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RISK EVALUATION AND MITIGATION STRATEGY (REMS)
Bosentan REMS

A. Single Shared System for Bosentan

l. Goals

The goal of the Bosentan REMS Program is to mitigate the risk of hepatotoxicity and embryo-
fetal toxicity associated with bosentan by:
e Ensuring prescribers are educated on the following:
0 the risks of hepatotoxicity and embryo-fetal toxicity
Ensuring prescribers are educated on and adhere to the following:
0 counseling patients about these risks and the need for monthly monitoring
o enrolling patients in the Bosentan REMS Program
O monitoring patients at baseline and monthly
Ensuring that pharmacies are educated on the following:
0 the risks of hepatotoxicity and embryo-fetal toxicity
Ensuring that pharmacies are educated on and adhere to the following:
o confirming that the appropriate patient monitoring and counseling has occurred
before dispensing bosentan
Ensuring that patients are informed about:
0 the risks of hepatotoxicity and embryo-fetal toxicity
O appropriate baseline and monthly patient monitoring
O appropriate contraception

I1. Elements to Assure Safe Use
1. Healthcare providers who prescribe bosentan must be certified
a. To become certified to prescribe bosentan, prescribers must:
i. Review the Prescribing Information for bosentan
ii. Review the Bosentan REMS Program Prescriber Guide

iii. Enroll in the Bosentan REMS Program by completing the Bosentan REMS
Program Prescriber Enrollment Form and submitting it to the Bosentan REMS
Program
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b. As a condition of certification, prescribers must:
i. Enroll each patient in the Bosentan REMS Program by performing the following:

1) Counsel the patient about the risk of hepatotoxicity associated with bosentan,
the signs and symptoms of hepatotoxicity, and program requirements
including the need to complete liver function testing and, as appropriate,
pregnancy testing by reviewing and providing the Bosentan REMS Program
Guide for Patients

2) Determine the reproductive potential status of each female patient as defined
in the Bosentan REMS Program Prescriber Guide

3) For pre-pubertal females, counsel the patient and/or parent/legal guardian
about (i) the risk of embryo-fetal toxicity, (ii) the need to immediately contact
the prescriber if the patient begins to menstruate

4) For females of reproductive potential, counsel the patient about (i) the risk of
embryo-fetal toxicity, (ii) the need to use reliable contraception as defined in
the Bosentan REMS Program Prescriber Guide during treatment and for one
month following treatment discontinuation, (iii) the need to immediately
contact her prescriber if she misses a menstrual period or suspects she is
pregnant, and (iv) her medical options in the event of unprotected sexual
intercourse or known or suspected contraception failure

5) Complete the Bosentan REMS Program Patient Enrollment Form for each
patient and provide a completed copy to the patient. Submit the completed
form to the REMS Program

ii. Report all adverse events including those suggestive of hepatotoxicity to the
Bosentan REMS Program

iii. Report any pregnancy and all available information during treatment with
bosentan to the Bosentan REMS Program

iv. Report a change or misclassification in the reproductive status of any female
patient by completing the Bosentan REMS Program Change in Reproductive
Potential Status and Pre-pubertal Annual Verification Form within 10 business
days of becoming aware of the change

v. Perform the following requirements on an ongoing basis for each patient:

1) Order and review liver function test results before bosentan treatment
initiation and monthly during treatment
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2) Counsel patients who fail to comply with program requirements

vi. Perform the following monitoring on an ongoing basis for each pre-pubertal
female:

1) Evaluate patients age 8 years and older at least annually for any change in
reproductive status and complete the Bosentan REMS Program Change in
Reproductive Potential Status and Pre-pubertal Annual Verification Form
verifying their reproductive potential status

vii. Perform the following monitoring on an ongoing basis for each female patient of
reproductive potential:

1) Order and review pregnancy test results before bosentan treatment initiation,
monthly during treatment, and for one month following treatment
discontinuation

c. Bosentan Sponsors must:

I. Ensure that healthcare providers who prescribe bosentan are certified, in
accordance with the requirements described above

ii. Provide all the following mechanisms for healthcare providers to complete the
certification process for the Bosentan REMS Program: online, mail, fax

iii. Ensure that healthcare providers are notified when they have been certified by the
Bosentan REMS Program

iv. Maintain a validated, secure database of healthcare providers who are certified to
prescribe bosentan in the Bosentan REMS Program. The database must link the
prescribers’ information and date of certification to their enrolled patients’
information and update it accordingly

v. Ensure that healthcare providers meet the REMS requirements and decertify
healthcare providers who do not maintain compliance with REMS requirements

vi. Ensure that certified prescribers are provided access to the database of certified
pharmacies and enrolled patients

vii. Provide the Bosentan REMS Program Prescriber Enrollment Form, Bosentan
REMS Program Prescriber Guide, Bosentan REMS Program Fact Sheet,
Bosentan REMS Program Patient Enrollment Form, Bosentan REMS Program
Guide for Patients, and Bosentan REMS Program Testing and Patient
Counseling Reporting Form to healthcare providers who (1) attempt to prescribe
bosentan and are not yet certified, or (2) inquire about how to become certified
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The following materials are part of the REMS and are appended:

e Bosentan REMS Program Prescriber Guide

Bosentan REMS Program Prescriber Enrollment Form
¢ Bosentan REMS Program Guide for Patients
e Bosentan REMS Program Patient Enrollment Form

e Bosentan REMS Program Change in Reproductive Potential Status and Pre-
pubertal Annual Verification Form

e Bosentan REMS Program Fact Sheet

e Bosentan REMS Program Testing and Patient Counseling Reporting Form

e Bosentan REMS Program Website (www.BosentanREMSProgram.com)
2. Pharmacies that dispense bosentan must be certified

a. To become certified to dispense bosentan, pharmacies must:

i. Designate an authorized representative to complete the certification process by
submitting the appropriate completed form on behalf of the pharmacy:

1) Bosentan REMS Program Outpatient Pharmacy Enrollment Form?

2) Bosentan REMS Program Chain Pharmacy Headquarters Enrollment
Form?

3) Bosentan REMS Program Inpatient Pharmacy Enrollment Form?

ii. Ensure that the authorized representative oversees the implementation of and
compliance with the Bosentan REMS Program requirements by the following:

1) Review the Bosentan REMS Program Pharmacy Guide

1 For the purposes of this REMS outpatient pharmacies include but are not limited to retail, specialty, mail order, and closed
system pharmacies.

2 For the purposes of this REMS chain pharmacies are retail pharmacies with multiple locations that dispense bosentan for
outpatient use and have a pharmacy headquarters that coordinates pharmacy enrollment in the Bosentan REMS Program.

3 For the purposes of this REMS inpatient pharmacies include but are not limited to pharmacies in hospitals, hospices, long-term
care facilities, and prisons.
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2) Ensure all relevant staff involved in the dispensing of bosentan are trained on

the Bosentan REMS Program requirements as described in the Bosentan

REMS Program Pharmacy Guide and maintain a record of the training

b. As a condition of certification:

i. Pharmacies must recertify in the Bosentan REMS Program if the pharmacy
designates a new authorized representative

ii. Report all adverse events including those suggestive of hepatotoxicity to the
Bosentan REMS Program

iii. Report any pregnancy and all available information during treatment with
bosentan to the Bosentan REMS Program

iv. Maintain documentation that all processes and procedures are in place and are
being followed for the Bosentan REMS Program and provide upon request to the
Bosentan Sponsors or a third party acting on behalf of the Bosentan Sponsors

v. Comply with audits by the Bosentan Sponsors or a third party acting on behalf of
the Bosentan Sponsors to ensure that all processes and procedures are in place and
are being followed for the Bosentan REMS Program

vi. Outpatient Pharmacies:

1) Put processes and procedures in place to ensure the following requirements
are completed prior to dispensing bosentan

a)

Obtain a pre-dispense authorization from the Bosentan REMS Program by
accessing the Bosentan REMS Program Website, calling the Bosentan
REMS Program Contact Center, or enabling the pharmacy management
system to support communication with the Bosentan REMS Program

2) That support electronic telecommunication verification with the Bosentan
REMS Program system must:
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a)

b)

Ensure the pharmacy enables its pharmacy management system to support
communication with the Bosentan REMS Program system, using
established telecommunication standards, and runs the standardized
validation test transactions to validate the system enhancements

Dispense bosentan to patients only after obtaining pre-dispense
authorization by processing prescriptions, including cash claims, through
their pharmacy management system to electronically:



3)
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e)

i) Verify the prescriber is certified and the patient is enrolled

ii) Verify the patient has completed the liver function tests and each
female of reproductive potential has completed the pregnancy test or
the prescriber has authorized a refill for patients if testing could not be
confirmed

iii) Verify if the patient has been counseled on the risk of hepatotoxicity
and each female of reproductive potential has been counseled on the
risk of embryo-fetal toxicity and the need to use reliable contraception

If counseling was not completed, call the Bosentan REMS Program
Contact Center to complete the counseling requirement before dispensing
bosentan

Dispense up to a 30-day supply of bosentan

Not transfer bosentan to any pharmacy, practitioner, or any healthcare
setting not certified in the Bosentan REMS Program

That do NOT support electronic telecommunication verification with the
Bosentan REMS Program system must:

a)

Dispense bosentan to patients only after obtaining a pre-dispense
authorization by calling the Bosentan REMS Program Contact Center or
accessing the Bosentan REMS Program Website to:

1) Verify the prescriber is certified, and the patient is enrolled

i) Verify the patient has completed the liver function tests and each
female of reproductive potential has completed the pregnancy test, or
the prescriber has authorized a refill for patients if testing could not be
confirmed

iii) Verify if the patient has been counseled on the risk of hepatotoxicity
and each female of reproductive potential has been counseled on the
risk of embryo-fetal toxicity and the need to use reliable contraception

b) If counseling was not completed, call the Bosentan REMS Program

Contact Center to complete the counseling requirement before dispensing
bosentan

c¢) Dispense up to a 30-day supply of bosentan



d) Not transfer bosentan to any pharmacy, practitioner, or any healthcare
setting not certified in the Bosentan REMS Program

vii. Inpatient Pharmacies:

1) Put processes and procedures in place to ensure the following requirements
are completed prior to dispensing bosentan:

a) Verify the patient is under the supervision and care of a prescriber who is
certified

b) Verify the patient is enrolled or will be enrolled prior to discharge

c) Verify the patient has completed the liver function tests and each female
of reproductive potential has completed the pregnancy test

d) Verify if the patient has been counseled on the risk of hepatotoxicity and
each female of reproductive potential has been counseled on the risk of
embryo-fetal toxicity and the need to use reliable contraception

e) Dispense no more than a 15-day supply of bosentan upon discharge

2) Verify the requirements by the following mechanisms, including but not
limited to calling the Bosentan REMS Program Contact Center, accessing the
Bosentan REMS Program Website, or by accessing the patient's medical
records

3) Not transfer bosentan to any pharmacy, practitioner, or any healthcare setting
not certified in the Bosentan REMS Program

c. Bosentan Sponsors must:

i. Ensure that pharmacies that dispense bosentan are certified, in accordance with
the requirements described above

ii. Provide all the following mechanisms for pharmacies to complete certification for
the Bosentan REMS Program: online, mail, fax

iii. Ensure that pharmacies are notified when they have been certified by the
Bosentan REMS Program

iv. Ensure that certified pharmacies are provided access to the database of certified
prescribers and enrolled patients

v. Verify every 2 years that the authorized representative’s name and contact
information correspond to those of the current designated authorized
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representative for the certified pharmacy. If different, the pharmacy must be
required to recertify with a new authorized representative

The following materials are part of the REMS and are appended:

Bosentan REMS Program Outpatient Pharmacy Enrollment Form
Bosentan REMS Program Chain Pharmacy Headquarters Enrollment Form
Bosentan REMS Program Inpatient Pharmacy Enrollment Form

Bosentan REMS Program Pharmacy Guide

3. Bosentan must be dispensed with evidence or other documentation of safe use
conditions

a. To become enrolled in the Bosentan REMS Program, the patient and/or parent/legal
guardian must sign a Bosentan REMS Program Patient Enrollment Form indicating
that he/she has:

Received and has read the Bosentan REMS Program Guide for Patients
Received counseling from the prescriber regarding:

1) the risk of hepatotoxicity, the signs and symptoms of hepatotoxicity and, as
appropriate, the risk of embryo-fetal toxicity and the need to use reliable
contraception

2) the need to complete liver function testing and, as appropriate, pregnancy
testing as outlined in the Bosentan REMS Program Guide for Patients

3) the Bosentan REMS Program contacting him/her prior to each dispense of
bosentan to confirm that liver function tests and, as appropriate, pregnancy
test were completed and provide counseling

b. Bosentan Sponsors must:
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Provide all the following mechanisms for the certified prescribers to be able to
submit the completed Bosentan REMS Program Patient Enrollment Form to
the Bosentan REMS Program: online, mail, fax

Ensure that the certified outpatient pharmacy is able to verify bosentan is
dispensed to patients only if there is evidence or other documentation that they
have met the following requirements:

1) Prescriber is certified

2) Patientis enrolled



3) Patient has completed the liver function tests and each female of reproductive
potential has completed the pregnancy test

4) Patient has been counseled on the risk of hepatotoxicity and each female of
reproductive potential has been counseled on the risk of embryo-fetal toxicity
and the need to use reliable contraception

iii. Before each outpatient dispensing, ensure the Bosentan REMS Program Contact
Center:

1) Confirms and documents each patient has completed the liver function tests
and each female of reproductive potential has completed the pregnancy test. If
unable to obtain confirmation from the patient that the testing was completed,
or if the patient cannot be reached, obtain confirmation from the patient’s
prescriber

2) If the patient’s prescriber cannot confirm that the required testing was
completed, the Bosentan REMS Program Contact Center will:

a) Remind the prescriber of his/her obligation to order and review monthly
liver function tests and pregnancy tests (for females of reproductive
potential)

b) Ask the prescriber whether or not he/she authorizes the refill of
bosentan. The patient is eligible to receive a 30-day supply of bosentan
only if the prescriber authorizes the refill

c) Document the prescriber’s decision to authorize the refill in the Bosentan
REMS Program system and notify to the dispensing pharmacy of the
authorization

3) Counsels the patient on the risk of hepatotoxicity, the signs and symptoms of
hepatotoxicity and, as appropriate, the risk of embryo-fetal toxicity and need
to use reliable contraception

iv. Ensure the certified outpatient pharmacies receive authorization from the
Bosentan REMS Program before each dispensing of bosentan

v. Provide all the following mechanisms for outpatient pharmacies to obtain a pre-
dispense authorization via accessing the Bosentan REMS Program Website,
calling the Bosentan REMS Program Contact Center, or by using the REMS
Pharmacy Network

vi. Provide all the following mechanisms for certified inpatient pharmacies to
verify prescriber certification and patient enrollment: accessing the Bosentan
REMS Program Website or calling the Bosentan REMS Program Contact
Center
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vii. Ensure that the certified pharmacies complete the verifications required under
Section A.11.2 for patients prior to dispensing

viii. Ensure that the Bosentan REMS Program Contact Center updates the Bosentan
REMS Program system with a patient's change in reproductive status within
one business day of receipt of a completed Bosentan REMS Program Change
in Reproductive Potential Status and Pre-pubertal Annual Verification Form

B. Implementation System

1. Bosentan Sponsors must ensure that Bosentan is only distributed to certified pharmacies
by:

a. Ensuring that wholesalers/distributors who distribute bosentan comply with the
program requirements for wholesalers/distributors. The wholesalers/distributor must:

i. Put processes and procedures in place to verify, prior to distributing bosentan, that
the pharmacy is certified

ii.  Train all relevant staff on the Bosentan REMS Program requirements

iii.  Comply with audits by Bosentan Sponsors, or a third party acting on behalf of
Bosentan Sponsors to ensure that all processes and procedures are in place and are
being followed for the Bosentan REMS Program. In addition,
wholesalers/distributors must maintain appropriate documentation and make it
available for audits

iv. Provide complete, unblended and unblocked distribution data, including
information on shipment to pharmacies to the Bosentan Sponsors to verify
compliance with the Bosentan REMS Program

b. Ensuring that wholesalers/distributors maintain distribution records of all shipments
of bosentan and provide the data to the Bosentan Sponsors

2. Bosentan Sponsors must monitor distribution data to ensure all the processes and
procedures are in place and functioning to support the requirements of the Bosentan
REMS Program

3. Bosentan Sponsors must audit the wholesalers/distributors within 180 calendar days after
the wholesaler/distributor is authorized to ensure that all processes and procedures are in
place and functioning to support the requirements of the Bosentan REMS Program.
Corrective action must be instituted by Bosentan Sponsors if noncompliance is identified

4. Bosentan Sponsors must maintain a validated, secure database of pharmacies who are
certified to dispense bosentan in the Bosentan REMS Program
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10.

11.

Bosentan Sponsors must maintain records of bosentan distribution and dispensing,
certified prescribers, certified pharmacies, wholesalers/distributors, and enrolled patients
to meet REMS requirements

Bosentan Sponsors must maintain a Bosentan REMS Program Contact Center
(1-866-359-2612) and Bosentan REMS Program Website. The Bosentan REMS
Program Website must include the capability to complete prescriber and pharmacy
certification online, the capability to enroll and manage patients online, the capability to
verify prescriber certification and patient enrollment online, the option to print the
Prescribing Information, and Bosentan REMS Program materials. Bosentan product
websites must include a prominent REMS-specific link to the Bosentan REMS Program
Website. The Bosentan REMS Program Website must not link back to the product
websites

Bosentan Sponsors must ensure that within 30 calendar days of REMS approval the
Bosentan REMS Program Website is fully operational and the REMS materials listed in
or appended to the Bosentan REMS Program document are available through the
Bosentan REMS Program Website or by calling the Bosentan REMS Program Contact
Center

Bosentan Sponsors must monitor on an ongoing basis the certified pharmacies to ensure
the requirements of the Bosentan REMS Program are being met. Bosentan Sponsors must
institute corrective action if noncompliance is identified and decertify pharmacies that do
not maintain compliance with the REMS requirements

Bosentan Sponsors must maintain an ongoing annual audit plan that involves
wholesalers/distributors and pharmacies

Bosentan Sponsors must audit 10 pharmacies or one percent (1%), whichever is greater,
of the certified pharmacies within 180 calendar days after the pharmacy places its first
order of bosentan to ensure that all processes and procedures are in place and functioning
to support the requirements of the Bosentan REMS Program. The certified pharmacies
must also be included in Bosentan Sponsors ongoing annual audit plan. Bosentan
Sponsors must institute corrective action if noncompliance is identified

Bosentan Sponsors must take reasonable steps to improve implementation of and
compliance with the requirements in the Bosentan REMS Program based on monitoring
and evaluation of the Bosentan REMS Program

C. Timetable for Submission of Assessments

Bosentan NDA Sponsors must submit REMS assessments to the FDA annually from the date of
the initial approval of the Bosentan REMS Program (MM/DD/YYYY).
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To facilitate inclusion of as much information as possible while allowing reasonable time to
prepare the submission, the reporting interval covered by each annual assessment should
conclude no earlier than 60 calendar days before the submission date for that assessment. The

Bosentan NDA Sponsors must submit each assessment so that it will be received by FDA on or
before the due date.
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Sosentan

REMS Program

Prescriber Guide

1
Please see Prescribing Information, including BOXED WARNING for information on hepatotoxicity and embryo-fetal toxicity for the

prescribed bosentan product
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The Bosentan Risk Evaluation and Mitigation Strategy (REMS) Program is a single shared program for brand and generic
bosentan medication for the treatment of pulmonary arterial hypertension (PAH). Due to the risks of hepatotoxicity and
embryo-fetal toxicity, bosentan is only available through the Bosentan REMS Program.

This guide contains important information for prescribers about the risks of Bosentan, including hepatotoxicity and
embryo-fetal toxicity, and includes:

Bosentan REMS Program Overview

Overview of Enrollment Requirements for Prescribers

Bosentan Liver Function Treatment Results and Monitoring Recommendations
Prescriber’s Role in the Bosentan REMS Program: Step by Step

Contraception Options for Females of Reproductive Potential

2

Please see the Prescribing Information for bosentan, including the BOXED WARNING for more information about the risks of hepatotoxicity and
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embryo-fetal toxicity for the prescribed bosentan product.
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About Bosentan

Tracleer® is indicated for the treatment of pulmonary arterial hypertension (PAH) (WHO Group 1):
®= in adults to improve exercise ability and to decrease clinical worsening. Studies establishing effectiveness
included predominantly patients with WHO Functional Class II-IV symptoms and etiologies of idiopathic or
heritable PAH (60%), PAH associated with connective tissue diseases (21%), and PAH associated with congenital
heart disease with left-to-right shunts (18%).
= in pediatric patients aged 3 years and older with idiopathic or congenital PAH to improve pulmonary vascular
resistance (PVR), which is expected to result in an improvement in exercise ability.

Bosentan is indicated for the treatment of pulmonary arterial hypertension (PAH) (WHO Group 1):
= in adults to improve exercise ability and to decrease clinical worsening. Studies establishing effectiveness
included predominantly patients with WHO Functional Class II-IV symptoms and etiologies of idiopathic or
heritable PAH (60%), PAH associated with connective tissue diseases (21%), and PAH associated with
congenital heart disease with left-to-right shunts (18%).

Risk of Hepatotoxicity

Bosentan may cause liver damage. Liver function monitoring of all patients is essential prior to initiation of treatment and
monthly thereafter. It is important to adhere strictly to the monthly monitoring schedule for the duration of treatment.

Changes in aminotransferases may occur early or late in treatment. There have been rare postmarketing reports of liver
failure and unexplained hepatic cirrhosis in a setting of close monitoring; the contribution of bosentan could not be
excluded.

Elevations in aminotransferases require close attention. If elevated aminotransferase levels are seen, changes in
monitoring and treatment must be initiated. See the Bosentan Liver Function Test Results and Monitoring
Recommendations table on Page 9 for treatment and monitoring recommendations for liver enzyme elevations. Use of
bosentan should generally be avoided in patients with elevated aminotransferases (>3 x ULN) at baseline because
monitoring for hepatotoxicity may be more difficult.

4
Please see the Prescribing Information for bosentan, including the BOXED WARNING for more information about the risks of hepatotoxicity and
embryo-fetal toxicity for the prescribed bosentan product.
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Risk of Embryo-fetal Toxicity

Bosentan is contraindicated in females who are or may become pregnant and may cause fetal harm when administered
to a pregnant woman. Animal studies have shown that bosentan is likely to cause major birth defects when administered
during pregnancy. If bosentan is used during pregnancy, apprise the patient of the potential hazard to a fetus. To
prevent pregnancy, females of reproductive potential must use reliable contraception prior to beginning treatment with
bosentan, during treatment, and for one month after ending bosentan treatment. Patients must not become pregnant
while taking bosentan.

What is the Bosentan REMS Program?

Due to the risks of hepatotoxicity and embryo-fetal toxicity, bosentan is only available through a single shared system
required and approved by the Food and Drug Administration (FDA), called the Bosentan REMS Program. The Bosentan
REMS Program is a shared program including all brand and generic bosentan products.

The goal of the Bosentan Risk Evaluation and Mitigation Strategy (REMS) Program is to mitigate the risk of hepatotoxicity
and embryo-fetal toxicity associated with bosentan by:
=  Ensuring prescribers are educated on the following:
— the risks of hepatotoxicity and embryo-fetal toxicity
=  Ensuring prescribers are educated on and adhere to the following:
— counseling patients about these risks and the need for monthly monitoring
— enrolling patients in the Bosentan REMS Program
— monitoring patients at baseline and monthly
®=  Ensuring that pharmacies are educated on the following:
— the risks of hepatotoxicity and embryo-fetal toxicity
®=  Ensuring that pharmacies are educated on and adhere to the following:
— confirming that the appropriate patient monitoring and counseling has occurred before dispensing
bosentan
®=  Ensuring that patients are informed about:
— the risks of hepatotoxicity and embryo-fetal toxicity
— appropriate baseline and monthly patient monitoring
— appropriate contraception

5
Please see the Prescribing Information for bosentan, including the BOXED WARNING for more information about the risks of hepatotoxicity and
embryo-fetal toxicity for the prescribed bosentan product.
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Bosentan REMS Program Overview

= All healthcare providers must certify in the Bosentan REMS Program and comply with the Bosentan REMS Program
requirements in order to prescribe a bosentan product

= All patients must be enrolled in the Bosentan REMS Program. Enrolled patients must comply with the Bosentan
REMS Program requirements in order to receive bosentan:

Patients must agree to complete liver function tests, and pregnancy tests as appropriate for the patient’s
reproductive potential classification prior to receiving bosentan

All patients must agree to be counseled on the Bosentan REMS Program and the risks of treatment with
bosentan

All patients must agree to be contacted about completing required monthly testing and counseling

=  For all patients:

Prescribers must counsel all patients on the risk of hepatotoxicity associated with bosentan, the signs and
symptoms of hepatotoxicity, and program requirements including the need to complete liver function testing
and, as appropriate, pregnancy testing by reviewing and providing the Bosentan REMS Program Guide for
Patients to each patient

Prescribers must complete the Bosentan REMS Program Patient Enrollment Form with every bosentan patient
and submit the form to the Bosentan REMS Program prior to initiating treatment

Counsel patients who fail to comply with program requirements

Prescribers must order and review liver function tests results before bosentan treatment initiation
Prescribers must order and review monthly liver function tests

Prescribers must report all adverse events including those suggestive of hepatotoxicity to the Bosentan REMS
Program

=  For all female patients:

Prescribers must determine the reproductive potential status of every female before initiating bosentan
treatment as defined on Page 7 of this guide

Prescribers must report a change or misclassification in reproductive potential status by submitting a Bosentan
REMS Program Change in Reproductive Potential Status and Pre-pubertal Annual Verification Form to the
Bosentan REMS Program within 10 business days of becoming aware of the change

Prescribers must report any pregnancy and all available information during treatment with bosentan to the
Bosentan REMS Program

=  For females of reproductive potential:

Prescribers must counsel patients about the risk of embryo-fetal toxicity and the need to use reliable
contraception prior to initiating treatment, during bosentan treatment, and for one month after ending
treatment

Prescribers must counsel the patient to immediately contact her healthcare provider if she misses a menstrual
period or suspects pregnancy

Prescribers must order and review pregnancy tests prior to initiation of bosentan treatment, monthly during
treatment, and for one month after ending treatment

=  For pre-pubertal female patients:

Prescribers must counsel the patient and/or a parent/legal guardian about the risk of embryo-fetal toxicity

6

Please see the Prescribing Information for bosentan, including the BOXED WARNING for more information about the risks of hepatotoxicity and

embryo-fetal toxicity for the prescribed bosentan product.
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Prescribers must counsel the patient and/or a parent/legal guardian to immediately contact her healthcare
provider if she begins to menstruate

Prescribers must evaluate patients age 8 years and older! at least annually for any change in reproductive status
and submit a Bosentan REMS Program Change in Reproductive Potential Status and Pre-pubertal Annual
Verification Form to the Bosentan REMS Program within 10 business days of becoming aware of the change

= Prescribers may report that the appropriate monthly tests and counseling, comprising liver function tests (for all
patients), pregnancy tests for females of reproductive potential, and monthly counseling have been completed by
reporting it to the Bosentan REMS Program. This information can be reported by one of the following methods:

Submitting a Bosentan REMS Program Testing and Patient Counseling Reporting Form by fax to the Bosentan
REMS Program at 1-800-730-8231

Completing the Bosentan REMS Program Testing and Patient Counseling Reporting Form online at
www.BosentanREMSProgram.com

Calling the Bosentan REMS Program at 1-866-359-2612

Note: Use of the Bosentan REMS Program Testing and Patient Counseling Reporting Form is voluntary.

