Tracleer (bosentan)

Override(s)

Approval Duration

Prior
Authorization

1 year

Medications

Quantity Limit

Tracleer (bosentan) May be subject to quantity limit

APPROVAL

CRITERIA

Initial requests for Tracleer (bosentan) may be approved if the following criteria are

I.  Individual has pulmonary arterial hypertension (PAH) [World Health
Organization (WHO) Group 1]% AND
II. Individual has a right-heart catheterization showing all of the following (Hoeper,

lvy, 2013; Abman, 2015):

Mean pulmonary artery pressure (mPAP) greater than or equal to 25 mm
Hg at rest;

Pulmonary capillary wedge pressure (PCWP), mean pulmonary artery
wedge pressure (PAWP), left atrial pressure, or left ventricular end-
diastolic pressure (LVEDP) less than or equal to 15 mm Hg;

Pulmonary vascular resistance (PVR) greater than 3 Wood units; AND

ll. Individual has WHO functional class lI-IV° symptoms;

met:
2013;
A.
B.
C.
OR

IV. Individual has a diagnosis of Eisenmenger’s syndrome associated
with PAH (WHO Group 1)? (DrugPoints B Ila); AND

V. Individual has a right-heart catheterization showing all of the following (Hoeper,
2013; lvy, 2013; Abman, 2015):

A. Mean pulmonary artery pressure (mPAP) greater than or equal to 25
mm Hg at rest;

B. Pulmonary capillary wedge pressure (PCWP), mean pulmonary artery
wedge pressure (PAWP), left atrial pressure, or left ventricular end-
diastolic pressure (LVEDP) less than or equal to 15 mm Hg;

C. Pulmonary vascular resistance (PVR) greater than 3 Wood units; AND

VI.  Individual has WHO functional class II-IV° symptoms.

Continuation requests for Tracleer (bosentan) may be approved if the following criterion

is met:
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|.  There is clinically significant improvement or stabilization in clinical signs and
symptoms of disease (including but not limited to improvement in walk distance,
dyspnea and/or functional class).

Requests for brand Tracleer (62.5mg, 125mg strength tablets only) must also meet the
following criteria, in addition to the above Prior Authorization criteria:

I.  Documentation is provided that individual has failed an adequate trial of one
chemically equivalent generic bosentan agent. Medication
samples/coupons/discount cards are excluded from consideration as a trial.;
AND

A. Generic bosentan had inadequate response; OR

B. Generic bosentan caused adverse outcome; OR

C. Theindividual has a genuine allergic reaction to an inactive ingredient in
generic agent. Allergic reaction(s) must be clearly documented in the
individual's medical record.

Tracleer (bosentan) may not be approved for the following:
l. Individual has a diagnosis of moderate (Child-Pugh Class B) or
severe (Child-Pugh Class C) hepatic impairment; OR
. Individual is initiating therapy and has elevated [greater than 3 times the upper
limit of normal (ULN)] baseline aminotransferase levels; OR
. In combination with other endothelin receptor antagonist (ERA) agents, such as
but not limited to Letairis (ambrisentan) or Opsumit (macitentan); OR

V. In the treatment of congestive heart failure with left ventricular dysfunction; OR
V. Individual is taking in combination with cyclosporine A or glyburide.

Notes:

1. Tracleer (bosentan) has black box warnings for risks of hepatotoxicity and

embryo-fetal toxicity.

Elevations of liver aminotransferases (ALT, AST) and liver failure have been
reported with Tracleer. Liver aminotransferase levels must be measured prior to
initiation of treatment and then monthly. If liver aminotransferase elevations are
accompanied by signs or symptoms of liver dysfunction or injury or increases in
bilirubin = 2 x ULN, treatment should be stopped. In individuals with WHO
functional class Il symptoms, the benefits and risks of therapy should be
considered as the hepatotoxicity may preclude future use as their disease
progresses. Because of the risk of hepatotoxicity, Tracleer is only available
through a restricted program called the Bosentan REMS program.

Tracleer is very likely to produce serious birth defects if used by pregnant
women, as this effect has been seen consistently when they are administered to
animals. Pregnancy must be excluded before the initiation of treatment and
prevented during treatment and for one month after treatment with acceptable
methods of contraception. Monthly pregnancy tests should be obtained during
treatment and one month post-treatment. Because of the risks of birth defects,
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Tracleer is available for females only through a special restricted distribution
program under a Risk Evaluation and Mitigation Strategy (REMS).

2. WHO Pulmonary Hypertension (PH) Group Classification
(ACCF/AHA 2009):
Group 1: Pulmonary arterial hypertension (PAH)
Group 2: PH due to left heart disease
Group 3: PH due to lung diseases and/or hypoxia
Group 4: Chronic thromboembolic PH (CTEPH)
Group 5: Miscellaneous/PH with unclear multifactorial mechanisms

moow»

3. WHO functional classification of PH (CHEST 2019):

A. Class I: No limitation of physical activity. Ordinary physical activity does
not cause undue dyspnea or fatigue, chest pain, or near syncope.

B. Class IlI: Slight limitation of physical activity. Comfortable at rest but
ordinary physical activity causes undue dyspnea or fatigue, chest pain,
or near syncope.

C. Class Ill: Marked limitation of physical activity. Comfortable at rest but
less than ordinary activity causes undue dyspnea or fatigue, chest pain,
or near syncope.

D. Class IV: Inability to carry out any physical activity without symptoms.
Dyspnea and/or fatigue may be present at rest and discomfort is
increased by any physical activity.
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Federal and state laws or requirements, contract language, and Plan utilization management programs or polices

may take precedence over the application of this clinical criteria.
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No part of this publication may be reproduced, stored in a retrieval system or transmitted, in any form or by any
means, electronic, mechanical, photocopying, or otherwise, without permission from the health plan.
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