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Thank you for following this presentation of aprocitentan, the first and only hypertension therapy
that targets the endothelin pathway.

Endothelin is a fundamental driver of hypertension initiation, development, and progression, that
until the approval of aprocitentan, remained unaddressed by hypertension therapies.

Endothelin is elevated in hypertension and its role corresponds to many of the pathogenic facets of
hypertension and its consequences.

Aprocitentan is available as TRYVIO in the US and will be launched in Europe as JERAYGO. It is set
to transform the treatment landscape for patients with difficult-to-control hypertension and has
blockbuster market potential.

Idorsia is currently engaging with potential partners to launch this outstanding product and
maximize the opportunity.

TRYVIO (aprocitentan): The only approved
therapy for difficult-to-control hypertension
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Today, we will highlight

o theurgent unmet medical need and significant market opportunity in difficult-to-control
hypertension,

o the fundamental role of endothelin in hypertension,

o and the clinical evidence that secured TRYVIO's approval and its place in the recently updated

ACC/AHA treatment guidelines.
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o Inaddition, we will go through the details of its differentiated profile, data in several specific
patient populations, including elderly and those with chronic kidney disease or CKD.
o Finally, we will share some of the real-world evidence and market preparation activities currently

underway to secure access to this important therapy.

The above information contains certain "forward-looking statements", relating to the company's business,
which can be identified by the use of forward-looking terminology such as “intend”, "estimates”, "believes",
"expects", "may", "are expected to", "will", "will continue", "should", "would be", "seeks", "pending” or
"anticipates” or similar expressions, or by discussions of strategy, plans or intentions. Such statements include
descriptions of the company's investment and research and development programs, business development
activities and anticipated expenditures in connection therewith, descriptions of new products expected to be
introduced by the company and anticipated customer demand for such products and products in the
company's existing portfolio. Such statements reflect the current views of the company with respect to
future events and are subject to certain risks, uncertainties and assumptions. Many factors could cause the
actual results, performance or achievements of the company to be materially different from any future
results, performances or achievements that may be expressed or implied by such forward-looking
statements. Should one or more of these risks or uncertainties materialize, or should underlying assumptions
prove incorrect, actual results may vary materially from those described herein as anticipated, believed,
estimated or expected. Rounding differences in the numbers presented may occur.

Jdorsia
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e This presentation contains forward-looking statements based on our research, prescriber feedback,
advisory boards and primary quantitative market research. Please consider both risks and

opportunities before investing in Idorsia.
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1 Q Difficult-to-control hypertension

Hypertension is the number one modifiable risk factor of
cardiovascular morbidity and premature death -
Risk is even greater in patients that are difficult-to-control

The Global Burden of Disease 2021, The Lancet 2024 . d
1a0niid
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e Hypertension is the number one modifiable risk factor for cardiovascular morbidity and premature

death. The risk is even higher for patients with difficult-to-control hypertension.

Difficult-to-control versus resistant hypertension

Hypertension guidelines Resistant hypertension
recommend less than R
Patients whose blood pressure
remains high, despite receiving at
least three antihypertensives of
different pharmacological classes,

as a blood pressure goal . . . . .
P 9 including a diuretic, at optimal dose.

Rofarances: 1, Insotuce For Health Metrics and Evaliation (IHVE) Disaase 2021; Find Study, Seatile, W IHME, 2022
Wihelton PK, et ai, Hypertension 201871 (6112681224

.
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e Difficult-to-control hypertension is generally defined as high blood pressure that remains above
130/80 mmHg despite the use of appropriate therapy. This definition is broad compared to
resistant hypertension where blood pressure remains uncontrolled despite treatment with three or

more antihypertensive drugs of different classes, including a diuretic, at optimal dose.

