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FigureS1. Flowchart of the cohort
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Table S1. Knosp subgroup analysis
	Variable
	Knosp 0-2
	Knosp 3-4
	P value

	Follow-up PRL normalization
	36/51 (70.6%)
	39/57 (68.4%)
	0.837

	Follow-up PRL normalization plus testosterone recovery
	30/51 (58.8%)
	29/57 (50.9%)
	0.443

	Structural response
	41/51 (80.4%)
	45/57 (78.9%)
	1.000

	Good response
	28/51 (54.9%)
	33/57 (57.9%)
	0.846

	Clinical good response
	24/51 (47.1%)
	23/57 (40.4%)
	0.561

	Tumor disappearance
	10/51 (19.6%)
	0/57 (0.0%)
	<0.001

	Follow-up PRL, ng/mL
	12.60 (7.85, 18.23)
	12.80 (5.98, 45.40)
	0.990

	Follow-up tumor volume, mm3
	27.00 (9.78, 186.77)
	1890.00 (728.00, 4356.00)
	<0.001




Table S2. Baseline features of patients with tumor disappearance
	Variable
	Tumor disappearance
	No tumor disappearance
	P value

	Age at diagnosis, years
	36.00 (30.50, 39.25)
	40.00 (31.00, 54.75)
	0.272

	Baseline PRL, ng/mL
	155.00 (106.10, 1458.00)
	1138.50 (470.00, 4700.00)
	0.013

	Baseline tumor diameter, mm
	6.00 (3.50, 17.75)
	23.50 (13.25, 35.00)
	0.001

	Baseline tumor volume, mm3
	53.50 (17.62, 1520.25)
	3318.75 (677.00, 9342.00)
	0.001

	Baseline testosterone
	5.24 (2.02, 6.96)
	4.34 (2.43, 6.42)
	0.832

	BMI, kg/m2
	24.04 (22.63, 26.55)
	26.52 (24.22, 28.08)
	0.105

	Microadenoma
	7/10 (70.0%)
	18/98 (18.4%)
	0.001

	Knosp grade 3-4
	0/10 (0.0%)
	57/98 (58.2%)
	<0.001

	Baseline HPG-axis deficiency
	9/10 (90.0%)
	86/98 (87.8%)
	1.000



Table S3. Features associated with clinical good response
	Variable
	Clinical good response
	No clinical good response
	P value

	Age at diagnosis, years
	43.00 (34.00, 56.50)
	35.00 (30.00, 45.00)
	0.047

	Baseline PRL, ng/mL
	986.00 (396.00, 4191.50)
	1077.00 (320.00, 4700.00)
	0.868

	Baseline tumor diameter, mm
	21.00 (11.00, 31.50)
	23.00 (12.00, 34.00)
	0.790

	Baseline tumor volume, mm3
	2499.00 (354.00, 7689.75)
	3277.50 (520.00, 8910.00)
	0.544

	Baseline testosterone
	6.14 (3.66, 7.66)
	3.67 (2.04, 5.70)
	0.001

	BMI, kg/m2
	25.16 (23.46, 26.95)
	26.94 (24.80, 28.76)
	0.004

	3-month PRL, ng/mL
	14.65 (4.52, 44.90)
	77.90 (28.00, 235.00)
	<0.001

	1-year PRL, ng/mL
	10.40 (5.02, 15.00)
	38.00 (14.80, 92.50)
	<0.001

	1-year testosterone
	10.00 (8.27, 11.97)
	6.41 (3.99, 8.90)
	<0.001

	1-year tumor-volume reduction ratio
	0.74 (0.50, 0.92)
	0.68 (0.31, 0.81)
	0.085

	Microadenoma
	12/47 (25.5%)
	13/61 (21.3%)
	0.650

	Knosp grade 3-4
	23/47 (48.9%)
	34/61 (55.7%)
	0.561

	Baseline HPG-axis deficiency
	37/47 (78.7%)
	58/61 (95.1%)
	0.015

	3-month PRL normalization
	25/46 (54.3%)
	11/61 (18.0%)
	<0.001

	1-year PRL normalization
	39/47 (83.0%)
	21/61 (34.4%)
	<0.001

	1-year testosterone normalization
	39/46 (84.8%)
	23/60 (38.3%)
	<0.001



Table S4. Outcomes in giant versus non-giant prolactinomas
	Variable
	Giant adenoma (n=20)
	Non-giant adenoma (n=88)
	P value