= Prescribers must closely monitor transaminase levels and adjust monitoring and treatment with bosentan if
increases are reported

=  Prescribers must discontinue bosentan if liver aminotransferase elevations are accompanied by clinical symptoms of
hepatotoxicity or increases in bilirubin 22 x ULN, referenced on Page 9

= Only inpatient, outpatient and chain pharmacies certified in the Bosentan REMS Program can dispense bosentan

Definitions of Reproductive Potential Status

Females of Reproductive Potential

— Females of reproductive potential include girls who have entered puberty and all females
who have a uterus and have not passed through menopause

— For the purposes of this REMS, puberty includes those girls who are at least Tanner Stage 3
and have not yet had a menses (pre-menarchal)

Females of Non-Reproductive Potential

— Pre-pubertal Females: Females who are at Tanner Stages 1 and 2 are not considered to be
of reproductive potential

— Post-menopausal Females: Females who have passed through menopause. Menopause is
defined as 12 months of spontaneous amenorrhea (not amenorrhea induced by a medical
condition or medical therapy) or post-surgical from bilateral oophorectomy

— Females with other medical reasons for permanent, irreversible infertility

! Clinical threshold for evaluating onset of puberty.
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Overview of Enrollment Requirements for
Prescribers

Females of Non-Reproductive

Potential
Females of

All
Requirement . Reproductive Post-menopausal or
Patients

Potential Pre- other medical reasons
pubertal for permanent,
irreversible infertility

Prescriber enrolls the patient into the

Bosentan REMS Program

Prescriber counsels the patient using the
Bosentan REMS Program Guide for
Patients, particularly on the risks of X*
hepatotoxicity and embryo-fetal toxicity
and the need to use reliable contraception

Prescriber must order and review liver
function tests prior to initiation of X
treatment and monthly during treatment

Prescriber must order and review
pregnancy tests prior to initiation of
treatment, monthly during treatment, and
for one month after ending treatment

Prescriber must verify reproductive status
annually in patients 8 years of age or older
by completing the Bosentan REMS
Program Change in Reproductive Potential
Status and Pre-pubertal Annual
Verification Form

Prescriber must complete the Bosentan
REMS Program Change in Reproductive
Potential Status and Pre-pubertal Annual
Verification Form upon becoming aware of X X X
any change or misclassification in
reproductive potential status within 10

business days of awareness

*For pre-pubertal female patients and/or a parent/legal guardian: Counsel only about the risks of hepatotoxicity, embryo-fetal

toxicity and the need to immediately contact the prescriber if the patient begins to menstruate.
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Tracleer® and Bosentan Liver Function Test
Results and Monitoring Recommendations

The tables below provide recommendations on managing patients taking Tracleer (Adult and Pediatric patients) and
bosentan (Patients > 12 years) with elevated liver function test results. Elevated monthly liver function test results do
not preclude treatment with Tracleer or bosentan.

e Table 1: Dosage Adjustment and Monitoring for Tracleer

e Table 2: Dosage Adjustment and Monitoring for Bosentan

Table 1. Dosage Adjustment and Monitoring for Patients Taking Tracleer who Develop Aminotransferase Elevations >3 x
ULN

ALT/AST level Treatment and monitoring recommendations

Confirm by another aminotransferase test: if confirmed:
® in adults and pediatric patients >12 years and >40 kg, reduce the daily

dose to 62.5mg twice daily or interrupt treatment, and monitor

aminotransferase levels at least every 2 weeks. If the

aminotransferase levels return to pretreatment values, treatment

>3 to <5 x ULN may continue or be reintroduced at 62.5 mg twice daily, with
reassessment of aminotransferase levels within 3 days.

= inall other pediatric patients*, interrupt treatment with no prior dose

reduction. If the aminotransferase levels return to pretreatment
values, reintroduce at the dose used prior to treatment interruption,
with reassessment of aminotransferase levels within 3 days.

Confirm by another aminotransferase test; if confirmed, stop treatment
and monitor aminotransferase levels at least every 2 weeks. Once the
aminotransferase levels return to pretreatment values,

= in adults and pediatric patients >12 years and >40 kg, consider

>5 to <8 x ULN reintroduction of treatment at 62.5 mg twice daily, with reassessment
of aminotransferase levels within 3 days.
= inall other pediatric patients*, consider reintroduction at the dose

used prior to treatment interruption, with reassessment of
aminotransferase levels within 3 days.

T Stop treatment permanently. There is no experience with reintroduction
X

of Tracleer in these circumstances.

*Use of bosentan in pediatric patients < 12 years of age is exclusive to Tracleer.

Discontinue Tracleer if aminotransferase elevations are accompanied by signs or symptoms of liver dysfunction or injury,
or increases in bilirubin of >2 x ULN.
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Table 2. Dosage Adjustment and Monitoring for Patients >12 years Taking bosentan who Develop Aminotransferase
Elevations >3 x ULN

ALT/AST levels Treatment and monitoring recommendations

Confirm by another aminotransferase test; if confirmed,
e in patients >12 years and >40 kg, reduce the daily dose to 62.5

mg twice daily or interrupt treatment, and monitor

aminotransferase levels at least every 2 weeks. If the

aminotransferase levels return to pretreatment values,

treatment may continue or be reintroduced at 62.5 mg twice

>3 and <5 x ULN daily, with reassessment of aminotransferase levels within 3
days.

e in patients > 12 years and <40 kg, interrupt treatment with no

prior dose reduction. If the aminotransferase levels return to
pretreatment values, reintroduce at the dose used prior to
treatment interruption, with reassessment of aminotransferase
levels within 3 days.

Confirm by another aminotransferase test; if confirmed, stop treatment
and monitor aminotransferase levels at least every 2 weeks. Once the
aminotransferase levels return to pretreatment values,

>5and <8 x ULN . . . . .
e in patients >12 years, consider reintroduction of the treatment of

62.5 mg twice daily, with reassessment of aminotransferase
levels within 3 days.

Stop treatment permanently. There is no experience with reintroduction
> 8 x ULN of bosentan in these circumstances.

Discontinue bosentan if aminotransferase elevations are accompanied by signs or symptoms of liver dysfunction or
injury, or increases in bilirubin of >2 x ULN.
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What is a Refill Dispense Exception?

The Bosentan REMS Program allows prescribers to apply clinical judgment and authorize continued dispensing of
bosentan to enrolled patients when a patient's testing could not be confirmed in a given month or for extended travel
outside of the United States. In order for a pharmacy to dispense to a patient, the prescriber must authorize a refill
dispense exception.

A refill dispense exception allows a prescriber to authorize a patient to receive up to a 30-day supply of bosentan without
confirmed pregnancy and/or liver function testing. The refill dispense exception also allows the prescriber to authorize up
to a 90-day supply of bosentan for extended travel outside of the United States of more than 30 days.

In order for a patient to be eligible to receive a refill dispense exception due to testing not being confirmed in a given
month:

= The patient must be enrolled in the Bosentan REMS Program

= The patient must have confirmed testing on file for the previous month

= The prescriber must attest that the benefits of receiving bosentan outweigh the risks of hepatotoxicity and
embryo-fetal toxicity associated with bosentan

In order for a patient to be eligible to receive a refill dispense exception for extended travel outside of the United States:

= The patient must be enrolled in the Bosentan REMS Program

= The patient must have confirmed testing on file for the previous month

= The patient must be traveling outside of the United States for more than 30 days

= The prescriber must attest that the benefits of receiving bosentan outweigh the risks of hepatotoxicity and
embryo-fetal toxicity associated with bosentan

= The prescriber must attest to continue to counsel the patient about the risk of embryo-fetal toxicity and
hepatotoxicity associated with bosentan, the signs and symptoms of hepatotoxicity, and program requirements
including the need to complete liver function testing and, as appropriate, pregnancy testing monthly while
traveling outside of the United States
— Test confirmation is not required to be provided to the Bosentan REMS Program while the patient is traveling

outside of the United States

Only certified prescribers can authorize a refill dispense exception by:

= Calling the Bosentan REMS Program Contact Center at 1-866-359-2612
= Documenting the refill dispense exception authorization through the Bosentan REMS Program Website
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Prescriber’s Role in the Bosentan REMS
Program: Step by Step

Prescribers must complete the following steps in the Bosentan REMS Program:

1. READ the Prescribing Information for bosentan and Medication Guide for the prescribed product and this guide to
understand the risks of bosentan and to learn about the Bosentan REMS Program
®=  You must understand the risks of bosentan and become familiar with the Bosentan REMS Program

2. COMPLETE a Bosentan REMS Program Prescriber Enrollment Form
= By signing the form, you attest to understanding the risks of bosentan and agree to comply with the
requirements of the Bosentan REMS Program
= You can complete the Bosentan REMS Program Prescriber Enrollment Form online or download paper copies
from the Bosentan REMS Program Website at www.BosentanREMSProgram.com, and fax the form to the
Bosentan REMS Program at 1-800-730-8231

3. DETERMINE the reproductive potential status for female patients
®  You should identify female patients (captured on the Bosentan REMS Program Patient Enrollment Form) as one

of the following categories:

— Female of Reproductive Potential
— Female of Non-Reproductive Potential (choose one of the options below)
O Pre-pubertal female of non-reproductive potential
O Post-menopausal female of non-reproductive potential
O Female with other medical reasons for permanent, irreversible infertility

= Expanded definitions are provided in the section above: “Bosentan REMS Program Overview”

4. EDUCATE & COUNSEL all patients about the risks of bosentan
= For all patients, you must:

— Counsel all patients on the risk of hepatotoxicity associated with bosentan, the signs and symptoms of
hepatotoxicity, and program requirements including the need to complete liver function testing and, as
appropriate, pregnancy testing by reviewing and providing the Bosentan REMS Program Guide for Patients
to each patient

— Complete the Bosentan REMS Program Patient Enrollment Form with every bosentan patient and submit
the form to the Bosentan REMS Program prior to initiating treatment

— Educate patients about the Bosentan REMS Program

— Order and review pretreatment liver function tests

— Order and review monthly liver function tests

— Notify the Bosentan REMS Program of all adverse events including those suggestive of hepatotoxicity

— Notify the Bosentan REMS Program of any pregnancy and all available information during treatment with
bosentan
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= For females of reproductive potential, you must:

— Counsel patients about the risk of embryo-fetal toxicity, the need to complete monthly pregnancy tests, and
the need to use reliable contraception prior to initiating treatment, during bosentan treatment, and for one
month after ending treatment

— Counsel the patient to immediately contact her healthcare provider if she misses a menstrual period or
suspects pregnancy

— Order and review pregnancy tests prior to initiation of bosentan treatment, monthly during treatment, and
for one month after ending treatment

= For pre-pubertal females, you must:
— Counsel the patient and/or a parent/legal guardian about the risk of embryo-fetal toxicity
— Counsel the patient and/or a parent/legal guardian to immediately contact her healthcare provider if she
begins to menstruate
— Evaluate patients age 8 years and older at least annually for any change in reproductive status and submit a
Bosentan REMS Program Change in Reproductive Potential Status and Pre-pubertal Annual Verification
Form to the Bosentan REMS Program within 10 business days of becoming aware of the change

5. ENROLL all patients in the Bosentan REMS Program by ensuring patients complete the Bosentan REMS Program
Patient Enrollment Form
= Confirm the patient has agreed to comply with program requirements and has signed the form where indicated
®=  Fax the completed form to the Bosentan REMS Program at 1-800-730-8231, or complete the form online at
www.BosentanREMSProgram.com
= Keep the original form with the patient’s records

6. TEST each patient’s liver function and pregnancy status of females of reproductive potential
®=  Order and review liver function tests for all patients:
— Prior to initiating treatment
— Monthly during treatment
®=  Order and review pregnancy tests for females of reproductive potential:
— Prior to initiating treatment
— Monthly during treatment
— One month after ending bosentan treatment

7. REVIEW all required test results and monitor patients throughout treatment
=  For all patients:
— Order and review liver function tests each month during treatment with bosentan
— Prescribers may, though are not required to, confirm the completion of liver function tests and counseling
each month by one of the following methods:
O Submitting a Bosentan REMS Program Testing and Patient Counseling Reporting Form by fax to the
Bosentan REMS Program at 1-800-730-8231
O Completing the Bosentan REMS Program Testing and Patient Counseling Reporting Form online at
www.BosentanREMSProgram.com
O Calling the Bosentan REMS Program at 1-866-359-2612
— For changes in aminotransferase levels, adjust the monitoring and treatment with bosentan
— Discontinue bosentan if aminotransferase elevations are accompanied by signs or symptoms of liver
dysfunction or injury or increases in bilirubin 22 x ULN
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For all females of reproductive potential:

Order and review pregnancy tests monthly during treatment with bosentan and for one month after ending

treatment

You may, though you are not required to, confirm the completion of pregnancy tests and counseling each

month by one of the following methods:

0 Submitting a Bosentan REMS Program Testing and Patient Counseling Reporting Form by fax to the
Bosentan REMS Program at 1-800-730-8231

0 Completing the Bosentan REMS Program Testing and Patient Counseling Reporting Form online at
www.BosentanREMSProgram.com

o Calling the Bosentan REMS Program at 1-866-359-2612

Report any pregnancy and all available information during treatment with bosentan to the Bosentan REMS

Program

Monitor patient’s reproductive status during treatment with bosentan and report any change or

misclassification in reproductive potential status by submitting a Bosentan REMS Program Change in

Reproductive Potential Status and Pre-pubertal Annual Verification Form to the Bosentan REMS Program

within 10 business days of becoming aware of the change

For females of non-reproductive potential:

Monitor patient’s reproductive status during treatment with bosentan and report any change or
misclassification in reproductive potential status by submitting a Bosentan REMS Program Change in
Reproductive Potential Status and Pre-pubertal Annual Verification Form to the Bosentan REMS Program
within 10 business days of becoming aware of the change

For each patient who is 8 years of age or older, verify annually and report the reproductive status by
completing and submitting the Bosentan REMS Program Change in Reproductive Potential Status and Pre-
pubertal Annual Verification Form to the Bosentan REMS Program within 10 business days of becoming
aware of the change

8. NOTIFY the Bosentan REMS Program of all adverse events including those suggestive of hepatotoxicity

9. REPORT any pregnancy and all available information during treatment with bosentan to the Bosentan
REMS Program

All Bosentan REMS Program forms can be completed online or downloaded from the website at
www.BosentanREMSProgram.com. Hard copies can be faxed to the program at 1-800-730-8231. Other information
about the Bosentan REMS Program can be found on the Bosentan REMS Program Website. The Bosentan REMS
Program Contact Center can be reached at 1-866-359-2612.

Important Information for Prescribers of Females of Reproductive Potential Taking Bosentan

Educate and counsel females of reproductive potential about medical options in the event of
unprotected sex or known or suspected contraceptive failure

Remind the patient to report missing a period or any other reason for suspected pregnancy
during treatment to you immediately

If pregnancy is suspected for any reason, a pregnancy test must be performed

The prescriber must notify the Bosentan REMS Program at 1-866-359-2612 of any pregnancies
that occur during treatment or within one month of ending bosentan treatment
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Contraception for Females of Reproductive
Potential

All females of reproductive potential must use reliable contraception during treatment with bosentan and for one month
after ending bosentan treatment. Patients should also have monthly contraceptive counseling with either the prescriber
or another designated healthcare provider trained in contraceptive counseling. Please refer to the table below for a
complete list of acceptable contraceptive methods. A similar table can be found in the Bosentan REMS Program Guide
for Patients and should be used to discuss acceptable birth control options with patients. The patient should be
instructed to select one of the options listed below.

Option 1

One method from One method from
this list: this list:

Standard intrauterine
device (Copper T 380A
IUD)

Intrauterine system
(LNg 20 IUS:
progesterone IUS)

Tubal sterilization

Option 2

Estrogen and
progesterone oral
contraceptives ("the
pill")
Estrogen and
progesterone
transdermal patch
Vaginal ring
Progesterone
injection
Progesterone implant
PLUS

One method from
this list:

Option 3
One method from
this list:

Diaphragm with
spermicide
Cervical cap with

spermicide

PLUS
One method from
this list:

Male condom

Option 4
One method from
this list:
Partner’s vasectomy

PLUS
One method from
this list:

Male condom
Diaphragm with
spermicide

Cervical cap with
spermicide

Estrogen and
progesterone oral
contraceptives ("the

pill")

Male condom Estrogen and

Diaphragm with progesterone

spermicide transdermal patch

Cervical cap with Vaginal ring

spermicide Progesterone
injection

Progesterone implant
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Sosentan

REMS Program

You can reach the Bosentan REMS Program Contact Center by calling toll free 1-866-359-2612. For more
information about the Bosentan REMS Program, please visit www.BosentanREMSProgram.com.

Please see the Prescribing Information for bosentan, including complete Boxed Warning for hepatotoxicity

and embryo-fetal toxicity, and the Medication Guide for each approved bosentan product, which can be found
at www.BosentanREMSProgram.com.

Notify the Bosentan REMS Program of all adverse events including those suggestive of hepatotoxicity. Notify
the Bosentan REMS Program of any pregnancy and all available information during treatment with bosentan.

16
Please see the Prescribing Information for bosentan, including the BOXED WARNING for more information about the risks of hepatotoxicity and
embryo-fetal toxicity for the prescribed bosentan product.

Version 1.0 02/2019



Bosentan Prescriber Phone: 1-866-359-2612
REMS Program Enrollment Form Fax: 1-800-730-8231

For immediate certification, please go to www.BosentanREMSProgram.com.

To submit this form via fax or mail, please complete all required fields below and fax to 1-800-730-8231 or mail to the Bosentan REMS Program,
P.O. Box 29080, Phoenix, AZ 85038. You will receive a confirmation via the contact preference you list below.

If you have questions, require additional information, or need additional copies of Bosentan REMS Program documents, please visit the program
website at www.BosentanREMSProgram.com, or call the Bosentan REMS Program at 1-866-359-2612.

Prescriber Responsibilities
Specifically, you attest to the following:

1. | will review the Prescribing Information for bosentan
2. | will review the Bosentan REMS Program Prescriber Guide
3. lwill enroll in the Bosentan REMS Program by completing this Bosentan REMS Program Prescriber Enrollment Form and submitting it to the

Bosentan REMS Program
4. | will enroll each patient in the Bosentan REMS Program by performing the following:

a. Counsel the patient about the risk of hepatotoxicity associated with bosentan, the signs and symptoms of hepatotoxicity, and program
requirements including the need to complete liver function testing and, as appropriate, pregnancy testing by reviewing and providing the
Bosentan REMS Program Guide for Patients

. Determine the reproductive potential status of each female patient as defined in the Bosentan REMS Program Prescriber Guide

c. Forpre-pubertal females, counsel the patient and/or parent/legal guardian about (i) the risk of embryo-fetal toxicity, (ii) the need to
immediately contact the prescriber if the patient begins to menstruate

d. Forfemales of reproductive potential, counsel the patient about (i) the risk of embryo-fetal toxicity, (ii) the need to use reliable
contraception as defined in the Bosentan REMS Program Prescriber Guide during treatment and for one month following treatment
discontinuation, (iii) the need to immediately contact her prescriber if she misses a menstrual period or suspects she is pregnant, and (iv)
her medical options in the event of unprotected sexual intercourse or known or suspected contraception failure

e. Complete the Bosentan REMS Program Patient Enrollment Form for each patient and provide a completed copy to the patient. Submit
the completed form to the REMS Program

5. Iwill report all adverse events including those suggestive of hepatotoxicity to the Bosentan REMS Program
I will report any pregnancy and all available information during treatment with bosentan to the Bosentan REMS Program

7. 1 will perform the following on an ongoing basis for each female patient: Report a change or misclassification in the reproductive status of any
female patient by completing the Bosentan REMS Program Change in Reproductive Potential Status and Pre-pubertal Annual Verification

Form within 10 business days of becoming aware of the change

8. I will perform the following requirements on an ongoing basis for each patient:
a. Order and review liver function test results before bosentan treatment initiation and monthly during treatment
b.  Counsel patients who fail to comply with program requirements

9. 1 will perform the following monitoring on an ongoing basis for each pre-pubertal female: Evaluate patients age 8 years and older at least
annually for any change in reproductive status and complete the Bosentan REMS Program Change in Reproductive Potential Status and Pre-
pubertal Annual Verification Form verifying their reproductive potential status

10. 1 will perform the following monitoring on an ongoing basis for each female patient of reproductive potential: Order and review pregnancy test
results before bosentan treatment initiation, monthly during treatment, and for one month following treatment discontinuation

Prescriber Information (All fields required unless otherwise indicated)

First Name: Ml (opt): Last Name:
Email Address: Professional Designation: (O MD DO OPA C(ONP
NPI#: DEA#: Medical Specialty: (3 Cardiology [ Pulmonology (3 Rheumatology (J General/Family Practice (J Other

Clinic/Practice Name:

Address: City:
State: Zip: Preferred method of contact: (J Fax (J Email
Phone: Ext (opt): Fax:

Prescriber Signature

By signing below, you signify your understanding of the risks of bosentan treatment and your obligations as a bosentan prescriber to educate your
patients about the Bosentan REMS Program, monitor them appropriately, and report any adverse events, including hepatotoxicity and any
pregnancies to the Bosentan REMS Program.

Signature: Date:
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Information to help you during your treatment with bosentan
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What is bosentan?

Bosentan is a prescription medicine used to treat people with certain types of pulmonary arterial hypertension (PAH),
which is high blood pressure in the vessels of the lungs.

Bosentan can improve your ability to exercise and can slow the worsening of your physical condition and symptoms.
Bosentan lowers high blood pressure in your lungs and lets your heart pump more efficiently.

What are the serious risks of bosentan?

Bosentan can cause liver damage and, if taken during pregnancy, can cause serious birth defects.

All patients - liver function must be monitored:

= Before you start taking bosentan,

= Every month while taking bosentan, and

=  Any time your healthcare provider orders testing
Female patients - pregnancy must be avoided:

= Before you start taking bosentan,

=  While taking bosentan, and

®=  For one month after you end bosentan treatment

What is the Bosentan REMS (Risk Evaluation and
Mitigation Strategy) Program?

The Bosentan REMS Program tells patients and healthcare providers about the risks of liver damage and serious birth
defects when taking bosentan. This program is required by the Food and Drug Administration (FDA). All patients must
enroll in the Bosentan REMS Program to receive bosentan.

How do | enroll in the Bosentan REMS Program?

You must complete the following steps to enroll in the Bosentan REMS Program:
1. Read this Bosentan REMS Program Guide for Patients and the Medication Guide which comes with your medicine
2. Ask your healthcare provider any questions you have about taking bosentan and the Bosentan REMS Program
3. Make sure you understand:
— The benefits and risks of bosentan
— How to enroll and take part in the Bosentan REMS Program

4. Complete and sign the Bosentan REMS Program Patient Enrollment Form with your healthcare provider. Your
healthcare provider will fill out most of the enrollment form for you. You must read and agree to the requirements,
then sign to show you understand and will follow the rules of the program. Your healthcare provider will then send
the form to the Bosentan REMS Program. A parent/legal guardian may sign the form for you
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What are the Bosentan REMS Program
requirements for me?

= Participate in the Bosentan REMS Program for as long as you are taking the medication, and for one month after
ending bosentan treatment

= Be counseled on the requirements of the Bosentan REMS Program and the risk of liver damage

®=  Go for any other liver tests your healthcare provider orders for you. Your healthcare provider will monitor your liver
function monthly and may adjust or stop your treatment if there are signs of liver damage

= Tell your healthcare provider if you have had liver problems, including liver problems while on other medicines

= Call your healthcare provider right away if you have any of these symptoms of liver problems while you are on
bosentan:

— Nausea, vomiting, fever, unusual tiredness, stomach area (abdominal) pain, or yellowing of the skin or the
whites of your eyes (jaundice)

= Read the Medication Guide and the Bosentan REMS Program Guide for Patients

=  Complete a liver function test before beginning treatment, and monthly thereafter until ending bosentan
treatment

=  Be contacted by the Bosentan REMS Program before receiving bosentan to provide confirmation that a current liver
function test was completed and you were counseled on the risks of bosentan and your requirements in the
Bosentan REMS Program

= Complete and sign the Bosentan REMS Program Patient Enrollment Form with your healthcare provider

Females who can get pregnant have additional requirements in the program

You are considered a female who can get pregnant if you:
0 Have entered puberty, even if you have not started your period, and
0 Have a uterus, and

0 Have not gone through menopause (have not had a period for at least 12 months for natural reasons, or have
had your ovaries removed)

= Be counseled before your first prescription and each month thereafter on the need to use reliable birth control
during bosentan treatment, and for one month after ending bosentan treatment

= Complete a pregnancy test before beginning treatment with bosentan, monthly during bosentan treatment, and for
one month after ending bosentan treatment

=  Be contacted by the Bosentan REMS Program before receiving bosentan to provide confirmation that a pregnancy
test was completed before beginning treatment, monthly during treatment, and for one month after ending
bosentan treatment

= Be counseled on the requirements of the Bosentan REMS Program and the risk of serious birth defects
= Notify your healthcare provider immediately if you miss a menstrual period or suspect that you are pregnant

= Be contacted by a Bosentan REMS Program representative if you become pregnant while on bosentan or within
one month after ending bosentan treatment

= A pre-pubertal female and/or her parent/legal guardian must immediately contact their healthcare provider if she
has a menstrual period
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What are my birth control options?

Your healthcare provider will talk with you about your birth control options before you start bosentan. Ask your
healthcare provider if you have any questions. Tell your healthcare provider if you want to change your birth control.

You must choose one of the four options listed below. More than one birth control method might be needed every time

you have sex.

Option 1

Standard
intrauterine device
(Copper T 380A
IUD)

Intrauterine system
(LNg 20 IUS:
progesterone IUS)

Tubal sterilization

Version 1.0 01/2019

Acceptable birth control options

Option 2

One method from or One method from or
this list: this list:

Estrogen and
progesterone oral
contraceptives ("the

pill")

Estrogen and
progesterone
transdermal patch

Vaginal ring

Progesterone
injection

Progesterone implant

PLUS
One Method from

this list:

Male condom

Diaphragm with
spermicide

Cervical cap with
spermicide

Option 3
One method from
this list:

Diaphragm with
spermicide

Cervical cap with
spermicide

PLUS
One Method from
this list:

Male condom

Option 4
One method from
this list:

Partner’s

vasectomy

PLUS
One Method from
this list:
Male condom

Diaphragm with
spermicide

Cervical cap with
spermicide

Estrogen and
progesterone oral
contraceptives ("the

pill")

Estrogen and
progesterone
transdermal patch

Vaginal ring

Progesterone
injection

Progesterone implant




How will | receive bosentan?

Bosentan is available only through certified pharmacies in the Bosentan REMS Program. A certified pharmacy is a
pharmacy that is authorized by the Bosentan REMS Program to provide bosentan to you.

= Each month, before you receive bosentan, you will be contacted by the Bosentan REMS Program to confirm that you
have completed your testing and to talk to you about the benefits and risks of bosentan. If your healthcare provider
has already notified the Bosentan REMS Program that you have completed your testing, you will not receive a phone
call from the Bosentan REMS Program that month

= Read the Medication Guide each time you receive it. Important information may have been added or changed

For a list of certified pharmacies, please call the Bosentan REMS Program at 1-866-359-2612 or visit
www.BosentanREMSProgram.com.

Your steps to treatment with bosentan

Use this helpful checklist to get started with bosentan and to stay on track during your treatment.
BEFORE YOU START TREATMENT: All Patients
(0 Review the Bosentan REMS Program Guide for Patients
(0 Make sure you understand the risks and benefits of taking bosentan
O Tell your healthcare provider if you have had liver problems, including liver problems while taking other medicines
O Go foryour liver function test
(0 Go for your pregnancy test (for females who can get pregnant)
O Enroll in the Bosentan REMS Program
EVERY MONTH: All Patients
(0 Read the Medication Guide that comes with every prescription
Complete the monthly liver function tests ordered by your healthcare provider

d
O Fill your prescription at a certified pharmacy
a

A healthcare provider from the Bosentan REMS Program will call you every month to ask if you had your liver
function tests and were counseled on the risk of liver damage before you can receive your bosentan. If your
healthcare provider has already notified the Bosentan REMS Program that you have completed your testing and
counseling, you will not receive a phone call from the Bosentan REMS Program that month. The refill may not be
ready on time if you have not had your liver tests and counseling

O Tell your healthcare provider right away if you have any of these symptoms of liver problems while taking bosentan:
nausea, vomiting, fever, unusual tiredness, stomach area (abdominal) pain, or yellowing of the skin or the whites of
your eyes (jaundice)

EVERY MONTH: Female Patients who can get pregnant

(J Use the reliable birth control method(s) agreed upon with your healthcare provider during treatment and for one
month after you stop taking bosentan
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0 Complete the monthly pregnancy test ordered by your healthcare provider

0 A healthcare provider from the Bosentan REMS Program will call you every month to ask if you had a pregnancy test
and were counseled on the risk of birth defects before you can receive your bosentan. If your healthcare provider
has already notified the Bosentan REMS Program that you have completed your testing and counseling, you will
not receive a phone call from the Bosentan REMS Program that month. The refill may not be ready on time if you
have not had your pregnancy test and counseling

O Do not get pregnant. Tell your healthcare provider right away if you:

®= Had unprotected sex

= Think that your birth control failed
= Miss a menstrual period

® Think you are pregnant

Version 1.0 01/2019
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You can reach the Bosentan REMS Program by calling toll free at 1-866-359-2612.

