Appendix A: Case Detection and Diagnostic Criteria for Primary Aldosteronism (PA).
Case Detection for PA:

1. Hypertensive patients with spontaneous or diuretic-induced hypokalemia.

2. Hypertensive patients with adrenal incidentaloma.

3. Patients with resistant hypertension or persistent hypertension (>150/100 mmHg).

4. Hypertensive patients with a family history of early-onset hypertension or cerebrovascular events at a young age (<40 years).

5. Hypertensive first-degree relatives of patients with PA.

6. Hypertensive patients with obstructive sleep apnea.

Preparation:
1. Withdraw agents that significantly affect the aldosterone-to-renin ratio (ARR):

a. Dihydropyridine calcium channel blockers, angiotensin converting enzyme inhibitors, angiotensin receptor blockers, (-adrenergic blockers, and non-steroidal anti-inflammatory drugs were discontinued for at least 2 weeks. 

b. Diuretics were discontinued for at least 4 weeks. 

2. If it was necessary to control blood pressure, only α1-receptor blockers and non-dihydropyridine calcium channel blockers were permitted.

3. Correction of hypokalemia.

4. Maintenance of a normal sodium diet.

Screening Test:
After the preparation, the ARR test for screening PA was completed between 8-9 am in the morning. The subjects maintained a standing position for at least 2 hours, and blood samples were collected in a seated position 15 minutes later. Plasma aldosterone concentration (PAC) and direct renin concentration (DRC) were measured using chemiluminescence immunoassay (CLIA) with an automated chemiluminescence analyzer (AutobioLumo A2000Plus, Autobio Diagnostics Co., Ltd) and CLIA microparticle kits for aldosterone, renin, and angiotensin II quantification. The ARR value was calculated as PAC/DRC. The units for both PAC and DRC are pg/ml. According to the institutional guideline, we selected 3.8 ng/dl per ng/L as positive cutoff value. 3.8 ng/dl per ng/L converts to 38 pg/ml per pg/ml. The ARR test was positive if the standing ARR was >38 pg/ml per pg/ml. Confirmatory tests were performed on screening-positive patients.

Confirmatory Tests:
Four main confirmatory tests are currently used: the captopril suppression test, fludrocortisone suppression test, saline infusion test (SIT), and oral sodium loading. The fludrocortisone suppression test and oral sodium loading are less commonly performed due to their complexity, long preparation time, and lack of related drugs domestically. The captopril suppression test, although convenient and low-risk, has a certain rate of false negatives. SIT, having higher specificity and sensitivity, was chosen for this study as the confirmatory test for PA.

For SIT, subjects lay down for 1 hour before receiving an intravenous infusion of 2 liters of saline over 4 hours, starting between 8-9 a.m. Blood pressure and heart rate were monitored throughout the process, and venous blood samples were collected for plasma renin concentration, plasma aldosterone concentration, plasma cortisol, and serum potassium levels before and after infusion. A post-saline infusion plasma aldosterone level >100 pg/mL was considered positive, indicating the diagnosis of PA; a level <50 pg/mL was considered negative, excluding the diagnosis of PA. If the value was between 50-100 pg/mL, the captopril suppression test was performed. After oral administration of 50 mg captopril, if the plasma aldosterone concentrations were decreased by <30% of the pre-medication concentrations, PA was considered confirmed.