Morbidity and mortality risk is greater in patients
whose hypertension is difficult-to-control

Increased risks when comparing individuals with vs. without difficult-to-control hypertension

23%

|

Zae) Peripheral artery disease

l

30%

All-cause mortality

44%

Coronary heart disease

l

Stroke

57%

HOOO®

Heart failure

1. Muntner P, et al. Hypertension. 2014;64(5):1012-1021 e d .
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e Patients with difficult-to-control hypertension face up to a 95% higher risk of major cardiovascular
events, such as stroke and heart failure, and end-stage renal disease, compared with patients
whose blood pressure is responding to first-line anti-hypertensives. In this patient population there
is therefore a clear and urgent need for therapies that can lower blood pressure in order to

decrease the risk of end-organ complications.

TRYVIO: The first and only hypertension therapy targeting the endothelin pathway - August 28, 2025 - Page 4 of 17
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Significant medical need in difficult-to-control %
hypertension
/ Total drug treated patients in the US* \
#0.2 million ~26 million US patients
are not adequately
controlled on other drugs
despite treatment and are
amenable to TRYVIO
according to the US
indication
\_ =L1 =12 =13/d+ J
S S dorsia

e Inthe US, nearly half of adults —around 120 million people — have hypertension.

e According to claims data, approximately 40 million US patients, are currently treated with
antihypertensive drugs. Seen here in L2 — patients on 2 lines of hypertensive therapy, and L3/4+,
patients on 3 or more lines of hypertensive therapy — 26 million patients could potentially be
treated under TRYVIO's US indication for patients “not adequately controlled on other drugs”.

e The addressable patient population is large and will continue to grow, underpinned by an increase
in the elderly population and age-related comorbidities, and greater recognition of the
consequences of uncontrolled disease.

e TRYVIO s at the forefront of this growth as it is the only therapy to target a novel pathway — on the
market or in development.

e Since TRYVIO is uniquely placed in the hypertension market we believe that global aprocitentan

peak sales could reach up to 5 billion dollars.

TRYVIO (aprocitentan): The only approved
therapy for difficult-to-control hypertension
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) Strong advocacy - ready to launch
e e Tlorsia
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The optimal endothelin blocker

Aprocitentan targets the endothelin system and
represents the first drug from the established ERA class —
optimized for patients with difficult-to-control
hypertension

.
dorsia
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Our team’s deep expertise in endothelin science created a unique opportunity to design the ideal
endothelin receptor antagonist (ERA): one with the optimal efficacy and safety profile for use in
systemic hypertension.

The endothelin system

Aldosterone ( i salt Increased expression of ETy in smooth muscle cells

o
— T

Hypertension  Cell proliferation and Fibrosis and

l.E 4
Vascular hypertrophy  inflammation Q‘w—i\ @ ‘
“} —

END-ORGAN
DAMAGE

amplifies vasoconstriction effects of endothelin

VASODILATION

'VASOCONSTRICTION

Jdorsia

Our extensive research led to the recognition that endothelin is far more than “just” a potent
vasoconstrictor. It is a multifunctional peptide that promotes cell proliferation, vascular
hypertrophy, fibrosis, inflammation, and the secretion of aldosterone, cytokines, and
catecholamines — thereby influencing fundamental pathological processes in a variety of diseases
that are also highly prevalent in hypertension.

The endothelin system is not just present in the circulation — where it is only the spill-over from the
tissues —it is produced and active, locally within tissues, such as the heart, blood vessels, kidneys,
and lungs.

In the setting of hypertension, the endothelin peptides (mostly endothelin-1) and the receptors,
ETa and ETs, become upregulated, meaning their levels and activity are increased. This
upregulation amplifies the pathological processes that contribute to high blood pressure, vascular

damage, and organ damage, creating a vicious cycle that drives disease progression.

TRYVIO: The first and only hypertension therapy targeting the endothelin pathway - August 28, 2025 - Page 6 of 17
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Endothelin is upregulated and it is the key driver of
difficult-to-control hypertension in these patients
Comorbidities that are at high Consequently, patients are at
risk for difficult to control significant risk of several life-
hypertension threatening diseases
[ High body weight } . Chronic
[ Black ] @p ki‘dney
FFicult-t disease
[ Post-menopausal women ] Difficu 0-
252 control
@ Heart
[ Obstructive sleep apnea ] hyperten5|on - % failure
[ Type 2 diabetes J
B
[ Heart failure ] Stroke
[ Chronic kidney disease ] .
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It is well known that certain groups of patients face a particularly high risk of hypertension that is
difficult-to-control with existing therapies. These include Black patients, individuals with higher
body weight, older age and postmenopausal women, and those with conditions such as obstructive
sleep apnea, type 2 diabetes, heart failure, or chronic kidney disease.

