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Supplementary Table S1: Summary of the included studies:

Stud o Rout Prima
y Country Phase | particip Dose Escalation | Comparator Inclusion criteria Exclusion criteria .ry
ID ants e endpoints
Secondary
Adults >18 years with hypertension,
214 uncontrolled HTN on 2 drugs | recent major CV
. 1-2 .
Flack clinical Phase m or resistant HTN on >3 events, severe
sites across 796 Oral & None Placebo (including a diuretic); seated | renal impairment, 12 weeks
2025 . 3 once .
multiple dail SBP 140—<170 mmHg at hyperkalemia, or
countries y screening and >135 mmHg use of
after placebo run-in. MRAs/potassium-
sparing diuretics.
Adults >18 years on stable Mean seated SBP
. . >180 mmHg or
0.5, 1, >3 antihypertensives -
Freema Phase 2 mg (including a diuretic), with DBP 2110 mmHeg,
The UK. 275 Oral None Placebo ’ eGFR <45 12 weeks
n 2022 2 once seated mean BP >130/80 .
. mL/min/1.73m?,
daily mmHg (average of 3
. uncontrolled
automated office readings). .
diabetes.
Participants aged >18 years
with an eGFR of 25-75
at week 3: ml/min per 1.73 m2 at Type 1 diabetes,
’ screening, a urine albumin- | HbA1C > 10.5% at
0.5, 1, 0.5 . . .
T Phase 24mg | escalated to creatinine ratio (UACR) of > | screening, or were
The US 195 Oral ’ Placebo 100 mg/g, and a mean seated concomitantly 26 weeks
2025 2 once 1 mg/; 2 . .
. office systolic BP between treated with MRAs
daily escalated to . )
4 mg 140 and 180 mm Hg without or potassium-
diabetes or between 130 and sparing diuretics.
180 mm Hg with type 2
diabetes.




Supplementary table S2: Protocols registered

NCT Number

Study Name / Program

Status (as of May 2026)

Study Population

Publication & Results Status

Link

NCT06034743

BaxHTN (Phase Ill)

Completed

Uncontrolled or treatment-
resistant hypertension (on
2+ medications).

Published: NEJM (Oct 2025).
Met primary endpoint.

https://clinicaltrials.gov/study/
NCT06034743?cond=NCT0603
4743&viewType=Card&rank=1

NCT06168409

Bax24 (Phase IlI)

Completed

Treatment-resistant
hypertension (focus on 24-
hr ambulatory BP)

Published: The Lancet /
Presented at AHA (2025).

https://clinicaltrials.gov/study/
NCT06168409?cond=NCT0616
8409&viewType=Card&rank=1

NCT06344104

BaxAsia (Phase Ill)

Completed

Uncontrolled or resistant
hypertension primarily in
Asian populations.

No Results published

https://clinicaltrials.gov/study/
NCT06344104?cond=NCT0634
4104&viewType=Card&rank=1

NCT04519658

BrigHTN (Phase Il)

Completed

Patients with treatment-
resistant hypertension (BP
>130/80 on 3+ meds).

Published: NEJM (Feb 2023).
Showed dose-dependent BP
reduction.

https://clinicaltrials.gov/study/
NCT04519658?cond=NCT0451
9658&viewType=Card&rank=1

NCT05137002

HALO (Phase Il)

Completed

Uncontrolled hypertension
(on 1-2 medications at max
doses).

Published: Presented at ACC
2023 and reported in AIMC.
The trial did not meet its
primary endpoint because of a
high placebo response.

https://clinicaltrials.gov/study/
NCT05137002?cond=NCT0513
7002&viewType=Card&rank=1

NCT06268873

BaxDuo-Pacific (P Ill)

Active not recruiting

Chronic Kidney Disease
(CKD) and high blood
pressure.

Published: JASN (2025);
significant reduction in systolic
BP observed with baxdrostat
in CKD and uncontrolled
hypertension.

https://clinicaltrials.gov/study/
NCT06268873?cond=NCT0626
8873&viewType=Card&rank=1
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Supplementary Figure S1: Change in Serum Aldosterone

Study or Baxdrostat Placebo Mean Difference Mean Difference
Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Dose = Low dose :

Freeman 2022 -3.70 6.1400 139 0.27 5.4900 69 11.6% -3.97[-5.62;-2.32] ——'-—

Flack 2025 -4.12 4.0300 184 0.36 4.5600 193 42.0% -4.48[-5.35;-3.61] . P < 0.001
Total (95% Cl) 323 262 53.7% -4.37 [-5.14; -3.60] <> :
Heterogeneity: Tau? = 0; Chi® = 0.29, df = 1 (P = 0.5895); I* = 0% ?

