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ATTOTEAECHATIKOTNTA KOI ACQAAEIO TWV EKAEKTIKWYV AVACTOAEWYV TNG

ouvldaong Tng aAdooTeEPOVNG YIA TN HEIWON TNS APTNPIAKAG TTIEONS
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CENTRAL ILLUSTRATION: Efficacy and Safety of Second-Generation

Aldosterone Synthase Inhibitors for Hypertension

Population

L

8 multicenter, double-blind,
randomized controlled trials

Adults with hypertension
(SBP 2130 or DBP 280
mm Hg), on stable
background antihypertensive
therapy

Mean age: 62.2 years
57.4% Men
24.6% Black patients

Median follow-up: 12 weeks

Intervention
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ASI
INHIBITOR
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ASl inhibitors Placebo
2,430 939

» Baxdrostat (N =1,050)
e Lorundrostat (N = 1,165)
« Vicadrostat (N = 215)

1 Changes from baseline in systolic !
- blood pressure (SBP) :

Queiroga F, et al. JACC Adv. 2026;5(3):102621.

U

Mean
change

Probability of
meaningful
benefit

ASI
inhibitors
2.1%

ASI
inhibitors
2.8%

Findings

-6.70
mm Hg

94.6%

Adverse events

Severe
hyperkalemia
(26 mmol/L)

Serious
adverse
events

-2.09
mm Hg

54.1%

Placebo
0.3%

Placebo
2.3%

Selective aldosterone synthase inhibitors for hypertension

Queiroga F et al. JACC Adv 2026
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2 KOTTOG TNG MEAETNG

Na TIpOYUOTOTIOLNCOUUE MLOL CUOTNMOTIKA OVOOKOTINON KOl METO-
avaAvon mou va e€etalel Tn OpAON TWV EKAEKTIKWY AVOOTOAEWV TNC
ouvBaong tng aldbootepovne oe acBeveic pe XNN, eotialovtac ota

enitneda All, aABoupvoupiac, eGFR, kat tov kKivOuvo umnepkaAlatpioc.
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MEBoOOI

Ztpatnywkn avalitnong:
PubMed/MEDLINE, ykpila BiBAloypadia, clinicaltrials.gov €éwg to AeképuPBplo tou 2025

Kpwtinpla emtAoyng:
TuxolomolnUEVEC KALVIKEC SOKLKEC TTou ocupTeple aBav evAtkec aoBeveic (218 £€tn) pe XNN kot cuvekplvav
gvav eKAekTIkO ASI (6nA. baxdrostat, lorundrostat, vicadrostat, Bl 689648) e elkoviko ¢pappako.

EkBaoeLg:
° [MPWTOYEVEC KATAANKTLKO ONMELO NTOV N cuoToALkn All.

° AgvutepEvovTta KATaANKTIKA onueia meplAdpBavay tn dtaotoAkn All, Tn petafoAn tng
aABouptvoupiag (UACR), tou eGFR kol tnVv enimtwon unepKaALaLpLiog

2 TOTLOTLIKA:

° fixed-effects  random-effects models (avaAoya pe 1o BaBuo stepoyevelag HETAEY TWV LEAETWV)
° R version 4.5.2 (www.R-project.org)
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Baoikd XapaKTNPIOTIKA

controlled trial RCT

resistant HTN

by 100mg, vs placebo

SBP at week 6 for

Study (year) [Design Duration Population Intervention and control |Primary outcome [Secondary outcomes
Tuttle et al. Phase 2, double-blind, |8 weeks run-in [586 CKD 1%t run in: empagliflozin 10mg |[Change from Proportion with absolute decreases of >15% and
(2024) placebo-controlled, [and 14 weeks vs placebo. baseline to week 14 [>30% in UACR from baseline to week 14, changes
multicentre, parallel- [treatment 2"d vicadrostat (Bl 690517) 3 |in UACR from baseline in eGFR, serum potassium, BP, plasma
group RCT mg, 10 mg, or 20 mg, vs aldosterone and serum cortisol from baseline to week
placebo. 14
FigHTN (2025) |Phase 2, double-blind, [26 weeks 195 CKD Baxdrostat high dose (2mg Change in office SBP [Change in office SBP in participants receiving high-
placebo-controlled, with optional titration to from baseline to dose or low-dose baxdrostat, office diastolic BP, UACR
multicentre, parallel- 4mg), low dose (0.5mg with |week 26 in the and eGFR, and the proportion of participants
group RCT optional titration to 1mg) vs  |pooled baxdrostat  [achieving office systolic BP<130 mmHg
placebo group
Explore-CKD Phase 2 double-blind, |4 weeks for 59 CKD Lorundrostat 25mg vs Change from Change in UACR from baseline to Week 4, change in
(2025) placebo-controlled, [each treatment placebo. baseline in office SBP|office DBP from baseline to Week 4, change in eGFR
(NCT06150924) [crossover RCT with a [sequence and All patients on SGLT-2i after [|at Week 4. from baseline to Week 4, change in BP, UACR and
two-period, two- 4 weeks 2week runiin. biomarkers from baseline to Week 4 in lorundrostat
sequence (2x2) design [washout treatment periods
Launch-HTN Phase 3, multicentre, (12 weeks 1,083 with Lorundrostat 50mg, Change in Proportion with office SBP <130mmHg at week 6;
(2025) double-blind, placebo- uncontrolled or |lorundrostat 50mg followed |unattended office  |change in office SBP: at week 6 in participants on