In all these patient populations, the endothelin system is upregulated — providing a clear scientific
rationale for understanding why hypertension is often resistant to treatment.

The early studies of aprocitentan confirmed the central role of endothelin in the pathology of
hypertension. In healthy volunteers with no underlying disease, even doses 50 times higher than
the therapeutic level — up to 600 mg — had no effect on blood pressure. This evidence makes clear
that aprocitentan is only active when the pathology is driven by endothelin.

Moreover, endothelin likely contributes not only to the cause of hypertension, but also to its
consequences —including end-organ damage to the kidneys and heart, as well as the heightened
risk of stroke in these vulnerable patients, providing further clinical rationale to use aprocitentan as
the next therapy to be added to patients that continue to struggle to meet their target blood

pressure.

Blockade of the RAAS pathway is the focus of
current marketed and developmental therapies

Endothelin System

PreProT-1

Big ET-1

‘asoconstriction
Potentiation of growth factors

- Profibrotic

- stimulation of sympathetic system

S mmmr e, ——

L Naseralallah, Blood Pressure 2024; ESH Cuidelines 2023

dorsia

dothelin teceptor antagonist ET, endathel; M2, mineralecerticois receptar antagenis

Current marketed and developmental therapies focus on blockade of the Renin-Angiotensin-
Aldosterone System (RAAS), including ACE inhibitors, ARBs, mineralocorticoid receptor antagonists

TRYVIO: The first and only hypertension therapy targeting the endothelin pathway - August 28, 2025 - Page 7 of 17
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(MRAs) and even the emerging aldosterone synthase inhibitors, as well as angiotensinogen RNA
interference.

e While new treatments are emerging, they carry risks such as the excessive blockade of the renin-
angiotensin—aldosterone system and potential interactions with other pathways like steroid

production.

TRYVIO (aprocitentan): The only approved
therapy for difficult-to-control hypertension

Difficult-to-control hypertension
P g@ The optimal endothelin blocker
3 nl]l]l]

4
5 Strong advocacy - ready to launch

Compelling efficacy & safety data

Differentiated profile in high-risk populations

.
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3 ull/I]i] Compelling efficacy & safety data

Aprocitentan demonstrated compelling efficacy, safety and
tolerability in difficult-to-control / resistant hypertension

.
laorsia
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e The compelling clinical data with aprocitentan are well established —published in several peer-
reviewed journals, included in TRYVIO's product information and FDA-approved materials, and
most recently recognized in the ACC/AHA joint clinical practice guidelines for systemic

hypertension.

TRYVIO: The first and only hypertension therapy targeting the endothelin pathway - August 28, 2025 - Page 8 of 17
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Aprocitentan as monotherapy in systemic hypertension

Phase 2 trial in patients with essential hypertension

Aprocitentan
A

Placebo Lisinopril

5mg 10mg 25mg 50mg
N=66 N=68 NaT1 Ne67 N-68 N=69
149.2/97.5 149.4/97.8 149.8/97.7 151.2/97.8 148.6/98.2 149.8/96.8

Meanchange from baseline to Week 8 in systolic and dizstolic blood pressure - AOBPM,

Verwel] P, et al. Hypertension. 2020

Abbrevietions: SEP. Systolc blood pressure: DB, Diastaike blood pressure

.
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e Inthe phase 2 monotherapy trials with patients with systemic hypertension, aprocitentan at a dose
of 12.5 mg, reduced systolic blood pressure by 15 mmHg — a reduction comparable or superior to
that achieved by lisinopril, a cornerstone ACE inhibitor that has been used for more than 30 years in
the treatment of hypertension, and with no sign of fluid retention.

e With the efficacy and safety of aprocitentan established in patients with general systemic
hypertension, our next step was to demonstrate efficacy and safety of this novel mechanism in

patients with the greatest unmet medical need.

