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RISK FACTORS SUMMARY

Our business, results of operations, financial condition, and growth prospects may be affected by a
number of factors, whether currently known or unknown. Any one or more of such factors could directly or
indirectly cause our actual results of operations and financial condition to vary materially from past or
anticipated future results of operations and financial condition. Any of these factors, in whole or in part, let
alone combined with any of the others, could materially and adversely affect our business, financial condition,
results of operations, and stock price. We have provided a summary of some of these risks below, with a more
detailed explanation of those and other risks applicable to the Company in Part I, Item 1A. “Risk Factors” in
this Annual Report.

Summary of Risks Related to Our Business
The principal risks and uncertainties affecting our business include the following:

*  We have a limited operating history and none of lorundrostat or any future product candidates have
been approved for commercial sale. We have a history of significant net losses since our inception and
expect to continue to incur significant losses for the foreseeable future. We may never generate any
revenue or become profitable or, if we achieve profitability, we may not be able to sustain it.

*  We will need substantial additional funds to pursue our business objectives, which may not be
available on acceptable terms, or at all. Failure to obtain this necessary capital when needed on
acceptable terms, or at all, may force us to delay, limit, reduce, or terminate our product development
programs, commercialization efforts, or other operations.

*  Our future performance at this time is entirely dependent on the success of our only product candidate,
lorundrostat. If we are unable to obtain regulatory approval, and ultimately commercialize lorundrostat,
or experience significant delays in doing so, our business will be materially harmed.

*  Clinical and preclinical development involves a lengthy and expensive process with uncertain timelines
and outcomes, and results of prior clinical trials and studies of lorundrostat are not necessarily
predictive of future results. Lorundrostat may not achieve favorable results in our clinical trials or
receive regulatory approval on a timely basis, if at all.

*  Use of lorundrostat or any future product candidates could be associated with adverse side effects,
adverse events, or other properties or safety risks, which could delay or preclude regulatory approval,
cause us to suspend or discontinue clinical trials, abandon a product candidate, limit the commercial
profile of an approved label, or result in other significant negative consequences that could severely
harm our business, prospects, operating results, and financial condition.

*  We heavily rely on our exclusive license agreement entered into in July 2020 (the Tanabe License)
with Tanabe Pharma Corporation (Tanabe) to provide us with intellectual property rights to develop
and commercialize lorundrostat. If the Tanabe License is terminated, we would lose our rights to
develop and commercialize lorundrostat, which in turn would have a material adverse effect on our
business, financial condition, results of operations, and prospects, including, but not limited to,
cessation of our operations to the extent we are unable to develop other product candidates at the time
of such termination.

*  We face significant competition, and if our competitors develop and commercialize technologies or
product candidates more rapidly than we do, or their technologies or product candidates are more
effective, safer, or less expensive than lorundrostat and any future product candidates we develop, our
business and our ability to develop and successfully commercialize products will be adversely affected.

*  Werely on and intend to continue to rely on third parties to conduct, supervise, and monitor our
clinical trials and preclinical studies. We also depend on third-party manufacturers for the production



of lorundrostat. If these third parties do not successfully carry out their contractual duties, comply with
applicable regulatory requirements, or meet expected deadlines, our development programs and our
ability to seek or obtain regulatory approval for or commercialize lorundrostat and any future product
candidates may be delayed or subject to increased costs, each of which may have an adverse effect on
our business and prospects.

If we are unable to obtain, maintain, and enforce patent or other intellectual property protection for
lorundrostat or any future product candidates or technology, or if the scope of the patent or other
intellectual property protection obtained is not sufficiently broad, our competitors or other third parties
could develop and commercialize products similar or identical to ours, and our ability to successfully
commercialize lorundrostat or any future product candidates may be adversely affected.

The trading price of the shares of our common stock could be highly volatile, and purchasers of our
common stock could incur substantial losses.