For more information about the Bosentan REMS Program, please visit www.BosentanREMSProgram.com.
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Bosentan Patient Phone: 1-866-359-2612

REMS Program Enrollment Form Fax: 1-800-730-8231

Instructions

For immediate patient enrollment, please go to www.BosentanREMSProgram.com. The patient must complete this form with the

prescriber. The form may be completed using this paper copy or online.

To submit this form via fax or mail, please complete all required fields below and fax to 1-800-730-8231 or mail to the Bosentan REMS
Program, P.O. Box 29080, Phoenix, AZ 85038.

If you have questions, require additional information, or need additional copies of Bosentan REMS Program documents, please visit the
program website at www.BosentanREMSProgram.com, or call the Bosentan REMS Program at 1-866-359-2612.

Patient Agreement and Signature

To become enrolled in the Bosentan REMS Program, a patient and/or parent/legal guardian is indicating that he/she has:

1. Received and has read the Bosentan REMS Program Guide for Patients
2. Received counseling from the healthcare professional regarding:
a. therisk of liver damage, the signs and symptoms of liver damage and, as appropriate, the risk of serious birth defects, and the
need to use reliable contraception
b. the need to complete liver function testing and, as appropriate, pregnancy testing, as outlined in the Bosentan REMS Program
Guide for Patients
c. the Bosentan REMS Program contacting you prior to each dispense of bosentan to confirm that liver function tests and, as
appropriate, pregnancy test were completed and provide counseling
Completed and signed this Bosentan REMS Program Patient Enrollment Form with the healthcare professional

Patlent Information (All fields required unless otherwise indicated)

First Name: Ml (opt): Last Name: Gender:
Date of Birth (MM/DD/YYYY): Email Address (opt):

Primary Phone #: Alternate Phone # (opt):

Address: City:

State: Zip:

Legal Guardian (opt): Relationship (opt):

By signing below, you attest that you understand the requirements of the Bosentan REMS Program as indicated on this form and in the
Bosentan REMS Program Guide for Patients, and you will follow the requirements of the Bosentan REMS Program.

Patient/Parent/Legal Guardian Signature: Date:

Patient Reproductive Classification and Acknowledgement of Counseling (To be completed by the prescriber)

For this patient, have you reviewed their current liver function tests? (1 Yes (J No

If your patient is FEMALE, select the correct female patient category (please see definitions of these terms in the Bosentan REMS
Program Prescriber Guide):

(J Female of Reproductive Potential (J Female of Non-Reproductive Potential

If this patient is a female of reproductive potential, has a Please specify:
negative pregnancy test been completed prior to prescribing  [J Pre-pubertal Female [J Post-menopausal Female
bosentan?

J Female with other medical reasons for permanent, irreversible
OYes O No

infertility

For this patient, have you provided counseling on the risks associated with bosentan treatment and the Bosentan REMS Program
requirements? (JYes (JNo

Prescriber Information (All fields required unless otherwise indicated)

First Name: Ml (opt): Last Name:
NPI# or DEA#:

Address: City:

State: Zip:
Phone: Ext (opt): Fax:

Prescriber Signature
By signing below, you attest that the patient indicated on this form meets the reproductive potential classification as defined in the
Bosentan REMS Program Prescriber Guide, and that you agree to follow the requirements of the Bosentan REMS Program.

Prescriber Signature: Date:
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Bogemtam Change in Reproductive Potential
RewsProgen  Status and Pre-pubertal Annual TN 1555-3%9-25°2

Verification Form

NOTE: THIS FORM SHOULD NOT BE USED TOGETHER WITH THE BOSENTAN REMS PROGRAM PATIENT ENROLLMENT FORM. USE IT ONLY TO
REPORT A CHANGE IN REPRODUCTIVE POTENTIAL STATUS OR FOR PRE-PUBERTAL ANNUAL VERIFICATION.

Fax this form to the Bosentan REMS Program at 1-800-730-8231.

For immediate reporting of changes to a patient’s reproductive status, or to provide annual verification that a patient remains pre-pubertal,

please go to www.BosentanREMSProgram.com.

The patient's prescriber must use this form to:

1. Report a change or misclassification in reproductive potential status of any female patient within 10 business days of becoming aware of the
change

2. Complete the annual verification of the reproductive potential status for patients age 8 years and older

If you have questions, require additional information, or need additional copies of Bosentan REMS Program documents, please visit the program
website at www.BosentanREMSProgram.com, or call the Bosentan REMS Program at 1-866-359-2612.

Patient Information (All fields required unless otherwise indicated)

First Name: Ml (opt): Last Name: Phone:
Date of Birth (MM/DD/YYYY): Email Address (opt):
Address: City:

State: Zip:

First Name: Ml (opt): Last Name:

NPI# or DEA#:

Phone: Fax: Email Address:

Definitions of Reproductive Potential Status

Females of Reproductive Potential

e Females of reproductive potential include girls who have entered puberty and all females who have a uterus and have not passed through
menopause (as defined below)

e For the purposes of this REMS, puberty includes those girls who are at least Tanner Stage 3 and have not yet had a menses (premenarchal)

Females of Non-Reproductive Potential

e Pre-pubertal females: Females who are at Tanner Stages 1 and 2 are not considered to be of reproductive potential

e Post-menopausal females: Females who have passed through menopause. Menopause is defined as 12 months of spontaneous amenorrhea
(not amenorrhea induced by a medical condition or medical therapy) or post-surgical from bilateral oophorectomy

e Females with other medical reasons for permanent, irreversible infertility

Select (by checking the appropriate box) the most appropriate reason for submitting this form

Patient has had a change in reproductive status Annual verification of pre-pubertal status
Based on definitions of reproductive potential status, patient is (J Patient remains a pre-pubertal female age 8 years or older
(choose one):

Prescriber Signature
(J Female of reproductive potential £

O Female of non-reproductive potential — Patient is pre-pubertal By signing below, | attest that the patient’s reproductive status as

0 Female of non-reproductive potential — Patient is post-menopausal noted above is accurate, and that | will comply with the REMS

O Female of non-reproductive potential — Other medical reasons for requirements for my patient’s reproductive potential status as
permanent, irreversible infertility defined in the Definitions section above, and the Bosentan REMS

. e Program Prescriber Guide
Reason for change in classification (choose one): g

(J Physiological transition
(J Medical/surgical (please specify): Prescriber
J Other (please specify): Signature Date
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REMS Program

Fact Sheet Phone: 1-866-359-2612
Fax: 1-800-730-8231

BACKGROUND

The single shared Bosentan REMS Program was approved by the Food and Drug Administration (FDA) for all bosentan products. In the Bosentan

REMS Program:

Patients must be enrolled in the Bosentan REMS Program. Prescribers must complete the Bosentan REMS Program Patient Enrollment Form for

each patient.

Prescribers must be certified in the Bosentan REMS Program.

Pharmacies must be certified in the Bosentan REMS Program.

Prescriptions require a Pre-dispense Authorization (PDA) from the Bosentan REMS Program before a certified outpatient pharmacy can dispense
bosentan. A PDA is verification sent to outpatient and chain pharmacies by the Bosentan REMS Program, authorizing the pharmacy to dispense

bosentan to an eligible patient.

STAKEHOLDER BOSENTAN REMS PROGRAM REQUIREMENTS

e Designate an authorized representative to oversee the implementation of and compliance with the
Bosentan REMS Program
o To become certified, the authorized representative must:

L,

OUTPATIENT 6.
PHARMACIES'

11.
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Complete and sign the Bosentan REMS Program Outpatient Pharmacy Enrollment Form on behalf of the
pharmacy, and submit the form to the Bosentan REMS Program

Review the Bosentan REMS Program Pharmacy Guide

Ensure all relevant staff involved in the dispensing of bosentan are trained on the Bosentan REMS
Program requirements as described in the Bosentan REMS Program Pharmacy Guide and maintain a
record of the training

Recertify in the Bosentan REMS Program if the pharmacy designates a new authorized representative
Report all adverse events including those suggestive of hepatotoxicity to the Bosentan REMS Program
Report any pregnancy and all available information during treatment with bosentan to the Bosentan
REMS Program

Maintain documentation that all processes and procedures are in place and are being followed for the
Bosentan REMS Program and provide upon request to the Bosentan Sponsors or a third party acting on
behalf of the Bosentan Sponsors

Comply with audits by the Bosentan Sponsors or a third party acting on behalf of the Bosentan Sponsors
to ensure that all processes and procedures are in place and are being followed for the Bosentan REMS
Program

Put processes and procedures in place to ensure the following requirements are completed prior to
dispensing bosentan:

O Obtain a pre-dispense authorization

Outpatient pharmacies that support electronic telecommunication verification with the Bosentan REMS
Program system must:

O  Ensure the pharmacy enables its pharmacy management system to support communication
with the Bosentan REMS Program system, using established telecommunication standards, and
runs the standardized validation test transactions to validate the system enhancements

0 Dispense bosentan to patients only after obtaining a pre-dispense authorization by processing
the prescription, including cash claims, through their pharmacy management system to
electronically:

= Verify the prescriber is certified and the patient is enrolled

=  Verify the patient has completed the liver function tests and each female of
reproductive potential has completed the pregnancy test or the prescriber has
authorized a refill for patients if testing could not be confirmed

= Verify if patient has been counseled on the risk of hepatotoxicity and each female of
reproductive potential has been counseled on the risk of embryo-fetal toxicity and
the need to use reliable contraception

0 If counseling was not completed, call the Bosentan REMS Program Contact Center to complete
the counseling requirement before dispensing bosentan

0 Dispense up to a 30-day supply of bosentan

0  Provide the Medication Guide to the patient every time bosentan is dispensed

0 Not transfer bosentan to any pharmacy, practitioner, or any healthcare setting not certified in
the Bosentan REMS Program

Outpatient pharmacies that do NOT support electronic telecommunication verification with the
Bosentan REMS Program system must:

0 Dispense bosentan to patients only after obtaining a pre-dispense authorization by calling the

Bosentan REMS Program Contact Center or accessing the Bosentan REMS Program Website

1
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Fact Sheet Phone: 1-866-359-2612
Fax: 1-800-730-8231

to:
e  Verify the prescriber is certified and the patient is enrolled
e  Verify the patient has completed the liver function tests and each female of
reproductive potential has completed the pregnancy test or the prescriber has
authorized a refill for patients if testing could not be confirmed
e  Verify if patient has been counseled on the risk of hepatotoxicity and each female of
reproductive potential has been counseled on the risk of embryo-fetal toxicity and
the need to use reliable contraception
0 If counseling was not completed, call the Bosentan REMS Program Contact Center to complete
the counseling requirement before dispensing bosentan
0 Dispense up to a 30-day supply of bosentan
0  Provide the patient the Medication Guide every time bosentan is dispensed
0 Not transfer bosentan to any pharmacy, practitioner, or any healthcare setting not certified in
the Bosentan REMS Program

CHAIN PHARMACIES"

o Designate an authorized representative to oversee the implementation of and compliance with the
Bosentan REMS Program
e To become certified the authorized representative must:

1.

Complete and sign the Bosentan REMS Program Chain Pharmacy Headquarters Enrollment Form on
behalf of the pharmacy, and submit the form to the Bosentan REMS Program

Comply with requirements #2 through #10 in the Outpatient Pharmacies section above

Once the Bosentan REMS Program Chain Pharmacy Headquarters Enrollment Form has been
processed, the authorized representative will receive instructions on submitting test transactions to the
Bosentan REMS Program to ensure that the pharmacy management system has been successfully
configured/updated to communicate with the Bosentan REMS Program

After successful completion of the test transactions, the authorized representative will receive a
pharmacy certification confirmation. Upon receipt, the chain pharmacy headquarters is certified and
dispensing locations are now eligible to complete their training

Once each dispensing location is trained, the authorized representative must report confirmation of
training to the Bosentan REMS Program online through www.BosentanREMSProgram.com, or by calling
the Bosentan REMS Program Contact Center at 1-866-359-2612 to obtain instructions on providing a list
of trained pharmacy locations. Once the Bosentan REMS Program confirms the required dispensing
information, the dispensing location will be authorized to purchase, receive, and dispense bosentan

INPATIENT PHARMACIES™
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e Designate an authorized representative to oversee the implementation of and compliance with the
Bosentan REMS Program
e To become certified the authorized representative must:

1.

o

N

10.

11.

Complete and sign the Bosentan REMS Program Inpatient Pharmacy Enrollment Form on behalf of the
pharmacy, and submit the form to the Bosentan REMS Program
Review the Bosentan REMS Program Pharmacy Guide
Ensure that all pharmacy staff involved in the dispensing of bosentan are trained on the Bosentan REMS
Program requirements as described in the Bosentan REMS Program Pharmacy Guide and maintain a
record of the training
Recertify in the Bosentan REMS Program if the pharmacy designates a new authorized representative
Report all adverse events including those suggestive of hepatotoxicity to the Bosentan REMS Program
Report any pregnancy and all available information during treatment with bosentan to the Bosentan
REMS Program
Maintain documentation that all processes and procedures are in place and are being followed for the
Bosentan REMS Program and provide upon request to the Bosentan Sponsors or a third party acting on
behalf of the Bosentan Sponsors
Comply with audits by the Bosentan Sponsors or a third party acting on behalf of the Bosentan Sponsors
to ensure that all processes and procedures are in place and are being followed for the Bosentan REMS
Program
Put processes and procedures in place to ensure the following requirements are completed prior to
dispensing bosentan:

0 Verify the patient is under the supervision and care of a prescriber who is certified

0 Verify the patient is enrolled or will be enrolled prior to discharge

0 Dispense no more than a 15-day supply of bosentan upon discharge
Verify the requirements by the following mechanisms, including but not limited to calling the Bosentan
REMS Program Contact Center, accessing the Bosentan REMS Program Website, or by accessing the
patient’s medical records
Not transfer bosentan to any pharmacy, practitioner, or any healthcare setting not certified in the
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REMS Program Fax: 1-800-730-8231

Bosentan REMS Program

o0 become certified to prescribe bosentan, each prescriber must:
. Review the Prescribing Information for bosentan
. Review the Bosentan REMS Program Prescriber Guide
. Enrollin the Bosentan REMS Program by completing the Bosentan REMS Program Prescriber Enrollment
Form and submitting it to the Bosentan REMS Program
4. Enroll each patient in the Bosentan REMS Program by performing the following:

0 Counsel the patient about the risk of hepatotoxicity associated with bosentan, the signs and
symptoms of hepatotoxicity, and program requirements including the need to complete liver
function testing and, as appropriate, pregnancy testing by reviewing and providing the Bosentan
REMS Program Guide for Patients

0 Determine the reproductive potential status of each female patient as defined in the Bosentan
REMS Program Prescriber Guide

0 For pre-pubertal females, counsel the patient and/or parent/legal guardian about (i) the risk of
embryo-fetal toxicity, (ii) the need to immediately contact the prescriber if the patient begins to
menstruate

0 For females of reproductive potential, counsel the patient about (i) the risk of embryo-fetal
toxicity, (i) the need to use reliable contraception as defined in the Bosentan REMS Program
Prescriber Guide during treatment and for one month following treatment discontinuation, (iii)
the need to immediately contact her prescriber if she misses a menstrual period or suspects she
is pregnant, and (iv) her medical options in the event of unprotected sexual intercourse or

PRESCRIBERS known or suspected contraception failure
0 Complete the Bosentan REMS Program Patient Enrollment Form for each patient and provide a
completed copy to the patient. Submit the completed form to the Bosentan REMS Program

5. Report all adverse events including those suggestive of hepatotoxicity to the Bosentan REMS Program

6. Report any pregnancy and all available information during treatment with bosentan to the Bosentan
REMS Program

7. Perform the following on an ongoing basis for each female patient: Report a change or misclassification
in the reproductive status of any female patient by completing the Bosentan REMS Program Change in
Reproductive Potential Status and Pre-pubertal Annual Verification Form within 10 business days of
becoming aware of the change

8. Perform the following requirements on an ongoing basis for each patient:

0  Order and review liver function test results before bosentan treatment initiation and monthly
during treatment

0  Counsel patients who fail to comply with program requirements

9. Perform the following monitoring on an ongoing basis for each pre-pubertal female: Evaluate patients
age 8 years and older at least annually for any change in reproductive status and complete the Bosentan
REMS Program Change in Reproductive Potential Status and Pre-pubertal Annual Verification Form
verifying their reproductive potential status
10. Perform the following monitoring on an ongoing basis for each female patient of reproductive potential:
Order and review pregnancy test results before bosentan treatment initiation, monthly during
treatment, and for one month following treatment discontinuation

e T
1
2
3

e Each patient and/or parent/legal guardian must complete and sign the Bosentan REMS Program Patient
Enrollment Form with the prescriber to indicate that he/she has:
1. Received and has read the Bosentan REMS Program Guide for Patients
2. Received counseling from the prescriber regarding:
PATIENTS/PARENTS/LEGAL (o} the. risk o.f liver damage, the signs and sympt?ms of liver dam.age and, as appropriate, the risk of
serious birth defects, and the need to use reliable contraception
GUARDIANS 0 the need to complete liver function testing and, as appropriate, pregnancy testing, as outlined in
the Bosentan REMS Program Guide for Patients
0 contact by the Bosentan REMS Program prior to each dispense of bosentan to obtain
confirmation that liver function tests and, as appropriate, pregnancy test were completed and
provide counseling
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BOSENTAN REMS PROGRAM PDA SCENARIOS FOR PHARMACIES PDA ISSUED*

Pharmacy is certified, prescriber is certified, patient is enrolled, patient has completed the required test(s), and current
appropriate counseling is confirmed

Patient liver function test is not on file, but later confirmed to have taken place

If patient does not have a current completed liver function test confirmed with the Bosentan REMS Program, a PDA will
not be issued. The pharmacy can contact the Bosentan REMS Program to notify the patient or patient’s prescriber that a
liver function test is required. The Bosentan REMS Program Contact Center will update completion of testing for the
patient.

Pregnancy test for a female of reproductive potential is not on file, but later confirmed to have taken place

If patient does not have a current completed pregnancy test confirmed with the Bosentan REMS Program, a PDA will not
be issued. The pharmacy can contact the Bosentan REMS Program to notify the patient or patient’s prescriber that a
pregnancy test is required. The Bosentan REMS Program Contact Center will update completion of testing for the patient.

Confirmation of counseling is not on file

If all safe use conditions are met but the patient does not have current appropriate counseling confirmed with the
Bosentan REMS Program, a PDA will be issued by the Bosentan REMS Program, with a message instructing the pharmacist
or patient to call the Bosentan REMS Program Contact Center to complete the counseling requirement.

Pharmacy is not certified
If a pharmacy is not certified in the Bosentan REMS Program, a PDA will not be issued.

Prescriber is not certified
If a prescriber is not certified in the Bosentan REMS Program, a PDA will not be issued.

Patient is not enrolled
If a patient is not enrolled in the Bosentan REMS Program, a PDA will not be issued.

Patient liver function test is not confirmed
If a patient does not have a current completed liver function test confirmed with the Bosentan REMS Program, a PDA will
not be issued.

Pregnancy test for females of reproductive potential is not confirmed
If a female of reproductive potential does not have a current pregnancy test confirmed with the Bosentan REMS Program,
a PDA will not be issued.

XXX N | N | N (S

*A green checkmark indicates approval to dispense bosentan to the patient. A red ‘X” indicates safe use conditions have not been met and
bosentan should not be dispensed to the patient.

i For the purposes of this REMS, outpatient pharmacies include but are not limited to retail, specialty, mail order, and closed system pharmacies.

it For the purposes of this REMS, chain pharmacies are retail pharmacies with multiple locations that dispense bosentan for outpatient use and have
a pharmacy headquarters that coordinates pharmacy enrollment in the Bosentan REMS Program.

i For the purposes of this REMS, inpatient pharmacies include but are not limited to pharmacies in hospitals, hospices, long-term care facilities, and
prisons.
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Bosentan Testing and Patient Phone: 1-866-359-2612

Instructions for Prescribers

This optional form may be used to confirm the completion of both liver function and pregnancy tests on a single form. Completion of required
tests and patient counseling must be confirmed with the Bosentan REMS Program for bosentan to be dispensed to your patient.

e  This form may be completed online at www.BosentanREMSProgram.com or by calling the Bosentan REMS Program Contact Center at
1-866-359-2612

e Your patient will not receive a call from the Bosentan REMS Program during a given month if you have already confirmed completion of tests
and counseling for that month

e If this form is not submitted, your patient will receive a call from the Bosentan REMS Program each month during treatment to confirm
completion of required tests and counseling on the risks associated with treatment with bosentan

To submit this form via fax, please complete all required fields below and fax to 1-800-730-8231. You will receive a confirmation via the contact
preference you identified when you completed the Bosentan REMS Program Prescriber Enrollment Form.

Use this form to:
1. Report that a patient has been counseled on the risk of hepatotoxicity
2. Report pretreatment and monthly liver function test completion for a patient in the Bosentan REMS Program

3. Report that a female of reproductive potential (as defined in the Bosentan REMS Program Prescriber Guide) has been counseled on the risk of
embryo-fetal toxicity and the need to use reliable contraception

4. Report pretreatment and monthly pregnancy test completion for a female of reproductive potential in the Bosentan REMS Program

If you have questions, require additional information, or need additional copies of Bosentan REMS Program documents, please visit the program
website at www.BosentanREMSProgram.com, or call the Bosentan REMS Program at 1-866-359-2612.

Prescriber Information (All fields required)

First Name: Last Name: NPI# or DEA#:

Phone: Fax: Email Address:

Patient Information (All fields required)

First Name: Last Name:

Date of Birth (MM/DD/YYYY): Zip Code: Gender: O Male [ Female

Is this patient a Female of Reproductive Potential?

(as defined in the Bosentan REMS Program Prescriber Guide) OYes O No

Confirm Liver Function Test Completed Confirm Pregnancy Test Completed
Complete this section to confirm the completion of a liver Complete this section to confirm the completion of a pregnancy
function test for all patients: test only for a patient who is a female of reproductive potential:
O  Montbhly liver function test has been completed 0  Monthly pregnancy test has been completed
By checking the above box, you attest that a liver function test has By checking the above box, you attest that a pregnancy test has
been completed for the patient indicated on this form been completed for the patient indicated on this form
Date of Test (MM/DD/YYYY) Date of Test (MM/DD/YYYY)

Acknowledgement of Patient Counseling

0 Patient has been counseled this month on the risks associated with bosentan treatment and the Bosentan REMS Program
requirements

By checking the above box, you attest that this patient has been counseled this month on the risks of hepatotoxicity and embryo-fetal toxicity,

as appropriate for the reproductive potential status as defined in the Bosentan REMS Program Prescriber Guide.

Prescriber Signature

By signing below, you signify that the appropriate test(s) and/or counseling indicated above have been completed for this patient.

Signature: Date:
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1. Public Pages

1.1 Coming Soon Page

REMS Program

COMING SOON!

Beginning MM/DD/YYYY bosentan is only available through the Bosentan REMS Program,
and includes all brand and generic bosentan products. As of MM/DD/YYYY prescribers can
verify whether their patient's pharmacy is authorized to dispense bosentan by visiting the
Bosentan REMS Program Website. Until MM/DD/YYYY patients will continue to have access
to Tracleer through the Tracleer REMS Program and certified specialty pharmacies.

Prescribers that are certified in the Tracleer REMS Program will be automatically certified
in the Bosentan REMS Program. Patients that are enrolled in the Tracleer REMS Program
will be automatically enrolled in the Bosentan REMS Program. No further action is required
for patients that are enrolled in the Tracleer REMS Program. Specialty pharmacies that
are certified in the Tracleer REMS Program must complete certification in the
Bosentan REMS Program.

Phone Number
1-866-359-2612

Fax Number
1-800-730-8231

Mailing Address
Bosentan REMS Program
PO BOX 29080

Phoenix, AZ 85038
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1.2 Home Page

Prescribers Pharmacies Patients Phamacy Lookup FAQs

ARENMS & 3 sUategy 10 Manage kiown of potenteal sencus rsks JSSoctilbd Wil 3 Brug produsct and i requined by 1he Food and Diug ASminssration
{FDA) 1o ensire the benefits of a drug outweigh its risks, The Bosentan REMS Program s a single shared REMS program for brand and generic
approved bosentan medications for ihe eatment of pulmanary anefial ypertension (PAH). Due 1o the ks of hepaloloxicity and embrye-fetal
toxkcity, bosentan is only avaltable through the Bosentan REMS Frogram,

Bosentan REMS Program Overview

- All healthcare providers must certify in the Bosentan REMS Program and comply with the Bosentan REMS Program requiternents in cder to
prescribe a bosentan product

Al patients must be enralled i the Basentan REMS Program. Enroded patients must camply with the Basentan REMS Program requirements in
order 1o receive bosentan

Patients must agres 1o complete Iver function tass, and fests as for the patient's patential
PriOr b fecening bosentan
- All pabents must agree Lo be counsehed on the Bosentan REMS Program and the resks of realment with bosentan
- All patients must agree to be contactid about completing requied manthiy lesting and counseling
- For all patients

- Prescribers miust counsel all patients on the risk of hepalotaxicity associated with besentan, the signs and symploms of hepatalaxicity, #nd
program fequinements INCILGING the need 1o compiete Iiver Tunction testing and. as approprate, pregnancy testing by reviewing the Bosentan
REMS Program Guide for Patients o each palien]
Prescribers must complets the Bosentan REMS Program Patient Enroliment Form with every bosaman patient and submit the form 1o the
Bosentan REMS Program prior 1o intiating treatment

- Counsel patients who fail to comply with program requirements

- PrEsorbers must order and review e funclion st resuls before bosentan treatment infiation

« Prescribers must order and review monthly liver function test results

Prescribers must repart al adverse events ncluting thase suggestive of hepalataxicity to the Bosentan REMS Program

- Forall famale patients
Prescribers must detemmine the reproductive potential status of every female before Infiating bosentan treatment
Prescribers must report a change or misclassification n reproductive potential s1atus by ga REMS Prog) ge in
Reproductive Potential Status and Pre-pubertal Annual Verification Form to the Bosentan REMS Program within 10 business days of
becoming aware of the change

- Prestribers must repart any pregnanty and a8 avalable INormation GUANG treatment with bosentan 1o e Bosentan REMS Program
For temales of reproductive potentiat

- Prescribars must counsel patients abeut e ek of eminyo-fetal loxicity and the need 1 use reliabie contraceplion prier (o infiating ireatment
during basentan treatment. and far one Mantn AMer ending reatmant

Prescribers must counsel the patient to Immeaiately contact her neakhcare provider if she misses 3 menstrual period o SUspects pregnancy

Prescribers must order and review pregnancy tesss prior to initiation of bosentan treatment. monthly during treatmens, and for one month
after ending treatment

For pre-pubertal fermale patients
Prescribers must counsal the patient and/or 3 parentiegal Quarasan about the rsk of embryo-fetal

- Prescribers must counsel e patent andiar a W contact fer heakn proviaer i she Degns 1o
menstruate

fenieny

Frescribers must evaluate patients age & years and okder at least annually for any change in reproductive status and submit 3 Bosentan
REMS Program Change in Reproductive Potential Status and Pre-pubertal Annual Verification Form (o the Bosentan REMS Frogram
within 10 business days of tacoming aware of the (hange
» Preacnibers may repoe thal the appropriate montnly tests and counsedng, comprising iver functicn 1ests. (for all patients), pragnancy tests for
females of reproductive polential, and manthly counseing have been compiated by feperting it to the Bosantan REMS Program, This infoemation
£an be reporied by one of the foliowing methogs:
- Bubmitling a Bosentan REMS Program Testing and Patient Counseling Reparting Form by fax 1o the Besentan REMS Program al
1-800-730-8231
- Compieting M Bosentan REMS Program Testing and Patient Form online al www. com
- Calling e Bosentan REMS Program al 1-865-359-2612
Nole: Use of the Bosentan REMS Program Testing and Patient Counseling Reporting Form i volutary
Prescribers must closely monitos lransaminase levels and adjust monfionng and treatment with bosentan if ncreases are reported
Prescribers must diszontinue bosentan o ver elevations are
in bilirudin =2 x ULN

by clinical symptams of Repatoicaic Ry of Increases

Only Inpasknt, oulpalent, and cham pharmackes cerfied m e Bosentan REMS Frogram can dispense bosentan

eriats fof Patis

FESCADES Materal

-" Bosentan REMS Program Frescrber _.. Bosentan REMS Program Ouipaient - Boserdan HEMS Frogram Guste for Patents
Enrollment Form Phaimacy Envoliment Form
U Bessnran REMS Program Prescriber Gai "L Doseman REMS Program Chain Pharmacy
"L Dosentan REMS Program Patient Enrodiment - FGTARIIIATS Envoliansal Form
. Fom 2 i fleala ¥
% Bosentan REMS Program Change i i, A Pari
Hupvouctrve Potentil $taius and Pre-pudertal d Boserran REWS Program Farmacy Gukdy
Anvwial Varification Form U Bosensan REMS Program Fact Sheet
L Aosenan REMS Program Tesning and Patiens
Counselng Reporting Fm

