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2023 ESH Hypertension Guidelines 1

2024 ESC Hypertension Guidelines 2

1. Mancia G, et al. J Hypertens 2023 Dec 1;41(12):1874-2071; 2. McEvoy JM, Eur Heart J 2024 Oct 7;45(38):3912-4018
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Drug therapy to be used in patients with Hypertension and Chronic CAD

1. Mancia G, et al. J Hypertens 2023 Dec 1;41(12):1874-2071

2023 ESH guidelines on HTN

Vs.
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2023 ESH Hypertension Guidelines 1

2024 ESC Hypertension Guidelines 2

1. Mancia G, et al. J Hypertens 2023 Dec 1;41(12):1874-2071; 2. McEvoy JM, Eur Heart J 2024;00:1-107

Therapeutic approach to HTN with CKD
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Desai AS, et al. for the KARDIA-1 trial. N Engl J Med 2023;389:228-38

Background. Zilebesiran, an investigational RNA interference therapeutic agent with a prolonged duration of 
action, inhibits hepatic angiotensinogen synthesis.  

Methods. In this phase 1 study, patients with hypertension were randomly assigned in a 2:1 ratio to receive either 
a single ascending subcutaneous dose of zilebesiran (10, 25, 50, 100, 200, 400, or 800 mg) or placebo and were 
followed for 24 weeks (Part A). Part B assessed the effect of the 800-mg dose of zilebesiran on BP under low- or 
high-salt diet conditions, and Part E the effect of that dose when coadministered with irbesartan. End points 
included safety, pharmacokinetic and pharmacodynamic characteristics, and the change from baseline in 
systolic and diastolic BP, as measured by 24-hour ABPM. 



Decreases in SBP and DBP 
after Single Doses of 
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Desai AS, et al. for the KARDIA-1 trial. N Engl J Med 2023;389:228-38



Decreases in SBP and DBP after Single 
Doses of Zilebesiran in Part A
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Desai AS, et al. for the KARDIA-1 trial. N Engl J Med 2023;389:228-38



Change from Baseline in Mean Serum Angiotensinogen 
Level after Single Doses of Zilebesiran
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Desai AS, et al. for the KARDIA-1 trial. N Engl J Med 2023;389:228-38

Part B, after sequential administration of low- and high-
salt diets, patients were randomly assigned to a single 
dose of 800-mg zilebesiran or placebo and rechallenged 
with the same dietary protocol from days 43 through 56 
(Panel B).  

Part E was a single-group study with all the patients 
receiving a single 800-mg dose of zilebesiran (Panel C). 
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Mechanism of Actions: MRA vs ASI

Feldman RD, et al. Can J Cardiol 2023; in press
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1. Saxena M, et al. JAMA 2025 Aug 5;334(5):409-418; 2. Flack JM, et l. N Engl J Med 2025; Oct 9;393(14):1363-1374

BaxHTN Trial (2)
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Launch-HTN Trial (1)



METHODS. In this multicenter, placebo-controlled trial, we randomly assigned patients who had treatment-resistant 
hypertension, with BP>=130/80 mmHg, and who were receiving stable doses of at least three antihypertensive agents, 
including a diuretic, to receive baxdrostat (0.5 mg, 1 mg, or 2 mg) once daily for 12 weeks or placebo. The primary 
endpoint was the change in SBP from baseline to week 12 in each baxdrostat group as compared with the placebo group. 