FORWARD-LOOKING STATEMENTS AND MARKET DATA

This Annual Report contains forward-looking statements within the meaning of Section 27A of the
Securities Act of 1933, as amended (the Securities Act), and Section 21E of the Securities Exchange Act of
1934, as amended (the Exchange Act). All statements other than statements of historical facts contained in this
Annual Report, including statements regarding our future results of operations and financial position, business
strategy, research and development plans, the anticipated timing, costs, design, and conduct of our ongoing and
planned preclinical studies and planned clinical trials for lorundrostat and any future product candidates, the
timing and likelihood of regulatory filings and approvals for lorundrostat (including the anticipated timing of
any U.S. Food and Drug Administration’s (FDA) approval of our new drug application (NDA) that was
submitted to the FDA for lorundrostat for the treatment of hypertension when used in combination with other
antihypertensive drugs in December 2025) and any future product candidates, our ability to commercialize our
product candidates, if approved, the potential to develop future product candidates, the potential benefits of
strategic collaborations and our intent to enter into any strategic arrangements, the timing and likelihood of
success, and plans and objectives of management for future operations and future results of anticipated product
development efforts, are forward-looking statements. These statements involve known and unknown risks,
uncertainties, and other important factors that may cause our actual results, performance, or achievements to be
materially different from any future results, performance, or achievements expressed or implied by the forward-
looking statements, including the timing, volume and nature of feedback or requests from the FDA in
connection with our NDA submission, macroeconomic trends and uncertainty with regard to high interest rates,
elevated inflation, tariffs and other trade policies, geopolitical conflict, and the potential for a local and/or global
economic recession. This Annual Report also contains estimates and other statistical data made by independent
parties and by us relating to market size and growth and other data about our industry. This data involves a
number of assumptions and limitations, and you are cautioned not to give undue weight to such estimates. In
addition, projections, assumptions, and estimates of our future performance and the future performance of the
markets in which we operate are necessarily subject to a high degree of uncertainty and risk.

In some cases, you can identify forward-looking statements by terms such as “anticipate,” “believe,”
“continue” “could,” “estimate,” “expect,” “intend,” “may,” “plan,” “potential,” “predict,” “project,” “should,”
“target,” “will” or “would” or the negative of these terms or other similar expressions. The forward-looking
statements in this Annual Report are only predictions. We have based these forward-looking statements largely
on our current expectations and projections about future events and financial trends that we believe may affect
our business, financial condition, and results of operations. These forward-looking statements speak only as of
the date of this Annual Report and are subject to a number of risks, uncertainties, and assumptions, including,
without limitation, the risk factors described in Part I, Item 1A, “Risk Factors” and under a similar heading in
any other periodic or current report we may file with the U.S. Securities and Exchange Commission (the SEC)
in the future. The events and circumstances reflected in our forward-looking statements may not be achieved or
occur and actual results could differ materially from those projected in the forward-looking statements.
Moreover, we operate in an evolving environment. New risk factors and uncertainties may emerge from time to
time, and it is not possible for management to predict all risk factors and uncertainties. Except as required by
applicable law, we do not plan to publicly update or revise any forward-looking statements contained herein,
whether as a result of any new information, future events, changed circumstances, or otherwise. All forward-
looking statements are qualified in their entirety by this cautionary statement, which is made under the safe
harbor provisions of the Private Securities Litigation Reform Act of 1995.

99 ¢ 2 ¢ EENT3 LENT3

This Annual Report includes trademarks, tradenames, and service marks that are the property of other
organizations. Solely for convenience, trademarks and tradenames referred to in this Annual Report appear
without the ® and ™ symbols, but those references are not intended to indicate, in any way, that we will not
assert, to the fullest extent under applicable law, our rights, or that the applicable owner will not assert its rights,
to these trademarks and tradenames.



Part1
Item 1. Business
Business Overview

We are a biopharmaceutical company focused on developing medicines to target diseases driven by
dysregulated aldosterone. Our product candidate, lorundrostat, is a proprietary, orally administered, highly
selective aldosterone synthase inhibitor (ASI) that we are developing for the treatment of cardiorenal conditions
affected by dysregulated aldosterone, including hypertension and related comorbidities such as chronic kidney
disease (CKD) and obstructive sleep apnea (OSA).

In the United States, there are approximately 120 million patients with sustained elevated blood
pressure (BP), or hypertension. Approximately 60 million patients are treated and over 30 million do not
achieve their BP goal, with approximately 20 million having systolic BP levels greater than 140 mmHg.
Patients with hypertension that persists despite taking two or more medications have 1.8 and 2.5 times greater
mortality risk due to either cardiovascular disease or stroke, respectively. Dysregulated aldosterone levels are a
key factor in uncontrolled hypertension (uHTN) or resistant hypertension (rHTN) in approximately 30% of
patients.