Dose = High dose i

Freeman 2022 -4.80 6.5400 67 0.27 5.4900 69 7.7% -5.07[-7.10;-3.03] —'-—

Flack 2025 -4.56 41800 166 0.36 4.5600 193 38.7% -4.92[-5.82;-4.02] . P < 0.001
Total (95% Cl) 233 262 46.3% -4.94[-5.77;-4.12] <@

Heterogeneity: Tau® = 0; Chi® = 0.02, df = 1 (P = 0.8969); I = 0% :

Total (95% CI) 556 524 100.0% -4.64 [-5.20; -4.07]

Heterogeneity: Tau? = 0; Chi® = 1.31, df = 3 (P = 0.7273); I> = 0.0% T T
Test for overall effect: Z =-16.15 (P < 0.0001) 6 4 -2 0 2 4 6

Test for subgroup differences: Chi? = 1.00, df = 1 (P =0.3173)



Supplementary Figure S2: Change in plasma renin activity

Study or Baxdrostat Placebo Mean Difference Mean Difference
Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Dose = Low dose ;

Freeman 2022 4.98 16.0600 139 -0.16 16.4900 69 20.8% 5.14[0.42; 9.86] —0——

Flack 2025 588 10.1400 177 0.30 28700 171 302% 5.58[4.03; 7.13] = 50001
Total (95% CI) 316 240 51.0% 5.54[4.06; 7.01] < ;

Heterogeneity: Tau® = 0; Chi® = 0.03, df = 1 (P = 0.8631); I = 0%

Dose = High dose :
Freeman 2022 13.72 16.8700 67 -0.16 16.4900 69 18.2% 13.88[8.28;19.49] P —

Flack 2025 431 7.4800 174 0.30 28700 171 30.9% 4.01[2.82; 5.20] P =0.082
Total (95% Cl) 241 240 49.0% 8.55[-1.09; 18.20] e ——
Heterogeneity: Tau® = 44.4688; Chi® = 11.39, df = 1 (P = 0.0007); I* = 91.2% ?

Total (95% Cl) 557 480 100.0% 6.51 [ 2.87; 10.16] -
Heterogeneity: Tau® = 10.8562; Chi® = 12.74, df = 3 (P = 0.0052); I* = 76.4%

Test for overall effect: Z = 3.50 (P = 0.0005) -10 0 10

Test for subgroup differences: Chi® = 0.37, df =1 (P = 0.5449)



Supplementary Figure S3: Baujat plot for plasma renin activity
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Supplementary Figure S4: Change in eGFR

Study or Baxdrostat Placebo Mean Difference Mean Difference
Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Dose = Low dose :
Freeman 2022 -7.40 20.2400 139 0.20 17.9920 69 16.5% -7.60 [-13.02;-2.18] —i—
Flack 2025  -10.82 44.1100 252 -0.34 40.5900 249 11.9% -10.48[-17.90; -3.06] ——#&——
Dwyer 2025 -5.40 9.3000 65 -3.66 9.4000 64 22.8% -1.74[-4.97; 1.49] e
Total (95% Cl) 456 382 51.2% -5.85[-11.10; -0.60] ~—
Heterogeneity: Tau® = 14.3125; Chi® = 6.5, df = 2 (P = 0.0389); I* = 69.2% ?

P =0.029

Dose = High dose
Freeman 2022 -9.70 20.1230 67 0.20 17.9920 69 14.0% -9.90[-16.32;-3.48] —&——
Flack 2025 -10.37 445000 251 -0.34 40.5900 249 11.9% -10.03 [-17.49; -2.57] ——&—— P =0.011

Dwyer 2025 6.50 9.0000 63 -3.66 9.4000 64 22.9% -2.84[-6.04; 0.36] -

Total (95% Cl) 381 382 48.8% -6.79 [-12.04; -1.53] i

Heterogeneity: Tau® = 13.4433; Chi’ = 5.73, df = 2 (P = 0.0570); I> = 65.1% i

Total (95% Cl) 837 764 100.0% -6.13 [ -9.47; -2.78] -

Heterogeneity: Tau? = 10.0660; Chi® = 12.42, df = 5 (P = 0.0295); I = 59.7% T T
Test for overall effect: Z =-3.59 (P = 0.0003) 15-10 -5 0 5 10 15

Test for subgroup differences: Chi® = 0.06, df =1 (P = 0.8049)



Supplementary Figure S5: Baujat plot for eGFR
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Supplementary Figure $6: Change in serum potassium

Study or Baxdrostat Placebo Mean Difference Mean Difference

Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Dose = Low dose ;