BrigHTN Trial

Freeman MW, et l. N Engl J Med 2023;388:395-405
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Effects of Baxdrostat on Pharmacodynamic Measures

Freeman MW, et l. N Engl J Med 2023;388:395-405

BrigHTN Trial
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Change in Systolic and Diastolic Blood Pressure over Time

Baseline seated office systolic and diastolic BP: 147/87 mmHg

Freeman MW, et l. N Engl J Med 2023;388:395-405

BrigHTN Trial
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Change from Baseline in Systolic and Diastolic BP levels

Baseline seated office systolic and diastolic BP: 147/87 mmHg

Freeman MW, et l. N Engl J Med 2023;388:395-405

BrigHTN Trial
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Methods. In this phase 3, multinational, double-blind, randomized, placebo-controlled trial, we recruited patients 
with a seated systolic blood pressure of between 140 mm Hg and less than 170 mmHg despite the receipt of stable 
treatment with two antihypertensive medications (uncontrolled hypertension) or three or more such medications 
(resistant hypertension), including a diuretic. After a 2-week placebo run-in period, we randomly assigned patients 
with a seated systolic blood pressure of 135 mm Hg or more in a 1:1:1 ratio to receive baxdrostat at a dose of 1 mg, 
baxdrostat at a dose of 2 mg, or placebo once daily for 12 weeks. The primary end point was the change in seated 
systolic blood pressure from baseline to week 12.

Flack JM, et l. N Engl J Med 2025; Oct 9;393(14):1363-1374

BaxHTN Trial
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Change in Blood Pressure in Patients with Uncontrolled or Resistant Hypertension 

Flack JM, et l. N Engl J Med 2025; Oct 9;393(14):1363-1374

BaxHTN Trial
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Change in Systolic BP in Patients with 
Resistant Hypertension

BaxHTN Trial
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Flack JM, et l. N Engl J Med 2025; Oct 9;393(14):1363-1374



Hypertension Unit, Division of Cardiology, Sant’Andrea Hospital, Rome IT

RCTs on patients with high-risk HTN or RHT: 
• Multi-center, blinded, randomized, PaRallEl-group, Phase 3 study with aproCItentan in 

Subjects with ResIstant HypertensiON (ID-080A301 / PRECISION). 
• A Randomized, Double-Blind, Placebo Controlled, Parallel Arm, Multicenter Phase 3 Study to 

Evaluate the Efficacy and Safety of Lorundrostat in Subjects with Uncontrolled and Resistant 
Hypertension (MLS-101-301 and MLS-101-901 OLE). 

• A Randomised, Double-Blind, Placebo-Controlled, Parallel Group Study to Assess the Efficacy 
and Safety of Baxdrostat in Participants with Uncontrolled Hypertension on Two or More 
Medications including Participants with Resistant Hypertension (D6970C00002). 

• A Phase 3 Global, Randomized, Double-blind, Placebo-controlled Study to Evaluate the 
Efficacy and Safety of Zilebesiran in Addition to Standard of Care in Reducing Major Adverse 
Cardiovascular Events in Adult Patients with Hypertension Not Adequately Controlled and 
With Either Established Cardiovascular Disease or High Risk for Cardiovascular Disease (ALN-
AGT01-008). Ongoing. 

• A Pivotal, Prospective, Multicenter, 2:1 Randomized, Double Blind, Controlled Study 
Comparing the THeRapeutIc IntraVascular Ultrasound (TIVUS™) REnal Denervation System 
vs. Sham for the Adjunctive Treatment of Hypertension (THRIVE). Ongoing.
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Observational studies on patients with HTN: 

• STARK (STudy on ARterial hypertension Knowledge and control). 
A single-center, retrospective-prospective real-world registry 
including >11,000 hypertensive outpatients. Primary aims were to 
assess BP control and hypertension phenotypes and their 
relationship with CV risk profile, HMOD markers, treatment 
patterns, and clinical outcomes. 

• STAR-RDN (Sant'Andrea Registry of Resistant Hypertension and 
Renal DeNervation). A real-world observational registry 
evaluating the selection, treatment, and long-term outcomes of 
patients with RHT undergoing RDN at a tertiary hypertension 
referral center. 

Tocci G. Personal data, 2026



Future trials with SGLT2i/ASI combination on HTN, HF, CKD
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https://clinicaltrials.gov. Accessed in Jun 2026
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