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Description

Aprocitentan (Tryvio) is an orally administered endothelin receptor antagonist.

aprocitentan (Tryvio™)

EOCCO POLICY

Length of Authorization
e |Initial: Length of Benefit

e Renewal: Lenth of Benefit

Quantity Limits

PDP

Pharmacy Coverage Policy: EOCCO299

Product Name

Indication

Dosage Form

Quantity Limit

aprocitentan (Tryvio) Resistant hypertension

12.5 mg tablets

30 tablets/30 days*

*Quantity exceptions exceeding quantity limit are not allowed

Initial Evaluation

I.  Aprocitentan (Tryvio) may be considered medically necessary when the following criteria are met:

A. Member is 18 years of age or older; AND

B. Medication is prescribed by, or in consultation with, a cardiologist or hypertension
specialist; AND

C. Adiagnosis of resistant hypertension when the following are met:
Provider attestation that the member’s blood pressure remains above target goal
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despite appropriate adherence to standard of care therapies; AND
Provider attestation that secondary causes of hypertension have been ruled out (i.e.
pseudo-resistant hypertension, white coat hypertension); AND
Treatment with at least one agent in all of the following groups has been ineffective
or not tolerated, or all are contraindicated:

i.  Group 1: renin-angiotensin system (RAS) inhibitors (e.g., losartan, valsartan,

lisinopril, enalapril)

ii. Group 2: calcium channel blockers (CCB) (e.g., amlodipine, felodipine,
nifedipine, verapamil, diltiazem)
iii. Group 3: thiazide/thiazide-like diuretics (e.g., hydrochlorothiazide,
chlorthalidone, indapamide); AND
iv. Group 4: mineralocorticoid receptor antagonist (e.g., spironolactone,

eplerenone); AND

Treatment with an additional antihypertensive agent of a different mechanism of

action (e.g., beta blockers [e.g., bisoprolol, atenolol, metoprolol], hydralazine,
clonidine, etc.) has been ineffective, not tolerated, or all are contraindicated; AND

Background blood pressure therapies will be continued along with aprocitentan

(Tryvio), unless contraindicated or not tolerated.
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Il. Aprocitentan (Tryvio) is considered investigational when used for all other conditions, including but
not limited to:
A. Pulmonary hypertension

Renewal Evaluation

l. Member has received a previous prior authorization approval for this agent through this health

plan or has been established on therapy from a previous health plan; AND

Il. Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. If they have, initial policy criteria must be met for the
member to qualify for renewal evaluation through this health plan; AND

[l Member has exhibited improvement or stability of disease symptoms (e.g., reduced blood
pressure) AND

V. Background blood pressure therapies will be continued along with aprocitentan (Tryvio), unless
contraindicated or not tolerated.

Supporting Evidence

I.  Aprocitentan (Tryvio) was studied in a multicenter, blinded, randomized, parallel-group Phase 3
trial (PRECISION). The main portion of the trial included a 4-week, double-blind, randomized
treatment of aprocitentan 12.5 mg, aprocitentan 25 mg, or placebo (part 1), followed by a single
(patient)-blind, active treatment portion for 32 weeks where all participants received
aprocitentan 25 mg (part 2), and concluded with a 12-week, double-blind, re-randomized
withdrawal phase to either aprocitentan 25 mg or placebo (part 3).

II.  The primary outcome was the change of sitting office systolic BP (SBP) from baseline to week 4
and the key secondary outcome was change of sitting office SBP from withdrawal baseline
(week 36) to week 40. The primary outcome was met with a decrease in SBP by -15.3 mmHg and
-11.5 mmHg for aprocitentan 12.5mg and placebo, respectively (difference of -3.8 mmHg [97.5%
Cl, -6.8 t0 -0.8; p=0.0042].

Il. Although the change in SBP from baseline was found to be numerically larger and statistically
significant, the difference in mean change of aprocitentan (Tryvio) compared to placebo is not
considered to be clinically meaningful. Additionally, sustained reduction at the FDA approved
dose (12.5mg) is questionable as readable data for this dose is limited to 4 weeks post-initiation,
limiting the confidence in the clinical benefit in the FDA-approved population. Therefore, due to
the lack of clinically meaningful benefit compared to placebo and limited data to support long-
term efficacy of the FDA-approved dose in a chronic disease state, the overall quality of
evidence is low.

V. Edema or fluid retention was the most reported adverse event during the trial in the
aprocitentan groups, with most cases considered mild to moderate in severity, and found to be
dose dependent. The incidence rates were 9.1% vs. 2.1% for the 12.5mg and placebo,
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respectively. This adverse event occurred most frequently in patients with CKD. One other side
effect of note was anemia at 3.7% vs. 0% between the 12.5mg tablet and placebo, respectively.
There was a total of 13 deaths reported, 11 of which were considered treatment emergent and
ultimately were ruled as not being related to the study drug. Five deaths were CV-related and
primarily occurred in the 25mg arm. There were no documented deaths in the 12.5mg group.

V.  The 25mg is not FDA approved as it did not demonstrate a meaningful improvement in blood
pressure reduction when compared to the 12.5 mg dose and there was an increase in ADEs
especially edema and fluid retention. For this reason, quantity exceptions to allow for a quantity
above 12.5 mg are not allowed.

VL. The 2017 High Blood Pressure Guidelines from American College of Cardiology /American Heart
Association (ACC/AHA) define resistant hypertension as not achieving blood pressure (BP)
control despite taking three or more agents with complementary mechanisms of action (MOAs)
or achieving BP control but requiring at least four medications to do so. Their treatment
recommendations for resistant hypertension include a triple-therapy regimen consisting of a
thiazide diuretic, calcium channel blocker (CCB), and an angiotensin converting enzyme inhibitor
(ACE-I) OR angiotensin receptor blocker (ARB). Guidelines recommend addition of
spironolactone (or other agent with a complementary or a different mechanism if intolerable) if
BP goal is not achieved despite proper adherence on triple-therapy regimen.

VII. The European Society for Hypertension (ESH) 2023 guidelines defines resistant hypertension as
failure to lower BP to <140/90 mmHg despite appropriate lifestyle measures and maximized
dose with at least three or more medications. Their recommendations for resistant
hypertension treatment includes maximizing a triple-therapy regimen that should include an
ACE-1 OR ARB, a CCB, and a thiazide diuretic. If not controlled, then other agents with other
MOAs can be included, preferring spironolactone (if not contraindicated). Other agents that
could be added instead are beta-blockers, alpha blockers, or centrally acting agents.
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Related Policies
Currently there are no related policies.
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