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I N T RODUC T I ON R E S U LT S Safety results for participant subgroups were consistent with the overall population (Tables 2 and 3)

In the Launch-HTN trial, TEAEs were experienced by 54% of participants receiving once daily lorundrostat
Certain patient subgroups, including adults =65 years, women, Black/African American (AA), adults with Baseline characteristics of each participant subgroup are shown in Table 1 : p. : y P P J y
; . . . U : . P 50 mg, and most were mild or moderate in severity (Table 2)
comorbid obesity, and =3 antihypertensive medications, have high unmet clinical need due to difficult to control

blood pressure (BP) and high cardiovascular risk™®

Table 1. Subgroup Baseline Demographics Table 2. Overall Adverse Events

Aldosterone dysregulation plays an important role in uncontrolled hypertension (HTN), including treatment- Black/AA (n=310) Women (n=506) Comorbid obesity (n=682) 23 AHTSs (n=648) 65-74y (n=345) 275y (n=101) et s, Placebo Lorundrostat 50mg  Lorundrostat 50 to 100 mg
resistant HTN’ Baseline Demographics Lorundrostat 50 mg/day Placebo Lorundrostat 50 mg/day Placebo Lorundrostat 50 mg/day Placebo Lorundrostat 50 mg/day Placebo Lorundrostat 50 mg/day Placebo Lorundrostat 50 mg/day Placebo Any TEAE 36 54 56
Treatment with lorundrostat, a novel, highly selective aldosterone synthase inhibitor (ASI), targets aldosterone Mean age, years 60.4 59.9 62.1 61.7 60.2 60.4 62.4 61.8 69.1 69.4 789 77.3 Mild - 24 43
biosynthesis to reduce aldosterone production® Women, % 57 54 100 100 49 48 A 45 45 48 56 48 |
Lr?uncg'-fl;l‘TN| evaluated tZehBF;]-Iqwkering efficatc):y and s?fety of lorundrostat in diverse participants, including AA/Black, % 100 100 34 36 29 30 20 - - - T - Zloderate 132 129 1 21
these aifticult to treat an IgN-ris atient subgroups evere
b ottt e J pd " gb P - N et Lo BMI <30 kg/m?, % 33 43 33 39 100 100 33 35 40 41 60 62
e objective of this analysis was to describe subgroups o1 patients wit I unmet clinical need In Launch- Any serious AE 3 2 T
J ysls was K groups orp J | M BMI 230 kg/m? % 67 57 67 61 0 0 67 65 60 59 40 38 )
HTN and to evaluate the reduction in automated office systolic BP (AOSBP) in these patients receiving - a
- - i - - - at Mean SBP, mmH 149 14 1491 148.7 14 149.2 14 149 149 14 149 152.2 Serum potassium >6.0 mmol/L 0.4 0.6 11
lorundrostat 50 mg/day compared with placebo while receiving 2 to 5 prescribed antihypertensive medications ean SBP, mmHg .0 8.5 - 8. 8.5 - 8.6 0 .3 8.8 .3 52. ot 0 ) )
Mean DBP, mmHg 89.2 88.3 86.0 85.4 87.6 877 87.0 87.4 83.9 83.5 79.5 80.3 ca '
aConfirmed per protocol repeat testing. "One death occurred and was not related to treatment.
