
   
  

 
 

  
 

  
 

 
    
     

   
   

 
 
 

      
 
 

  
      

 
   

 
       

 
               

 
 

            
 

 

   
 

    
            

  
 

       
 

    
        

 
            

            
  

 
          

     

 

 

 

 

Initial REMS Approval: 08/2009 
Most Recent Modification: 12/2015 

NDA 21290 

Tracleer (bosentan) 

Sponsor: Actelion Pharmaceuticals Ltd 
Contact: Actelion Clinical Research Inc 
1820 Chapel Avenue West 
Cherry Hill, NJ 08002 
[856-773-4300] 

Risk Evaluation and Mitigation Strategy (REMS) 

I. 	 GOAL(S) 
The goals of the Tracleer REMS are: 

1. 	 To inform prescribers, patients, and pharmacists about the risks of Tracleer 

2. 	 To minimize the risk of hepatotoxicity in patients who are exposed to Tracleer 

3. 	 To minimize the risk of fetal exposures in female patients who are exposed to 
Tracleer 

4. 	 To educate prescribers, patients, and pharmacies on the safe-use conditions for 
Tracleer 

II. REMS ELEMENTS 
A. Medication Guide 
A Medication Guide will be dispensed with each Tracleer prescription in accordance with 
21 CFR 208.24. 

The Tracleer Medication Guide is part of the REMS and is appended. 

B. 	Elements to Assure Safe Use 
1.	 Healthcare providers (HCPs) who prescribe Tracleer will be specially certified. 

a.  	Actelion will ensure that HCPs who prescribe Tracleer are specially certified. 
Actelion will ensure that to become certified, each prescriber agrees on the 
Tracleer REMS Prescriber Enrollment and Agreement Form to: 

i.   	Read the full prescribing information (PI), the Tracleer Medication Guide and 
the Prescriber and Pharmacy Guide for the Tracleer REMS Program 

Reference ID: 3856191 



        
 

    
 

      
    

      
  

  

    

     
  

   

   

     
 

  
 

 

    
 

   
 

     
    

   
 

    

  

  
 

  
 

   
   

ii. Enroll patients in the Tracleer REMS program by completing the Tracleer 
Patient Enrollment and Consent Form 

iii. Advise all patients that Tracleer is only available through a restricted 
distribution program called the Tracleer REMS program 

iv. Review the Tracleer Medication Guide and the Tracleer REMS Guide for 
Patients with the patient prior to initiating treatment. 

v. Order and review pretreatment liver function tests and determine whether each 
female is of reproductive potential as defined in the Prescriber and Pharmacy 
Guide for the Tracleer REMS Program 

vi. Order and review monthly liver tests 

vii. Notify Actelion of any adverse events, including hepatotoxicity, and report 
any pregnancy with all available information during treatment with Tracleer 

viii. Counsel patients who fail to comply with program requirements 

ix. For Females of Reproductive Potential (FRP): 

1) Counsel patients about the risk of teratogenicity and need to use reliable 
contraception as defined in the Tracleer REMS Guide for Patients during 
Tracleer treatment and for one month following treatment discontinuation, 
and her medical options in the event of unprotected sexual intercourse or 
known or suspected contraception failure 

2) Order and review pregnancy tests prior to initiation of Tracleer treatment, 
monthly during treatment, and for one month following treatment 
discontinuation 

3) Counsel the patient to immediately contact her healthcare provider if she 
misses a menstrual period or suspects that she is pregnant. 

4) Report a change or misclassification in reproductive status of any female 
patient by completing the Tracleer REMS Change in Reproductive 
Potential Status and Pre-pubertal Annual Verification Form within ten 
(10) business days of becoming aware of the change 

x. For females of non-reproductive Potential (FNRP) will: 

1) Pre-pubertal patients: 

a) Counsel the patient and/or a parent/guardian about the risk of 
teratogenicity. 

b) Counsel the patient and/or a parent/guardian to immediately contact 
her healthcare provider if the patient begins to menstruate 

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

d)	 Report a change or misclassification in reproductive status by 
completing the Tracleer REMS Change in Reproductive Potential 
Status and Pre-pubertal Annual Verification Form within ten (10) 
business days of becoming aware of the change 

2)	 Post-menopausal patients: 

a)	 Report a change or misclassification in reproductive status by 
completing the Tracleer REMS Change in Reproductive Potential 
Status and Pre-pubertal Annual Verification Form within ten (10) 
business days of becoming aware of the change 

