.938
	0.024

	Immediate GH after initial surgery < 1 ng/ml (%)
	8/24 (33.3%)
	17/57 (29.8%)
	0.755
	32/86 (37.2%)
	41/86 (47.7%)
	0.165
	0.727
	0.033

	P53 positive (%)
	4/27 (14.8%)
	7/51 (13.7%)
	1.000
	12/92 (13.0%)
	15/92 (16.3%)
	0.532
	0.757
	0.682

	Ki67≥3% (%)
	13/27 (48.1%)
	19/51 (37.3%)
	0.352
	29/92 (31.5%)
	22/92 (23.9%)
	0.249
	0.112
	0.091

	GH nadir after 3 months (ng/ml)
	0.81 (0.23, 4.95)
	1.69 (0.14, 3.64)
	0.639
	0.40 (0.15, 2.15)
	0.60 (0.10, 1.65)
	0.566
	0.194
	0.114

	IGF-1×ULN after 3 months
	1.00 (0.84, 1.78)
	1.22 (0.90, 1.74)
	0.675
	1.15 (0.84, 1.66)
	1.28 (0.87, 2.00)
	0.532
	0.713
	0.683

	Cure rate after 3 months (%)
	9/22 (40.9%)
	12/46 (26.1%)
	0.216
	24/72 (33.3%)
	25/73 (34.2%)
	0.907
	0.515
	0.349

	GH nadir after 1 year (ng/ml)
	0.88 (0.10, 2.45)
	2.67±2.47
	0.246
	0.85 (0.18, 3.46)
	0.50 (0.06, 1.68)
	0.158
	0.774
	0.013

	IGF-1×ULN after 1 year
	0.99±0.56
	1.21±0.76
	0.330
	1.01 (0.80, 1.52)
	1.08 (0.84, 2.09)
	0.133
	0.347
	0.204

	Cure rate after 1 year (%)
	7/16 (43.8%)
	11/29 (37.9%)
	0.703
	16/46 (34.8%)
	14/41 (34.1%)
	0.950
	0.522
	0.745

	GH nadir at last follow-up (ng/ml)
	0.70 (0.50, 2.30)
	0.55 (0.11, 2.50)
	0.461
	0.58 (0.14, 1.00)
	0.67 (0.04, 1.56)
	0.517
	0.261
	0.663

	IGF-1×ULN at last follow-up
	0.76 (0.41, 1.02)
	0.78 (0.47, 1.54)
	0.588
	0.82 (0.64, 1.25)
	0.95 (0.71, 1.59)
	0.076
	0.095
	0.296

	Cure rate at last follow-up (%)
	13/19 (68.4%)
	20/37 (54.1%)
	0.301
	33/52 (53.2%)
	23/59 (39.0%)
	0.010
	0.301
	0.148

	Recurrence (%)
	1/28 (3.6%)
	7/58 (12.1%)
	0.265
	16/87 (18.4%)
	21/83 (25.3%)
	0.275
	0.068
	0.053

	Hypopituitarism (%)
	13/31 (41.9%)
	35/69 (50.7%)
	0.416 
	14/97 (14.4%)
	25/94 (26.6%)
	0.037
	0.001
	0.002



Supplementary table 2 The rate of OSHAS between patients with or without obesity
	
	With obesity
	Without obesity
	P value

	OSAHS in pediatric-onset GHPA(%)
	11/15 (73.3%)
	4/13 (30.8%)
	0.024

	OSAHS in adult-onset GHPA(%)
	15/20 (75.0%)
	29/39 (74.4%)
	0.957

	OSAHS(%)
	26/35 (74.3%)
	33/52 (63.5%)
	0.289



Supplementary table 3 The rate of structural change in echocardiography between patients with or without hypertension
	
	With hypertension
	Without hypertension
	P value

	Enlarged left atrial (%)
	24/54 (44.4%)
	34/131 (26.0%)
	0.014

	Enlarged left ventricle (%)
	23/54 (42.6%)
	21/131 (16.0%)
	<0.001

	Thickened IVST (%)
	10/54 (18.5%)
	4/132 (3.0%)
	<0.001

	Thickened LVPWT (%)
	5/54 (9.3%)
	2/132 (1.5%)
	0.023

	Abnormal LVMi (%)
	16/52 (30.8%)
	3/127 (2.4%)
	<0.001

	Valvular regurgitation (%)
	32/56 (57.1%)
	40/134 (29.9%)
	<0.001