" Dosentan REMS Program Fact Steer
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1.3 Prescriber Landing Page

Prescribing Info

Sosentan I TR

REMS Program

Forgot Usem

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

Prescriber Certification

Prescriber’'s Role in the Bosentan REMS Program:

¥ Expand all

1. READ

READ the Prescribing Information for bosentan and Medication Guide for the prescribed product and the Bosentan REMS Program Prescriber Guide
to understand the risks of bosentan and to learn about the Bosentan REMS Program

You must understand the risks of bosentan and become familiar with the Bosentan REMS Program

2. COMPLETE

COMPLETE a Bosentan REMS Program Prescriber Enrollment Form

By signing the form, you attest to understanding the risks of bosentan and agree to comply with the requirements of the Bosentan REMS Program
You can complete the Bosentan REMS Program Frescriber Enroliment Form oniine or download the form from the Bosentan REMS Program
Website here, and fax the form to the Bosentan REMS Program at 1-800-730-8231

3. DETERMINE

DETERMINE the reproductive potential for female patients

You should identify female patients (captured on the Bosentan REMS Program Patient Enrollment Form) as one of the following categories
— Females of reproductive potential
— Females of non-reproductive potential (choose one of the options below)
« Pre-pubertal female of non-reproductive potential
- Post-menopausal female of non-reproductive potential
- Female with other medical reasons for permanent, irreversible infertility
Expanded definitions are provided in the Bosentan REMS Program Prescriber Guide

4_EDUCATE & COUNSEL

EDUCATE & COUNSEL all patients about the risks of bosentan

For all patients, you must:

Counsel all patients on the risk of hepatofoxicity associated with bosentan, the signs and symptoms of hepatotoxicity, and program requirements
including the need to complete liver function testing and, as appropriate, pregnancy testing by reviewing and providing the patient the Medication
Guide, and Bosentan REMS Program Guide for Patients

Complete the Bosentan REMS Program Patient Enrollment Form with every new bosentan patient and submit the form to the Bosentan REMS
Program prior to initiating treatment

— Educate patients about the Bosentan REMS Program

— Order and review pretreatment liver function tests

Order and review monthly liver function tests

Nofify the Bosentan REMS Program of all adverse events including those suggestive of hepatotoxicity

- Notify the Bosentan REMS Program of any pregnancy and all available information during treatment with bosentan

For females of reproductive potential, you must:

— Counsel patients about the risk of embryo-fetal toxicity, the need to complete monthly pregnancy tests, and the need to use reliable contraception
prier to initiating treatment, during bosentan treatment and for one month after ending treatment

— Counsel the patient to immediately contact her healthcare provider if she misses a menstrual period or suspects pregnancy

— Order and review pregnancy tests prior to initiation of bosentan treatment, monthly during treatment, and for one month after ending treatment

For pre-pubertal females, you must:

- Counsel the patient and/or a parent/legal guardian about the risk of embryo-fetal toxicity and the need to use reliable contraception

— Counsel the patient and/or a parent/legal guardian to immediately contact her healthcare provider if she begins to menstruate

— Evaluate pafients age 8 years and older at least annually for any change in reproductive status and submit a Bosentan REMS Program Change
in Reproductive Potential Status and Fre-pubertal Annual Verification Form to the Bosentan REMS Program within 10 business days of
becoming aware of the change

Bosentan_Website_Screen_Captures Version 6.0
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5 ENROLL

ENROLL all patients in the Bosentan REMS Program by ensuring patients complete the Bosentan REMS Program Patient Enroliment Form
- Confirm the patient has agreed to comply with program requirements and has signed the form where indicated

+ Fax the completed form to the Bosentan REMS Program at 1-800-730-8231, or complete the form here
« Keep the original form with the patient's records

6. TEST

TEST each patient's liver function and pregnancy status of females of reproductive potential

- Order and review liver function tests for all patients:
— Prior to initiating treatment
— Monthly during treatment
- Order and review pregnancy tests for females of reproductive potential:
— Prior to initiating treatment
— Monthly during treatment
— One month after ending bosentan treatment

7. REVIEW

REVIEW all required test results and monitor patients throughout treatment

For all patients

— Order and review liver function tests each month during treatment with bosentan

— You may, though you are not required to, confirm the completion of liver function tests and counseling each month by one of the following methods:
+ Submitting a Bosentan REMS Program Testing and Patient Counseling Reporting Form by fax to the Bosentan REMS Program at

1-800-730-8231

+ Completing the Bosentan REMS Program Testing and Patient Gounseling Reporting Form here
= Calling the Bosentan REMS Program at 1-866-359-2612

— For changes in aminotransferase levels, adjust the monitoring and treatment with bosentan

— Discontinue bosentan if aminotransferase elevations are accompanied by signs or symptoms of liver dysfunction or injury or increases in bilirubin
22 x ULN

For all females of reproductive potential

— Order and review pregnancy tests monthly during treatment with bosentan and for one month after ending treatment

— You may, though you are not required to, confirm the completion of pregnancy tests and counseling each month by one of the following methods:
+ Submitting a Bosentan REMS Program Testing and Patient Counseling Reporting Form by fax to the Bosentan REMS Program at

1-800-730-8231

+ Completing the Bosentan REMS Program Testing and Patient Counseling Reporting Form online here
+ Calling the Bosentan REMS Program at 1-866-353-2612

— Report any pregnancy and all available information during treatment with bosentan to the Bosentan REMS Program

— Monitor patient's reproductive status during treatment with bosentan and report any change or misclassification in reproductive potential status by
submitting a Bosentan REMS Program Change in Reproductive Potential Status and P
REMS Program within 10 business days of becoming aware of the change

-p tal Annual Verification Form to the Bosentan

For females of non-reproductive potential:

— Monitor patient's reproductive status during treatment with bosentan and report any change or misclassification in reproductive potential status by
submitting a Bosentan REMS Program Change in Reproductive Potential Status and Pre-pubertal Annual Verification Form to the Bosentan
REMS Program within 10 business days of becoming aware of the change

— For each patient who is 8 years of age or older, verify annually and report the reproductive status by completing and submitting
the Bosentan REMS Program Change in Reproductive Potential Status and Pre-p tal Annual Verification Form

8. NOTIFY

NOTIFY the Bosentan REMS Program of all adverse events including those suggestive of hepatotoxicity

9. REPORT

REPORT any pregnancy and all available informaticn during treatment with bosentan to the Bosentan REMS Program

Start Prescriber Ce

Materials for Prescribers

'". Basentan REMS Program Prescriber Enroliment Form

. Basentan REMS Program Prescriber Guide

. Basentan REMS Program Patient Enrollment Form

= Basentan REMS Program Change in Reproductive Potential Status and Pre-pubertal Annual Verification Form
= Basentan REMS Program Testing and Patient Counseling Reporting Form

= Basentan REMS Program Fact Sheet

Blphh

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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1.4 Pharmacy Landing Page

Bosentan

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

Bosentan REMS Program Pharmacy Types and Definitions

All outpatient, chain, and inpatient pharmacies must certify in the Bosentan REMS Program to purchase and dispense bosentan.

Pharmacy staff must enroll in the Bosentan REMS Program to obtain a Pre-dispense Authorization (PDA) or to perform an inpatient REMS reguirements
check from the REMS website. For more information on the pharmacy staff enrcliment process, please go to Pharmacy Staff Enroliment.

Pharmacies participating in the Bosentan REMS Program must determine their pharmacy type based on the definitions below:

Pharmacy Type Definition

For the purposes of this REMS outpatient pharmacies include but are not limited to retail, specialty, mail order,

Outpatient Pharmacy
- and closed system pharmacies.

For the purpases of this REMS chain pharmacies are retail pharmacies with multiple locations that dispense

ain Pharmacy bosentan for outpatient use and have a pharmacy headqguarters that coordinates pharmacy enroliment in the
Bosentan REMS Program.
Inpatient Pharmacy For the purposes of this REMS inpatient pharmacies include but are not limited to pharmacies in hospitals,

hospices, long-term care faciliies, and prisons.

To become certified, pharmacies must designate an authorized representative to complete enrollment. An authorized representative for a pharmacy may be,
but is not limited to:

= Pharmacy Manager

- Staff Pharmacist

- Director of Pharmacy Services

- Corporate Executive overseeing Pharmacy Services

In general, an authorized representative for a pharmacy:
- Coordinates the activities required for the pharmacy and/or pharmacy staff in the Bosentan REMS Program
- Establishes and implements processes and procedures o ensure compliance with the safe use conditions of the Bosentan REMS Program

- Maintains decumentation that all processes and procedures are in place and are being followed for the Bosentan REMS Program and provide upon
request to the Bosentan Sponsors, or a third party acting on behalf of the Bosentan Sponsors

- Complies with audits by the Bosentan Sponsors, or a third party acting on behalf of the Bosentan Sponsors to ensure that all processes and
procedures are in place and are being followed for the Bosentan REMS Program

Note: Pharmacies must recertify in the Bosentan REMS Program if the pharmacy designates a new authorized representative.

Select your pharmacy type below for more information.

OUTPATIENT PHARMACY CHAIN PHARMACY INPATIENT PHARMACY
Start Pharmacy Certification

Materials for Pharmacies

Bosentan REMS Program Outpatient Pharmacy Enroliment Form
Bosentan REMS Program Chain Pharmacy Headquarters Enroliment Form
Bosentan REMS Program Inpatient Pharmacy Enrollment Form

Bosentan REMS Program Pharmacy Guide

Bosentan REMS Program Fact Sheet

¥ a|.‘| ll‘il £

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Note: This page is available by selecting the ‘Pharmacies’ tab at the top of the screen and
then selecting ‘Pharmacy Certification’ from the dropdown menu selection provided.
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1.4.1 Pharmacy Landing Page: Outpatient Pharmacy

REMS Program

Prescribers Pharmacies Patienis Pharmacy Lookup FAQs

Bosentan REMS Program Pharmacy Types and Definitions
All outpatient, chain, and inpatient pharmacies must certity in the Bosentan REMS Program to purchase and dispense bosentan

Pharmacy staff must enroll in the Bosentan REMS Program to abiain a Pre-dispense Authorization (PDA) of to perform an inpatient REMS requirements
check from the REMS website. For more information on the pharmacy staff enroliment process, please go 1o Prarmacy Staft Enrolime

Phamacies participating in the Bosentan REMS Program must determine their phamacy type based on the definitions below

Pharmacy nitic

= . For ihe purposes of this REMS oulpatient pharmacies include but are not limiled 1o retail, specialty,
Dutpatient Pharmacy
mail order, and closed system pharmacies.

For the purposes of this REMS chain pharmacies are refall pharmacies with multiple locations that
dispense bosentan for oulpatient use and have a pharmal
enroliment in the Bosentan REMS Program.

neanquarters that coordinates pharmacy

For the purposes of this REMS Inpatient pharmacies include but are not limited to pharmacies in
hospitais. hospices, long-temm care faciiities, and prisons.

To become certified, pharmacies must designate an authorized representative to complete enroliment. An authorized representative for a phammacy may
be, but is not limited to

« Phamacy Manager

+ Staff Pharmacist

= Direttor of Phammacy Services

« Corporate Executive oversesing Pharmacy Senices

In general, an authorized representative for a phanmacy’:

«+ Coordinales the activities required for the pharmacy and/or phasmacy staff in the Bosenian REMS Pragram

- and processes and o ensure ‘with the safe use conditions of the Bosentan REMS Program.

» Maintains documentation that all processes and procedures are in place and are being followed for the Bosentan REMS Program and provide upon

request 10 the Bosentan Sponsors. of  third party acting on behalf of the Bosentan Spansors.
«+ Complies with audits by the Bosentan Sponsors, of a third party acting on behalf of the Bosentan Sponsors to ensure that all processes and procedures
are in place and are being followed for the Bosentan REMS Program.

Note' Pharmacies must recertity In the Bosenian REMS Program If ihe pharmacy designales a new autnonzed representaiive

Select your pharmacy type below for more information

PATIENT PHARMACY CHAIN PHARMACY INPATIENT PHARMACY

The authorized representative for each outpatient pharmacy must complete the following steps in the Bosentan REMS Program

I Expand all

1. READ

READ the Prescribing Infarmation for bosentan and Medication Guide and the Bosentan REMS Program Pharmacy Guide to
understand the risks of bosentan and to leam about the Bosentan REMS Program

» The authorized representative for the pharmacy must understand the risks of bosentan and become familiar with the

Bosentan REMS Program. pricr o cerifying their pharmacy

2 ENROLL

ENROLL the phamacy by completing ihe Bosentan REMS Program Outpatient Pharmacy Enrollment Form

= By signing the form, the attests ta the risks of bosentan and agrees to comply
with the Bosentan REMS Program as described in the Bosentan REMS Program Outpatient Pharmacy Enrollment
Form

= The authorized representative can complete the enrollment forms online or download the form here and fax the form to
the Bosentan REMS Program at 1-800-730-8231

- If your outpatient pharmacy supports electronic verification with the Bosentan REMS Program system, during the

process your will be instructed te verify the pre-dispense authorization (PDA)

is using ation and by running the standardized validation test

transactions to validate the system enhancements

3. TRAIN

TRAIN all phamacy stafl who participate in dispensing bosentan on the Bosentan REMS Program requirements

= Priorto bosentan, the ive must ensure that all pharmacy staff who participate in

dispensing bosentan are educated on the risks associated with basentan and the requirements of the Bosentan REMS
Program as defined in the Bosentan REMS Program Outpatient Pharmacy Enrollment Form
= Any pharmacy employee may assume the role of a pharmacy staff member and associate with a certified outpatient
pharmacy by accessing the Bosentan REMS Program Website
- Pharmacy staff in outpatient pharmacies that do NOT support electronic communication verification with the

Bosentan REMS Program system will be able to request a PDA

Bosentan_Website_Screen_Captures Version 6.0 Page 11 of 102
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DOCUMENT all staff training

s Certified pharmacies are subject to audit by Bosentan Sponsors, or a third party acting on behalf of Bosentan
Sponsors to ensure that all processes and procedures are in place and are being followed for the Bosentan REMS

Program

5. VERIFY SAFE USE CONDITIONS

VERIFY SAFE USE CONDITIONS for each patient prior to dispensing bosentan

« Qutpatient pharmacies must obtain a pre-dispense authorization (PDA) prior to dispensing bosentan to a patient

- If your outpatient pharmacy supports electronic telecommunication verification with the Bosentan REMS Program
system, your pharmacy must dispense bosentan lo patients only after obtaining a PDA through your pharmacy
management system

- If your outpatient pharmacy does NOT support electronic telecommunication verification with the Bosentan REMS
Program system, your pharmacy must dispense bosentan to patients only after obtaining a PDA by calling the
Bosentan REMS Program Contact Center or accessing the Bosentan REMS Program Website
If a PDA is not issued, prior to dispensing bosentan the outpatient pharmacy may perform the corresponding activity
to address the reasons that a PDA was not issued
o Certify the pharmacy in the Bosentan REMS Program

Contact the prescriber or the Bosentan REMS Program to notify the prescriber that certification is required in the

Bosentan REMS Program before bosentan can be dispensed

Contact the prescriber or the Bosentan REMS Program to notify the prescriber that the patient must be enrolled

in the Bosentan REMS Program before bosentan can be dispensed

« Ifa PDA is not issued because required testing is not confirmed, the outpatient pharmacy can call the Bosentan
REMS Program Contact Center at 1-866-359-2612 to confirm with the patient or the patient's prescriber that the
testing has been completed before bosentan can be dispensed

If counseling is not confirmed in the Bosentan REMS Program, a PDA will be issued if all other safe use conditions

are met. The pharmacy must call the Bosentan REMS Program Contact Center to complete the counseling

req t before is dispensed. The Contact Center will provide counseling guidelines 1o the pharmacy.

The pharmacy is required to counsel the patient according to the guidelines from the Contact Center

+ The Contact Center agents will be available during normal business hours. The Contact Center agent will provide
the counseling guidelines and document the counseling

* Aninteractive voice response system will be available 24/7. The system will provide the counseling guidelines
and document the counseling

6. DISPENSE

DISPENSE up to a 30-day supply, along with a copy of the Medication Guide for the bosentan product that is dispensed

+ Up to a 90-day supply may be dispensed with a refill dispense exception authorized by the prescriber for extended
travel outside of the United States of more than 30 days

7. NOT TRANSFER BOSENTAN

NOT TRANSFER BOSENTAN to any pharmacy, practitioner, or any healthcare setting not certified in the Bosentan REMS
Program

8. NOTIFY
NOTIFY the Bosentan REMS Program of all adverse events including those suggestive of hepatotoxicity

9. REPORT

REPORT any pregnancy and all available information during treatment with bosentan to the Bosentan REMS Program

Start Pharmacy fication

Bosentan REMS Program Oupatient Pharmacy Enrollment Form
Bosentan REMS Program Chain Pharmacy Headquarters Enrollment Form
Bosentan REMS Program Inpatient Pharmacy Enroliment Form

Bosentan REMS Program Pharmacy Guide

il ad gl gl

Bosentan REMS Program Fact Sheet

For additional information about the Bosentan REMS Program, please call 1 59-2612

ContactUs | Privacy Policy | Terms and Conditions | Site Map

Note: This page is available by selecting the pharmacies tab at the top of the screen and
then selecting ‘Pharmacy Certification’ from the dropdown menu selection provided.
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1.4.2 Pharmacy Landing Page: Chain Pharmacy

Bosentan

REMS Prog
Prescribers Pharmacies Patients Pharmacy Lookup FAQs
Pharmacy Certification
Bosentan REMS Types and Definitions
Pharmacy Staff Enroliment
All outpatient, chain, and inpa e Bosentan REMS Program to purchase and dispense bosentan.

Pharmacy staff must enrell in the Bosentan REMS Program to obtain a Pre-dispense Authorization (PDA) or to perform an inpatient REMS requirements
check from the REMS website. For more information on the pharmacy staff enroliment process, please go fo Pha T Enroliment

macy

Pharmacies participating in the Bosentan REMS Program must determine their pharmacy type based on the definitions below:

Pharmacy Type

For the purposes of this REMS outpatient pharmacies include but are not limited to retail, specialty, mail order,
and closed system pharmacies.

Outpatient

For the purposes of this REMS chain pharmacies are retail pharmacies with multiple locations that dispense
Pharmacy bosentan for outpalient use and have a pharmacy headquarters that coordinates pharmacy enroliment in the
Bosentan REMS Program

For the purposes of this REMS inpatient pharmacies include but are not limited to pharmacies in hospitals,

Inpatient Pha
hospices, long-term care facilities, and prisons.

To become certified, pharmacies must designate an authorized representative to complete enroliment. An autherized representative for a pharmacy may be,
but is not limited to:

- Pharmacy Manager

+ Staff Pharmacist

- Director of Pharmacy Services

- Corporate Executive overseeing Pharmacy Services

In general, an authorized representative for a pharmacy:

- Coordinates the activities required for the pharmacy and/or pharmacy staff in the Bosentan REMS Program.

- Establishes and implements processes and procedures to ensure compliance with the safe use conditions of the Bosentan REMS Program.

- Maintains documentation that all processes and procedures are in place and are being followed for the Bosentan REMS Program and provide upon
request to the Bosentan Sponsors, or a third party acting on behalf of the Bosentan Sponsors

- Complies with audits by the Bosentan Sponsors, or a third party acting on behalf of the Besentan Sponsors to ensure that all processes and procedures
are in place and are being followed for the Bosentan REMS Program.

Note: Pharmacies must recertify in the Bosentan REMS Program If the pharmacy designates a new authorized representative.

Select your pharmacy type below for more information.

OUTPATIENT PHARMACY CHAIN PHARMACY INPATIENT PHARMACY

The authorized representative for the chain pharmacy must complete the following steps in the Bosentan REMS Program:

|v| Expand all

1. READ

READ the Prescribing Information for bosentan and Medication Guide and the Bosentan REMS Program Pharmacy Guide to understand the risks
of bosentan and to learn about the Bosentan REMS Program

« The authorized representative for the pharmacy must understand the risks of bosentan and become familiar with the Bosentan REMS Program,
prior to certifying their pharmacy

2.ENROLL

ENROLL the chain pharmacy by completing the Bosentan REMS Program Chain Pharmacy Headquarters Enrollment Form

- By signing the form, the authorized representative attests to understanding the risks of bosentan and agrees to comply with the Bosentan REMS
Program as described in the Bosentan REMS Program Chain Pharmacy Headquarters Enroliment Form

+ The authorized representative can complete the enroliment forms o or download the form and fax the form to the Bosentan
REMS Program at 1-800-730-8231

- Ensure the pharmacy enables its pharmacy management system to support communication with the Bosentan REMS Program system, using
established telecommunication standards, and runs the standardized validation test transactions lo validate the system enhancements

3. TRAIN

TRAIN all pharmacy staff who participate in dispensing bosentan on the Bosentan REMS Program requirements

- Prior to dispensing bosentan, the authorized representative must ensure that all pharmacy staff who participate in dispensing bosentan are
educated on the risks associated with bosentan and the requirements of the Bosentan REMS Program as defined in the Bosentan REMS
Program Chain Y F ters Form

Bosentan_Website_Screen_Captures Version 6.0
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4. DOCUMENT

DOCUMENT all staff training

- Once each dispensing location is trained, it is the authorized representative's responsibility to report confirmation of fraining to the Bosentan
REMS Program enline through www.BosentanREN Jram.cor, of by contacting the Bosentan REMS Program Contact Center at
1-866-359-2612 fo obtain instructions on providing a list of trained pharmacy locations. Once the Bosentan REMS Program confirms the required
dispensing information, the dispensing location will be authorized to purchase, receive, and dispense bosentan

- Certified pharmacies are subject to audit by Bosentan Sponsors or a third party designated by Bosentan Sponsors to ensure that all processes
and procedures are in place and are being followed for the Bosentan REMS Program

5_VERIFY SAFE USE CONDITIONS

VERIFY SAFE USE CONDITIONS for each patient prior to dispensing bosentan

= Chain pharmacies must dispense bosentan to patients only after obtaining a pre-dispense autharization (PDA) by processing the prescription
including cash claims through their pharmacy management system
- IfaPDAIs not issued, prier to dispensing bosentan the pharmacy may perform the corresponding activity to address the reasons that a PDA
was nol issued:
Certify the pharmacy in the Bosentan REMS Program
- Contact the prescriber or the Bosentan REMS Program to nofify the prescriber that certification is required in the Bosentan REMS Program
before bosentan can be dispensed
- Contact the prescriber or the Bosentan REMS Program fo notify the prescriber that the patient must be enrolled in the Bosentan REMS
Program before bosentan can be dispensed
If a PDA is not issued because required testing is not confirmed, the outpatient pharmacy can call the Bosentan REMS Program Contact
Center at 1-866-359-2612 to confirm with the patient or the patient's prescriber that the testing has been completed before bosentan can be
dispensed
If counseling is not confirmed in the Bosentan REMS Program, a PDA will be issued if all other safe use conditions are met. The pharmacy
must call the Bosentan REMS Program Contact Center to complete the counseling requirement before bosentan is dispensed. The Contact
Center will provide counseling guidelines to the pharmacy. The pharmacy is required to counsel the patient according to the guidelines from
the Contact Center
The Contact Center agents will be available during normal business hours. The Contact Center agent will provide the counseling guidelines
and document the counseling
- An interactive voice response system will be available 24/7. The system will provide the counseling guidelines and document the
counseling

6. DISPENSE

DISPENSE up to a 30-day supply, along with a copy of the Medication Guide for the besentan product that is dispensed

= Up to a 90-day supply may be dispensed with a refill dispense exception authorized by the prescriber for extended travel outside of the United
States of more than 30 days

7.NOT TRANSFER BOSENTAN

NOT TRANSFER BOSENTAN to any pharmacy, practitioner, or any healthcare setting not certified in the Bosentan REMS Program

8. NOTIFY

NOTIFY the Bosentan REMS Program of all adverse events including those suggestive of hepatotoxicity

9 REPORT

REPORT any pregnancy and all available informatien during treatment with bosentan to the Bosentan REMS Program

Start Pharmacy Certification

Materials for Pharmat

= Bosentan REMS Program Ouipatient Pharmacy Enroliment Form

= Bosentan REMS Program Chain Pharmacy Headguarters Enroliment Form
= Bosentan REMS Program inpatient Pharmacy Enroliment Forim

. Bosentan REMS Program Pharmacy Guide

= Bosentan REMS Program Fact Sheet

For additional information about the Bosentan REMS Program. please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map

Note: This page is available by selecting the pharmacies tab at the top of the screen and
then selecting ‘Pharmacy Certification’ from the dropdown menu selection provided.

Bosentan_Website_Screen_Captures Version 6.0 Page 14 of 102



Bosentan

REMS Program

1.4.3 Pharmacy Landing Page: Inpatient Pharmacy

Bosentan

REMS Progra

Prescribers Pharmacies Patients Pharmacy Lookup FAQs
Pharmacy Certification
Bosentan REMS Types and Definitions
Pharmacy Staff Enrollment
All outpatient, chain, and inpal - e Bosentan REMS Program to purchase and dispense bosentan

Pharmacy staff must enroll in the Bosentan REMS Program to obtain a Pre-dispense Authorization (PDA) or to perform an inpatient REMS requirements
check from the REMS website. For more information on the pharmacy staff enroliment process, please go to Ph Enroliment

Pharmacies participating in the Bosentan REMS Program must determine their pharmacy type based on the definitions below:

Pharmacy Type Definition

For the purposes of this REMS outpatient pharmacies include but are not limited to retail, specialty, mail order,

Outpatient Pharmacy :
and closed system pharmacies.

For the purposes of this REMS chain pharmacies are retail pharmacies with multiple locations that dispense
‘harmacy bosentan for outpatient use and have a pharmacy headquarters that coordinates pharmacy enroliment in the
Bosentan REMS Program.

Chal

For the purposes of this REMS inpatient pharmacies include but are not limited to pharmacies in hospitals,

Inpatient Pharmacy
e haspices, long-term care facilities, and prisons.

To become certified, pharmacies must d an authorized repi to complete enroliment. An authorized representative for a pharmacy may be,
but is not limited to:

- Pharmacy Manager

- Staff Pharmacist

= Director of Pharmacy Services

= Corporate Executive overseeing Pharmacy Services

In general, an authorized representative for a pharmacy:

- Coordinates the activities required for the pharmacy and/or pharmacy staff in the Bosentan REMS Program.

- Establishes and implements processes and procedures to ensure compliance with the safe use conditions of the Bosentan REMS Program.

+ Maintains documentation that all processes and procedures are in place and are being followed for the Bosentan REMS Program and provide upon
request to the Bosentan Sponsors, or a third party acting on behalf of the Bosentan Sponsors.

= Complies with audits by the Bosentan Sponsors, or a third party acting on behalf of the Bosentan Spensors to ensure that all processes and
procedures are in place and are being followed for the Bosentan REMS Program.

Note: Pharmacies must recertify in the Bosentan REMS Program if the pharmacy designates a new authorized representative.

Select your pharmacy type below for more information.