Flack 2025 -0.50 0.7800 264 -1.00 0.7800 264 28.6% 0.50[0.37;0.63] -

Dwyer 2025 0.46 0.5000 65 -0.07 0.5000 64 219% 0.53[0.36; 0.70] b £ 0.001

Total (95% Cl) 329 328 50.6% 0.51[0.41; 0.62] >
Heterogeneity: Tau? = 0; Chi? = 0.07, df = 1 (P = 0.7873); I> = 0% i

Dose = High dose i
Flack 2025 -0.30 0.8700 266 -1.00 0.7800 264 27.2% 0.70[0.56; 0.84] b

Dwyer 2025 0.40 0.4800 63 -0.07 0.5000 64 22.2% 0.47 [0.30; 0.64] —E— P < 0.001
Total (95% Cl) 329 328 49.4% 0.59 [0.37; 0.82] i
Heterogeneity: Tau? = 0.0201; Chi’ = 4.16, df = 1 (P = 0.0414); I = 76%

Total (95% Cl) 658 656 100.0% 0.55 [0.45; 0.66] >
Heterogeneity: Tau? = 0.0056; Chi® = 5.77, df = 3 (P = 0.1233); I* = 48.0% ! !

Test for overall effect: Z=10.23 (P < 0.0001) -0.5 0 05

Test for subgroup differences: Chi? = 0.39,df =1 (P = 0.5331)



Supplementary Figure S7: Baujat plot for serum potassium
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Supplementary Figure S8: Adverse events, any serious adverse event, death, hyperkalemia, symptomatic hypotension, and
hyponatremia

Study or Baxdrostat Placebo Risk Ratio Risk Ratio
Subgroup Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% CI

"Adverse event’ = Any adverse event
Freeman 2022 92 206 28 69 16.2% 1.10[0.80; 1.52]

Flack 2025 244 530 109 264 17.3% 1.12[0.94; 1.32]

Dwyer 2025 100 123 35 64 16.9% 1.49[1.17;, 1.89]

Total (95% CI) 859 397 50.3% 1.22[1.01; 1.49] P =0.043
Heterogeneity: Tau? = 0.0151; Chi® = 4.07, df = 2 (P = 0.1307); I* = 50.9%

"Adverse event’ = Any serious adverse event

Freeman 2022 8 206 2 69 56% 1.34[0.29; 6.16]

Flack 2025 14 530 7 264 10.1% 1.00[0.41; 2.44]

Dwyer 2025 12 123 2 64 59% 3.12[0.72; 13.53]

Total (95% CI) 859 397 21.6% 1.35[0.68; 2.68] P =0.384
Heterogeneity: Tau® = 0; Chi* = 1.7, df = 2 (P = 0.4277); I> = 0%

"Adverse event’ = Death

Freeman 2022 0 206 0 69 0.0%

Flack 2025 0 530 1 264 1.7% 0.17][0.01; 4.07] - P =0.271
Dwyer 2025 0 123 0 64 0.0%

“Adverse event’ = Symptomatic Hypotension i

Freeman 2022 1 206 0 69 1.7% 1.01[0.04; 24.50] 7'——

Flack 2025 11 530 2 264 57% 2.74[0.61;, 12.27] -

Total (95% Cl) 736 333  7.4% 2.29[0.59; 8.88] -~

Heterogeneity: Tau? = 0; Chi? = 0.31, df = 1 (P = 0.5788); I* = 0% P=0.232
"Adverse event’ = Hyperkalemia ;

Freeman 2022 7 206 0 69 21% 5.05[0.29; 87.26] ————

Flack 2025 28 530 0 264 21% 28.42][1.74;463.68] —'—
Dwyer 2025 53 123 3 64 81% 9.19[2.99; 28.27] D

Total (95% CI) 859 397 12.3% 9.84[3.70; 26.18] . <@  p<0.001
Heterogeneity: Tau? = 0; Chi’ = 0.78, df = 2 (P = 0.6774); I = 0% ?

"Adverse event’ = Hyponatremia ;

Freeman 2022 3 206 1 206 3.1% 3.00[0.31; 28.60] ———l—

Flack 2025 8 530 1 264 3.5% 3.98[0.50; 31.69] T

Total (95% CI) 736 470 6.6% 3.50[0.76; 16.10] ':‘ P=0.108
Heterogeneity: Tau? = 0; Chi’ = 0.03, df = 1 (P = 0.8559); I* = 0% ?

Total (95% CI) 4908 2391 100.0% 1.79[1.16; 2.76] &

Heterogeneity: Tau® = 0.2778; Chi® = 28.29, df = 13 (P = 0.0083); I’ = 54.0% ! ! ! !

Test for overall effect: Z=2.61 (P = 0.0090) 001 01 1 10 100

Test for subgroup differences: Chi® = 20.54, df =5 (P = 0.0010)

11