Ahead of the NDA submission in December 2025, we completed five successful clinical trials of
lorundrostat supporting the efficacy and safety profile while also validating aldosterone as an integral
therapeutic target in uHTN or rHTN. This includes two pivotal, registrational trials, the Phase 3 Launch-HTN
trial and Phase 2 Advance-HTN trial, which support the robust, durable, and clinically meaningful reductions in
systolic BP by lorundrostat. Lorundrostat was well tolerated in both trials with a favorable safety profile. Based
on the positive results from our pivotal program, we submitted an NDA in December 2025 for lorundrostat for
the treatment of hypertension in combination with other antihypertensive drugs. The FDA accepted the NDA
submission and provided us with a Prescription Drug User Fee Act (PDUFA) target action date of
December 22, 2026.

We believe, based on available clinical data, that our product candidate holds promise to be an
innovative solution for the rapidly growing unmet need in multiple cardiorenal metabolic disorders. In addition
to hypertension, we have been investigating the potential benefits of lorundrostat in participants with
hypertension and CKD and in participants with hypertension and OSA. In June 2025, we announced that the
result of our Phase 2 Explore-CKD trial, which evaluated the safety and efficacy of lorundrostat in participants
with hypertension and comorbid CKD, was highly statistically significant and clinically meaningful in reducing
systolic BP and in reducing urinary albumin creatinine ratio (UACR), a marker of kidney disease progression,
as well as demonstrating a favorable safety and tolerability profile. On March 9, 2026, we announced topline
data from our Phase 2 Explore-OSA trial that evaluated the effect of lorundrostat in the treatment of overweight
and obese participants with moderate-to-severe OSA and hypertension. While the Explore-OSA trial did not
demonstrate a reduction in apnea-hypopnea index (AHI), the BP reductions were clinically meaningful and the
safety profile was favorable, especially for this population with difficult to control hypertension.

Our Product Candidate, Lorundrostat

Our product candidate, lorundrostat, is a proprietary, orally administered, highly selective ASI that is
designed to reduce aldosterone levels by inhibiting CYP11B2, the enzyme responsible for producing the
hormone. We licensed lorundrostat from Tanabe Pharma Corporation (Tanabe), which discovered the
compound and provided the early foundational work, including demonstrating the selectivity of lorundrostat,
and progressing the asset through Phase 1 clinical development.



We have completed six clinical trials of lorundrostat in uHTN or rHTN as well as hypertension in

uHTN or rHTN with comorbidities such as CKD or OSA. A summary of our clinical development is outlined

below.
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Summary of Historical and Current Clinical Trials of Lorundrostat

Phase 1: The first-in-human Phase 1 clinical trial of lorundrostat was conducted by Tanabe and

showed that lorundrostat was well tolerated and did not inhibit cortisol following single dose and once-daily
dosing over multiple days.

Phase 2: We conducted the Target-HTN Phase 2 proof-of-concept trial in participants with uHTN and

rHTN to evaluate the efficacy of lorundrostat at various doses either once or twice a day. The results of Target-
HTN led to the advancement of our pivotal program of lorundrostat.

Pivotal Program: In 2023, we initiated our pivotal program of lorundrostat, and we reported the results

of Launch-HTN and Advance-HTN in March 2025. See “Pivotal Program Clinical Trial Results” beginning on
page 7 for additional details regarding the results of these clinical trials.

Launch-HTN evaluated the efficacy and safety of lorundrostat for the treatment of uHTN or rtHTN
when used as an add-on therapy to participants’ existing, prescribed background treatment of two to
five antihypertensive medications.

Advance-HTN evaluated the efficacy and safety of lorundrostat for the treatment of confirmed uHTN
or rHTN when used as add-on therapy to a standardized, optimized, and adherent background
treatment of two or three antihypertensive medications.

Transform-HTN is an ongoing open-label extension trial enabling participants to continue to receive
lorundrostat and allows us to obtain long-term efficacy and safety data. All participants in the pivotal
hypertension program, including the Advance-HTN and Launch-HTN trials, as well as the Explore-
CKD trial, were given the opportunity to participate in the extension trial.

