Acetazolamide in Acute Decompensated Heart Failure with Volume Overload

Research Question: Does adding acetazolamide to loop diuretics lead to greater and faster
decongestion in patients with acute HF with volume overload?

Bottom Line: “The addition of acetazolamide to loop diuretic therapy in patients with acute
decompensated heart failure resulted in a greater incidence of successful decongestion.”

Design: Multicenter, parallel-group, double-blind, randomized, placebo-controlled trial (without
industry involvement)

Population Inclusion:
e Adult patients
o Admitted to hospital due to a clinical diagnosis of acute decompensated heart failure
e At least one clinical sign of volume overload (peripheral edema, ascites, pleural
effusions)
e NT-Pro BNP >1000pg/mL or BNP >250pg/mL at time of screening
o Note: pg/mL = ng/L (AHS uses ng/L)
o HF likely if NT-Pro BNP:
= >450 ng/L in patients <50 yo
=  >900 ng/L if 50-75 yo
= >1800 ng/L if >75 yo
o Mean study patient age: 78
e LVEF evaluated by any imaging technique within the past 12 months
e Must have been on maintenance therapy of at least 40 mg furosemide daily for at least
one month prior to randomization

Population Exclusion:
e Patients on SGLT2 inhibitors or other proximal tubule diuretics
e SBP <90mmHg
e eGFR<20
e Treatment with >80mg of furosemide during the index hospitalization was not allowed
prior to randomization

Intervention: 1V acetazolamide 500mg OD + IV loop diuretics (double the home dose 1V) x 3
days or until successful decongestion

Comparison: IV placebo + IV loop diuretics

Primary Outcomes: Successful decongestion (absence of signs of volume overload) within 3
days after randomization and without an indication for escalation of decongestive therapy

Secondary Outcomes: Composite outcome of death from any cause or rehospitalization for
heart failure during 3 months of follow up and the duration of the index hospital visit

Strengths: Trial design (multi-centre, randomized, double-blinded, placebo-controlled), clinically
relevant primary outcome (congestion), balanced groups



Limitations: Exclusion of patients on maintenance loop diuretic therapy <40 mg furosemide or
on SGLT2 inhibitors, exclusion of patients with an egfr <20, inter-rater variability possibly
impacting edema evaluation, homogenous racial/ethnic demographic of participants, exclusion
of patients with gfr <20, subgroup analysis suggests acetazolamide addition less effective for
patients on a higher home loop diuretic dose, no inclusion of patient-oriented outcomes (i.e.
symptoms).
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