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BrigHTN
Phase 2 Trial of Baxdrostat for Treatment-Resistant
Hypertension

Clinicaltrials.gov identifier: NCT 04519658

Industry-funded, multicentre, randomized, double
blind, placebo-controlled, parallel-group, dose-
ranging trial

Funded by CinCor Pharma

Conducted from 30 July 2020 to 14 June 2022
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Treatment Resistant Hypertension

* Seated office BP >140/9gommHg in a patient treated
with three or more antihypertensive medications at
optimal (or maximally tolerated) doses including a

diuretic and after excluding pseudoresistance (ISH
2020)
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Current recommendation (ISH 2020)

Exclude pseudo-resistance and substance induced
increased BP, find secondary causes and optimize
ongoing treatment regimen

Add low dose Spironolactone (a mineralocorticoid
receptor antagonist) as 4™ line agent

Adverse effects — hyperkalemia, gynecomastia, breast
tenderness,  menstrual irregularities, reduced
testosterone synthesis
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Why Baxdrostat

Aldosterone excess is very common in patients with
resistance hypertension

Baxdrostat — a new generation aldosterone synthase
inhibitor (ASI)

Has 100:1 selectivity to block aldosterone synthesis,
compared to enzymes for cortisol synthesis




BrigHTN: Methods

Inclusion criteria:
e Men and women of age > 18 years

e BP >130/80 mm Hg despite having 3 antihypertensive
including diuretics

Exclusion criteria:
e SBP =180 mm Hg, DBP = 110 mm Hg
e eGFR < 45 ml/min/1.73 m?
e Uncontrolled DM




274
patients

69 received 69 received 67 received 69 received
baxdrostat 0.5 mg il baxdrostat 1 mg baxdrostat 2 mg placebo




End points
Primary efficacy end point: change in the mean
seated SBP from baseline after 12-week treatment in
each baxdrostat group as compared with the placebo
group.

Secondary end point: change in the mean seated

DBP from baseline after 12-week treatment in each
baxdrostat group as compared with the placebo group.
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End points: Cont
Safety end point: adverse events, vital signs, and the

results of laboratory tests, electrocardiography, and
physical examinations.

Prespecified adverse events of special interest:
hyperkalemia, hyponatremia, and hypotension
warranting clinical intervention.
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Results
Trial was stopped early after interim analysis, as it met
the criteria for overwhelming efficacy



Result: Primary efficacy end point

A Change from Baseline in Systolic Blood Pressure
s

Difference in change in
SBP between the 2-mg
group and the
placebo group:

LR

-104

-154 -

LSM Change
(mm Hg)

-11.0 mm Hg (95% (I,
-16.4 to —5.5; P<0.001)

754

=30




Result: Primary efficacy end point

A Change from Baseline in Systolic Blood Pressure
s

Difference in change in
SBP between the 1-mg
group and the
placebo group:

-81 mm Hg (95% CI,
~13.5 to —2.8; P = 0.003)

LR

-104

-154 9.

LSM Change
(mm Hg)

—20-4

754

=30
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B Change from Baseline in Diastolic Blood Pressure
[ S

-5

10—

LSM Change
(mm Hg)

15+

=20

Result: Secondary end point

Difference in change in
DBP between the 2-mg
group and the
placebo group:

—-5.2 mm Hg (95% (I,
~-8.7 to -1.6)




Result: Safety

No deaths occurred during the trial

No serious adverse events were attributed by the
investigators to baxdrostat

No instances of adrenocortical insufficiency

Baxdrostat- related increases in the potassium level to
6.0 mmol per liter or greater occurred in 2 patients,
but these increases did not recur after withdrawal and
reinitiation of the drug.
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Result: Selectivit
Significant reduction in 24-hour urinary aldosterone

levels with all three dose levels of baxdrostat

No reduction of serum cortisol level in any baxdrostat
groups throughout the trial
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Baxdrostat: New powerful tool

“Baxdrostat represents a promising approach to the
management of resistant hypertension” because

Significant reduction in SBP and DBP in
comparison to placebo

Good safety profile
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Limitations of the st
Limited follow up period (only 12 weeks)

Patietns with eGFR < 45 were excluded where chance
of hyperkalemia is more

Information about the proportion of patients who
achieved a normalization of BP levels is lacking

Comparison is done with placebo, not with other anti
hypertensive drugs
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"~ Baxdrostat: Negative news

Phase 2 Halo trial: Efficacy and Safety of Baxdrostat
in Patients With Uncontrolled Hypertension

Baxdrostat 0.5 mg, 1 mg, or 2 mg daily did not
significantly reduce BP compared with placebo among
patients with uncontrolled HTN.
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Other ongoing trials
Phase II FigHtn-CKD: Baxdrostat for the Treatment

of Patients With Uncontrolled Hypertension and
Chronic Kidney Disease

Phase II Spark-PA: Safety, Tolerability, and
Effectiveness of Baxdrostat for the Management of
Blood Pressure in Patients With Primary
Aldosteronism
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Future of BrigHTN

CinCor Pharma announces decision to start phase III
trial of Baxdrostat on treatment resistance
hypertension in 1%t half of 2023
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