OUTPATIENT PHARMACY CHAIN PHARMACY INPATIENT PHARMACY

The authorized representative for each inpatient pharmacy must complete the following steps in the Bosentan REMS Program

Expand all

1. READ

READ the Prescribing Information for bosentan and Medication Guide and the Bosentan REMS Program Pharmacy Guide to understand the risks
of bosentan and to learn about the Bosentan REMS Program

- The authorized representative for the pharmacy must understand the risks of bosentan and become familiar with the Bosentan REMS Program,
prior to certifying their pharmacy

2. ENROLL

ENROLL the pharmacy by completing the Bosentan REMS Program Inpatient Pharmacy Enroilment Form

= By signing the form, the authorized representative attests to understanding the risks of bosentan and agrees to comply with the Bosentan REMS
Program as described in the Bosentan REMS Program Inpatient Pharmacy Enrollment Form

- The authorized representative can complete the enroliment forms online or download the form here and fax the form to the Bosentan REMS
Program at 1-800-730-8231

3. TRAIN

TRAIN all dispensing staff on the Bosentan REMS Program

= Prior to dispensing bosentan, the authorized representative must ensure that all staff are appropriately trained on the Bosentan REMS Program
procedures and materials as defined in the Bosentan REMS Program Inpatient Pharmacy Enroliment Form

= Any pharmacy employee may assume the role of a pharmacy staff member and associate with a cerlified inpatient pharmacy by accessing the
Bosentan REMS Program Website to verify safe use conditions for each patient prior to dispensing bosentan
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4. DOCUMENT

DOCUMENT all staff training

- Certified pharmacies are subject to audit by the Bosentan Sponsors or a third party designated by Bosentan Sponsors to ensure that all
processes and procedures are in place and are being followed for the Bosentan REMS Program

5. VERIFY SAFE USE CONDITIONS

VERIFY SAFE USE CONDITIONS for each patient prior to dispensing bosentan

- Dispense bosentan to patients only after calling the Bosentan REMS Program Contact Center or accessing the Bosentan REMS Program Website
to verify the prescriber is certified

- Dispense bosentan to patients only after calling the Bosentan REMS Program Contact Center, accessing the Bosentan REMS Program Website,
or accessing the patient's medical record to:
- Verify the patient is under the supervision of a prescriber who is certified
- Verify the patient is enrolled or will be enrolled prior to discharge

- Dispense fo a patient only if he/she has been enrolled in the Bosentan REMS Program or if he/she will be enrolled prior to discharge from the
healthcare facility
- A patient who has not been enrolled by the certified prescriber will not have access fo bosentan in the outpatient setting until enrollment has

been completed

6. DISPENSE

DISPENSE no more than a 15-day supply of bosentan upon discharge

7.NOT TRANSFER BOSENTAN

NOT TRANSFER BOSENTAN to any pharmacy, practitioner, or any healthcare setting not certified in the Bosentan REMS Program

8. NOTIFY

NOTIFY the Bosentan REMS Program of all adverse events including those suggestive of hepatotoxicity

9. REPORT

REPORT any pregnancy and all available information during treatment with bosentan to the Bosentan REMS Program

Start Pharmacy Certification

Materials for Pharmacies
=)
. Bosentan REMS Program Outpatient Pharmacy Enrollment Form
-
= Bosentan REMS Program Chain Pharmacy Headguarters Enrollment Form
B Bosentan REMS Program Inpatient Pharmacy Enrolll Form
5
= Bosentan REMS Program Pharmacy Guide

‘= Bosentan REMS Program Fact Sheet

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map

Note: This page is available by selecting the pharmacies tab at the top of the screen and
then selecting ‘Pharmacy Certification’ from the dropdown menu selection provided.
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1.4.4 Pharmacy Landing Page: Pharmacy Staff

Bosentan

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

Pharmacy Certification

Pharmacy Staff

Pharmacy Staff Enroliment

Steps for Pharmacy Staff Enroliment

Pharmacy staff may include pharmacists or other individuals who assist in dispensing medication in a pharmacy. If your pharmacy is certified to dispense
bosentan, pharmacy staff can enroll in the Bosentan REMS Program to have access to the Bosentan REMS Program Website. Pharmacy staff can associate
to one or more certified pharmacy locations in the Bosentan REMS Program through the Bosentan REMS Program Website. Pharmacy staff enroll by
creating an online account.

For Outpatient Pharmacies that do not support electronic telecommunication verification: Pharmacy staff must enroll in the Bosentan REMS Program
in order to obtain a pre-dispense authorization (PDA) and reverse a PDA through the Bosentan REMS Program Website.

For Inpatient Pharmacies: Pharmacy staff must enroll in the Bosentan REMS Program in order to check inpatient REMS requirements through the
Bosentan REMS Program Website.

Phammacy stafl enrolilment in the Bosentan REMS Program includes the following three steps:

1. ASSOCIATE: Associate to a Pharmacy

2. ENROLL: Complete the intake form

3. ATTEST. Complete and sign the pharmacy staff attestation

Start Pharmacy Staff Enroliment

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Tems and Conditions | Site Map
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1.5 Patient Landing Page

Bosentan

REMS Program

Fargot Usem

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

Patients

What is the Bosentan REMS (Risk Evaluation and Mitigation Strategy) Program?
The Bosentan REMS Program tells patients and healthcare providers about the risks of liver damage and serious birth defects when taking bosentan
This program is reguired by the Food and Drug Administration (FDA). Al patients must enroll in the Bosentan REMS Program to receive bosentan.

How do | enroll in the Bosentan REMS Program?
You must complete the following steps to enroll in the Bosentan REMS Program:

|| Expand all

1. READ

READ the Medication Guide and the Bosentan REMS Program Guide for Patients

2 ASK

ASK your healthcare provider any questions you have about taking bosentan and the Bosentan REMS Program

3. UNDERSTAND

MAKE SURE YOU UNDERSTAND
« The benefits and risks of bosentan
+ How to enroll and take part in the Bosentan REMS Program

4. COMPLETE AND SIGN

COMPLETE AND SIGN the Bosentan REMS Program Patient Enrollment Form with your healthcare provider. Your healthcare provider will fill out most
of the enrollment form for you. You must read and agree to the requirements, then sign to show you understand and will follow the rules of the program
Your healthcare provider will then send the form to the Bosentan REMS Program. A parent/legal guardian may sign the form for you. You do not need to
set up an account on the Bosentan REMS Program Website.

.
= Bosentan REMS Program Guide for Patients

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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1.6 Prescribing Information for bosentan and Medication
Guides

Prescribing Information | Medicat 25

Bosentan EEC I -

REMS Program

Forgot Usemame*

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

Prescribing Information for bosentan and Medication Guides

Brand Name Products

Generic Products

NOTE: The Bosentan Sponsors attest that the table above will only include products listed in the Product Name column for the Bosentan REMS Program
on the REMS at FDA website.

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map

Note: The Bosentan Sponsors attest that the above table will only include products listed in
the Product Name column for the Bosentan REMS Program on the REMS@FDA website.
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1.7 Site Map

Bosentan

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs
Site Map

Prescribers General

Prescriber Home Page Contact Us

Prescriber FAQs General FAQs

Patient Enroliment Prescribing Information for bosentan

Patient Management FAQs Privacy Policy

Transition FAQs
Terms and Conditions
Pharmacies Pharmacy Lookup

Phamacy Home Page
Pharmacy Staff Home Page Account

Pharmacy FAQs
Forgot Password
Forgot Username
Patients Need an Account

Patient Home Page

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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1.8 Contact Us

Bosentan

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

Contact Us

If you have any quesfions or require additional information, please contact the Bosentan REMS Program utilizing the information provided below.

Phone Number
1-866-359-2612

Fax Number
1-800-730-8231

Mailing Address
Bosentan REMS Program
PO BOX 29080

Phoenix, AZ 85038

Program Manufacturer

Company Phone Number

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map

Note: The Bosentan Sponsors attest that the Program Manufacturer table above will only
include companies listed in the Application Holder column for the Bosentan REMS Program
on the REMS@FDA website.
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1.9 Pharmacy Lookup

Bosentan

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs
Pharmacy Lookup

To search for a pharmacy, enter a zip code with or without a mile radius, or a city and state, or a pharmacy identifier below and press Search.
Search results include contact information for pharmacies that are certified in the Bosentan REMS Program.

Pharmacy Information:

Zip Code

Please enter your zip code to find a certified pharmacy within =~ 5 v miles of your location.

or
City State

and v

or

DEA NPl NCPDP
or or

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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1.10 Pharmacy Lookup Results

Bosentan

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs
Pharmacy Lookup

To search for a pharmacy, enter a zip code with or without a mile radius, or a city and state, or a pharmacy identifier below and press Search.
Search results include contact information for pharmacies that are certified in the Bosentan REMS Program.

Pharmacy Information:

Zip Code
Please enter your zip code to find a certified pharmacy within =~ 5 v miles of your location.
or
City State
and v
or
DEA NP1 NCFPDP
or or
Pharmacy Name & Pharmacy Address Pharmacy Phone Pharmacy Type
Uptown Drugs 5228 N Roxie Drive DURH 919-333-7325 Cutpatient
Showing 11o 1 of 1 entries 1 » 10 v

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Pnvacy Policy | Terms and Conditions | Site Map
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1.11 Frequently Asked Questions

REMS Program

Sosentan ENT— EE—

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

Frequently Asked Questions (FAQS)

FeRn thenrel

© <Question>
<Answer>

<Question>
<Question>

<Question>

© 0 © ©

<Question>

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map

Note: The Bosentan Sponsors attest that the questions and answers on the FAQ screens will
align with the FAQ document included in the submission.
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2. Account Pages

2.1 Account Registration Page

Prescribing Information | Medication Guides

Bosentan EIE T -

REMS Program

Forgot Usemame? Forgot Pas

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

Create an Account

For prescribers, pharmacies, and pharmacy staff only. To create your web account for the Bosentan REMS Program, please complete the fields below. The
Usemame you specify must be unigue within the Bosentan REMS Program Website.

First Name

Last Name

Email Address

Confirm Email Address

Phone Number

Usemame
[ ] Use Email Address as Username [ Suggest Username
Password
Confirm Password

I'm not a robot

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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2.2 Account Confirmation Page

Bosentan

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

Account Confirmation

o Your web account has been successfully activated. Please sign in to
your account using the fields in the upper corner of this page

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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2.3 Forgot Username

Bosentan

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

Forgot Username

Please enter your credentials in the spaces provided below. Your username will be sent to the email you registered with the Bosentan REMS Program.

First Name
Last Name

Email Address

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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2.4 Forgot Password

Bosentan

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs
Forgot Password

Please enter your username and email address in the spaces provided below. Your username is the identification you established when creating your web
account for the Bosentan REMS Program.

Username

Email Address

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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2.5 Change Username

B S‘ e rﬁl .‘:fa |'ﬂ| | B My Dasl;ht-)ard

REMS Program

Change Usemame
Change Password

Prescribers Pharmacies Patients Ph EditFrofie FAQs
Sign Out

Change Username

To change your username, please provide your new username below. The information you provide for your username must be unique within the Bosentan
REMS Program Website.

Usemame

[] Use Email Address as Usemame [* Suggest Username

Cancel Save

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map

Bosentan_Website_Screen_Captures Version 6.0 Page 29 of 102



Bosentan

REMS Program

2.6 Change Password

B g S‘ @ rﬁl .‘:fa |'ﬂ| M;Dashhoar.d

REMS Program

Change Usemame
Change Password

Prescribers Pharmacies Patients Ph EditFrofie FAQs
Sign Out

Change Password

To change your password, please complete the fields below.

Current Password
New Password

Confirm New Password

Cancel Save

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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2.7 Edit Prescriber Profile

Bosentan e —

REMS Program

Change Usemame
Change Password
Prescribers Pharmacies Patients Ph Edit Profile FAQs

Sign Out
My Profile
My Information
First Name John MI s
Last Name Doe
Email johndoe@email.com
Professional Designation MD
Medical Specialty Cardiology
Clinic / Practice Name (Optional) Good Health Clinic
Address 1 Main Street
City New York
State New York Zip 10001
Phone 9555-555-5555 Ext (Opiional) 100
Fax 555-555-0000
Preferred Method of Contact Email

Prescriber ldentifiers

DEA AB23423412

NP1 23423423423

My Certification

Certification ID: HCP123112312

Cancel Save

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Tems and Conditions | Site Map
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2.8 Edit Authorized Representative Profile

B (j) S‘ @ r] tf_a rf] - My Dashboard

REMS Program

Change Usemame
Change Password

Prescribers Pharmacies Patients Ph EditFrofile FAQs
Sign Out

My Profile

My Information

First Name John
Last Name Doe
Email Address email@email.com
Credentials PharmD
Phone 555-555-5555
Fax 555-555-0000
Preferred Method of Contact Email

Cancel Save

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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2.9 Edit Pharmacy Staff Profile

sentan

My Dashboard
REMS Program

Change Usemame
Change Password

Prescribers Pharmacies Patients Ph Edit Profile FAQs
Sign Out

My Profile

My Information

First Name John
Last Name Doe
Email Address jDoe@gmail.com
Phone 555-555-5555 Extension (Optional) 100
Fax 555-555-3434
Preferred Method of Contact Email v

My Enrollment

Enrollment ID: HCP22200088

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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3. Prescriber Online Certification

3.1 Prescriber Search with Results

Prescribing Informafion | Medication Guides

Bosenta

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

User Search

If you were transitioned to the Bosentan REMS Program, your data may already be populated in the Bosentan REMS Program. Please complete the fields
below and press Search. All fields listed below are required unless otherwise indicated.

Prescriber Information (at least one identifier is required):

Identifiers
NPI Number DEA Number
or
First Name Last Name Certification 1D {Optional)
Phone Fax Email

If the search results have returned your record, please highlight the row and press Submit_ If you do not see your record, you can either
try your search again or press the New User button to begin your enrollment process in the Bosentan REMS Program.

First Name o Last Name Phone
John Doe 555-555-5555
Showing 1to 1 of 1 entries 1 » 10 v

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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3.2 Prescriber Search with no Results

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

User Search

If you were transitioned to the Bosentan REMS Program, your data may already be populated in the Bosentan REMS Program. Please complete the fields
below and press Search. All fields listed below are required unless otherwise indicated.

Prescriber Information (at least one identifier is required):

Identifiers
NPI Number DEA Number
or
First Name Last Name Certification 1D {Optional)
Phone Fax Email

No results found. Please try your search again or contact the Bosentan REMS Program for assistance. Alternatively, you may use the
MNew User button below to begin your enrollment process in the Bosentan REMS Program

First Name ‘ Last Name Phone

No matching records found

Showing 0 to 0 of 1 entries 1 » 10 v

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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3.3 Prescriber Intake Page

Bosentan

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

I

Prescriber Intake

To certify as a prescriber in the Bosentan REMS Program, please complete the form below and press Next. Once certified, you will receive a certification
confirmation via your preferred method of contact. All fields listed below are required unless otherwise indicated.

Prescriber Information

First Name MI (Optional)
Last Name
Email
Confirm Email Address
Professional Designation - Please Select - v
Medical Specialty - Please Select - v
Clinic / Practice Name
Address
City
State -- Please Select -- v Zip
Phone Ext (Optional)
Fax

Preferred Method of Contact -- Please Select -- v
Prescriber Identifiers

DEA Number

NP1 Number

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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3.4 Prescriber Attestation Page

Bosentan

REMS Progra

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

INTAKE ATTESTATION

Prescriber Attestation

To complete the prescriber certification for <First name last name=> in the Bosentan REMS Program online, please review the attestation section below to
provide your acknowledgement along with signature and signature date

Alternatively, you may print your online enroliment form using the print icon to the right and fax it to the Bosentan REMS Program at 1-800-730-8231 @
or mail it to the Bosentan REMS Program, P.Q. Box 29080, Phoenix, AZ 85038.

As a prescriber, | attest to performing the following Bosentan REMS Program requirements:

. | will review the Prescribing Information for bosentan
1 will review the Bosentan REMS Program Prescriber Guide
1 will enroll in the Bosentan REMS Program by ting the REMS Prog) iber Enroliment Form and submitting it to the

=

o

Bosentan REMS Program

1 will enroll each patient in the Bosentan REMS Program by performing the following:

a) Counsel the patient about the risk of hepatotoxicity associated with bosentan, the signs and symptoms of hepatotoxicity, and program requirements.
including the need to complete liver function testing and, as appropriate, pregnancy testing by reviewing and providing the Bosentan REMS

R

Program Guide for Patients

b) Determine the reproductive potential status of each female patient as defined in the Bosentan REMS Program Prescriber Guide

¢) For pre-pubertal females, counsel the patient and/or parent/iegal guardian about (i) the risk of embryo-fetal toxicity, (ii) the need to immediately
contact the prescriber if the patient begins to menstruate

d) For females of reproductive potential, counsel the patient about (i) the risk of embryo-fetal toxicity, {ii) the need to use reliable contraception as
defined in the Bosentan REMS Program Prescriber Guide during treatment and for one month following treatment discontinuation, (iii) the need
to immediately contact her prescriber if she misses a menstrual peried or suspects she is pregnant, and (iv) her medical options in the event of
unprotected sexual intercourse or known or suspected contraception failure

e) Complete the REMS g Patient Form for each patient and provide a completed copy to the patient. Submit the

completed form to the REMS Program

5. | will report all adverse events including those suggestive of hepatotoxicity to the Bosentan REMS Program

6. | will report any pregnancy and all available information during treatment with bosentan to the Bosentan REMS Program

7. | will perform the following on an ongoing basis for each female patient: a) Report a change or misclassification in the reproductive status of any
female patient by completing the Besentan REMS Program Change in Reproductive Potential Status and Pre-p Annual

Form within 10 business days of becoming aware of the change

=

1 will perform the following requirements on an ongoing basis for each patient:
a) Order and review liver function test results before bosentan treatment initiation and monthly during treatment
b) Counsel patients who fail to comply with program requirements

2

1 will perform the following monitoring on an ongoing basis for each pre-pubertal female: a) Evaluate patients age 8 years and clder at least annually
for any change in reproductive status and complete the Bosentan REMS Program Change in Reproductive Potential Status and Pre-pubertal
Annual Verification Form verifying their reproductive potential status

. | will perform the following monitoring on an ongoing basis for each female patient of reproductive potential: a) Order and review pregnancy test
results before bosentan treatment initiation, monthly during treatment, and for one month following treatment discontinuation

=}

|| By checking the box, | signify my understanding of the risks of bosentan treatment and my obligations as a bosentan prescriber to educate my patients
about the Bosentan REMS Program, monitor them appropriately, and report any adverse events, including hepatotoxicity and any pregnancies to the
Bosentan REMS Program.

Signature Signature Date

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ConfactUs | Privacy Policy | Terms and Conditions | Site Map
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3.5 Prescriber Confirmation Page

B O S‘ e r’_ﬂl ta rﬁl My DashbD;;d

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

© INTAKE © ATTESTATION © CONFIRMATION

Prescriber Certification Confirmation

0 You are now certified in the Bosentan REMS Program.

Below is your Bosentan REMS Program Certification ID. Please retain this information for your records.

Certification I1D: <Certification D>
-

If you would like to enroll patients now you can use Enroll Pafient. If you need to manage your patients you can use Manage Your Patients

For additional information about the Bosentan REMS Program., please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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4. Pharmacy Online Certification

4.1 Authorized Representative Role Selection Pages

4.1.1 Authorized Representative Role Selection

Bosentan

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

Authorized Representative Role Selection

Please select the option below that best describes your role and press Continue.

® Authorized Representative of an Outpatient Pharmacy - For the purposes of this REMS outpatient pharmacies include but are not limited to
retail, specialty, mail order, and closed system pharmacies. An authorized representative of an outpatient pharmacy is responsible for ensuring
certification of the pharmacy in the Bosentan REMS Program. The authorized representative is also responsible for coordinating the activities
required for the pharmacy and pharmacy staff in the Bosentan REMS Program.

o2

Authorized Representative of a Chain Pharmacy Headquarters - For the purposes of this REMS chain pharmacies are retail pharmacies with
muitiple locations that dispense bosentan for outpatient use and have a pharmacy headquarters that coordinates pharmacy enroliment in the
Bosentan REMS Program. The authorized representative of a chain pharmacy headquarters is responsible for ensuring certification and training in
the Bosentan REMS Program for a corporate pharmacy confracted to participate with a pharmacy network provider. The authorized representative
is also responsible for reporting confirmation of pharmacy dispensing location training to the Bosentan REMS Program.

-}

Authorized Representative of an Inpatient Pharmacy - For the purposes of this REMS inpatient pharmacies include but are not limited to
pharmacies in hospitals, hospices, long-term care facilities, and prisons. An authorized representative of an inpatient pharmacy is responsible for
ensuring certification of the pharmacy location, training of the pharmacy staff, and audit readiness.

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Pdlicy | Terms and Conditions | Site Map
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4.1.2 Authorized Representative Role Selection:
Outpatient Pharmacy

Authorized Representative of an Outpatient Pharmacy
Based on the response selected, please confirm you are certifying for an Qutpatient Pharmacy

For the purposes of this REMS outpatient pharmacies include but are not limited to retail, specialty, mail
order, and closed system pharmacies. An authorized representative of an outpatient pharmacy is
responsible for ensuring certification of the pharmacy in the Bosentan REMS Program. The authorized
representative is also responsible for coordinating the activities required for the pharmacy and pharmacy
staff in the Bosentan REMS Program.

If the pharmacy you are certifying does not meet the definition of an outpatient pharmacy, please press

Cancel to change your response; otherwise, please press Confirm to continue with the certification.
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4.1.3 Authorized Representative Role Selection: Chain
Pharmacy Headquarters

Authonzed Representative of a Chain Pharmacy Headguarters
Based on the response selected, please confirm you are certifying for a Chain Pharmacy Headquarters

For the purposes of this REMS chain pharmacies are retail pharmacies with multiple locations that dispense
bosentan for oufpatient use and have a pharmacy headquarters that coordinates pharmacy enrocliment in the
Bosentan REMS Program. The authorized representative of a chain pharmacy headquarters is responsible
for ensuring certification and training in the Bosentan REMS Program for a corporate pharmacy contracted
to participate with a pharmacy network provider. The authorized representative is also responsible for
reporting confirmation of pharmacy dispensing location training to the Bosentan REMS Program.

If the pharmacy you are certifying does not meet the definition of a chain pharmacy, please press Cancel
to change your response; otherwise, please press Confirm to continue with the certification.
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4.1.4 Authorized Representative Role Selection:
Inpatient Pharmacy

Authorized Representative of an Inpatient Pharmacy
Based on the response selected, please confirm you are certifying for an Inpatient Pharmacy

For the purposes of this REMS inpatient pharmacies include but are not limited to pharmacies in hospitals,
hospices, long-term care facilities, and prisons. An authorized representative of an inpatient pharmacy is
responsible for ensuring certification of the pharmacy location, training of the pharmacy staff, and audit readiness.

If the pharmacy you are certifying does not meet the definition of an inpatient pharmacy, please press
Cancel to change your response; otherwise, please press Confirm fo continue with the certification.
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4.2 Authorized Representative Search with Results

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

User Search

To ensure that your information is available in the Bosentan REMS Program, please complete the fields below and press Search. All fields listed below are
required unless otherwise indicated.

Pharmacy Information (at least one identifier is required):

Identifiers
Zip Code DEA Number NP1 Number NCPDP Number
and or or
First Name Last Name Certification 1D {Optional)
Phone (Optional) Fax (Optional) Email (Optional)

If the search results have returned your record, please highlight the row and press Submit. If you do not see your record, you can either
try your search again or press the New User button to begin your enrollment process in the Bosentan REMS Program.

First Name = Last Name Pharmacy Name Pharmacy Addrass Pharmacy Phone Pharmacy Type
Mary More ABC Pharmacy 4343 N. Scottsdale Road, AZ 85251 T7838-999-0000 Inpatient Pharmacy
Showing 1 to 1 of 1 entries 1 » 10 A

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Tems and Conditions | Site Map
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4.3 Authorized Representative Search with no Results

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

User Search

To ensure that your information is available in the Bosentan REMS Program, please complete the fields below and press Search. All fields listed below are
required unless otherwise indicated.

Pharmacy Information (at least one identifier is required):

Identifiers
Zip Code DEA Number NP1 Number NCPDP Number
and or or
First Name Last Name Certification 1D {Optional)
Phone (Optional) Fax (Optional) Email (Optional)

If the search results have returned your record, please highlight the row and press Submit. If you do not see your record, you can either
try your search again or press the New User button to begin your enrollment process in the Bosentan REMS Program.

First Name = Last Name Pharmacy Name Pharmacy Addrass Pharmacy Phone Pharmacy Type
Mary More ABC Pharmacy 4343 N. Scottsdale Road, AZ 85251 T7838-999-0000 Inpatient Pharmacy
Showing 1 to 1 of 1 entries 1 » 10 A

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Tems and Conditions | Site Map

Bosentan_Website_Screen_Captures Version 6.0 Page 44 of 102



Bosentan

REMS Program

4.4 Outpatient and Inpatient Pharmacy Authorized
Representative Intake Page

Bosentan

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

© INTAKE ©® CONFIRMATION

Authorized Representative Intake

To begin the process as an authorized representative in the Bosentan REMS Program, please complete the form below and press Next. All fields listed below
are required unless otherwise indicated.

Authorized Representative Information

First Name
Last Name
Email Address

Confirm Email Address

Credentials — Please Select — v
Phone
Fax
Preferred Method of Contact — Please Select — v

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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4.5 Outpatient and Inpatient Pharmacy Authorized
Representative Confirmation Page

Bosentan

My Dashboard
REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

© INTAKE © CONFIRMATION

Confirmation

The Interactive Voice
Response (IVR) unit is used
by outpatient pharmacies
o You are now an| only. Use this number to Bosentan REMS program.
update patient testing and/or
counseling through the IVR.

IVR Access ID 6 112341234
If you are ready to certify your pharmacy now please use Certify Pharmacy
To return to your dashboard for other activities, please use the My Dashboard button at the top of the page.
If you have completed your session today, simply close your browser.

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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4.6 Outpatient Pharmacy Intake Page

Bosentan

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

Pharmacy Intake

To certify your pharmacy, please complete the form below and press Next. Once certified, you will receive a cerfification confirmation via the preferred method
of contact you selected during your authorized representative intake. All fi

Outpatient Pharmacy: For the purposes of this REMS outpatient
pharmacies include but are not limited to retail, specialty, mail
order, and closed system pharmacies.

Pharmacy Information Inpatient Pharmacy: For the purposes of this REMS inpatient
pharmacies include but are not limited to pharmacies in hospitals,

Pharmacy Name hospices, long-term care facilities, and prisons.

Pharmacy Type | @

Address

City
State —Please Select — v Zip

Phone Fax

Pharmacy ldentifiers

DEA
NP1

NCPDP

Can your pharmacy management system adjudicate claims online?

-- Please Select - v

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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4.7 Inpatient Pharmacy Intake Page

Bosentan

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

Pharmacy Intake

To certify your pharmacy, please complete the form below and press Next. Once certified, you will receive a cerfification confirmation via the preferred method
of contact you selected during your authorized representative intake. All fi

Outpatient Pharmacy: For the purposes of this REMS outpatient
pharmacies include but are not limited to retail, specialty, mail
order, and closed system pharmacies.

Inpatient Pharmacy: For the purposes of this REMS inpatient
pharmacies include but are not limited to pharmacies in hospitals,

Pharmacy Information

Pharmacy Name hospices, long-term care facilities, and prisons.
Pharmacy Type v o
Address
City
State -- Please Select - v Zip

Pharmacy Identifiers (at least one identifier required)

DEA
NP1

NCPDP

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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Prescribers Pharmacies Patients Phamacy Lookup FAQs

0 miakE

Pharmacy Aftestation

Tor complete the certification for <Pharmacy Names in The Basentan REMS Frogram online, pledse review (e allestalion section bekw 1 provide your
acknowledgement along with signahare and sgnalure dale.