PRECISION: Investigated onset and durability of
blood pressure reduction

Selection of patients with uncontrolled
hypertension on Efficacy and safety of aprocitentan aver 48 weeks
existing therapy

confirmation

30days

Up o 8 weeks 4weeks 4warks < weeks 32 wacks 2 weeks
Screening Screening Partll Part Il Safety Follow-
Single blind Double blind up

zed backg

25mg
Aprocitentan 25mg
Aprocitentan

v

12.5mg 25mg Aprocitentan

Aprocitentar

Placebo
Placebo

* *

k36

Weel ek 28 Endof
Re randomizatin
N=gi1

Endal study
Treatment

N=1965

.
Schlaich MP, et al. The Lancet, 2022 [I ]
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e The Phase 3 PRECISION study was designed to demonstrate both the blood pressure-lowering
effect of aprocitentan in patients with confirmed resistant hypertension and the durability, safety,
and tolerability of that effect over the long term.

e Akeyinnovation of the study was the rigorous patient selection process. Patients were first
observed for eight weeks to confirm that their hypertension remained uncontrolled on their
existing treatment regimen.

e All patients were transitioned to a standardized fixed-dose triple therapy of an angiotensin
receptor blocker, calcium channel blocker and diuretic — the standard of care for resistant
hypertension — this ensured a homogeneous background therapy.

e Patients were followed for another eight weeks. Only patients whose hypertension remained

uncontrolled were randomized to receive aprocitentan or placebo.

TRYVIO: The first and only hypertension therapy targeting the endothelin pathway - August 28, 2025 - Page 9 of 17
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PRECISION population mirrors clinical reality of resistant
hypertension with comorbidities and lack of response to prior
therapies
Older patients High-risk and patients with comorbidities
« 265 years old (34%) « North America origin (29%)
- OF which, 10% were 275 years old — OFwhich 38.9% were Black or African American
+ Type 2 Diabetes (54%)
+ Obese (55%; 30 to <40) and severely obese {15%; 240)
« Congestive heart failure (20%)
— OF which, 40% had elevated NT-proBNP
« CKD stage 3 or 4 (22%)
—  Of which,13% had macroalbuminuria
Schlaich MP, et al. The Lancet, 2022 E .
AN ZLTRLOEL stz orsia

PRECISION was an inclusive study. By selecting patients with proven resistant hypertension and not
excluding specific comorbidities, the study enrolled a real-world patient population, with
comorbidities and treatment resistance that reflect daily clinical practice. 54 % of patients had type
2 diabetes, 55% were obese and 15% severely obese, 20% had congestive heart failure and 22%
had chronic kidney disease stage 3 or 4.

These are the very patients with the greatest clinical need — where even modest reduction in blood

pressure can translate into meaningful reductions in cardiovascular risk.

Rapid double-digit reduction in BP seen as early as 2 weeks
with continued benefit over time
On top of three antihypertensives: valsartan, amlodipine and hydrochlorothiazide
160 Triple combination + Placebo PRECISION: Efficacy
’% — Triple combination + Aprocitentan 12.5 mg TRYVIO significantly reduced systolic blood
E 15 pressure by targeting the endothelin pathway'
E In patients taking TRYVIO and at least 3 blood pressure
medications (n=243), TRYVIO demoenstrated statistically
2 150 Superior blood pressure reductions vs placebo.
; Primary endpoint: Change in sitting SBP (SiSBP)
3 s 15.4 mmHg* from baseline to week 4'
5 Primary
3 a0 3.8 mmHg | FIERERE +.15.4 e
S (P=0.0042) | [UEEIREE ML 4175, 133)
> at 4 weeks
£ 13 Reduction in sitting trough SBP for the placebo with
5 antihypertensive background therapy group (n=244) was
@ 11.6 mm Hg fo ence of 3.8 vs TRYVIO 12.5 mg (97.5% CL,
[-6.8,-0.8]; P:
30— « Thetre ffect for TRYVIO was consistent for systolic
0 2 4 and diastelic blood pressure.!
*Measured at trough Schlaich MP, et af. The Lancet, 2022 Regulatory approved promotional material
e [
o orsia

Once-daily treatment with TRYVIO achieved a rapid, double-digit reduction in systolic blood
pressure, seen as early as two weeks in patients still hypertensive despite 3 or more anti-
hypertensive medications taken at their optimal doses.

