Supplementary Material
Patient management protocol during clazosentan therapy for aneurysmal subarachnoid hemorrhage 

1. General principles
· The primary goal of fluid management is to maintain euvolemia to avoid fluid overload and pulmonary complications.
· Continuous monitoring of fluid balance, body weight, cardiopulmonary status, and laboratory parameters is recommended.

2. Fluid administration protocol
· Initial fluid administration should be restricted to approximately 1.0 mL/kg/hour of isotonic crystalloid solutions (normal saline or lactated Ringer's solution).
· Daily fluid input should be carefully monitored and restricted to approximately 1500–2000 mL/day, adjusted according to body weight and fluid balance.

3. Monitoring of volume status
· Volume status should be monitored by:
· Daily measurement of body weight (target: avoid increases >1 kg/day)
· Continuous monitoring of fluid balance (input-output difference)
· Regular measurement of serum electrolytes, albumin, hematocrit, and hemoglobin levels (performed every 2–3 days)
· Chest X-ray assessing cardiothoracic ratio (CTR) every 2–3 days
· Central venous pressure (CVP), as needed
· CVP
· Routine CVP measurement is not mandatory but may be selectively performed in patients exhibiting clinical or radiological signs of significant fluid shifts or cardiovascular instability.
· The target CVP range should be set at 5–8 mmHg for patients with impaired cardiac function, to avoid cardiac overload and subsequent pulmonary complications. 
· Conversely, a slightly higher CVP target (8–12 mmHg) should be considered acceptable for patients with significant hypoalbuminemia without impaired cardiac function, to maintain adequate intravascular volume and tissue perfusion.

4. Management of fluid retention, natriuresis, and hypoalbuminemia
· If signs of fluid overload are detected (body weight increase >1 kg/day, positive fluid balance >1000 mL/day):
· Initiate intravenous administration of loop diuretics (e.g., furosemide 10–20 mg).
· Reduce the fluid infusion rate accodingly.
· In patients experiencing natriuresis after aSAH:
· Careful monitoring of electrolyte balance, particularly sodium, should be conducted.
· Administer colloid solutions (25% albumin solution, 50–100 mL/day) selectively in patients with significant hypoalbuminemia (albumin <3.0 g/dL) to maintain intravascular oncotic pressure.
· Serum sodium levels should be monitored at least every 24 hours, and hypertonic saline (3% NaCl) should be considered for severe hyponatremia (<130 mEq/L).

5. Management of respiratory complications
· For non-intubated patients with pulmonary edema, initiate supplemental oxygen and escalate to non-invasive ventilation (NIV) or continuous positive airway pressure (CPAP) as necessary.
· For intubated patients with pulmonary complications, adjust positive end-expiratory pressure (PEEP) to maintain optimal oxygenation and minimize alveolar fluid accumulation, typically within a range of 5–12 cmH₂O.
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