Adtermatively, you may pint your online enroliment form using the prnt icon b e right and fax It 10 the Bosentan REMS Program at 1-800-T30-58231 &5
or mall it to the Bosentan REMS Program, P.O. Box 29060, Phoenix, AZ 85038,

As th i iy ol v b v e Bersenlan REMS Program,
1 <First_Name Last_Name> afles! [0 undersiandng Se Bosentan REMS Program 3 he o
1 Cornplele and sign the Bosentan REMS Progr y Farm on behall of the pharmacy. e submil the o 1o the

Basentan REMS Program

Review the Bosentan REMS Program Pharmacy Guide

Ensure all relevant staff invoived in the dispensing of bosentan are trained on REMS Program @s gescnbed in the

Bosentan REMS Frogram Pharmmacy Guide and maintain a recond of the irainemg

Ricertily in the Bosentan REMS Program If e phismiacy gesgnales a new dulhoned represenlaie

Reporl all adverse events including those suggestive of hepalolocity ks e Bosentan REMS Program

& Reporl any pregrancy and all avaliable infarmation during trealment wilh bosentan b the Bosenlan REMS Program

7 Maintain documentation ihat all processes and procedures are in piace and are being followed for the Bosentan REMS Program and pravide upon
request 1o the Bosentan Sponsors of 3 third party acting on behall of the Bosentan Sponsors:

& Compey with audits by the Bosentan Sponsors of a third party acting on behaif of the Bosentan Spansars to ensure that all processes and procedures
are in place and are beng followed for the Besentan REMS Program

9 Pul processes and procedures in place (0 ensuee i falkawing requirements are compheted proe to dispensing bosentan

[

Y

@ O 3 pre-ispense Fulncezason
10, Culgatient eleclronic ? wilh lhve Basentan REMS Brageam system mus!
3. Ensure me pharmacy enables its phamacy ‘Eysiem 1o support with the Bosentan REMS Program system using
established lelecommunication standards, and runs the standardized validation test ransactions 10 vakdate the system enhancements
b. Dispense bosentan to patients only after cbtaming a pre-gspense: by the . Including cash claims. fhrougn:
[hdr pharmacy system o 1
| Vierify s prescries s certiied nd the panent & enrolied
o Veerify Me palient his completid he Bver Tunclion lests and each Temale of reproductve polential s compieted Ihe pregrancy test o he
prescriber has authorizes & refil for patients If lesting could not be confirmed

B Venify If patient has been counseiad on the risk of hepatolomcity and ach female of potential has b e the risk of
emibryo-fetal toxicity and the need 1o use reliable contraception
. If counselng was not compieted, call the Bosentan REMS Program Contact Cender to compiete the before
bosentan

. Disperse up 1o 2 30ty supply of bosentan

&. Provide the Medication Guide to the patient every time bosentan is dispensed

f. Not transfer bosentan ko any pharmacy, practiioner, o any healthcare setting not cerified in e Bosentan REMS Program

Outpatient that do NOT supg wilh i ¥ Program system mist:

A Disperse bosentan 1o patients anly after shtaning a pre-gspense auihonzation by caling the REMS Program Contact Center of
accessing the Basenlan REMS Program Website o
| Verity the prescriber s cenified ana the pabent i enmilled
. Verify the patient has compieted the iver function tests and each female of reproducive potential has completed the pregnancy test of ine

prescriber has authorized a refil for patients f testing could not be confirmes

I Verify If patient has he risk ol and each lemale of reproductive polential has been counssled on the nsk of
embrye-fetal fomcily and B need [0 wse relatie contraception
b 1 counseling wits nol compileted, cl the Bosentan REMS Program Contac Cenler phete the befare
basentan

¢ Digpense up to a 30-day supply of bosentan
. Provide I Medicabon Gued to e patient every Bme bosenlan s dispensed
. Mol transfer basentan o any pharmacy, practiloner, of aivy healincare setling nol certilied in Me Bosentan REMS Program

By checking the box, | signity my understanding of he risks of bosentan treatment, my obiigations. as 3 pnarmacy certified in the Bosentan REMS
Program as ouined abowe, and | agree o averses the impleméntation and compliance with the Bosentan REMS Program requirements for is
Pharmacy.

Signaute Sigriature: Cire

For about the REMS Program, please call 1-866-359-2612.

Connctln | Prwmey Poley | Termm nnd Condsions | 5os Map

Note: The following message will be displayed when user hover overs the information icon
after PDA: “A PDA is verification by the Bosentan REMS Program authorizing the pharmacy

to dispense bosentan to an eligible patient.”
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4.9 Inpatient Pharmacy Attestation Page

My Dashboard

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

© INTAKE ATTESTATION

Pharmacy Attestation

To complete the certification for <Pharmacy Name> in the Bosentan REMS Program online, please review the attestation section below fo provide your
acknowledgement along with signature and signature date.

Alternatively, you may print your online enrcliment form using the print icon to the right and fax it to the Bosentan REMS Program at 1-800-730-8231 @
or mail it to the Bosentan REMS Program, P.O. Box 29080, Phoenix, AZ 85038

As the authorized representative designated by my pharmacy to oversee the implementation and compliance with the Bosentan REMS Program,
| <First_Name Last_Name> attest to understanding the Bosentan REMS Program requirements, and accept the responsibility to:

-

. Complete and sign the Bosentan REMS Program Inpatient Pharmacy Enreliment Form on behalf of the pharmacy, and submit the form to the
Bosentan REMS Program

2. Review the Bosentan REMS Program Pharmacy Guide

. Ensure all relevant staff involved in the dispensing of bosentan are trained on the Bosentan REMS Program requirements as described in the

[

Bosentan REMS Program Pharmacy Guide and maintain a record of the training
. Recertify in the Bosentan REMS Program if the pharmacy designates a new authorized representative
. Report all adverse events including those suggestive of hepatotoxicity to the Bosentan REMS Program
. Report any pregnancy and all available information during treatment with bosentan to the Bosentan REMS Program

~N O o g

- Maintain documentation that all processes and procedures are in place and are being followed for the Bosentan REMS Program and provide upon
request to the Bosentan Sponsors or a third party acting on behalf of the Bosentan Sponsors

8. Comply with audits by the Bosentan Sponsors or a third party acting on behalf of the Bosentan Sponsors to ensure that all processes and

procedures are in place and are being followed for the Bosentan REMS Program

w

. Put processes and procedures in place to ensure the following requirements are completed prior to dispensing bosentan:
a. Verify the patient is under the supervision and care of a prescriber who is certified
b. Verify the patient is enrolled or will be enrolled prior to discharge
¢ Dispense no more than a 15-day supply of bosentan upon discharge
10. Verity the requirements by the following mechanisms, including but not limited to calling the Bosentan REMS Program Contact Center, accessing
the Bosentan REMS Program Website, or by accessing the patient's medical record
11. Not transfer bosentan to any pharmacy, practitioner, or any healthcare setting not certified in the Bosentan REMS Program

["| By checking the box, | signify my understanding of the risks of bosentan treatment, my obligations as a pharmacy certified in the Bosentan REMS
Program as outlined above, and | agree to oversee the implementation and compliance with the Bosentan REMS Program requirements for this
pharmacy.

Signature Signature Date

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Confact Us | Prive icy | Terms and Conditions | Site Map
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© [INTAKE B ATTESTATION © CONFIRMATION

Pharmacy Certification Confirmation

o Your pharmacy is now certified in the Bosentan REMS Program.

| The Interactive Voice ‘
Response (IVR) unit is used

Below is your Bosentan REMS Progi| DY outpatient pharmacies 1 this information for your records.

only. Use this number to

update patient testing and/or

counseling through the IVR.

IVR Access ID @ : 12341234
-

To add additional pharmacies or manage your pharmacies, please use the My Dashboard button at the top of the page.

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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Authorized Representative Intake

To begin the process as an authorized representative in the Bosentan REMS Program, please complete the form below and press Next.
All fields listed below are required unless otherwise indicated.

REMS Chain ID Validate

Authorized Representative Information

First Name
Last Name
Email Address

Confirm Email Address

Credentials - Please Select — v
Phone
Fax
Preferred Method of Contact - Please Select — v

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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© INTAKE ® CONFIRMATION

Confirmation

The Interactive Voice
Response (IVR) unit is used
by outpatient pharmacies
Q You are now an a only. Use this number to osentan REMS Program.
update patient testing and/or
counseling through the IVR.

w
IVR Access ID © : 12341234
If you are ready to certify your chain headguarter pharmacy now please use Cerlify Chain Headguarier Pharmacy
If you have completed your session today, simply close your browser

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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© INTAKE

Chain Pharmacy Headquarters Intake

To certify your chain pharmacy headquarters, please complete the form below and press Next. Once certified, you will receive a certification confirmation via
the preferred method of contact you selected during your authorized representative intake. All fields listed below are required unless otherwise indicated.

Chain Pharmacy Headquarters Information

Pharmacy Name
Address
Gity
State - Please Select — v Zip Code
Phone

Fax

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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Pharmacy Headquarters Attestation

To complete the certification for <Pharmacy Name> in the Bosentan REMS Program online, please review the attestation section below to provide your
acknowledgement along with signature and signature date.

Alternatively, you may print your online enroliment form using the print icon to the right and fax it to the Bosentan REMS Program at 1- 866-359-2612 e
or mail it to the Bosentan REMS Program, P.O. Box 29080, Phoenix, AZ 85038,

| am the authorized representative by my to the activities of the Bosentan REMS Program. | attest to understanding the
Bosentan REMS Program requirements, and accept the responsibility to:

1. Complete and sign the Bosentan REMS Program Chain Y q Form on behalf of the pharmacy, and submit the
form to the Bosentan REMS Program

2. Review the REMS g Guide

3. Ensure all relevant staff involved in the dispensing of bosentan are trained on the Bosentan REMS Program requirements as described in the

Bosentan REMS Program Pharmacy Guide and maintain a record of the training

Recertify in the Bosentan REMS Program if the pharmacy designates a new authorized representative

Report all adverse events including these suggestive of hepatotoxicity to the Bosentan REMS Program

Report any pregnancy and all available information during treatment with besentan to the Bosentan REMS Program

Maintain documentation that all processes and procedures are in place and are being followed for the Bosentan REMS Program and provide upon

request to the Bosentan Sponsors or a third party acting on behalf of the Bosentan Sponsors

Comply with audits by the Bosentan Sponsors or a third party acting on behalf of the Bosentan Sponsors to ensure that all processes and

procedures are in place and are being followed for the Bosentan REMS Program

Put processes and procedures in place to ensure the following requirements are completed prior to dispensing bosentan:

a. Obtain a pre-dispense authorization

. Ensure the pharmacy enables its pharmacy management system to support communication with the Bosentan REMS Program system using
established telecommunication . and runs the ion test transactions to validate the system enhancements

~ @ o &

© @

=1

Dispense bosentan to patients only after obtaining a pre-dispense authorization by processing the prescription, including cash claims, through

their pharmacy management system to electronically:

a. Verify the prescriber Is certified and the patient is enrolled

b. Verify the patient has completed the liver function tests and each female of reproductive potential has completed the pregnancy test or the
prescriber has authorized a refill for patients if testing could not be confirmed

€. Verify if patient has been counseled on the risk of hepatotoxicity and each female of reproductive potential has been counseled on the risk of
embryo-fetal toxicity and the need to use reliable contraception

. If counseling was not completed, call the Bosentan REMS Program Contact Center to complete the counseling requirement before dispensing
bosentan

]

13. Dispense up to a 30-day supply of bosentan
- Provide the patient the Medication Guide every time bosentan is dispensed
15. Not transfer bosentan to any pharmacy, practitioner or any healthcare setting not certified in the Bosentan REMS Program

=

|| By checking the box, I signify my understanding of the risks of bosentan treatment, my obligations as a pharmacy certified in the Bosentan REMS
Program as outlined above, and | agree to oversee the implementation and compliance with the Bosentan REMS Program requirements for this
pharmacy.

Signature Signature Date

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Poliey | Terms and Conditions | Site Map.

Page

Note: The following message will be displayed when user hover overs the information icon
after PDA: “A PDA is verification by the Bosentan REMS Program authorizing the pharmacy

to dispense bosentan to an eligible patient.”
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Pharmacy Test Transactions

O Thank you! Your enrollment form was successfully submitted.

To complete the final step in your certification process, you must now successfully perform a software validation test to verify your

pharmacy management system.

= You will soon receive a communication via your preferred method of contact with instructions on how to submit test transactions to the
Bosentan REMS Program. This will ensure that your pharmacy management system has been successfully configured to allow communication

with the Bosentan REMS Program.
- To download the instructions now, please use the Download Instructions button below. After successful completion of the test transactions and

validation of all required identifiers, you will be notfified of your certification in the Bosentan REMS Program through your preferred method of contact.

o
e Download Instructions

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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Chain Pharmacy Store Intake

To report training of your pharmacy dispensing location, please complete the form below and press Next. Once confirmed, you will receive a certification
via the preferred method of contact you selected during your authorized representative intake. All fields listed below are required unless otherwise indicated.

Pharmacy Information

Pharmacy Name

Address
City
State -- Please Select - r Zip
Phone Fax
Training Status -- Please Select - v

Pharmacy Identifiers

NCPDP Number

(Provide at least one)

DEA Number

NP Number

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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Chain Pharmacy Dispensing Location Confirmation

O The pharmacy dispensing location has been successfully added.

To add another pharmacy dispensing location, please use the Add Pharmacy Dispensing Location button below.

Add Pharmacy Dispensing Location

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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User Search

Your data may already be populated in the Bosentan REMS Program. Please complete the fields below and select the Search button. All fields listed below
are required unless otherwise indicated.

Pharmacy Information (at least one identifier is required):

Identifiers
Pharmacy Zip Code DEA Number NP1 Number NCPDP Number
and or or
Pharmacy Staff Information
First Name Last Name
Phone (Optional) Fax (Optional) Email (Optional)

If the search results have returned your record, please highlight the row and select the Submit button to begin your enroliment process. If you do not see your
record, you can either try your search again or the select the New User button to begin your enrollment process in the Bosentan REMS Program.

First Name & Last Name Phons Pharmacy Name Pharmacy Address
John Doe 555-555-5555 ABC Pharmacy 1234 W Palo Verde Lane Tempe AZ 85283
Showing 1 to 1 of 1 enfries 1 » 10 T

e e

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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User Search

Your data may already be populated in the Bosentan REMS Program. Please complete the fields below and select the Search button. All fields listed below
are required unless otherwise indicated.

Pharmacy Information (at least one identifier is required):

Identifiers
Pharmacy Zip Code DEA Number NPl Number NCPDP Number
and or or
Pharmacy Staff Information
First Name Last Name
Phone (Optional) Fax (Optional) Email (Optional)

Mo results found. Please try your search again or contact the Bosentan REMS Program for assistance. You may also use the New User
button below to begin your enrollment process in the Bosentan REMS Program.

First Name ~ Last Name Phone Pharmacy Name Pharmacy Address

Ne matching records found

Showing 1to 1 of 1 entries 1 » 10 v

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Temms and Conditions | Site Map
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User Search

Your data may already be populated in the Bosentan REMS Program. Please complete the fields below and select the Search button. All fields listed below
are required unless otherwise indicated.

Pharmacy Information (at least one identifier is required):

Identifiers
Pharmacy Zip Code DEA Number NP1 Number NCPDP Number
and or or
Pharmacy Staff Information
First Name Last Name
Phone (Optional) Fax (Optional) Email (Optional)

If the search results have returned your record, please highlight the row and select the Submit button to begin your enroliment process. If you do not see your
record, you can either try your search again or the select the New User button to begin your enrollment process in the Bosentan REMS Program.

First Name & Last Name Phons Pharmacy Name Pharmacy Address
John Doe 555-555-5555 ABC Pharmacy 1234 W Palo Verde Lane Tempe AZ 85283
Showing 1 to 1 of 1 enfries 1 » 10 T

e e

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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© INTAKE

Pharmacy Staff Intake

To enroll as a pharmacy staff member in the Bosentan REMS Program, please complete the form below and select the Next button. Once enrolled, you will
receive an enroliment confirmation via your preferred method of contact. All fields listed below are required unless otherwise indicated.

Pharmacy Staff Information

First Name

Last Name

Email Address

Email Address Confirmation
Phone

Extension (Optional)

Fax

Preferred Method of Contact -- Please Select -- v

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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© INTAKE © ATTESTATION

Pharmacy Staff Attestation

To complete pharmacy staff enroliment in the Bosentan REMS Program, please review the attestation section below to provide an acknowledgement along
with signature and signature date.

As a pharmacy staff member:

1. | attest that | have been trained and will follow the requirements of the Bosentan REMS Program as outlined in the Bosentan REMS Program
Pharmacy Guide

2. lunderstand | can access the Bosentan REMS Program Website to:

+ Check inpatient REMS requirements for a patient to receive bosentan (only applies to inpatient pharmacies)

+ Obtain a pre-dispense authorization (only applies to outpatient pharmacies that do NOT support electronic telecommunication verification)

+ Reverse a pre-dispense authorization (only applies to outpatient pharmacies that do NOT support electronic telecommunication verification)
Edit your profile information

Associate your profile to one or more pharmacies

- Disassociate your profile from a pharmacy

3. | agree not to share my credentials for the Bosentan REMS Program Website or allow others to sign into the website using my credentials

As part of your enroliment, you must select the certified pharmacy location(s) where you fill and/or dispense bosentan. It is your responsibility to update
this information as necessary.

[ | By checking the box, | attest that | understand the requirements of the Bosentan REMS Program as indicated above, and | will follow the requirements of
the Bosentan REMS Program.

Signature Signature Date

e ]

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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© INTAKE B© ATTESTATION © CONFIRMATION

Pharmacy Staff Enroliment Confirmation

o You are now an enrolled pharmacy staff member in the Bosentan REMS Program.

l The Interactive Voice ‘
Response (IVR) unit is used

Below is your Bosentan REMS Prog| DY outpatient pharmacies

only. Use this number to

update patient testing and/or

counseling through the IVR.

this information for your records.

IVR Access ID @ : 12341234
Lol

To add additional pharmacies or manage your pharmacies, please use the My Dashboard button at the top of the page.

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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© INTAKE

Patient Intake

You must complete this form with your patient

To enroll your patient in the Bosentan REMS Program, please complete the form below with your patient and press Next. Once the patient enroliment is
complete, you will receive an enroliment confirmation via your preferred method of contact. All fields listed below are required unless otherwise indicated.

Patient Information

First Name MI (Optional)
Last Name
Email (Optional)

Gender -- Please Select - v Date of Birth MM/DDIYYYY
Address
City
State -- Please Select - v Zip

Primary Phone
Alternate Phone (Optional)
Parent/Legal Guardian (Optional)

Relationship (Optionar)

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Tems and Conditions | Site Map
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© INTAKE © ATTESTATION

Patient Attestation

To complete patient enroliment in the Bosentan REMS Program, the patient or parent/legal guardian must review the attestation section below, attest fo
understanding the program requirements by checking the box and sign and date the form.

By signing below, | indicate that | have:

1. Received and has read the Bosentan REMS Program Guide for Patients
2. Received counseling from the healthcare professional regarding:
a. the risk of liver damage, the signs and symptoms of liver damage and, as appropriate, the risk of serious birth defects, and the need to use reliable
contraception
b. the need to complete liver function testing and, as appropriate, pregnancy testing, as outlined in the Bosentan REMS Program Guide for
Patients
c. the Bosentan REMS Program contacting you prior to each dispense of bosentan to confirm that liver function tests and, as appropriate,
pregnancy test were completed and provide counseling
3. Completed and signed this Besentan REMS Program Patient Enrollment Form with the healthcare professional

[ By checking the box, | attest that | understand the requirements of the Bosentan REMS Program as indicated on this form and in the Bosentan REMS
Program Guide for Patients, and | will follow the requirements of the Bosentan REMS Program.

Patient/Parent/Legal Guardian Signature Signature Date

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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© INTAKE © ATTESTATION © REPRODUCTIVE CLASSIFICATION, TESTING, & COUNSELING

Patient Reproductive Classification, Testing, and Counseling

Please complete the form below to confirm the liver function and pregnancy tests (if applicable) and press Next. Completion of required tests and patient
counseling must be cenfirmed with the Bosentan REMS Program for bosentan to be dispensed to your patient.
Liver Function Test

Liver function test has been completed J Yes 7 No

Patient Reproductive Classification

If your patient is female, select the correct patient category:

Patient Category  — Please Select— Patient Sub-Category — Please Select — v

If this patient is a female of reproductive potential, has a negative pregnancy test been completed prior to dispensing bosentan? 0 Yes 2 No

Acknowledgment of Patient Counseling

|| Patient has been counseled this month on the risks associated with bosentan treatment and the Bosentan REMS Program requirements

By checking the box above, you attest that this patient has been counseled this month on the risks of hepatotoxicity and embryo-fetal toxicity, as
appropriate for the reproductive potential status as defined in the Bosentan REMS Program Prescriber Guide.

Prescriber Signature

By signing below, you attest that the patient indicated above meets the reproductive potential classification as defined in the Besentan REMS Program
Prescriber Guicle, and that you agree to follow the requirements of the Bosentan REMS Program.

Signature Signature Date

e

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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© INTAKE ® ATTESTATION © REPRODUCTIVE CLASSIFICATION, TESTING, & COUNSELING @ FINISH

Patient Enroliment Confirmation

o Your patient is now enrolled in the Bosentan REMS Program.

Below is your Bosentan REMS Program Enroliment ID for your patient. Please retain this information for your records

Enroliment ID: <Enroliment ID>

If you would like to enroll another patient please use Enroll Patient.

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map

Bosentan_Website_Screen_Captures Version 6.0 Page 68 of 102



Bosentan

REMS Program

6. Dashboard and Dashboard Actions

6.1 Prescriber Dashboard

Bosentan
R
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Prescribing Information | A

My Dashboard

Prescribers Pharmacies Patients

Prescriber Dashboard

Pharmacy Lookup

FAQs

The table below contains the patients you have treated with bosentan. If you do not find a patient, please use the Enroll Patient button to add the patient.

Enroll Patient Search Q

First Name 4 M LastName

@ Giacomo P Guilizzoni

Enroliment ID: PAT 989994

Gender: Female

Patient Reproductive Classification: Female Non- Reproductive Potential, Pre-pubertal Female
Relationship Status: Active

Liver Test Pregnancy Test Monthly Counseling
112172016 NIA Ll
&' Marco K Botton

Showing 1 to 2 of 2 entries

DoB

04/21/2007

03/04/1948

Enroliment
Status

Enralled

Enrolled

Bl

Counseling

View Patient Profile

Change Patient Reproductive Status
Update Annual Verification

Refill Dispense Exception

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Termsand Condiions | Site Map
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: . it
Patient Profile

Patient Information

First Name John MI(Optionaly | T
Last Name Doe
Email (Optional) johndoe@email.com
Gender Male Date of Birth ~ 01/01/1962

Address 1 Main Street

City New York
State New York Zip 10001

Primary Phone 555-555-0000

Alternate Phone (Optional) 555-555-5555
Parent/Legal Guardian (Optional) Jane Doe

Relationship (Optional) Mother

Patient Enrollment

Enroliment ID: PAT123112312

Cancel Save

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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Refill Dispense Exception

A Refill Dispense Exception provides a prescriber to authorize a patient to receive up to a 30-day supply of bosentan without confirmed pregnancy and/or
liver function testing, or up to a 90-day supply of bosentan for extended travel outside of the United States of more than 30 days.

Refill dispense exception reasons are below:

Required Testing Not Confirmed - Benefit Outweighs the Risk: By selecting this refill dispense exception you attest that testing has not been confirmed
within the last month and that the benefits of receiving bosentan outweigh the risks of hepatotoxicity and embryo-fetal toxicity associated with bosentan.

Travel Outside of the United States for more than 30 Days: By selecting this refill dispense exception you attest to continue to counsel the patient about
the risk of embryo-fetal toxicity and hepatotoxicity associated with bosentan, the signs and symptoms of hepatotoxicity, and program reguirements including
the need to complete liver function testing and, as appropriate, pregnancy testing monthly while traveling outside of the United States.

Patient Information

Name: Jane Doe
Date of Birth: 09/02/1997

Authorization Number: AUTH-1234-5678-B910

Refill Dispense Exception: Required Testing Not Confirmed — Benefit Qutweighs the Risk v

By selecting the Submit button | attest that the benefits of receiving bosentan outweigh the risk of hepatotoxicity and embryo-fetal toxicity associated with

bosentan. | understand the patient must complete appropriate testing before their next refill date.

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Tems and Conditions | Site Map
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Refill Dispense Exception

A Refill Dispense Exception provides a prescriber to authorize a patient to receive up to a 30-day supply of bosentan without confirmed pregnancy and/or
liver function testing, or up to a 90-day supply of bosentan for extended travel outside of the United States of more than 30 days.

Refill dispense exception reasons are below:

Required Testing Not Confirmed - Benefit Outweighs the Risk: By selecting this refill dispense exception you attest that testing has not been confirmed
within the last month and that the benefits of receiving bosentan outweigh the risks of hepatotoxicity and embryo-fetal toxicity associated with bosentan.

Travel Outside of the United States for more than 30 Days: By selecting this refill dispense exception you attest to continue to counsel the patient about
the risk of embryo-fetal toxicity and hepatotoxicity associated with bosentan, the signs and symptoms of hepatotoxicity, and program requirements including
the need to complete liver function testing and, as appropriate, pregnancy testing monthly while traveling outside of the United States.

Patient Information

Name: Jane Doe
Date of Birth: 09/02/1997

Authorization Number: AUTH-1234-5678-8910

Refill Dispense Exception: Travel Outside of the United States for more than 30 days v

By selecting the Submit button | attest to continue to counsel the patient about the risk of embryo-fetal toxicity and hepatotoxicity associated with
bosentan, the signs and symptoms of hepatotoxicity, and program requirements including the need to complete liver function testing and, as appropriate,
pregnancy testing monthly while traveling outside of the United States. Additionally, | understand the patient must complete testing before their next refill

date.

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Temms and Conditions | Site Map
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6.5 Prescriber Dashboard: Refill Dispense Exception —
Confirmation Page

Refill Dispense Exception Confirmation

The exception has been approved for one (1) dispense to occur within the next 45 days.

Note: Popup messaging will be consistent with the results of the activity within this
function.
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Patient Reproductive Status Change and Pre-pubertal Annual Verification

For an immediate reporting of changes to a patient's reproductive status, or to provide annual verification that a patient remains pre-pubertal, please update
the Patient Reproductive Classification section, provide your signature and date, and select the Submit button.

Patient Information

Full Name: Jane Doe

Date of Birth: 07/01/2006

Definitions of Reproductive Potential Status

Females of Reproductive Potential

= Females of reproductive potential include girls who have entered puberty and all females who have a uterus and have not passed through
menopause (as defined below)

= For the purposes of this REMS, puberty includes these girls who are at least Tanner Stage 3 and have not yet had a menses (premenarchal)

Females of Non-Reproductive Potential

= Pre-pubertal females: Females who are at Tanner Stages 1 and 2 are not considered to be of reproductive potential

- Post-menopausal females: Females who have passed through menopause. Menopause is defined as 12 months of spontaneous amenorrhea
{not amenorrhea induced by a medical condition or medical therapy) or post-surgical from bilateral cophorectomy

= Females with other medical reasons for permanent, irreversible infertility

Patient Reproductive Classification

Patient has had a change in reproductive status
Based on definitions of reproductive potential status, patient is:

Reproductive Status ~ Female of non-reproductive potential — Patient is pre-pubertal v

Reasen for change in classification:

Status Change Reason - Please Select - v

Annual Verification of Pre-pubertal Status
|| Patient remains a pre-pubertal female age 8 years or older
Prescriber Signature

|| By checking the box, | attest that the patient's reproductive status as updated above is accurate, and that | will comply with the REMS requirements
for my patient's reproductive potential status as defined in the Bosentan REMS Program Prescriber Guide.

Signature Signature Date
T

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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Patient Test and Counseling

Please complete the form below to confirm the liver function and pregnancy tests (if applicable) and press Next. Completion of required tests and patient
counseling must be confirmed with the Bosentan REMS Program every month for bosentan to be dispensed to your patient.

Patient Information
Full Name: Jane Doe

Date of Birth: 09/02/1962

Confirm Liver Function Test Completed

Complete this section to confirm the completion of a liver function test for your patient.

|| Monthly liver function test has been completed Date of Test MM/DDIYYYY

By checking the above box, | attest that a liver function test has been completed for the patient

Confirm Pregnancy Test Completed

Complete this section to confirm the completion of a pregnancy test if your patient is a female of reproductive potential.
["] Monthly pregnancy test has been completed Date of Test MM/DDAYYYY

By checking the above box, | attest that a pregnancy test has been completed for the patient.

Acknowledgement of Patient Counseling

|| Patient has been counseled this month on the risks associated with bosentan treatment and the Bosentan REMS Program requirements.
By checking the box above, you attest that this patient has been counseled this month on the risks of hepatotoxicity and embryo-fetal toxicity as

appropriate for the reproductive potential status.

Signature

By signing below, you signify that the appropriate test(s) and/or counseling indicated above have been completed for this patient.

Signature Signature Date

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.
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6.8 Prescriber Dashboard: Patient Test and Counseling
Confirmation

Patient Testing and Counseling Confirmation

You are confirming the following:
@ Liver Test
& Pregnancy Test

€3 counseling

The patient must be counseled on the risks of hepatotoxicity
and embryo-fetal toxicity as appropriate for the reproductive
potential status.