PRECISION is the ONLY trial that all patients included met the strict clinical definition of resistant
hypertension.

While the PRECISION trials clinical end point was the measurement of decrease in blood pressure
at 4 weeks, data supports that patients continued to derive meaningful clinical benefit beyond this

timepoint.

TRYVIO: The first and only hypertension therapy targeting the endothelin pathway - August 28, 2025 - Page 10 of 17
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Double-digit BP decrease was sustained

BP reduction confirmed up to 48 weeks

Randomization Re-randomization

PART 1! PART 2 PART 3
155 1 Double-| Single-blind Double-blind

blind | withdrawal

SISBP (mm Hg) +/- SE
B

135 |
-15.3 mmHg -19.2 mmHg
130 - - - . - -
0 4 8 12 16 20 24 28 32 36 40 4 48
Time (weeks)
Triple combination + Placebo Key se:nndary endpoint after 4 weeks of withdrawal
— Triple combination + Aprocitentan 12.5 mg 25 mg* vs placebo: - 5.8 mmHg, P<0.0001

@week 40 of treatment

= Triple combination + Aprecitentan 25 mg*

Schlaich MP, ef al. The Lancet, 2022
*The 25 mg dose of aprocitentan is not approved for use in the US

.
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e Of significant importance, the double-digit blood pressure decrease was sustained over the 48-

week study duration with a blood pressure reduction of 19.2 mmHg.

Major night-time BP decrease

Daytime Nighttime

- Insufficient BP decrease at night is a very strong
predictor of poor outcome in hypertension.
2 * Unique nighttime efficacy of apracitentan is an

i

I

£ ;
gE important feature and may be due to
ze . . sympatholytic effects in addition to long half-life.
£d
Ta
¥ -S € 6
2
]
- E 8 8

2.

@

P=0.003 P=0.0002

-10 -10

# Patients 179 175 178 174

W Placebo M Aprocitentan 12.5 mg

Schiaich MP, et al. The Lancet, 2022; ESH Guidelines 2023 '-“-l““ilﬂ
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e The effect was consistent across all forms of measurement: office systolic and diastolic readings at
trough, as well as 24-hour ambulatory monitoring, which is considered the gold standard.

e TRYVIO has a half-life of 41 hours which is of specificimportance, if a patient misses a dose, but
also for nighttime coverage. People who have a lack of nighttime dipping of their blood pressure
have a much higher cardiovascular risk.

US Prescribing Information

TRYVIO™ (aprocitentan) tablets, for oral use

Initial U.S. Approval: 2024 Broader indication - difficult-to-
WARNING: EMBRYO-FETAL TOXICITY contrOl hyp?rtEHSIon = Comp.al'ed
See full prescribing i ion for complete boxed warning. to the resistant hypertensive

patients included in PRECISION

« Based on animal data TRYVIO may cause fetal harm if used by
pregnant patients and is contraindicated in pregnancy. (4.1, 5.1,
8.1)

+ For patients who can become pregnant, exclude pregnancy prior to K
initiation of treatment with TRYVIO. (2.2, 5.1, 8.3) drugs, to lower blood pressure in adult patients who are not adequately
« Use effective contraception prior to initiation of treatment, during controlled on other drugs.
treatment, and for one month after stopping TRYVIO. (2.2, 4.1, 5.1,

+ When pregnancy is detected, discontinue TRYVIO as soon as
possible (5.1)