METHODS Heart rate, BPM 741 717 74.5 74.0 73.9 73.5 72.2 72.7 713 707 66.9 67.2 AC. adverse event: TEAE, reatment-emergent adverse event
Launch_HTN was a g|oba|, double_b“nd' placebo_controued’ randomized’ phase 3 tria' in adu'ts W|th Mean eGFR, mL/min/1.73 m? 87.1 87.2 91.7 92.2 92.2 93.1 89.9 90.9 86.0 8/7.4 /3.5 /8.7 No PartiCipantS treated Wlth |OrundrOS’[a’[ experienced glUCOCOftiCOid defiCiency C0nﬁrmed by StimUIation
uncontrolled HTN, including treatment-resistant HTN (Figure 1) Diabetes, % 32 26 31 34 33 37 33 38 38 39 36 52 testing (Table 3)
2 antihypertensives, % 37 40 46 46 37 38 0 0 38 35 25 95 Table 3. Overall AESIs
Figure 1. Launch-HTN Global Phase 3 Trial >3 antihypertensives, % 63 60 54 54 63 62 100 100 62 65 75 45
— yp VES, AESIs, %° Placebo Lorundrostat 50 mg Lorundrostat 50 to 100 mg
Global Trial With 159 Sites Thiazide or thiazide-like diuretic, 99 05 08 08 97 05 96 96 05 96 03 03 T me—E 41 19 0.7
Australia ACEi or ARB, % 76 70 85 83 89 87 92 91 88 86 93 90 Symptomatic hypotension 0.4 20 19
Bulgaria CCB, % 64 62 44 39 o0 49 73 69 o0 46 63 45 ekl el 0.4 20 26
R GLP-1 RA, % 7 6 6 ) 7 £l 6 4 6 0 6 / ,
< Canada Hyponatremia® 3.3 6.9 10.4
S SGLT2i, % 2 5 3 2 4 5 6 8 5 5 6 14 I
e France q OSBP f . h . 3 Glucocorticoid deficiency® 1.1 0 0
Reductions in AOSBP for each participant subgroup are shown in Figures 3-7
Germany P P group g eGFR reduction® 0.7 3.0 3.3
Italy . . . . . . . . . . . aAESI reporting required modification or discontinuation of trial drug. PRequired modification of trial drug. °Confirmed by ACTH stimulation test and required
Figure 3. Black/AA Subgroup Reduction in AOSBP Figure 4. Women Subgroup Reduction in AOSBP Figure 5. Comorbid Obesity Subgroup Reduction in AOSBP discontinuation of trial drug.
The Netherlands ACTH, adrenocorticotropic hormone; AESI, adverse events of special interest; BP, blood pressure; eGFR, estimated glomerular filtration rate.
Black/AA Women BMI 230 kg/m?
Poland 0 0 0
Puerto Rico o> o o
Y, Romania E Lorundrostat 50 mg (n=223) E Lorundrostat 50 mg (n=374) E Lorundrostat 50 mg (n=515)
: 5 — Bl Piacebo (n=87) . -5 Bl Placebo (n=132) s O Bl Piacebo (n=167)
Spain % % % CONCLUSIONS
United Kingdom = = = e Launch-HTN demonstrated consistent efficacy and safety of the novel, highly selective ASI
United States E -10 — E -10 — E -10 = lorundrostat in a large cohort of diverse participants’
7 % 2,  These participant subgroups with difficult to treat HTIN have high cardiovascular risk with
O @)
N . . . . . . . o . < < < oor outcomes'®
Participants taking 2 to 5 prescribed antihypertensive therapies (AHTSs) including a diuretic and with AOSBP of g 197 15.1 g 157 g 157 P o L of s .. ) i
. . . . . . () -
135-180 mmHg and diastolic BP of 65-110 mmHg were randomized to receive once daily placebo, lorundrostat S S 16.8 S 165 LOI’ITIl.dl‘OStat led to cllnlocally. meaning “loal.ld significant BP reduction in these high-risk
50 mg, or lorundrostat 50 mg and then possibly 100 mg (Figure 2) o 2 o o | participant subgroups with high unmet clinical need
© 220 — . — . o 20 — © 20 — oy o . .
. . . . k: White participants had AOSBP reduction of o en had AOSEP reduction of 7.0 mmHg with 2 Participants with BMI <30 kg/m? had AOSBP reduction  Lorundrostat had a good safety and tolerability profile, consistent with the overall
Figure 2. Launch-HTN Trial Design and Subgroup Analysis = 6.7 (-11.6, 1.9) -17.1 mmHg with lorundrostat 50 mg and = 9.4 (13.6, 5.3) lorundrostat 50 mg and -8.2 mmHg with = 9.6 (13.3, 5.8) of -17.9 mmHg with lorundrostat 50 mg and -9.5 mmHg Launch-HTN trial, in these high-risk participants with uncontrolled HTN, including
i ' o -8.0 mmHg with placebo (placebo-adjusted: — ' Y placebo (placebo-adjusted: -8.8 [-12.6, -5.1]; P<0.0001) - ' T with placebo (placebo-adjusted: -8.4 [-12.6, -4.3]; -
High-Risk Subgroup Analysis: o5 _ P=0.0222 -9.2 [-12.8, -5.6]; P<0.0001) o5 P=0.0002 R T T o5 _ P<0.0001 P=0.0009) treatment-resistant HTN
N =1083 Week 6 Primary End Point | | | | | | | | |
2 weeks 12 weeks 2 weeks AA, African American; AOSBP, automated office systolic blood pressure; LSM, least squares mean. AOSBP, automated office systolic blood pressure; LSM, least squares mean. AOSBP, automated office systolic blood pressure; BMI, body mass index; BP, blood pressure; LSM, least squares mean.
