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Cardiology - Tryvio

e Tryvio™ (aprocitentan tablets - Idorsia)

INSTRUCTIONS FOR USE

The following Coverage Policy applies to health benefit plans administered by Cigna Companies.
Certain Cigna Companies and/or lines of business only provide utilization review services to clients
and do not make coverage determinations. References to standard benefit plan language and
coverage determinations do not apply to those clients. Coverage Policies are intended to provide
guidance in interpreting certain standard benefit plans administered by Cigna Companies. Please
note, the terms of a customer’s particular benefit plan document [Group Service Agreement,
Evidence of Coverage, Certificate of Coverage, Summary Plan Description (SPD) or similar plan
document] may differ significantly from the standard benefit plans upon which these Coverage
Policies are based. For example, a customer’s benefit plan document may contain a specific
exclusion related to a topic addressed in a Coverage Policy. In the event of a conflict, a customer’s
benefit plan document always supersedes the information in the Coverage Policies. In the absence
of a controlling federal or state coverage mandate, benefits are ultimately determined by the terms
of the applicable benefit plan document. Coverage determinations in each specific instance require
consideration of 1) the terms of the applicable benefit plan document in effect on the date of
service; 2) any applicable laws/regulations; 3) any relevant collateral source materials including
Coverage Policies and; 4) the specific facts of the particular situation. Each coverage request
should be reviewed on its own merits. Medical directors are expected to exercise clinical judgment
where appropriate and have discretion in making individual coverage determinations. Where
coverage for care or services does not depend on specific circumstances, reimbursement will only
be provided if a requested service(s) is submitted in accordance with the relevant criteria outlined
in the applicable Coverage Policy, including covered diagnosis and/or procedure code(s).
Reimbursement is not allowed for services when billed for conditions or diagnoses that are not
covered under this Coverage Policy (see "Coding Information” below). When billing, providers must
use the most appropriate codes as of the effective date of the submission. Claims submitted for
services that are not accompanied by covered code(s) under the applicable Coverage Policy will be
denied as not covered. Coverage Policies relate exclusively to the administration of health benefit
plans. Coverage Policies are not recommendations for treatment and should never be used as
treatment guidelines. In certain markets, delegated vendor guidelines may be used to support
medical necessity and other coverage determinations.

OVERVIEW

Tryvio, an endothelin receptor antagonist, is indicated for the treatment of hypertension in
combination with other antihypertensive medications, to lower blood pressure in adults who
are not adequately controlled on other drugs.! Lowering blood pressure reduces the risk of fatal
and non-fatal cardiovascular events, primarily strokes and myocardial infarctions.

Guidelines
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Tryvio is addressed in guidelines. The 2025 American College of Cardiology (ACC)/American Heart
Association (AHA) guidelines for the management of hypertension in adults recommend a risk-based
treatment approach.? Blood pressure is categorized as normal (< 120/< 80 mmHg), elevated (120
to 129/< 80 mmHg), stage 1 hypertension (130 to 139/80 to 89 mmHg), and stage 2 hypertension
(=2 140/= 90 mmHg).

Pharmacologic therapy should be initiated, alongside lifestyle modifications, for all patients with a
sustained blood pressure = 140/90 mmHg.? Therapy is also recommended for patients with blood
pressure = 130/80 mmHg who have clinical cardiovascular disease, diabetes, chronic kidney
disease, or an elevated 10-year cardiovascular risk (= 7.5% using the PREVENT risk estimator). In
lower-risk patients with blood pressure = 130/80 mmHg, medication therapy is recommended if
blood pressure remains above goal after 3 to 6 months of lifestyle intervention. First-line
antihypertensive therapy includes thiazide diuretics, angiotensin converting enzyme (ACE)
inhibitors, angiotensin receptor blockers (ARBs), or dihydropyridine calcium channel blockers
(CCBs). Additional antihypertensive classes may be considered based on patient-specific factors,
including potassium-sparing diuretics, mineralocorticoid receptor antagonists (MRAs), beta-
blockers, alpha-adrenergic blockers, central alpha-adrenergic agonists, direct vasodilators, and non-
dihydropyridine CCBs. For patients with stage 2 hypertension, guidelines recommend initiation of
two agents from different classes. Ongoing management should focus on adherence optimization
and use of home blood pressure monitoring with standardized protocols. Multidisciplinary, team-
based care is recommended to improve blood pressure control rates. In patients with resistant
hypertension, evaluation for secondary causes is recommended, including screening for primary
aldosteronism regardless of potassium level. Therapy should be intensified using complementary
agents as needed. In patients who cannot tolerate or have contraindications to MRAs, the addition
of alternative agents, including amiloride, beta-blockers, alpha-blockers, central sympatholytic
agents, or Tryvio is reasonable to improve blood pressure control. The treatment goal is < 130/80
mmHg for most adults.