S — INDICATIONS AND USAGE---mmsmrremmemereereameme
TRYVIO is an endothelin receptor antagonist indicated for the

treatment of hyp in ination with other antihyp i Table 1 Adlvrn:e mzminn-: re(p;:l;:]dl:\m a lrlnqu:x;y t:';;;%: 1Tv:|orn-=?:;d
drugs, to lower blood pressure in adult patients who are not adequately patients and greater (21%) than in placebo-ireated patients during
controlled on other drugs. Lowering blood pressure reduces the risk of bithal $weck dochéethiml placebocontroled trestiment (part 1)
fatal and non-fatal cardiovascular events, primarily strokes and No2ds =23
myocardial infarctions. (1) Adverse Reaction % %
Edematuid retention 01 a1
DOSAGE AND A RATIO| Anamia 37 - U

= The recommended dosage of TRYVIO is 12.5 mg orally once daily,
with or without food. (2.1)

.
1donila
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e The US labelindication for TRYVIO is for the treatment of hypertension in combination with other
antihypertensive drugs, to lower blood pressure in adult patients who are not adequately
controlled on other drugs. This is the broader — difficult-to-control hypertension population,
compared to the resistant hypertensive patients included in PRECISION.

e The label also draws attention to the impact lowering blood pressure has for patients with the
following outcomes statement: “Lowering blood pressure reduces the risk of fatal and non-fatal
cardiovascular events, primarily strokes and myocardial infarctions.”

e Based on data from animal reproduction studies with endothelin receptor antagonists, the FDA
product information carries a warning that TRYVIO may cause fetal harm when administered
during pregnancy and is contraindicated for use in patients who are pregnant. The label also notes
that the available human data for endothelin receptor antagonists do not establish the presence or
absence of fetal harm related to the use of TRYVIO.

e Otherwise, based on the 48-week treatment period, the TRYVIO product information lists two
treatment-related side effects — edema at 9% vs 2% with placebo — and a mild, expected decrease

in hemoglobin from plasma volume expansion.

Edema: mild, peripheral, early and transient
[ Edema discontinuaticn rate <1% over 48 weeks ]

Pre-randomization |
(switched to SBAT) |
10% H

M Aprocitentan 12.5 mg -> 25 mg

®
®

@
®

After 8 weeks of treatment, incidence returns to levels observed before
randomization

New edema and/or
fluid retention events
=
#

s
®

Part 1 Part 2 (all patients received aprocitentan 25 ma) Part 3

Schlaich MP, et al. The Lancet, 2022

23 TRYVIQin the difficult-to-contral sreatment landscape | August 2025 "]["hlﬂ

e Importantly, edema was:
o Mild and transient, leading to less than 1% discontinuation,
o Occurred early and returned to baseline within 8 weeks, and

o Was manageable in clinical practice.

Demonstrated safety and tolerability profile

&) G @

No hypotension,

No increased
incidence
of hyperkalemia

No heart rate
increase,
No headaches

No drug-drug
interactions

) ovce oauy iscontinuati
B O Very low overall discontinuation rate HalF-life of 41 hours

with or without food due to adverse events over 48 weeks: || " e
ne dose can be misse
No dose adjustments only 7.3%
Schlaich MP, et al. The Lancet, 2022; L. Nasaralallah, Blood Pressure 2024 .
B — o
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1dorsia

e Crucially, TRYVIO showed no drug-drug interactions, an important advantage and differentiating
feature when selecting additional therapy for patients with difficult-to-control hypertension and
comorbidities who often have a very complex treatment regimens with many different drugs
beyond their antihypertensives.

e This differentiation makes TRYVIO an uncomplicated decision for prescribers when adding a new
therapy on top of a patient’s current therapies.

e There was no signal for hyperkalemia, hypotension, headache, or tachycardia.

e TRYVIO is uniquely positioned to help address a critical unmet need in resistant and difficult-to-
control hypertension, offering durable efficacy, a manageable safety profile, and the potential to

transform care in cardiovascular populations worldwide.