3)	 Females with other medical reason for permanent, irreversible infertility 
(as defined by the Prescriber and Pharmacy Guide for the Tracleer REMS 
Program): 
a)	 Report any change or misclassification in reproductive status by 

completing the Change in Reproductive Potential Status and Pre­
pubertal Annual Verification Form within ten (10) business days of 
becoming aware of the change 

b.	 Actelion will: 

i.	 Ensure that prescribers’ information and date of certification is linked to their 
enrolled patients’ information in the validated secure Tracleer REMS Program 
database 

ii.	 Ensure that the patient information from a new prescriber is linked in the 
Tracleer REMS Program database with certification information from the 
prior prescriber 

iii.	 Maintain a valid secure database of certified prescribers in the REMS 
program. Actelion will ensure that the prescribers’ certification requirements 
are met and will monitor prescription data and may de-enroll noncompliant 
prescribers until the requirements are met 

iv.	 Maintain a qualified secure database that links adverse events of interest 
extracted from the Drug Safety Database (Argus Safety™) with relevant 
information, such as enrolled patients, certified prescribers and certified 
pharmacies 

v.	 The revised Tracleer REMS Program Website will be available within 60 days 
after REMS modification approval. All materials listed in or appended to the 
Tracleer REMS Program will be available through the Tracleer REMS 
Program Website (www.TracleerREMS.com) or by calling Actelion 
Pathways® at 1-866-228-3546. 

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

Reference ID: 3856191 
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i. Tracleer REMS Prescriber Enrollment and Agreement Form 

ii. Tracleer Patient Enrollment and Consent Form 

iii. Prescriber and Pharmacy Guide for the Tracleer REMS Program 

iv. Tracleer REMS Guide for Patients 

v. Tracleer REMS Change in Reproductive Potential Status and Pre-pubertal 
Annual Verification Form 

vi. Dear Healthcare Provider Letter 

vii. Tracleer REMS website 

Reference ID: 3856191 



   

  

    
     

  

  
 

     
 

  
 

     
  

   
    

    
 

     

   
  

  
   

    
 

 
   

 

   

   
   

    
 

  
   

2.	 Pharmacies that dispense Tracleer will be specially certified. 

Outpatient Dispensing 

a.	 Actelion will ensure that pharmacies that dispense Tracleer are specially certified. 
Actelion will ensure that to be certified, pharmacies have a representative who is 
trained on the Tracleer REMS program and who attests that they will: 

i.	 Train all dispensing staff on the Tracleer REMS Program procedures and 
REMS materials prior to dispensing Tracleer 

ii.	 Agree that the certified pharmacy may be audited by the Food and Drug 
Administration (FDA), Actelion, or a third party designated by Actelion 

iii.	 Put processes and procedures in place to ensure the following REMS 
requirements are met 

a)	 Receive and accept prescriber and patient enrollment forms only from 
Actelion Pathways 

b)	 Only dispense to patients who have a prescription written by a 
prescriber enrolled in the Tracleer REMS Program 

c)	 Dispense Tracleer only to patients enrolled in the Tracleer REMS 
program 

d)	 Provide a Medication Guide each time Tracleer is dispensed 

e)	 Not transfer Tracleer to any pharmacy, practitioner, or healthcare 
setting not certified by Actelion Pathways 

f)	 Verify reproductive status of females with information provided by 
Actelion Pathways prior to each dispensing of Tracleer 

g)	 Counsel patients on the risk of hepatoxicity and the need for monthly 
liver testing 

h)	 Speak with each patient, or their prescriber, every month to obtain 
confirmation that liver function testing and pregnancy testing was 
completed 

i)	 For FRP patients: 

1)	 Counsel patients on the risk of serious birth defects and the need to use 
reliable contraception, as defined in the Prescriber and Pharmacy Guide 
for the Tracleer REMS Program, during Tracleer treatment and for one 
month after treatment discontinuation 

2)	 Inform patients of the need to complete a monthly pregnancy test and to 
inform their prescriber immediately if they suspect they are pregnant 
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3)	 Dispense up to a 30-day supply of Tracleer upon completing the following 
process: 

a)	 Obtain confirmation from the patient that the appropriate testing was 
completed 

b)	 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 

c)	 If the patient’s prescriber cannot confirm that the required testing was 
completed, the certified pharmacy will: 

i.	 Remind the prescriber of his/her obligation to order and review 
monthly liver function tests and pregnancy tests (for FRP) 

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

iii.	 Notify Actelion of any reports of adverse events, including 
hepatotoxicity, and any reports of pregnancy 

iv.	 Agree to collect and report to Actelion specific data requirements 
needed to ensure compliance with the Tracleer REMS program 
including shipment records for every time Tracleer is dispensed. 
Actelion maintains the data in the Tracleer REMS Program 
database 

b.	 Actelion will ensure that Actelion Pathways notifies certified pharmacies of a 
patient' s change in reproductive status within one business day of receipt of a 
completed Tracleer REMS Change in Reproductive Potential Status and Pre­
pubertal Annual Verification Form. 