Cancel Confirm

Note: Popup messaging will be consistent with the results of the activity within this
function.
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6.9 Pharmacy Dashboard: Inpatient Pharmacies

Prescribing Information | Medication Guide

= : My Dashboard
REMS Program

The Interactive Voice
Response (IVR) unit is used
by outpatient pharmacies
anly. Use this number to
update patient testing andfor
counseling through the IVR.

Pharmacies Patients Pharmacy Lookup FAQs

M

IVR Access ID 5 112341234

Pharmacies : Pharmacy Staff

Please search for your pharmacy in the table below and take the appropriate action. If you need to Add Pharmacy | Search Q

add a new pharmacy to your list, please use the Add Pharmacy button. For patient actions, use
the Actions list below.

Pharmacy Name Address Pharmacy Type Certification ID Status * Actions
. 23565 N SCOTTSDALE RD, s He
ABC Pharmacy SCOTTSDALE, Arizona 85255 Inpatient FAC1000000000  Ceriified —Please Select - w
— Please Select —

Showing 1to 1 of 1 entries Check Inpatient REMS Requirements
View Pharmacy Profile

For additional information about the Bosentan REMS Program, please call 1-866-359-2612

Note: Refer to Screen 6.21 to view the Pharmacy Staff tab for all pharmacy types.
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The Interactive Voice Pharmacies Patients Pharmacy Lookup FAQs
Response (IVR) unit is used
by outpatient pharmacies
M only. Use this number to
update patient testing andfor
counseling through the IVR.

IVR Access ID E) 112341234

| Pharmacies | Phamacy Staff
Please search for your pharmacy in the table below and take the appropriate action. If you Add Pharmacy Search Q
need to add a new pharmacy to your list, please use the Add Pharmacy bution. For patient

actions, use the Actions list below

Pharmacy Name 4 Address Pharmacy Type Certification ID Status Actions

ABC Pharmacy 1234 West Prarmacy Lane Phoenix AZ 35003  Inpatient FAC1000000000 = Certified

XYZ Pharmacy 15 East Prescription Street Phoenix AZ 85008 Outpatient FAC1000000001  Certified Request Pre-dispense Authorization
| Reverse Pre-dispense Autharization

Showing 1 o 2 of 2 entries

For additional information about the Bosentan REMS Program. please call 1-866-359-2612.

Contact Us | Privacy Policy | Tenms and Condilions | Site Map

Note: Refer to Screen 6.21 to view the Pharmacy Staff tab for all pharmacy types.
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6.11 Pharmacy Dashboard: Outpatient Pharmacies that
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The Interactive Voice Pharmacies Patients Pharmacy Lookup FAQs
Response (IWVR) unit is used
by outpatient pharmacies
M only. Use this number to
update patient testing and/or
counseling through the IVR.

IVR Access ID @ : 12341234

Pharmacies || Phamacy Staff

Please search for your pharmacy in the table below and take the appropriate action. If vou Add Pharmacy Sesrch Q

need to add a new pharmacy to your list, please use the Add Pharmacy bution. For patient
actions, use the Actions list below

Pharmacy Name 4 Address Pharmacy Type Certification 1D Status Actions

ABC Pharmacy 1234 West Pharmacy Lane Phoenix AZ 35008  Outpatient FAC1000000000 = Certified

X¥Z Pharmacy 15 East Prescription Street Phoenix AZ 85008  Cutpatient FAC1000000001  Ceriified Please Select

Showing 1 to 2 of 2 enfries

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map

Note: Refer to Screen 6.21 to view the Pharmacy Staff tab for all pharmacy types.
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6.12 Pharmacy Dashboard: Chain Pharmacy Headquarters

Dsentan
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The Interactive Voice Pharmacies Patients Pharmacy Lookup FAQs
Response (IVR) unitis used
by outpatient pharmacies
M only. Use this number to
update patient testing and/or
counseling through the IVR.

IVR Access ID @ : 12341234

Pharmacies || Phamacy Staff

To add a store to the list below, use the Add Pharmacy Dispensing Location button. To certify 2 store in the list below as trained on all program
requirements, select the store and use the Certify Pharmacy Dispensing Location button. For all other activities. use the Actions list for the store.

Add Pharmacy Dispensing Location Certify Pharmacy Dispensing Location Search Q

Pharmacy Dispensing Location Name # Address Certification 1D Status Actions

ABC Rx 234 Drug Avenue Phoenix AZ 850058 FAC1111000000 Certified | Please Select »

View Pharmacy Profile
XYZ Rx 123 West Pharmacy Lane Fhoenix AZ 85008 FAC1000000123  Incomplete

Showing 1to 2 of 2 entries

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Note: Refer to Screen 6.21 to view the Pharmacy Staff tab for all pharmacy types.
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6.13 Pharmacy Staff Dashboard: Inpatient Pharmacies
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The Interactive Volce Pharmacies Patients Pharmacy Lookup FAQs
Response (IVR) unit is used
by outpatient pharmacies
J\] onty. Use this number to
update patient testing andfor
counseling through the IVR.

IVR Access ID @ : 12341234

The table below contains all of your associated pharmacies. If you need to associate yourself to a new pharmacy, please use the Associate to Pharmacy
button. For patient actions. use the Actions list below.

Associalte lo Pharmacy Search Q

Pharmacy Name & Address Pharmacy Type Status Actions

ABC Pharmacy 1234 West Pharmacy Lane Phoenix AZ B5008  Inpatient Certified [ Please S
XYZ Pharmacy 15 East Prescription Strest Phoenix AZ 85008 Inpatient Certified | ease Select v | Hel

Check Inpatient REMS Requirements

Showing 1 to 2 of 2 entries | Disassociate from Pharmacy

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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osentan

REMS Program

The Interactive Voice Pharmacies Patients Pharmacy Lookup FAQs
Response (IVR) unit is used
by outpatient pharmacies
M only. Use this number to
update patient testing and/or
counseling through the IVR.

IVR Access ID @ : 12341234

The table below contains all of your associated pharmacies. If you need to associate yoursell to a new pharmacy, please use the Associate to Pharmacy
button. For patient actions, use the Actions list below.

Associate to Pharmacy Search Q

Pharmacy Name A Address Pharmacy Type Certification Status  Actions

ABC Pharmacy 1234 West Pharmacy Lane Phoenix AZ 35005  Inpatient Certified | Please Select ¥

ot
Request Pre-dispense Authorization
Reverse Pre-dispense Authorization|
Disassociate from Pharmacy |

XYZ Pharmacy 15 East Prescription Street Phoenix AZ 85003  Qutpatient Certified

Showing 1 fo 2 of 2 entries |10 v

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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Search Results
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Prescribers Pharmacies Patients Pharmacy Lookup FAQs

Associate to Pharmacy

To identify your certified pharmacy, please complete the fields below and select Search. All fields are required unless otherwise indicated.

Pharmacy Information (at least one identifier is required):

Identifiers

Pharmacy Zip Code DEA Number NP1 Number NCPDP Number

and or or

I the search results have returned your record, please highlight the row and press Submit. If you do not see your record, please fry your search again or
contact the Bosentan REMS Program for assistance.

Pharmacy Name = Pharmacy Address Phone
ABC Pharmacy 1234 W Palo Verde Lane Tempe AZ 85283 555-555-5555
Showing 11o 1 of 1 entries 1 » 10 v

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Temms and Conditions | Site Map
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6.16 Pharmacy Staff Dashboard: Disassociate from a
Pharmacy

Disassociate from Pharmacy

Please select the Confirm button to remove this pharmacy from the list of pharmacies on
your dashboard.

Cancel Confirm
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My Inpatient Pharmacy

My Information

Pharmacy Name Pharmacy A
Phammacy Type Inpatient Pharmacy
Address 4343 N Scoltsdale Road
City Scottsdale
State Arizona v Zip 85251
Phone 602-123-3456 Fax 601-123-3456
Email john.doe@website.com

Pharmacy Identifiers (at least one identifier required)

DEA Number AB23423423
NPI Number 123234234234
NCPDP Number 234234234
My Certification

Certification ID: FAC123112312

Cancel Save

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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6.18 Pharmacy Dashboard: Edit Pharmacy Profile —
Outpatient Pharmacy
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Prescribers Pharmacies Patients Pharmacy Lookup FAQs

My Outpatient Pharmacy

My Information

Pharmacy Name Pharmacy A
Pharmacy Type OCutpatient Pharmacy
Address 123 Main Street
City New York
State New York Zip Code 10001
Phone 5355-555-5555 Fax 555-555-0000
Email john.doe@website.com

Pharmacy Identifiers

DEA Number AB23423423
NP1 Number 123234234234
NCPDP Number 234234234

Can your pharmacy management system adjudicate claims online?

Yes

My Certification

Certification ID: FAC123112312

Cancel Save

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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6.19 Pharmacy Dashboard: Edit Pharmacy Profile — Chain
Pharmacy Headquarters
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My Chain Pharmacy Headquarters

My Information

Chain ID 123456
Pharmacy Name Pharmacy AAA
Pharmacy Type Chain Pharmacy
Address 4343 North Scottsdale Road
City Scottsdale
State AZ v Zip 85251
Phone 602-123-3456 Fax 602-123-3434

Cancel Save

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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6.20 Pharmacy Dashboard: Edit Pharmacy Profile — Chain
Pharmacy Dispensing Location
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Prescribers Pharmacies Patients Pharmacy Lookup FAQs

My Dispensing Location

My Information

Chain ID 123456
Dispensing Location Name Pharmacy A
Pharmacy Type Chain Store
Address 4343 N Scottsdale Road
Address Line 2 Suite 2003
City Scottsdale
State Arizona v Zip 85251
Phone 602-123-3456 Fax 601-123-3456

Pharmacy ldentifiers (at least one identifier required)

NCPDP Number 123456
DEA Number BN5623740
NP1 Number 1234567891
My Training
Training Status Incomplete

Cancel Save

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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My Dashboard

Pharmacies Pharmacy Staff

This table below contains all of the pharmacy staff members that are currently associated to your pharmacy. Search Q
First Name 4 LastName Pharmacy Name Pharmacy Address Enroliment ID Status Actions
Mary Brown ABC Pharmacy 1234 W Palo Verde Lane Tempe AZ 85283  FAC10000000023  Enrolled | Please Select *

Terry White ABC Pharmacy 1234 W Palo Verde Lane Tempe AZ 85283 FAC10000000000 Enrolled Please Select *

Remove Pharmacy Staff
Showing 1 to 2 of 2 entries 1 » (10 ~

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Termsand Conditions | Site Map
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Remove Pharmacy Staff

Removing this pharmacy staff member will revoke their ability to perform actions on behalf of this pharmacy. To continue, please check the box below and
select the Submit button.

Pharmacy Staff Information

Staff Member: Jane Doe
Pharmacy Name: ABC Pharmacy

Enroliment ID: HCP123456789

| By selecting this box | am removing this pharmacy staff member's ability to perform actions on behalf of this pharmacy in the Bosentan REMS
Program.

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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Check Inpatient REMS Requirements

To determine if the safe use conditions have been met for your patient to receive bosentan, please complete the information below and select Submit.
The results of the inpatient REMS requirements check will be displayed after the information is submitted. All fields listed below are required unless otherwise

indicated.

Patient Information

First Name
Last Name

Date of Birth MM/DDAYYYY Zip Caode

Prescription Information (Optional)

Date of Fill MM/DDIYYYY
Manufacturer - Please Select — v
NDC Number - Please Select — v
Days Supply Quantity

Prescriber Identifier (at least one is required)

Prescriber DEA Number

Prescriber NP1 Number

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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6.24 Pharmacy Dashboard: Check Inpatient REMS

Requirements — Confirmed (Patient Enrolled and Patient
not Enrolled)
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Inpatient REMS Requirements Check Results

Patient Name: Jane Doe
DOB: 09/14/1962

Prescriber Name: Jane Smith

Inpatient REMS Requirements Check Results - Confirmed

o This patient is eligible to receive bosentan

As a reminder, prior to discharge this patient must be enrolled in the Bosentan REMS Program
and under the supervision and care of a certified prescriber.

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map

Note: The patient enrollment reminder language will only be displayed if the patient is not
enrolled and the prescriber is certified in the Bosentan REMS Program.
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6.25 Pharmacy Dashboard: Check Inpatient REMS
Requirements — Rejected
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Inpatient REMS Requirements Check Results

Patient Name: Jane Doe

DOB: 09/14/1962

Prescriber Name: Jane Smith

Inpatient REMS Requirements Check Results - Rejected

Q The patient is not enrolled and the prescriber is not certified in the Bosentan REMS Program

Do not dispense bosentan to this patient!
This patient’s prescriber must be certified in the Bosentan REMS Program prior to dispensing bosentan to this patient.

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Tems and Conditions | Site Map
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6.26 Pharmacy Dashboard: Pre-dispense Authorization —
Rx Information Entry
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Pre-dispense Authorization @

A PDA is verification by the Bosentan REMS Program authorizing

To determine ifth) 4,0 pharmacy to dispense bosentan to an eligible patient. Chain in, please complete the pre-dispense authorization information

below and select| anq outpatient pharmacies must obtain a PDA from the Bosentan  |37ter the information is submitted.

REMS Program for each dispensing that verifies the following

safe use conditions are met for the patient:

. Patient is enrolled in the Bosentan REMS Program

- Prescriber is certified in the Bosentan REMS Program

. Current completed liver function test for the patient is

Patient Info confirmed

. If the patient is a female of reproductive potential, a current
completed pregnancy test for the patient is confirmed

. Current hepatotoxicity counseling for the patient is
confirmed

. Current embryo-fetal toxicity counseling for each female of
reproductive potential is confirmed

All fields listed be

Lidie 0l ol MMIULITYTY LIp Loue

Pre-dispense Authorization Request

Date of Fill MM/DD/YYYY
Manufacturer v
NDC Number v
Days Supply Quantity

Prescriber Information (at least one identifier is required)

Prescriber DEA Number (Optional)

Prescriber NP1 Number

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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Result — Authorized with Counseling Confirmed

5

Bosentan o

REMS Program
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Pre-dispense Authorization Result

o The patient is eligible to receive bosentan.

Patient Name: Jane Doe

Patient DOB: 09/02/1962
Patient ID # PAT123456789

Authorization Number: AUTH-1234-5678-8910
L]

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Tems and Conditions | Site Map
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6.28 Pharmacy Dashboard: Pre-dispense Authorization
Result — Authorized with Counseling Not Confirmed
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Prescribers Pharmacies Patients Pharmacy Lookup FAQs

Pre-dispense Authorization Result

A This patient is eligible to receive bosentan.
MNOTE: Patient counseling is not confirmed. A pharmacist or patient can call 1-866-359-2612 for
counseling guidelines

Patient Name: Jane Doe

Patient DOB: 09/02/1962
Patient ID #. PAT123456789

Authorization Number: AUTH-1234-5678-8910

b

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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6.29 Pharmacy Dashboard: Pre-dispense Authorization
Result — Rejected

B C) S} e r’] tla rﬂ] _I .. | Dashbard

REMS Program

Prescribers Pharmacies Patients Pharmacy Lookup FAQs

Pre-dispense Authorization Result

A Do not dispense bosentan to this patient.

Name: Jane Doe

DOB: 09/02/1962

Patient ID #. PAT123456789

8 <Reject Reason>

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

ContactUs | Privacy Policy | Terms and Conditions | Site Map
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Pharmacy Reverse Pre-dispense Authorization

To reverse a pre-dispense authorization for a bosentan prescription that was not dispensed to a patient, enter the authorization number and select Search.
This will reverse the pre-dispense authorization but does not reverse the prescription with the payer.

Authorization Number

Forgot the authorization number? Look it up here

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Temms and Conditions | Site Map
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Pharmacy Reverse Pre-dispense Authorization

To reverse a pre-dispense authorization, enter the authorization number and select Search. This will reverse the pre-dispense authorization but does not
reverse the prescription with the payer.

Authorization Number AUTH-1234-5678-B910

Forgot the authorization number? Look it up here

Select the row and Submit o reverse the pre-dispense authorization.

Authorization Number “ Patient First Name Pafient Last Name Patient DOB Date Processed
AUTH-1234-5678-B910 Randy Botton 05/02/1897 10/01/2016 10:45 AM
Showing 11o 1 of 1 entries 1 » 10 v

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Tems and Conditions | Site Map
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Authorization — Forgot Authorization Number
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Pharmacy Reverse Pre-dispense Authorization

Below is a list of all bosentan pre-dispense authorizations obtained by the pharmacy. Select the row and Submit to reverse the pre-dispense authorization.
This will reverse the pre-dispense authorization but does not reverse the prescription with the payer.

Authorization Number “ " Patient First Name Patient Last Name Patient DOB Date Processed

AUTH-1234-5578-B910 Randy Botton 09/02/1997 10/01/2016 10:45 AM

AUTH-4444-5678-B910 John Doe 09/02/1997 10/01/2016 10:45 AM
Showing 1 to 2 of 2 entries 1 » 10 v

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Terms and Conditions | Site Map
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6.33 Pharmacy Dashboard: Reverse Pre-dispense
Authorization — Verification

Pre-dispense Authorization Reversal

Select Confirm to reverse the pre-dispense authorization or
Cancel to return to the pre-dispense authorization results.

Cancel Confirm
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6.34 Pharmacy Dashboard: Reverse Pre-dispense
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Pharmacy Pre-dispense Authorization Reversal Confirmation

The pre-dispense authorization has been reversed. The product can be returned to stock.

O Pre-dispense Authorization Reversed

Patient Name: Jane Doe

Patient DOB: 09/02/1962

Authorization Number: AUTH-1234-5678-B310

For additional information about the Bosentan REMS Program, please call 1-866-359-2612.

Contact Us | Privacy Policy | Temms and Conditions | Site Map
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Bosentan Outpatient Pharmacy Phone: 1-866-359-2612
REMS Program Enrollment Form Fax: 1-800-730-8231

For immediate enrollment, please go to www.BosentanREMSProgram.com.

To submit this form via fax or mail, please complete all required fields below and fax to 1-800-730-8231 or mail to the Bosentan REMS Program,
P.0. Box 29080, Phoenix, AZ 85038. You will receive a confirmation via the contact preference you list below.

If you have questions, require additional information, or need additional copies of Bosentan REMS Program documents, please visit the program
website at www.BosentanREMSProgram.com, or call the Bosentan REMS Program at 1-866-359-2612.

Authorized Representative Responsibilities

| am the authorized representative designated by my pharmacy to oversee implementation of and compliance with the Bosentan REMS
Program. | attest to understanding the Bosentan REMS Program requirements, and accept responsibility to:
1. Complete and sign this Bosentan REMS Program Outpatient Pharmacy Enroliment Form on behalf of the pharmacy, and submit the form to
the Bosentan REMS Program
Review the Bosentan REMS Program Pharmacy Guide
Ensure all relevant staff involved in the dispensing of bosentan are trained on the Bosentan REMS Program requirements as described in the
Bosentan REMS Program Pharmacy Guide and maintain a record of the training
Recertify in the Bosentan REMS Program if the pharmacy designates a new authorized representative
Report all adverse events including those suggestive of hepatotoxicity to the Bosentan REMS Program
Report any pregnancy and all available information during treatment with bosentan to the Bosentan REMS Program
Maintain documentation that all processes and procedures are in place and are being followed for the Bosentan REMS Program and provide
upon request to the Bosentan Sponsors or a third party acting on behalf of the Bosentan Sponsors
8. Comply with audits by the Bosentan Sponsors or a third party acting on behalf of the Bosentan Sponsors to ensure that all processes and
procedures are in place and are being followed for the Bosentan REMS Program
9. Put processes and procedures in place to ensure the following requirements are completed prior to dispensing bosentan:
a. Obtain a pre-dispense authorization
10. Outpatient pharmacies that support electronic telecommunication verification with the Bosentan REMS Program system must:

a. Ensure the pharmacy enables its pharmacy management system to support communication with the Bosentan REMS Program system
using established telecommunication standards, and runs the standardized validation test transactions to validate the system
enhancements

b. Dispense bosentan to patients only after obtaining a pre-dispense authorization by processing the prescription, including cash claims,
through their pharmacy management system to electronically:

i. Verify the prescriber is certified and the patient is enrolled
ii. Verify the patient has completed the liver function tests and each female of reproductive potential has completed the
pregnancy test or the prescriber has authorized a refill for patients if testing could not be confirmed
iii. Verify if patient has been counseled on the risk of hepatotoxicity and each female of reproductive potential has been counseled
on the risk of embryo-fetal toxicity and the need to use reliable contraception

c. If counseling was not completed, call the Bosentan REMS Program Contact Center to complete the counseling requirement before
dispensing bosentan

d. Dispense up to a 30-day supply of bosentan

e. Provide the Medication Guide to the patient every time bosentan is dispensed

f.  Not transfer bosentan to any pharmacy, practitioner, or any healthcare setting not certified in the Bosentan REMS Program

11. Outpatient pharmacies that do NOT support electronic telecommunication verification with the Bosentan REMS Program system must:
a. Dispense bosentan to patients only after obtaining a PDA by calling the Bosentan REMS Program Contact Center or accessing the
Bosentan REMS Program Website to:
i Verify the prescriber is certified, and the patient is enrolled
ii. Verify the patient has completed the liver function tests and each female of reproductive potential has completed the
pregnancy test or the prescriber has authorized a refill for patients if testing could not be confirmed
iii. Verify if patient has been counseled on the risk of hepatotoxicity and each female of reproductive potential has been counseled
on the risk of embryo-fetal toxicity and the need to use reliable contraception

b. If counseling was not completed, call the Bosentan REMS Program Contact Center to complete the counseling requirement before
dispensing bosentan

c. Dispense up to a 30-day supply of bosentan

d. Provide the Medication Guide to the patient every time bosentan is dispensed

e. Not transfer bosentan to any pharmacy, practitioner, or any healthcare setting not certified in the Bosentan REMS Program
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Bosentan Outpatient Pharmacy Phone: 1-866-359-2612
REMS Program Enroliment Form Fax: 1-800-730-8231

Pharmacy Management System Information (Select one)

Can your outpatient pharmacy management system adjudicate claims online?

By selecting “Yes,” you are confirming that your pharmacy management system CAN support electronic (online)
telecommunication verification with the Bosentan REMS Program using established telecommunications standards.
Bosentan will be dispensed only after obtaining a PDA for all bosentan prescriptions, including cash claims, through your
pharmacy management system. After submitting this form, you will receive instructions through the contact preference
indicated in the authorized representative information section on how to submit test transactions to the Bosentan REMS

3 Yes

Program. This is to ensure that your pharmacy management system has been successfully configured to allow for
communication with the Bosentan REMS Program.

By selecting “No,” you are confirming that your pharmacy management system cannot support electronic (online)
telecommunication verification with the Bosentan REMS Program and you will access the Bosentan REMS Program
Website at www.BosentanREMSProgram.com or call the Bosentan REMS Program Contact Center at 1-866-359-2612 to
obtain a PDA before dispensing each bosentan prescription. A complete PDA request requires the pharmacist to identify a
unique patient, provide dispense information, and provide the prescriber’s NPl or DEA.

Pharmacy Information (All fields required)

Pharmacy Name:

Pharmacy Identifiers: NCPDP: NPI: DEA:
Address: City:

State: Zip:

Phone: Fax:

First Name: Last Name:

Credentials: OR.Ph O PharmD 0 BCPS 0 Other

Phone: Fax: Email:

Preferred method of contact: (J Fax (J Email

Authorized Representative Signature

By signing below, you signify your understanding of the risks of bosentan treatment, your obligations as a pharmacy certified in the Bosentan
REMS Program as outlined above, and you agree to oversee the implementation of and compliance with the Bosentan REMS Program
requirements for this pharmacy.

Signature: Date:

Please fax all pages of this form to the Bosentan REMS Program Contact Center at 1-800-730-8231 or mail them to
P.O. Box 29080, Phoenix, AZ 85038.
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Bosentan Chain Pharmacy Headquarters  phone: 1-866-359-2612

REMS Program Enrollment Form Fax: 1-800-730-8231

For immediate enrollment, please go to www.BosentanREMSProgram.com.

To submit this form via fax or mail, please complete all required fields below and fax to 1-800-730-8231 or mail to the Bosentan REMS Program, P.O.

Box 29080, Phoenix, AZ 85038. You will receive a confirmation via the contact preference you list below.

If you have questions, require additional information, or need additional copies of Bosentan REMS Program documents, please visit the program
website at www.BosentanREMSProgram.com, or call the Bosentan REMS Program at 1-866-359-2612.

Authorized Representative Responsibilities
| am the authorized representative designated by my pharmacy to oversee implementation of and compliance with the Bosentan REMS Program. |
attest to understanding the Bosentan REMS Program requirements, and accept responsibility to:

1.

w N

Nou s

Complete and sign this Bosentan REMS Program Chain Pharmacy Headquarters Enrollment Form on behalf of the pharmacy, and submit the form

to the Bosentan REMS Program

Review the Bosentan REMS Program Pharmacy Guide

Ensure all relevant staff involved in the dispensing of bosentan are trained on the Bosentan REMS Program requirements as described in the

Bosentan REMS Program Pharmacy Guide and maintain a record of the training

Recertify in the Bosentan REMS Program if the pharmacy designates a new authorized representative

Report all adverse events including those suggestive of hepatotoxicity to the Bosentan REMS Program

Report any pregnancy and all available information during treatment with bosentan to the Bosentan REMS Program

Maintain documentation that all processes and procedures are in place and are being followed for the Bosentan REMS Program and provide upon

request to the Bosentan Sponsors or a third party acting on behalf of the Bosentan Sponsors

Comply with audits by the Bosentan Sponsors or a third party acting on behalf of the Bosentan Sponsors to ensure that all processes and

procedures are in place and are being followed for the Bosentan REMS Program

Put processes and procedures in place to ensure the following requirements are completed prior to dispensing bosentan

a. Obtain a pre-dispense authorization

Ensure the pharmacy enables its pharmacy management system to support communication with the Bosentan REMS Program system using

established telecommunication standards, and runs the standardized validation test transactions to validate the system enhancements

Dispense bosentan to patients only after obtaining a pre-dispense authorization by processing the prescription, including cash claims, through their

pharmacy management system to electronically:

a. Verify the prescriber is certified and the patient is enrolled

b. Verify the patient has completed the liver function tests and each female of reproductive potential has completed the pregnancy test or the
prescriber has authorized a refill for patients if testing could not be confirmed

c.  Verify if patient has been counseled on the risk of hepatotoxicity and each female of reproductive potential has been counseled on the risk of
embryo-fetal toxicity and the need to use reliable contraception

If counseling was not completed, call the Bosentan REMS Program Contact Center to complete the counseling requirement before dispensing

bosentan

Dispense up to a 30-day supply of bosentan

Provide the patient the Medication Guide every time bosentan is dispensed

Not transfer bosentan to any pharmacy, practitioner or any healthcare setting not certified in the Bosentan REMS Program
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B O ST AT Chain Pharmacy Headquarters Phone: 1-866-359-2612
REMS Program Enrollment Form Fax: 1'800'730'8231

Chain Pharmacy Headquarters Information (All fields required)
Pharmacy Name:

Chain ID:

Address: City:
State: Zip:
Phone: Fax

Authorized Representative Information (All fields required)

First Name: Last Name:
Credentials: O R.Ph O PharmD J BCPS O Other
Phone: Fax: Email:

Preferred method of contact: (J Fax (J Email

Continued on the following page.

Authorized Representative Signature

By signing below, you signify your understanding of the risks of bosentan treatment, your obligations as a pharmacy certified in the Bosentan REMS
Program as outlined above, and you agree to oversee the implementation of and compliance with the Bosentan REMS Program requirements for this
pharmacy.

Signature: Date:

1. After completing and signing this form, please fax to 1-800-730-8231 or mail to the Bosentan REMS Program, P.O. Box 29080, Phoenix, AZ 85038

2. Once this form is processed, you will receive instructions on submitting test transactions to the Bosentan REMS Program to ensure that your
pharmacy management system has been successfully configured/updated to communicate with the Bosentan REMS Program

3. After successful completion of the test transactions, you will receive a pharmacy certification confirmation. Upon receipt, your chain pharmacy
headquarters is certified and your dispensing locations are now eligible to complete their training

4. Once each dispensing location is trained, it is your responsibility to report confirmation of training to the Bosentan REMS Program online

through www.BosentanREMSProgram.com, or by calling the Bosentan REMS Program Contact Center at 1-866-359-2612 to obtain instructions
on providing a list of trained pharmacy locations. Once the Bosentan REMS Program confirms the required dispensing information, the
dispensing location will be authorized to purchase, receive, and dispense bosentan

Please fax all pages of this form to the Bosentan REMS Program Contact Center at 1-800-730-8231 or mail them to
P.O. Box 29080, Phoenix, AZ 85038
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Bosentan Inpatient Pharmacy Phone: 1-866-359-2612
REMS Program Enrollment Form Fax: 1-800-730-8231

For immediate enrollment, please go to www.BosentanREMSProgram.com.