Placebo Run-In Double-Blind Treatment End of Study? Black/iAA: 29%
Existing prescribed antihypertensive treatment (2 to 5 medications) Adults aged 265 year: 41% Black/AA participants had AOSBP reductions of -15.1 mmHg with lorundrostat
Fail to achieve Placebo QD Primary efficacy Figure 6. Three or More AHT Subgroup Reduction in AOSBP Figure 7. Age 265 Years Subgroup Reduction in AOSBP 50 mg and -8.3 mmHg with placebo (placebo-adjusted: -6.7 [-11.6, -1.9]; P=0.022; . Muntner P, et al. JAMA. 2020:324(12):1190-200.
AOBP goal on end point: 6574 - Fi gure 3) 2. US Department of Health and Human Services. 2016. https://www.cdc.gov/nchs/data/hus/hus15.pdf.
existing prescribed Lorundrostat/50/mg|QD Change from >3 AHTs -4y | =/0Y o . . 3. Tajeu GS, et al. PLoS One. 2022;17(8):€0270675.
antihypertensive baseline in 0 0 Women participants had AOSBP reductions of -16.8 mmHg with lorundrostat 4. Henry A, et al. Hypertension. 2024:81(4):851-60.
treatment regimen Lorundrostat 50 mg QD titrate to 100 mg QD AOSBP at Week 6 @ Comorbid obesity (BMI 230 kg/m?): 63% :? :Ic:, 50 mdg and -74 mmHg with placebo (placebo-adjusted: 94 ['1 36, '5.3]; 2 ?/IillionBIéeartts@j. 12;)23. https.://mél(l)izc);;l(e)agt.sl.glills.ic))v/data—reports/hypertension—prevalence.html.
Participants randomly 1T = Lorundrostat 50 mg (n=430) E Lorundrostat 50 mg (n=337) P=0.0002; Figure 4) 7 \jeger S ,te 131;1 yﬁlzenélf ;1 ( Ci (fz}z ' l 2024:326(3)11670-HS8
assigned in . . L @ 3 or more prescribed background AHTs: 60% £ 5- Bl Placebo (n=158 = 5 Bl Placebo (n=109) Participants with obesity had AOSBP reductions of -16.5 mmHg with lorundrostat + corma . etak Am J Bhyiol feart Cire Hiysion, 213200 HOTO-HES
2 121 ratio Up-titration at Week 6 if all criteria met: < acebo (n=158) S P y . - g 8. Shimizu H, et al. Clin Transl Sci. 2024;17(8):¢70000.
. AOSBP = 130 mmHg i > 50 mg and -6.9 mmHg with placebo (placebo-adjusted: -9.6 [-13.3, -5.8]; 9.  Saxena M, et al. JAMA. 2025;334(5):409-18.
« Serum potassium <4.8 mmol/L é’ é P<0.0001; Figure 5)
« Serum sodium =135 mmol/L !
+ eGFR >45 mL/min/1.73m | E -10 E -10 = Participants receiving =3 AHTs had AOSBP reductions of -17.2 mmHg with
* <257 reduction in €GFR from baseline % g lorundrostat 50 mg and -8.1 mmHg with placebo (placebo-adjusted: -0.0 Launch-HTN was funded and supported by Mineralys Therapeutics. Medical writing support and editorial assistance were provided by Jonathan Mitchell, PharmD,
O 2 [-‘] 27’ - 54], P<0000‘|' Figure 6) and Stephen Bublitz, ELS, of the Sensified Division of Woven Health Collective, LLC (New York, NY), which were funded by Mineralys Therapeutics.
aParticipants who do not enter the OLE attend a 2-week end-of-study safety follow-up visit. § 15 — c -15— . . . .