TRYVIO (aprocitentan): The only approved
therapy for difficult-to-control hypertension

Difficult-to-control hypertension

The optimal endothelin blocker
3 ﬁ] Compelling efficacy & safety data

Differentiated profile in high-risk populations

5 Strong advocacy — ready to launch
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< L
4 33 Differentiated profile in high-risk populations

The blood pressure-lowering effect of TRYVIO was
consistent among subgroups — defined by age, sex, race,
body mass index, baseline eGFR, baseline UACR, and
medical history of diabetes

.
1donild
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e The blood pressure-lowering effect of TRYVIO was consistent among subgroups — defined by age,
sex, race, body mass index, baseline eGFR, baseline UACR, and medical history of diabetes.

e Patients with both hypertension and CKD, even as low as an eGFR of 15ml/min, represent a group
with particularly urgent needs, as many current antihypertensive therapies carry risks of

hyperkalemia or worsening renal function.

TRYVIO: The first and only hypertension therapy targeting the endothelin pathway - August 28, 2025 - Page 13 of 17
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Unprecedented BP reduction in CKD 3/4 patients

(n=162)

SiSBP Ambulatory SBP

Mean change in ambulatory

systolic blood pressure (mmHg)

=

Mean change in sitting systolic blood
pressure from baseline to W4 {mmHg)

10.0

14.0 -13.4
107
-12.0
-16.0 Daytime Nighttime
Schlaich MP, et al. The Lancet, 2022; Data on file — Triple combination + Placebo .
— Triple combination + Apracitentan 12.5 mg 1 I]l':ilﬂ
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e The efficacy in the subgroup of CKD stage 3 and 4 patients is exceptional. TRYVIO achieved robust
reductions in office systolic blood pressure as well as in ambulatory daytime and nighttime

measurements — all on top of triple background therapy.

Major reduction of UACR at week 36
Microalbuminuria Macroalbuminuria
UACR 30-300 mg/g UACR >300 mg/g
0%
o
< 10%
T
2
£ g 2%
S
S % 30 B Aprocitentan 25 mg
j=)
_::‘E 2
S a0%
o
]
<
=] 50%
-60%
70% 1 679
67% UACR: Urine Albumin-to-Creatinine Ratio
80%
.
Schlaich MP, et al. The Lancet, 2022; Data on file [I »
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e We also observed a remarkable improvement in renal biomarkers.

e TRYVIO produced a rapid and sustained reduction in urinary albumin-to-creatinine ratio (UACR):
e 56% reductionin patients with baseline microalbuminuria,

e 67% reductionin patients with baseline macroalbuminuria.

e And again, this was on top of standard background therapy, including valsartan.
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Stable eGFR in CKD 3/4 at 25 mg over 48 weeks

Mean values in eGFR
(mL/min/1.73m"2)
w
5

o 4 8 12 16 20 2 28 32 36 a0 44 48
Time (weeks)
eGFR mean observed values For patients treated with aprocitentan 25 mg over B Aprocitentan 25 mg

48 weeks — CKD stage 3/4 (eGFR = 15 to <60 ml/min/1.73m?) subgroup (n = 162)

Schlaich MP, et al. The Lancet, 2022; Data on file
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e These improvements occurred alongside a stable eGFR over 48 weeks, further underscoring the
renal safety and protective profile of TRYVIO.

TRYVIO (aprocitentan): The only approved
therapy for difficult-to-control hypertension

1 V Difficult-to-control hypertension

The optimal endothelin blocker

3 {ﬂ[] Compelling efficacy & safety data

1
4 33 Differentiated profile in high-risk populations
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Strong advocacy - ready to launch
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) 5@ Strong advocacy - ready to launch

Prescribers are seeing the benefits of TRYVIO in real-world
practice.