To submit this form via fax or mail, please complete all required fields below and fax to 1-800-730-8231 or mail to the Bosentan REMS Program,
P.O. Box 29080, Phoenix, AZ 85038. You will receive a confirmation via the contact preference you list below.

If you have questions, require additional information, or need additional copies of Bosentan REMS Program documents, please visit the program
website at www.BosentanREMSProgram.com, or call the Bosentan REMS Program at 1-866-359-2612.

Authorized Representative Responsibilities
I am the authorized representative designated by my pharmacy to oversee implementation of and compliance with the Bosentan REMS
Program. | attest to understanding the Bosentan REMS Program requirements, and accept responsibility to:

1. Complete and sign this Bosentan REMS Program Inpatient Pharmacy Enrollment Form on behalf of the pharmacy, and submit the form to the
Bosentan REMS Program
2. Review the Bosentan REMS Program Pharmacy Guide
Ensure all relevant staff involved in the dispensing of bosentan are trained on the Bosentan REMS Program requirements as described in the
Bosentan REMS Program Pharmacy Guide and maintain a record of the training
Recertify in the Bosentan REMS Program if the pharmacy designates a new authorized representative
Report all adverse events including those suggestive of hepatotoxicity to the Bosentan REMS Program
Report any pregnancy and all available information during treatment with bosentan to the Bosentan REMS Program
Maintain documentation that all processes and procedures are in place and are being followed for the Bosentan REMS Program and provide
upon request to the Bosentan Sponsors or a third party acting on behalf of the Bosentan Sponsors
8. Comply with audits by the Bosentan Sponsors or a third party acting on behalf of the Bosentan Sponsors to ensure that all processes and
procedures are in place and are being followed for the Bosentan REMS Program
9. Put processes and procedures in place to ensure the following requirements are completed prior to dispensing bosentan:
a. Verify the patient is under the supervision and care of a prescriber who is certified
b. Verify the patient is enrolled or will be enrolled prior to discharge
c. Dispense no more than a 15-day supply of bosentan upon discharge
10. Verify the requirements by the following mechanisms, including but not limited to calling the Bosentan REMS Program Contact Center,
accessing the Bosentan REMS Program Website, or by accessing the patient’s medical records
11. Not transfer bosentan to any pharmacy, practitioner, or any healthcare setting not certified in the Bosentan REMS Program
Pharmacy Information (All fields required)
Pharmacy Name:

w

Nou s

Provide one of the following identifiers: ~ NCPDP: NPI: DEA:
Address: City:

State: Zip:

Phone: Fax:

Authorized Representative Information (All fields required)

First Name: Last Name:
Credentials: O R.Ph O PharmD 0 BCPS O Other
Phone: Fax: Email Address:

Preferred method of contact: (O Fax [ Email

Authorized Representative Signature

By signing below, you signify your understanding of the risks of bosentan treatment, your obligations as a pharmacy certified in the Bosentan REMS
Program as outlined above, and you agree to oversee the implementation of and compliance with the Bosentan REMS Program requirements for
this pharmacy.

Signature: Date:
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Sosentan

REMS Program

Pharmacy Guide
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Please see the Prescribing Information for bosentan, including the BOXED WARNING for more information about the risks of hepatotoxicity and
embryo-fetal toxicity for the prescribed bosentan product.
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The Bosentan Risk Evaluation and Mitigation Strategy (REMS) Program is a single shared program for brand and generic
bosentan medication for the treatment of pulmonary arterial hypertension (PAH). Due to the risks of hepatotoxicity and
embryo-fetal toxicity, bosentan is only available through the Bosentan REMS Program.

This guide contains important information for pharmacies about the risks of bosentan, including boxed warnings for
hepatotoxicity and embryo-fetal toxicity, and includes:

= Authorized Representatives and Pharmacy Certification Information

= Pre-Dispense Authorization (PDA) for Dispensing Bosentan

= Qutpatient and Chain Pharmacies’ Role in the Bosentan REMS Program: Step by Step

= |npatient Pharmacies' Role in the Bosentan REMS Program: Step by Step

= Counseling and Contraception for Females of Reproduction Potential
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Please see the Prescribing Information for bosentan, including the BOXED WARNING for more information about the risks of hepatotoxicity and
embryo-fetal toxicity for the prescribed bosentan product.
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About Bosentan

Tracleer® is indicated for the treatment of pulmonary arterial hypertension (PAH) (WHO Group 1):
®= in adults to improve exercise ability and to decrease clinical worsening. Studies establishing effectiveness
included predominantly patients with WHO Functional Class II-IV symptoms and etiologies of idiopathic or
heritable PAH (60%), PAH associated with connective tissue diseases (21%), and PAH associated with congenital
heart disease with left-to-right shunts (18%).
= in pediatric patients aged 3 years and older with idiopathic or congenital PAH to improve pulmonary vascular
resistance (PVR), which is expected to result in an improvement in exercise ability.

Bosentan is indicated for the treatment of pulmonary arterial hypertension (PAH) (WHO Group 1):
= in adults to improve exercise ability and to decrease clinical worsening. Studies establishing effectiveness
included predominantly patients with WHO Functional Class lI-IV symptoms and etiologies of idiopathic or
heritable PAH (60%), PAH associated with connective tissue diseases (21%), and PAH associated with congenital
heart disease with left-to-right shunts (18%).

Risk of Hepatotoxicity

Bosentan may cause liver damage. Liver function monitoring is essential prior to initiation of treatment and monthly
thereafter. It is important to adhere strictly to the monthly monitoring schedule for the duration of treatment.

Changes in aminotransferases may occur early or late in treatment. There have been rare postmarketing reports of liver
failure and unexplained hepatic cirrhosis in a setting of close monitoring; the contribution of bosentan could not be
excluded.

Elevations in aminotransferases require close attention. If elevated aminotransferase levels are seen, changes in
monitoring and treatment must be initiated. Use of bosentan should generally be avoided in patients with elevated
aminotransferases (>3 x ULN) at baseline because monitoring for hepatotoxicity may be more difficult.

Risk of Embryo-fetal Toxicity

Bosentan is contraindicated in females who are or may become pregnant and may cause fetal harm when administered
to a pregnant woman. Animal studies have shown that bosentan is likely to cause major birth defects when
administered during pregnancy. If bosentan is used during pregnancy, apprise the patient of the potential hazard to a
fetus. To prevent pregnancy, females of reproductive potential must use reliable contraception prior to beginning
treatment with bosentan, during treatment and for one month after ending bosentan treatment. Patients must not
become pregnant while taking bosentan.
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Please see the Prescribing Information for bosentan, including the BOXED WARNING for more information about the risks of hepatotoxicity and
embryo-fetal toxicity for the prescribed bosentan product.
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What is the Bosentan REMS Program?

Due to the risks of hepatotoxicity and embryo-fetal toxicity, bosentan is only available through a single shared system
required and approved by the Food and Drug Administration (FDA), called the Bosentan REMS Program. The Bosentan
REMS Program is a shared program including all brand and generic bosentan products.

The goal of the Bosentan REMS Program is to mitigate the risk of hepatotoxicity and embryo-fetal toxicity associated
with bosentan by:
®  Ensuring prescribers are educated on the following:
— the risks of hepatotoxicity and embryo-fetal toxicity
=  Ensuring prescribers are educated on and adhere to the following:
— counseling patients about these risks and the need for monthly monitoring
— enrolling patients in the Bosentan REMS Program
— monitoring patients at baseline and monthly
®=  Ensuring that pharmacies are educated on the following:
— the risks of hepatotoxicity and embryo-fetal toxicity
®=  Ensuring that pharmacies are educated on and adhere to the following:
— confirming that the appropriate patient monitoring and counseling has occurred before dispensing bosentan
®=  Ensuring that patients are informed about:
— the risks of hepatotoxicity and embryo-fetal toxicity
— appropriate baseline and monthly patient monitoring

— appropriate contraception

Bosentan REMS Program Pharmacy Types and Definitions

All outpatient, chain, and inpatient pharmacies must certify in the Bosentan REMS Program to purchase and dispense
bosentan. Pharmacies participating in the Bosentan REMS Program must determine their pharmacy type based on the
definitions below:

Pharmacy Type Definition

For the purposes of this REMS outpatient pharmacies include but are not limited to retail,

Outpatient Pharmac . . .
P ¥ specialty, mail order, and closed system pharmacies.

For the purposes of this REMS chain pharmacies are retail pharmacies with multiple
Chain Pharmacy locations that dispense bosentan for outpatient use and have a pharmacy headquarters that
coordinates pharmacy enrollment in the Bosentan REMS Program.

Inpatient Pharmacy For the purposes of this REMS inpatient pharmacies include but are not limited to

pharmacies in hospitals, hospices, long-term care facilities, and prisons.

5
Please see the Prescribing Information for bosentan, including the BOXED WARNING for more information about the risks of hepatotoxicity and
embryo-fetal toxicity for the prescribed bosentan product.
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Definitions of Reproductive Potential Status

=  Females of Reproductive Potential
— Females of reproductive potential include girls who have entered puberty and all females who have a uterus and
have not passed through menopause
— For the purposes of this REMS, puberty includes those girls who are at least Tanner Stage 3 and have not yet had
a menses (pre-menarchal)

=  Females of Non-Reproductive Potential
— Pre-pubertal Females: Females who are at Tanner Stages 1 and 2 are not considered to be of reproductive
potential
— Post-menopausal Females: Females who have passed through menopause. Menopause is defined as 12 months
of spontaneous amenorrhea (not amenorrhea induced by a medical condition or medical therapy) or post-
surgical from bilateral oophorectomy
— Females with other medical reasons for permanent, irreversible infertility

Authorized Representatives and Pharmacy
Certification

To become certified, pharmacies must designate an authorized representative to complete enrollment.
An authorized representative for a pharmacy may be, but is not limited to:

®=  Pharmacy Manager

= Staff Pharmacist

= Director of Pharmacy Services

= Corporate Executive overseeing Pharmacy Service

In general, an authorized representative for a pharmacy:
= Coordinates the activities required for the pharmacy and/or pharmacy staff in the Bosentan REMS Program

= Establishes and implements processes and procedures to ensure compliance with the safe use conditions of the
Bosentan REMS Program

=  Maintains documentation that all processes and procedures are in place and are being followed for the Bosentan
REMS Program and provide upon request to the Bosentan Sponsors or a third party acting on behalf of the Bosentan
Sponsors

= Complies with audits by the Bosentan Sponsors or a third party acting on behalf of the Bosentan Sponsors to ensure
that all processes and procedures are in place and are being followed for the Bosentan REMS Program

Specific duties of an outpatient pharmacy authorized representative are referenced on page 9
Specific duties of a chain pharmacy authorized representative are referenced on page 11
Specific duties of an inpatient pharmacy authorized representative are referenced on page 13

Note: Pharmacies must recertify in the Bosentan REMS Program if the pharmacy designates a new authorized
representative.
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Pre-Dispense Authorization (PDA) for
Dispensing Bosentan for Outpatient Pharmacies

A PDA is verification by the Bosentan REMS Program authorizing the pharmacy to dispense bosentan to an eligible
patient.

Chain and Outpatient pharmacies must obtain a PDA from the Bosentan REMS Program for each dispense of bosentan
that verifies the following safe use conditions are met for the patient:

= Patient is enrolled in the Bosentan REMS Program
= Prescriber is certified in the Bosentan REMS Program
= Current completed liver function test for the patient is confirmed
= |f the patient is a female of reproductive potential, a current completed pregnancy test for the patient is confirmed
= Current hepatotoxicity counseling for the patient is confirmed
— If counseling is not confirmed, call the Bosentan REMS Program Contact Center to complete the counseling
requirement before dispensing bosentan
= Current embryo-fetal toxicity counseling for each female of reproductive potential is confirmed
— If counseling is not confirmed, call the Bosentan REMS Program Contact Center to receive complete the
counseling requirement before dispensing bosentan
To verify the safe use conditions in the Bosentan REMS Program, chain and outpatient pharmacies must submit the
following prescription information, at a minimum:

= Patient First Name

= Patient Last Name

= Patient Date of Birth

= Patient Zip Code

= Prescriber Identifier (e.g. DEA or NPI)

= Date of Fill
= Days’ Supply
= Quantity

=  Product /NDC

Once a PDA is obtained, the chain or outpatient pharmacy can dispense bosentan to the patient.

A PDA must be reversed if bosentan is not dispensed to the patient.

=  |f your outpatient pharmacy supports electronic telecommunication verification with the Bosentan REMS Program
system, your pharmacy must process reverse the PDA through your pharmacy management system

= |f your outpatient pharmacy does NOT support electronic telecommunication verification with the Bosentan REMS
Program system, your pharmacy must reverse the PDA by calling the Bosentan REMS Program Contact Center or
accessing the Bosentan REMS Program Website

A prescriber may authorize a refill dispense exception.

A refill dispense exception allows a prescriber to authorize a patient to receive up to a 30-day supply of bosentan
without confirmed pregnancy and/or liver function testing, or up to a 90-day supply of bosentan for extended travel
outside of the United States of more than 30 days.
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Refill dispense exception reasons are below:

= Required Testing Not Confirmed — Benefit Outweighs the Risk: The prescriber attests that testing has not been
confirmed within the last month and that the benefits of receiving bosentan outweigh the risks of hepatotoxicity
and embryo-fetal toxicity associated with bosentan.

= Travel Outside of the United States for more than 30 Days: The prescriber attests to continue to counsel the
patient about the risk of embryo-fetal toxicity and hepatotoxicity associated with bosentan, the signs and
symptoms of hepatotoxicity, and program requirements including the need to complete liver function testing and,
as appropriate, pregnancy testing monthly while traveling outside of the United States

If upon patient consult with the prescriber, the prescriber chooses to continue the patient on bosentan, a refill dispense
exception must be provided to the Bosentan REMS Program from the prescriber.

After the prescriber provides the refill dispense exception, the Bosentan REMS Program will issue a PDA which allows
your outpatient pharmacy to dispense bosentan to the patient.
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Outpatient Pharmacies’ Role in the Bosentan
REMS Program: Step by Step

The authorized representative for each outpatient pharmacy must complete the following steps in the Bosentan REMS
Program:

1.

2.

READ the Prescribing Information for bosentan and Medication Guide and this guide to understand the
risks of bosentan and to learn about the Bosentan REMS Program

= The authorized representative for the pharmacy must understand the risks of bosentan and become familiar with
the Bosentan REMS Program, prior to certifying their pharmacy

ENROLL the pharmacy by completing the Bosentan REMS Program Outpatient Pharmacy Enrollment Form
= By signing the form, the authorized representative attests to understanding the risks of bosentan and
agrees to comply with the Bosentan REMS Program as described in the Bosentan REMS Program
Outpatient Pharmacy Enrollment Form
= The authorized representative can complete the enrollment form online or download paper copies from the
Bosentan REMS Program Website at www.BosentanREMSProgram.com and fax the form to the Bosentan REMS
Program at 1-800-730-8231
— If your outpatient pharmacy supports electronic telecommunication verification with the Bosentan REMS
Program system, during the enrollment process your authorized representative will be instructed to verify
the PDA is operational using established telecommunication standards, and by running the standardized
validation test transactions to validate the system enhancements

TRAIN all pharmacy staff who participate in dispensing bosentan on the Bosentan REMS Program requirements

= Prior to dispensing bosentan, the authorized representative must ensure that all pharmacy staff who participate in
dispensing bosentan are educated on the risks associated with bosentan and the requirements of the Bosentan
REMS Program as defined in the Bosentan REMS Program Outpatient Pharmacy Enroliment Form

= Any pharmacy employee may assume the role of pharmacy staff and associate with a certified outpatient
pharmacy by accessing the Bosentan REMS Program Website
— Pharmacy staff in outpatient pharmacies that do NOT support electronic communication verification with the

Bosentan REMS Program system will be able to request a PDA

DOCUMENT all staff training

= Certified pharmacies are subject to audit by Bosentan Sponsors or a third party acting on behalf of Bosentan
Sponsors to ensure that all processes and procedures are in place and are being followed for the Bosentan REMS
Program

VERIFY SAFE USE CONDITIONS for each patient prior to dispensing bosentan
= Qutpatient pharmacies must obtain a PDA prior to dispensing bosentan to a patient
— If your outpatient pharmacy supports electronic telecommunication verification with the Bosentan REMS
Program system, your pharmacy must dispense bosentan to patients only after obtaining a PDA through your

pharmacy management system

— If your outpatient pharmacy does NOT support electronic telecommunication verification with the Bosentan
REMS Program system, your pharmacy must dispense bosentan to patients only after obtaining a PDA by calling
the Bosentan REMS Program Contact Center or accessing the Bosentan REMS Program Website
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— If aPDAis not issued, prior to dispensing bosentan the outpatient pharmacy may perform the corresponding
activity to address the reasons that a PDA was not issued:
O Certify the pharmacy in the Bosentan REMS Program
O Contact the prescriber or the Bosentan REMS Program to notify the prescriber that certification is
required in the Bosentan REMS Program before bosentan can be dispensed
O Contact the prescriber or the Bosentan REMS Program to notify the prescriber that the patient must be
enrolled in the Bosentan REMS Program before bosentan can be dispensed
O If aPDA s not issued because required testing is not confirmed, the outpatient pharmacy can call the
Bosentan REMS Program Contact Center at 1-866-359-2612 to confirm with the patient or the patient's
prescriber that the testing has been completed before bosentan can be dispensed
= |f counseling is not confirmed in the Bosentan REMS Program, a PDA will be issued if all other safe use conditions
are met. The pharmacy must call the Bosentan REMS Program Contact Center to complete the counseling
requirement before bosentan is dispensed. The Contact Center will provide counseling guidelines to the
pharmacy. The pharmacy is required to counsel the patient according to the guidelines from the Contact Center
— The Contact Center agents will be available during normal business hours. The Contact Center agent will
provide the counseling guidelines and document the counseling
— Aninteractive voice response system will be available 24/7. The system will provide the counseling guidelines
and document the counseling

6. DISPENSE up to a 30-day supply, along with a copy of the Medication Guide for the bosentan product that is
dispensed
= Up to a 90-day supply may be dispensed with a refill dispense exception authorized by the prescriber for extended
travel outside of the United States of more than 30 days.
7. NOT TRANSFER BOSENTAN to any pharmacy, practitioner, or any healthcare setting not certified in the Bosentan
REMS Program

8. NOTIFY the Bosentan REMS Program of all adverse events including those suggestive of hepatotoxicity

9. REPORT any pregnancy and all available information during treatment with bosentan to the Bosentan
REMS Program

All Bosentan REMS Program forms can be completed online or downloaded from the website at
www.BosentanREMSProgram.com. Hard copies can be faxed to the program at 1-800-730-8231. Other information
about the Bosentan REMS Program can be found on the Bosentan REMS Program Website. The Bosentan REMS
Program Contact Center can be reached at 1-866-359-2612.
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Chain Pharmacies’ Role in the Bosentan REMS
Program: Step by Step

The authorized representative for the chain pharmacy must complete the following steps in the Bosentan REMS
Program:

1. READ the Prescribing information for bosentan and Medication Guide and this guide to understand the
risks of bosentan and to learn about the Bosentan REMS Program

= The authorized representative for the pharmacy must understand the risks of bosentan and become familiar with
the Bosentan REMS Program, prior to certifying their pharmacy

2. ENROLL the chain pharmacy by completing the Bosentan REMS Program Chain Pharmacy Headquarters
Enrollment Form

= By signing the form, the authorized representative attests to understanding the risks of bosentan and
agrees to comply with the Bosentan REMS Program as described in the Bosentan REMS Program Chain
Pharmacy Headquarters Enrollment Form

®= The authorized representative can complete the enrollment form online or download paper copies from the
Bosentan REMS Program Website at www.BosentanREMSProgram.com and fax the form to the Bosentan REMS
Program at 1-800-730-8231

= Ensure the pharmacy enables its pharmacy management system to support communication with the Bosentan
REMS Program system, using established telecommunication standards, and runs the standardized validation test
transactions to validate the system enhancements

3. TRAIN all pharmacy staff who participate in dispensing bosentan on the Bosentan REMS Program requirements
= Prior to dispensing bosentan, the authorized representative must ensure that all pharmacy staff who participate in
dispensing bosentan are educated on the risks associated with bosentan and the requirements of the Bosentan
REMS Program as defined in the Bosentan REMS Program Chain Pharmacy Headquarters Enroliment Form

4. DOCUMENT all staff training

®  Once each dispensing location is trained, it is the authorized representative's responsibility to report confirmation
of training to the Bosentan REMS Program online through www.BosentanREMSProgram.com, or by contacting
the Bosentan REMS Program Contact Center at 1-866-359-2612 to obtain instructions on providing a list of trained
pharmacy locations. Once the Bosentan REMS Program confirms the required dispensing information, the
dispensing location will be authorized to purchase, receive, and dispense bosentan

= Certified pharmacies are subject to audit by Bosentan Sponsors or a third party designated by Bosentan Sponsors
to ensure that all processes and procedures are in place and are being followed for the Bosentan REMS Program

5. VERIFY SAFE USE CONDITIONS for each patient prior to dispensing bosentan

= Chain pharmacies must dispense bosentan to patients only after obtaining a pre-dispense authorization (PDA) by
processing the prescription, including cash claims, through their pharmacy management system

— Ifa PDAis not issued, prior to dispensing bosentan the pharmacy may perform the corresponding activity to
address the reasons that a PDA was not issued:
O Certify the pharmacy in the Bosentan REMS Program
O Contact the prescriber or the Bosentan REMS Program to notify the prescriber that certification is
required in the Bosentan REMS Program before bosentan can be dispensed
O Contact the prescriber or the Bosentan REMS Program to notify the prescriber that the patient must be
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enrolled in the Bosentan REMS Program before bosentan can be dispensed
O If aPDAis not issued because required testing is not confirmed, the pharmacy can call the Bosentan
REMS Program Contact Center at 1-866-359-2612 to confirm with the patient or the patient's prescriber
that the testing has been completed before bosentan can be dispensed
= |f counseling is not confirmed in the Bosentan REMS Program, a PDA will be issued if all other safe use conditions
are met. The pharmacy must call the Bosentan REMS Program Contact Center to complete the counseling
requirement before bosentan is dispensed. The Contact Center will provide counseling guidelines to the
pharmacy. The pharmacy is required to counsel the patient according to the guidelines from the Contact Center
— The Contact Center agents will be available during normal business hours. The Contact Center agent will
provide the counseling guidelines and document the counseling
— An interactive voice response system will be available 24/7. The system will provide the counseling guidelines
and document the counseling

6. DISPENSE up to a 30-day supply, along with a copy of the Medication Guide for the bosentan product that is
dispensed

= Up to a 90-day supply may be dispensed with a refill dispense exception authorized by the prescriber for extended
travel outside of the United States of more than 30 days.

7. NOT TRANSFER BOSENTAN to any pharmacy, practitioner, or any healthcare setting not certified in the
Bosentan REMS Program

8. NOTIFY the Bosentan REMS Program of all adverse events including those suggestive of hepatotoxicity

9. REPORT any pregnancy and all available information during treatment with bosentan to the Bosentan REMS
Program

All Bosentan REMS Program forms can be completed online or downloaded from the website at
www.BosentanREMSProgram.com. Hard copies can be faxed to the program at 1-800-730-8231. Other information
about the Bosentan REMS Program can be found on the Bosentan REMS Program Website. The Bosentan REMS
Program Contact Center can be reached at 1-866-359-2612.
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Inpatient Pharmacies’ Role in the Bosentan
REMS Program: Step by Step

The authorized representative for each inpatient pharmacy must complete the following steps in the Bosentan REMS
Program:

1.

READ the Prescribing information for bosentan and Medication Guide and this guide to understand the risks of

bosentan and to learn about the Bosentan REMS Program

= The authorized representative for the pharmacy must understand the risks of bosentan and become familiar with
the Bosentan REMS Program, prior to enrolling their pharmacy

ENROLL the pharmacy by completing the Bosentan REMS Program Inpatient Pharmacy Enrollment Form

= By signing the form, the authorized representative attests to understanding the risks of bosentan and agrees to
comply with the Bosentan REMS Program as described in the Bosentan REMS Program Inpatient Pharmacy
Enrollment Form

= The authorized representative can complete the enrollment form online or download paper copies from the
Bosentan REMS Program Website at www.BosentanREMSProgram.com and fax the form to the Bosentan REMS
Program at 1-800-730-8231

TRAIN all dispensing staff on the Bosentan REMS Program

=  Prior to dispensing bosentan, the authorized representative must ensure that all staff are appropriately trained
on the Bosentan REMS Program procedures and materials as defined in the Bosentan REMS Program Inpatient
Pharmacy Enrollment Form

= Any pharmacy employee may assume the role of a pharmacy staff member and associate with a certified
inpatient pharmacy by accessing the Bosentan REMS Program Website to verify safe use conditions for each
patient prior to dispensing bosentan

DOCUMENT all staff training

= Certified pharmacies are subject to audit by the Bosentan Sponsors or a third party designated by Bosentan
Sponsors to ensure that all processes and procedures are in place and are being followed for the Bosentan REMS
Program

VERIFY SAFE USE CONDITIONS for each patient prior to dispensing bosentan

= Dispense bosentan to patients only after calling the Bosentan REMS Contact Center, accessing the Bosentan
REMS Program Website, or accessing the patient’s medical record to:
— Verify the patient is under the supervision of a prescriber who is certified
— Verify the patient is enrolled or will be enrolled prior to discharge

DISPENSE no more than a 15-day supply of bosentan upon discharge

NOT TRANSFER BOSENTAN to any pharmacy, practitioner, or any healthcare setting not certified in the Bosentan
REMS Program

NOTIFY the Bosentan REMS Program of all adverse events including those suggestive of hepatotoxicity

REPORT any pregnancy and all available information during treatment with bosentan to the Bosentan REMS
Program
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All Bosentan REMS Program forms can be completed online or downloaded from the website at
www.BosentanREMSProgram.com. Hard copies can be faxed to the program at 1-800-730-8231. Other information

about the Bosentan REMS Program can be found on the Bosentan REMS Program Website. The Bosentan REMS
Program Contact Center can be reached at 1-866-359-2612.
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Counseling and Contraception for Females of
Reproductive Potential

All females of reproductive potential must use reliable contraception during treatment with bosentan and for one month
after ending bosentan treatment. Patients should also have monthly contraceptive counseling with either the prescriber
or another designated healthcare provider trained in contraceptive counseling. Please refer to the table below for a
complete list of acceptable contraceptive methods. A similar table can be found in the Bosentan REMS Program Guide
for Patients and should be used to discuss acceptable birth control options with patients. The patient should be
instructed to select one of the options listed below.

Option 1 Option 2 Option 3 Option 4
One method from One method from One method from One method from

this list: this list: this list: this list:

Standard intrauterine Estrogen and . . Partner’s vasectomy
. Diaphragm with
device (Copper T 380A progesterone oral .
) spermicide T e
|UD) contraceptives ("the PLUS
pill") i i
Intrauterine system Cerwc?I.(cjap with One Method from
spermicide

(LNg 20 IUS: Estrogen and permic this list:
progesterone 1US) progesterone

transdermal patch PLUS Male condom

Tubal sterilization

Vaginal ring One Method from Diaphragm with
this list: spermicide

Progesterone

injection Cervical cap with

Male condom spermicide
Progesterone implant

Estrogen and

PLUS progesterone oral
contraceptives ("the
One Method from pill")

this list:

Estrogen and

Male condom progesterone
transdermal patch

Diaphragm with

spermicide Vaginal ring

Cervical cap with Progesterone

spermicide injection

Progesterone implant
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—Sosentan

REMS Program

You can reach the Bosentan REMS Program Contact Center by calling toll free 1-866-359-2612. For more
information about the Bosentan REMS Program, please visit www.BosentanREMSProgram.com.

Please see the Prescribing Information for bosentan, including complete Boxed Warning for hepatotoxicity and
embryo-fetal toxicity, and Medication Guides for each approved bosentan product, which can be found at
www.BosentanREMSProgram.com.

Notify the Bosentan REMS Program of all adverse events, including those suggestive of hepatotoxicity, during
treatment with bosentan. Notify the Bosentan REMS Program of any pregnancy and all available information
during treatment with bosentan.
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