AA, African American; AHT, antihypertensive therapy; AOSBP, automated office systolic blood pressure; BMI, body mass index; BP, blood pressure; eGFR, estimated = E Part|C|pants 65-74 y had AOSBP reductions of =16.7 mmHg with lorundrostat
glomerular filtration rate; OLE, open-label extension; QD, once daily. § o 16.7 50 mg and —9.8 mmHg with placebo (placebo-adjusted: -6.9 [-']‘].4’ -2.4];
§ -17.2 "g' . 8o P=0.01 09’ Figure 7) MS: P§r§onal consulting. fees from Alnylam? Arrowhegd, AstraZeneca, Bo§hringer Ingelheim, C4 Research, Daiichi Sankyo, IQV¥A, Mineralys.Therapeutics,‘
T 90 — -20 — . o ] . enarini Group, Novartis, , Recor Medical, and Vifor Pharma; Institutional grants from ative Solutions, , Recor Medical, and Applie erapeutics;
. . . . . S .20 o - M Group, Novartis, PPD, Recor Medical, and Vifor Ph Institutional grants from Ablative Solutions, MSD, Recor Medical, and Applied Th t
The primary end pOIITt of Launch-HTN was Change in AOSBP with lorundrostat Compared with placebo after 14 Participants receiving 2 AHTs had AOSBP reduction of 14 Participants <65 y had AOSBP reduction of Part|C|pantS >/5 y had AOSBP reductions of -18.2 mmHg with lorundrostat Honoraria for presentations from Sanofi; Participation in advisory boards with Alnylam, AstraZeneca, Boehringer Ingelheim, Daiichi Sankyo, and Menarini Group;
6 weeks of treatment = ] ] ] -16.1 mmHg with lorundrostat 50 mg and -7.2 mmHg = -16.9 mmHg with lorundrostat 50 mg and 50 ma and -6.6 mmHa with placebo (placebo-adiusted: -11.6 [-‘] 7.4’ _5.8]; Honorary Executive Committee member of the British & Irish Hypertension Society.
o . . 9 9.0(-12.7,-54) with placebo (placebo-adjusted: -8.8 [-13.2, -4.93]; 3 6.9 (-11.4,-2.4) 116 (-17.4,-5.8) -7.6 mmHg with placebo (placebo-adjusted: P=0 Og1 1: Figure 7) ’ P (p | LL: Institutional grant support from Arrowhead, AstraZeneca, and CrisprTherapeutics and receiving personal fees from AstraZeneca, Eli Lilly, 1dorsia, LucidAct
All participants randomized to lorundrostat treatment received 50 mg/day through Week 6 (pooled n=808) o5 _ P<0.0001 P=0.0009) o5 P=0.0109 P=0 0011 -9.3 [-13.2, -5.4]; P<0.0001) UL FIg Health, Medtronic, Novo Nordisk, Recor, Rippler Medical, Stability Health, and Veradermics.
This analysis of prespecified participant subgroups examined baseline demographics and clinical JML: Receipt of personal fees from Mineralys during the conduct of the study and personal fees from Bayer.
characteristics and assessed the BP-Iowering efficacy of once dally lorundrostat 50 mg at Week 6 (Figure 2) AHT, antihypertensive therapy; AOSBP, automated office systolic blood pressure; LSM, least squares mean. Lorundrostat 50 mg n=337 (265 participants 65-74 y + 72 participants =75 y); Placebo n=109 (80 participants 65-74 y + 29 participants 275 y) MRW: Personal fees from.Mmeralys Therape.:utlcs, AstraZeneca, Bayer, Corcept, Novo Nordisk, and CSL Vifor.
.. . AOSBP, automated office systolic blood pressure; LSM, least squares mean. BK: Personal fees from Mineralys Therapeutics.
Safety was assessed as the incidence and severity of adverse events (AES) ' T DR: Employee of Mineralys Therapeutics.
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