Explore-CKD evaluated the safety and efficacy of 25 mg once daily (QD) lorundrostat in addition to a
sodium-glucose cotransporter 2 (SGLT?2) inhibitor for the treatment of hypertension in participants
with Stage 2 to 3b CKD and albuminuria despite receiving stable treatment with an angiotensin-
converting enzyme (ACE) inhibitor or angiotensin II receptor blocker (ARB). We reported the results
of this trial in June 2025. See “Explore-CKD Clinical Trial Results” beginning on page 9 for additional
details regarding the results of this clinical trial.



*  Explore-OSA cvaluated the safety and efficacy of lorundrostat S0 mg QD with moderate-to-severe
OSA. See “Explore-OSA Clinical Trial Results” beginning on page 10 for additional details regarding
this clinical trial.

Background of Hypertension

In healthy individuals, normal BP, also known as peripheral blood pressure, is below 130 over 80,
meaning the pressure measurement is lower than or at 130 mmHg when the heart is contracting (systolic BP)
and at or below 80 mmHg when the heart is relaxed (diastolic BP). Sustained, elevated BP, or hypertension, can
result in increased chances of life-threatening complications such as heart disease, stroke, or kidney disease,
among others.

The prevalence of hypertension has been increasing in recent decades. A comprehensive study
published in The Lancet journal shows that in patients aged 30 to 79, total hypertension cases nearly doubled
worldwide from 1990 to 2019. Furthermore, obesity, especially when associated with increased visceral
adiposity, is a major cause of hypertension, accounting for 65% to 75% of the risk for developing human
primary (essential) hypertension. Despite hypertension being one of the most common preventable risk factors
for premature death, approximately 1.3 billion people worldwide have hypertension, with hypertension as a
primary or contributing cause of more than 685,000 deaths in the United States in 2022 alone. The costs of
hypertension and related health issues are a major burden on already strained healthcare systems, with an
estimated cost of $219 billion in the United States in 2019. While there are multiple therapeutic options
available, most of which are generic and accessible, more than half of all treated hypertensive patients fail to
achieve their BP goal. Dysregulated aldosterone levels are a key factor in driving hypertension in approximately
30% of hypertensive patients.

The current standard-of-care for patients newly diagnosed with hypertension is based on a set of
guidelines set forth by the American College of Cardiology (ACC) and the American Heart Association (AHA).
A hypertensive patient’s target BP is defined as below 130/80 mmHg. Depending on baseline BP levels, these
guidelines recommend that the patient typically begin with lifestyle modifications and then, assuming BP does
not achieve the desired target, initiate treatment with antihypertensive agents selected primarily from the
following five drug classes, which may later be combined with each other if the patient’s target BP is not
successfully achieved with the initial therapy:

»  Thiazide diuretics, which increase fluid excretion from the kidney by blocking reabsorption of
sodium and chloride in the nephron;

*  ACE inhibitors, which inhibit the renin-angiotensin aldosterone system (RAAS) axis by blocking
the action of ACE in the lungs, which converts angiotensin I to angiotensin II;

*  ARBs, which block the effects of angiotensin II at the level of the angiotensin receptor;

*  Calcium channel blockers, which slow cardiac contractions and relax arteries by preventing
calcium from entering the cells of the heart and arteries; and

*  Beta blockers, which cause the heart to beat more slowly and with less force, which lower BP.

Despite numerous available treatment options, the majority of hypertensive patients require multiple
therapies to achieve their target BP. Evidence demonstrates that adding a second- or third-line antihypertensive
agent typically provides an additional 6 to 7 mmHg reduction in systolic BP. However, the incremental
reduction in systolic BP provided by successive lines of treatment does not always adequately enable patients to
reach their BP goal. Therefore, many patients require three, four, or more antihypertensive agents in an attempt
to achieve their target BP. ACE inhibitors and ARBs are standard-of-care in the majority of all treated patients.
Approximately 30-40% of patients receiving long-term ACE inhibitor or ARB therapy experience aldosterone
breakthrough, which is associated with volume expansion and adverse cardiorenal effects that can undermine
BP control. In addition, while hypertension is an asymptomatic disease, many of the currently available



treatments have side effects and tolerability issues, which may limit their use. For example, patients taking ACE
inhibitors often develop a chronic cough, and those taking beta blockers often experience lethargy.