taking 2 or >3 antihypertensives, by BMI, at week 12,

double-blind, placebo-
controlled trial RCT

uncontrolled or
resistant HTN
(n=86 with CKD)

placebo

from baseline to
week 12

(n=222 CKD) the pooled 50mg at week 12 in participants who met criteria for dose
lorundrostat group [escalation
BaxHTN (2025) |Phase 3, multicentre, [12 weeks 796 with Baxdrostat 1mg, 2mg vs Change in office SBP [Change in office SBP: from week 24 to week 32, from

baseline to week 12 in the resistant-HTN, change in
office DBP from baseline to week 12, proportion of

patients with office SBP<130 mmHg at week 12.
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Apaon Twv eKAEKTIKWV ASI| otnv ocuoToAikiy All

Placebo-adjusted

Study Mean Difference mean difference 95% CI
Tuttle (2024) —— -7.7 [-10.8;-4.6]
FigHTN (2025) + -8.1 [-13.4;-2.8]
Explore CKD (2025) . -7.5 [-12.4;-2.6]
BaxHTN (2025) ; -7.9 [-14.4;-1.3]
Launch HTN (2025) : -9.3 [-15.0;-3.6]
Fixed-effects model <> -7.9 [-10.0; -5.9]
|

| | | |
20 -15 -10 -5 0 5
Favours ASI Favours Placebo
Placebo-adjusted mean difference (mmHg)

Heterogeneity: /° = 0.0%, p =0.9911
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Apdon Twv eKAEKTIKWV ASI og aABouuivoupia, eGFR Kal
UTTEPKOAIQipIa

UACR
Geometric mean
Study Mean Difference change (%) 95% CI
Tuttle (2024) L -16.2 [-22.6; -9.8]
FigHTN (2025) — -55.2 [-69.8;-40.6] :
Explore CKD (2025) —=— -25.6 [-38.8;-12.4] Hyp er kal emia
Random-effects model (REML) ~ —=T>>— 317 [-54.5; -8.9] Study Risk Ratio Risk ratio 95% Cl
—r 1 1 T T 1
60 -40 -20 0 20 40 60 Tuttle (2024) ——— 1.99 [0.80; 4.94]
Favours ASI Favours Placebo FigHTN (2025) —— 8.83 [2.87;27.18]
Placebo-adjusted geometric mean change in UACR (%)
Heterogeneity: I° = 91.4%, p <0.0001 Random-effects model (REML) — — 4.04 [0.94; 17.35]
| | | |
0.1 051 2 10
eG FR Favours ASI Favours Placebo
Placebo-adjusted Risk ratio (hyperkalemia; ASI vs placebo)
Study Mean Difference mean difference 95% ClI Heterogeneity: /* = 75.5%, p = 0.0434
Tuttle (2024) | -2.01 [-3.58;-0.43]
FigHTN (2025) e -2.30 [-5.10; 0.50]
Explore CKD (2025)  ——=+—— -2.00 [-3.85;-0.15]
Fixed-effect model ——— -2.05 [-3.15;-0.95]
| [ | |

-4 -2 0 2 4
Favours ASI Favours Placebo
Placebo-adjusted change in eGFR (mL/min/1.73 m?)
Heterogeneity: I = 0.0%, p = 0.9822
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2UUTTEPACHATA

® Ot skAektikol ASI pewwvouv onupavtika ta eminedo AM kat tnv
aAPoupuwvoupia oe acBeveic pe XNN, aAAd pe avénpevo kivduvo
UTtEPKOALOLLULLOLC.

® Autd ta gupnuata urootnpilouvv toug ekAektikoU¢ ASl w¢ mBavn
Bepamevtikn emhoyn ywa €Aeyxo tnc AM otn XNN, ev avopovn

eniBeBaiwonc anod peyaAvtepec RCTs.

®  Meyalec peletec daonc Il e€etacouv tnv emidpaon Twv GopUAKWY
o€ KapOlayyeLaKeC Kol VEDPLKEC ekBaoelc oe aoBeveic pe XNN.
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