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Lorundrostat is an aldosterone synthase inhibitor that can be used in patients with uncontrolled hypertension. 
It effectively lowers blood pressure, but there are concerns about the limited renal safety data available for 
lorundrostat. In order to address this issue, it is recommended that future research should incorporate more 
detailed kidney assessments, which would include monitoring for conditions such as proteinuria and acute 
kidney injury (AKI). This paper discusses the effects of lorundrostat on the estimated glomerular filtration 
rate (eGFR) and highlights the significant variability in these effects among individuals. The research shows 
that lorundrostat may cause a decline in eGFR exceeding one standard deviation above the mean change 
in approximately 16% of patients. In severe cases, 0.2% of patients may experience eGFR declines of ≥42 
mL/min/1.73 m². These declines in eGFR could increase chronic kidney disease (CKD) stages, even in those 
with baseline eGFR >60 or 90 mL/min/1.73 m². In conclusion, while most lorundrostat patients do not 
experience severe eGFR declines, there is still a risk of clinically meaningful declines and CKD progression, 
particularly among susceptible individuals. Further research is needed to confirm these findings and identify 
renal risk factors in uncontrolled hypertension patients who receive aldosterone synthase inhibition.
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Dear Editor,
Aldosterone synthase inhibitors are a type 
of medication that can aid in reducing blood 
pressure by decreasing the production of 
aldosterone, a hormone that contributes 
to hypertension. Lorundrostat is a specific 
aldosterone synthase inhibitor that is 
currently being studied for its potential 
to lower blood pressure in people with 
uncontrolled hypertension (1). 

In a recent study conducted by Laffin 
et al, it was found that lorundrostat can 
help lower blood pressure in patients with 
uncontrolled hypertension. They also noted 
that lorundrostat use does not have any 
renal side effects(2). We should express our 
concern about the limited renal safety data 
for lorundrostat in Laffin and colleagues’ 
study. The study should have included 
more detailed kidney assessments, such 
as monitoring for proteinuria and acute 
kidney injury (AKI). The authors should 
have reported the number of patients who 
experienced estimated glomerular filtration 
rate (eGFR) declines exceeding 15 and 30 
mL/min/1.73 m², as these decreases could 
exacerbation chronic kidney disease (CKD) 
stages (3).

Although the mean eGFR decrease 
was relatively small at all doses, the large 
standard deviations indicate significant 
interindividual variability in lorundrostat’s 
effects. This finding suggests that 
lorundrostat may cause some patients to 
experience more significant eGFR declines 
than others. Assuming a normal distribution 
of eGFR changes, we estimate that 
lorundrostat may cause approximately 16% 
of patients to experience an eGFR decline 
exceeding one standard deviation above the 
mean change. Lorundrostat may cause about 
2.5% of patients to see declines surpassing 
two standard deviations, while 0.2% could 
experience changes beyond three standard 
deviations.

According to Table 1, lorundrostat may 

Key point 

Although lorundrostat appears to be a promising 
treatment for uncontrolled hypertension, it is 
essential to carefully monitor renal function due to 
the risk of significant eGFR declines in some patients. 
Further research is necessary to verify these findings 
and identify potential renal risk factors. Medical 
professionals should be adequately informed about 
this treatment’s potential benefits and risks to make 
informed decisions.
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cause roughly 16% of patients to undergo meaningful 
eGFR declines of ≥11 mL/min. Approximately 2.5% could 
experience considerable 19+ mL/min/1.73 m² declines, 
while 0.2% may see marked 27+ mL/min/1.73 m² 
decreases. The 50 and 100 mg doses are associated with 
more pronounced eGFR effects. For these doses, around 
16% of patients may encounter clinically relevant 14+ 
and 19+ mL/min/1.73 m² eGFR decreases, respectively. 
In severe cases, 0.2% of 100 mg patients may experience 
eGFR plummets of ≥42 mL/min/1.73 m².

These eGFR declines could increase CKD stages, even in 
those with baseline eGFR >60 or 90 mL/min/1.73 m² (3). 
Patients with some albuminuria face exceptionally high 
risks from notable decreases in eGFR (4). In summary, 
while most lorundrostat patients avoided severe eGFR 
decreases, susceptible individuals may still experience 
clinically meaningful declines and CKD progression. 
Further research should confirm these findings and 
identify renal risk factors in uncontrolled hypertension 
patients receiving aldosterone synthase inhibition.
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Table 1. Estimated mean of decrease in eGFR based on normal distribution diagram

Dose Mean SD Mean+1SD Mean+2SD Mean+3SD

100 mg daily 7.83 11.62 19.45 31.07 42.69

50 mg daily 4.64 9.87 14.51 24.38 34.25

25 mg BID 5.55 9.22 14.77 23.99 33.21

12.5 mg BID 6.66 7.92 14.58 22.5 30.42

12.5 mg daily 3.67 8.10 11.77 19.87 27.97

100 mg daily, Cohort 2 7.95 9.13 17.08 26.21 35.34

BID, Twice daily; SD, Standard deviation.