In a meta-analysis of 147 randomized trials, a 10 mmHg reduction in systolic BP or a 5 mmHg
reduction in diastolic BP has been shown to reduce the risk of stroke by 41% and coronary heart disease by
22%. The Systolic BP Intervention Trial (SPRINT) study further demonstrated that in adults with hypertension
but without diabetes, lowering systolic BP below 120 mmHg reduced cardiovascular events by 25% and
reduced the overall risk of death by 27% compared to those with a systolic BP of 140 mmHg or higher. The
importance of nighttime BP as a predictor of cardiovascular risk is increasingly recognized. Evidence has
demonstrated that higher nighttime systolic BP has a strong association with increased cardiovascular risk. The
study’s findings stress the importance of targeting a reduction in nighttime systolic BP when considering
treatment approaches.

Over 30 million hypertensive patients in the United States are unable to achieve their BP goal despite
treatment, and within this population, 10 million suffer from rHTN. Treatment options are limited for rtHTN
patients, and the current ACC and AHA guidelines recommend introducing a mineralocorticoid receptor
antagonist (MRA) agent, which blocks the effect of aldosterone, to the patient’s existing antihypertensive
regimen.

Background of Chronic Kidney Disease (CKD)

CKD, which is characterized by the gradual loss of kidney function, is estimated to affect more than
10% of the global population and is one of the leading causes of mortality worldwide. According to the U.S.
Centers for Disease Control and Prevention, an estimated 1-in-7 (approximately 37 million) U.S. adults have
CKD, and approximately 22 million people in the United States are living with both hypertension and CKD.
The relationship between these conditions is tightly linked: sustained hypertension may contribute to impaired
kidney function, and progressive decrease in kidney function may lead to worsening BP control. Achieving BP
control in these complex patients is the number one goal in slowing the progression of CKD. When CKD is
present in patients with hypertension, the risk of cardiovascular disease and mortality rises significantly.

Emerging evidence points to dysregulated aldosterone as a key driver of both diseases. Excess
aldosterone promotes sodium retention, vascular inflammation, and fibrosis, contributing to both uncontrolled
BP and kidney injury. Despite the availability of existing therapies, a significant proportion of patients remain
uncontrolled or undertreated. Early detection and targeted interventions that address underlying mechanisms,
such as aldosterone dysregulation, may offer the potential to slow CKD progression, reduce cardiovascular risk,
and improve long-term outcomes. Without effective management, CKD can advance to kidney failure, requiring
dialysis or transplantation.

Background of Obstructive Sleep Apnea (OSA)

OSA is characterized by repetitive overnight hypoxic episodes and subsequent sleep fragmentation related to
many factors, including volume overload and a complete or partial collapse of the upper airway. Moderate to
severe OSA is associated with increased production of aldosterone and increased nighttime BP; standard
treatment with positive airway pressure is not sufficient for BP reduction. OSA impacts almost one billion
people globally, including 425 million moderate-to-severe cases. Around 80% of adults with OSA are
undiagnosed. As of 2025, untreated OSA is estimated to cost the United States more than $150 billion annually
when considering direct medical expenses, productivity losses, and accident-related costs.

Between 30-50% of adults with hypertension have OSA, and this number increases to between 70-80%
in adults with rHTN. Additionally, untreated moderate-to-severe OSA increases the risk of rtHTN. Along with
hypertension, OSA is a major risk factor for cardiovascular disease, type-2 diabetes mellitus, and stroke.



Background of Aldosterone and its Role in Hypertension

Aldosterone is a mineralocorticoid steroid hormone primarily made in the outer layer of the adrenal
gland called the adrenal cortex, which plays an important role in controlling the balance of water and salts by
regulating the exchange of sodium and potassium in the body. This maintenance of fluid homeostasis ensures
the body can maintain normal BP.

In a healthy person, homeostatic balance is maintained via a feedback loop called the RAAS. Renin is
a key enzyme that is released by the kidneys when they sense changes in BP to control the production of
aldosterone, in order to help the kidneys regulate water and salt levels in the body. In a normal physiological
state, aldosterone production increases when BP is too low and decreases when BP is too high. This is
considered renin-dependent hypertension due to the linkage of renin levels to aldosterone production.