	Baseline PRL, ng/mL
	4700.00 (4700.00, 4700.00)
	481.50 (193.50, 2100.00)
	<0.001

	Baseline maximum tumor diameter, mm
	46.50 (41.75, 54.75)
	19.00 (8.00, 27.25)
	<0.001

	Baseline tumor volume, mm3
	25022.25 (16487.00, 48481.88)
	1461.00 (94.50, 5334.38)
	<0.001

	Knosp grade 3-4
	20/20 (100.0%)
	37/88 (42.0%)
	<0.001

	Cabergoline at last follow-up
	9/20 (45.0%)
	25/88 (28.4%)
	0.184

	Follow-up duration, years
	2.00 (1.44, 3.03)
	2.50 (1.50, 4.00)
	0.175

	PRL normalization
	14/20 (70.0%)
	61/88 (69.3%)
	1.000

	Testosterone normalization (laboratory range)
	11/20 (55.0%)
	58/88 (65.9%)
	0.441

	Tumor-volume reduction ratio
	0.90 (0.66, 0.96)
	0.76 (0.55, 0.95)
	0.348

	Structural response
	19/20 (95.0%)
	67/88 (76.1%)
	0.069

	Good response
	14/20 (70.0%)
	47/88 (53.4%)
	0.217

	Clinical good response
	8/20 (40.0%)
	39/88 (44.3%)
	0.806

	Tumor disappearance
	0/20 (0.0%)
	10/88 (11.4%)
	0.203




Table S5. Descriptive comparison according to different type of dopamine agonist used at the last follow-up
	Variable
	Bromocriptine (n=74)
	Cabergoline (n=34)
	P value

	Initial cabergoline recorded
	0/74 (0.0%)
	1/34 (2.9%)
	0.315

	Macroadenoma
	53/74 (71.6%)
	30/34 (88.2%)
	0.084

	Giant adenoma (maximum diameter >=40 mm)
	11/74 (14.9%)
	9/34 (26.5%)
	0.184

	Knosp grade 3-4
	33/74 (44.6%)
	24/34 (70.6%)
	0.014

	Baseline PRL, ng/mL
	631.50 (180.50, 3628.75)
	2064.00 (473.50, 4700.00)
	0.013

	Baseline maximum tumor diameter, mm
	19.50 (8.00, 30.00)
	26.00 (19.25, 38.75)
	0.018

	Baseline tumor volume, mm3
	1606.00 (108.00, 7591.50)
	5480.00 (1610.25, 9112.50)
	0.019

	Follow-up duration, years
	2.75 (1.50, 4.15)
	2.10 (1.55, 3.15)
	0.291

	PRL normalization
	60/74 (81.1%)
	15/34 (44.1%)
	<0.001

	Testosterone normalization (laboratory range)
	55/74 (74.3%)
	14/34 (41.2%)
	0.001

	Tumor-volume reduction ratio
	0.81 (0.66, 0.96)
	0.63 (0.28, 0.95)
	0.059

	Structural response
	64/74 (86.5%)
	22/34 (64.7%)
	0.019

	Good response
	51/74 (68.9%)
	10/34 (29.4%)
	<0.001

	Clinical good response
	42/74 (56.8%)
	5/34 (14.7%)
	<0.001

	Tumor disappearance
	8/74 (10.8%)
	2/34 (5.9%)
	0.500



[bookmark: _GoBack]Table S6. Internal validation of models predicting final good response
	Model predicting final good response
	N
	Good-response events
	Apparent AUC
	Optimism-corrected AUC

	Baseline: BMI
	108
	61
	0.665
	0.666

	3 months: PRL reduction, per 10%
	107
	60
	0.802
	0.806

	1 year: PRL normalization + tumor-volume reduction
	94
	57
	0.844
	0.834



Table S7. Sensitivity analyses for the 1-year final good-response model
	Sensitivity analysis
	N
	Good-response events
	Apparent AUC
	Optimism-corrected AUC

	Macroadenoma-only; 1-year model
	72
	46
	0.884
	0.871

	Follow-up >=2 years; 1-year model
	66
	43
	0.851
	0.845


The 1-year model included PRL normalization and tumor-volume reduction per 10 percentage points. 
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