Coverage Polic

POLICY STATEMENT
Prior Authorization is required for benefit coverage of Tryvio. All approvals are provided for the
duration noted below.

Tryvio is considered medically necessary when the following are met:
FDA-Approved Indication

1. Hypertension. Approve for 1 year if the patient meets BOTH of the following (A and B):
A) Patient is = 18 years of age; AND
B) Patient has tried, or is currently receiving, at least three other antihypertensive agents for
the treatment of hypertension from at least three of the following pharmacological classes

(i, ii, iii, iv, v, vi, vii, viii, ix, and x).

Note: A combination product from two or more different classes would count as an

alternative from each class.

i. Angiotensin converting enzyme (ACE) inhibitor or angiotensin receptor blocker (ARB);
Note: Examples of ACE inhibitors include benazepril, captopril, enalapril, fosinopril,
lisinopril, moexipril, perindopril, ramipril, and trandolapril. Examples of ARBs include
azilsartan, candesartan, eprosartan, irbesartan, losartan, olmesartan, telmisartan, and
valsartan;

ii. Non-dihydropyridine calcium channel blocker;

Note: Examples include diltiazem and verapamil.
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ifi. Dihydropyridine calcium channel blocker;
Note: Examples include amlodipine, felodipine, isradipine, nicardipine, nifedipine, and
nisoldipine.
iv. Diuretic;
Note: Examples of thiazide diuretics include chlorthalidone, chlorothiazide,
hydrochlorothiazide, indapamide, and metolazone. Examples of potassium-sparing
diuretics are amiloride and triamterene.
v. Mineralocorticoid receptor antagonist;
Note: Examples include eplerenone and spironolactone.
vi. Beta blocker;
Note: Examples of beta blockers include acebutolol, atenolol, betaxolol, bispoprolol,
carvedilol, metoprolol, nadolol, nebivolol, pindolol, propranolol, and timolol.
vii. Alpha-adrenergic blocker;
Note: Examples of alpha-adrenergic blockers are doxazosin, prazosin, and terazosin.
viii. Central alpha-adrenergic agonist;
Note: Examples of central alpha-adrenergic agonists are clonidine, guanfacine, and
methyldopa.
ix. Direct vasodilator;
Note: Examples of direct vasodilators are hydralazine and minoxidil.
X. Direct renin inhibitor;
Note: An example of a direct renin inhibitor is aliskiren.

Conditions Not Covered

Tryvio for any other use is considered not medically necessary. Criteria will be updated
as new published data are available.
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Revision Details

Summary of Changes Review Date Effective Date
New policy 12/5/2024 2/1/2025
No criteria changes. 9/4/2025 10/15/2025
No criteria changes. 7/2/2026 7/15/2026

The policy effective date is in force until updated or retired.

“Cigna Companies” refers to operating subsidiaries of The Cigna Group. All products and services are provided exclusively
by or through such operating subsidiaries, including Cigna Health and Life Insurance Company, Connecticut General Life
Insurance Company, Evernorth Behavioral Health, Inc., Cigna Health Management, Inc., and HMO or service company
subsidiaries of The Cigna Group. © 2026 The Cigna Group.
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