.
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e We are moving with urgency to ensure patients with the highest need have access to TRYVIO by
educating healthcare practitioners and payers regarding the important benefit that could be
gained by treatment with TRYVIO. We continue to engage with potential partners to maximize and
accelerate the opportunity we have created.
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Commercially available in the US and ready for £
launch with the right partner
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Lower difficult-to-control
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e To maximize TRYVIO's impact, Idorsia is seeking a partner with the scale and capabilities to rapidly
bring this innovation to patients in the US and globally.

e Apartner could also advance follow-on development, including new indications and fixed-dose
combinations with other drugs.

e In parallel, Idorsia is preparing for launch: engaging leading key opinion leaders across specialties
including cardiologist, nephrologists, and internal medicine experts at the top hypertension
centers to build strong clinical advocacy, ensuring a presence at major congresses focused on
providing medical education, and disseminating relevant promotional materials.

e We are also progressing payer discussions to secure inclusive access and reimbursement, so
patients can benefit from this important therapy.

e Inthe U.S. TRYVIO is currently available via Walgreens Specialty Pharmacy and will soon be
available through other retail pharmacies nationwide.

Early positive outcomes with TRYVIO in US 4=

Strong advocacy and interest For patients with difficult-to-control hypertension

10t 15 mmHa dron i B0 We continue to
+ ~10 to 15 mmHg drop in .
= Well tolerated, plans to expand build adVOCBCy and

use within CKD population real-world evidence

+ Endothelin MOA is needed for
these difficult to treat patients

“Resistant hypertension
has complexities... One
patient had a clear need
for additional medication,
he normalized with
adding TRYVIO!"

Key institutions we are engaged with on
these efforts include Columbia, Cedars
Sinai, Stanford, and Duke

« ~10to 15 mmHg drop in BP * ~5to 20 mmHg drop in BP
+ Patients on multiple other « Close monitoring based on
medications are tolerating patient type,

TRYVIO well preferred in CKD
Cardiologist

A
Cardiologist Nephrologist
Cardiolog
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e Feedback from prescribers confirm TRYVIO delivers a similar double-digit blood pressure
reductions shown in PRECISION in the patients they see in clinical practice regardless of

background therapy.

e Physicians are consistently reporting that patients on multiple therapies are tolerating TRYVIO very
well.
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e Importantly, clinicians are embracing its use in CKD patients, recognizing its unique profile in this
high-risk population.

e We conducted quantitative market research surveying approximately 300 Healthcare professionals
on the value of TRYVIO, and compared it to baxdrostat, lorundrostat and zilebesiran. TRYVIO was
seen as more favorable in the following domains: Mechanism of Action, in a CKD population, route

of administration/dosing, efficacy on blood pressure, and efficacy on UACR.

TRYVIO: first systemic hypertension treatment to
target a new pathway in over 30 years

[TRYV\O is the first and only dual endothelin receptor antagonist (ERA) approved for systemic hypertension ]

[The endothelin pathway is a key driver in difficult-to-control hypertension

TRYVIO is well tolerated and delivers rapid, durable blood pressure reduction when added on top of
any existing treatment regimen For patients with difficult-to-control hypertension

4P :

No risk of hyperkalemia,
Once daily, single dose tablet eGFR down to 15 hypotension and no clinically
relevant drug-drug interactions

.
vreece logia
34 TRYWIO in the difficull-to-control treatment landscape | August 2025 i e

e Inconclusion, TRYVIO represents a true breakthrough in the treatment of resistant and difficult-to-
control hypertension. By targeting the endothelin pathway — a mechanism long recognized but
until now unaddressed —we have introduced a therapy that delivers rapid, durable blood pressure
reduction, has a demonstrated safety and tolerability profile.

e The results from the PRECISION study, reinforced by real-world physician feedback, confirm the
ability of TRYVIO to achieve outcomes that existing therapies cannot. This positions TRYVIO as not
only a differentiated clinical solution, but also a transformative commercial opportunity in one of
the largest, most urgent areas of cardiovascular medicine.

e We are confident that TRYVIO is set to become a cornerstone therapy for difficult-to-control
hypertension with blockbuster market potential.

e Atldorsia, our mission has always been to push the boundaries of science to improve patient
outcomes. With TRYVIO, we are on the cusp of delivering a new standard of care to millions of
patients who have long been underserved. We are committed to ensuring innovation reaches
those who need it most — transforming lives, shaping clinical practice, and unlocking significant

value for all stakeholders.
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