In addition to the self-regulated RAAS, there are other pathways that drive aldosterone production.
Evolving information about hormone regulation of visceral adipocytes and the adrenal gland supports the
hypothesis that adipokines, specifically elevated leptin and reduced adiponectin, can affect aldosterone and
renin, respectively. The net result is an increase in aldosterone and prevention of the normal feedback inhibition
of renin. This is considered renin-independent aldosterone production and is due to dysregulated systems
biology, which is often prevalent in an obese population.

Overview of Renin-Dependent and Renin-Independent Aldosterone Production

RAAS Dependent Axis RAAS Independent Axis

Adipocytes
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Elevated aldosterone also causes insulin resistance, inflammation and fibrosis of the heart, fibrosis and
remodeling of blood vessels, and tubulointerstitial fibrosis and glomerular injury in the kidney. Aldosterone
excess is believed to lead to a higher risk of stroke, kidney damage, congestive heart failure, and heart attack,
compared to high BP alone. Many of these symptoms are often comorbidities in an obese population.

Many of the therapies designed to address hypertension, such as ACE inhibitors, ARBs, beta blockers,
calcium channel blockers, and diuretics, were developed and introduced several decades ago when the incidence
of obesity was below 20% and abnormal aldosterone production affected less than 10% of the U.S. population.
The increasing prevalence of obesity and hypertension, driven by the renin-independent axis, has resulted in
higher incidences of uHTN and rHTN. Currently available therapies are generally effective in managing renin-
dependent hypertension; however, they fail to adequately address the shifting biology of hypertension today.
For example, ACE inhibitors and ARBs indirectly reduce aldosterone levels, but up to 40% of treated patients
experience “aldosterone breakthrough,” whereby their aldosterone levels return to normal or higher levels and
result in elevated BP.



Growing Epidemic of Obesity Correlated to Rise in Hyperaldosteronism

MRAS, which were initially introduced in the 1950s, are designed to work by blocking the effect of
aldosterone, whether renin-dependent or renin-independent, from the mineralocorticoid receptor (MR) but do
not inhibit aldosterone production. There are two well-known MRAs available in the United States for the
treatment of hypertension, spironolactone and eplerenone, which are both available as generic medicines. MRAs
are known to be effective in lowering BP; however, they have demonstrated side effects that have limited their
use. Specifically, spironolactone, the most commonly prescribed MRA, is known for inducing hyperkalemia as
well as gynecomastia in men and fertility issues in women. Additionally, when aldosterone is blocked from
binding to the MR, circulating aldosterone levels increase two- to three-fold and may cause other harmful non-
MR-related effects in the body.

The approach of blocking the synthesis of aldosterone and reducing plasma aldosterone levels is
thought to be a preferable approach versus the use of MRAS that block the action of aldosterone at the MR. The
task of creating a safe and effective ASI can be technically challenging because the major enzymes in the
synthesis of aldosterone and cortisol share a high degree of amino acid sequence similarity. While challenging
to develop, there are currently three ASls (including lorundrostat) in advanced clinical development and one in
early clinical development in conditions including hypertension, OSA, primary aldosteronism, heart failure, and
CKD.

Clinical Development of Lorundrostat

Our product candidate, lorundrostat, is a proprietary, orally administered, highly selective ASI
designed to reduce aldosterone levels by inhibiting CYP11B2, the enzyme responsible for producing the
hormone. We are initially developing lorundrostat for the treatment of hypertension and have completed six
clinical trials. In our trials, lorundrostat was well tolerated and demonstrated compelling clinical results, and
once-daily dosing flexibility. The observed 10 to 12 hour pharmacokinetic half-life of lorundrostat has the
potential to normalize aldosterone levels to provide a clinically meaningful reduction in BP and to flexibly
manage the challenges of elevated serum potassium. We believe that lorundrostatds profile may be compelling
based on the following attributes:

A Compelling Clinical Results in Hypertension: The Launch-HTN global Phase 3 trial
demonstrated a statistically significant and clinically meaningful 11.6 mmHg placebo-adjusted























































































































































































































































































































































