Inpatient Dispensing 

a. Actelion will ensure that only inpatient pharmacies (including, but not limited to, 
inpatient pharmacies in hospitals, long-term care facilities, prisons, and state 
psychiatric units) that are certified in the Tracleer REMS Program may stock and 
dispense Tracleer for patients being treated in the inpatient setting. In order for an 
inpatient pharmacy to become certified in the Tracleer REMS Program, an 
authorized representative must complete and submit a Tracleer REMS Inpatient 
Pharmacy Enrollment Form, agreeing to: 

i.	 To complete training in the Tracleer REMS Program 

ii.	 Train all dispensing staff on the Tracleer REMS Program requirements and 
Tracleer REMS materials before they dispense Tracleer 

iii.	 Audits by the FDA, Actelion, or a third party designated by Actelion 
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iv.	  Put processes and procedures in place to ensure the REMS requirements are met 

a)	 Tracleer will only be dispensed to inpatients who are under the 
supervision and care of a healthcare provider who has been certified in 
the Tracleer REMS Program 

b)	 Tracleer will only be dispensed to inpatients who are already enrolled 
in the Tracleer REMS Program or who will be enrolled prior to 
discharge from the hospital.  

c)	 No more than a fifteen day supply of Tracleer can be dispensed upon 
discharge of the patient 

d)	 Not transfer Tracleer to any pharmacy, practitioner or healthcare 
setting not certified by Actelion Pathways 

v.	 To report adverse reactions to Actelion including hepatotoxicity, and to report 
any pregnancy during treatment with Tracleer 

vi.	 To develop a system to track its compliance with the conditions above and 
provide information about its compliance to Actelion and/or the Food and 
Drug Administration upon request 

a)	 Certified inpatient pharmacies will only be able to acquire Tracleer 
through certified wholesale pharmacies 

b)	 Actelion will manage the certification of inpatient pharmacies and 
provide the appropriate information to certified wholesale pharmacies 

c)	 Actelion will manage certified wholesale pharmacies to track 
inventory of Tracleer 

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

•	 Tracleer REMS Inpatient Pharmacy Enrollment Form 

3.	 Tracleer will be dispensed to patients with evidence or other documentation of 
safe-use conditions: 

a.	 Actelion will ensure that to become enrolled each patient consents to participate 
in the program for as long as they are taking the medication by completing the 
Tracleer Patient Enrollment and Consent Form. 

In order to become enrolled, all patients must agree: 

a)	 To read the Tracleer Medication Guide and the Tracleer REMS Guide for 
Patients 

b)	 To have liver function testing prior to initiation of treatment and monthly 
thereafter until stopping Tracleer 
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c)	 To be contacted prior to each dispensing of Tracleer to obtain 
confirmation that liver testing was completed 

d)	 To be counseled on the requirements of the Tracleer REMS program and 
the risk of hepatotoxicty 

In addition, in order to become enrolled all FRPs must agree: 

a)	 To have a pregnancy test prior to initiation of treatment with Tracleer, 
monthly during Tracleer treatment, and for one month after stopping 
Tracleer 

b)	 To be counseled each month by the pharmacy on the need to use reliable 
contraception during Tracleer treatment and for one month after stopping 
Tracleer treatment 

c)	 To be contacted prior to each dispensing of Tracleer to obtain 
confirmation that pregnancy testing was completed 

d)	 To be counseled on the requirements of the Tracleer REMS program and 
the risk of serious birth defects 

e)	 To immediately notify her healthcare provider if she misses a menstrual 
period or suspects that she is pregnant 

f)	 To be contacted by Actelion if she becomes pregnant while on Tracleer or 
within one month after treatment discontinuation 

C. Implementation System 
The Implementation System includes the following: 

1.	 Actelion will maintain a validated secure database of certified pharmacies and 
patients enrolled in the Tracleer REMS Program to monitor and evaluate 
implementation of the elements under Section B.2. and B.3. above. 

2.	 Actelion will monitor the distribution of Tracleer to ensure that the drug is only 
shipped to certified pharmacies. 

3.	 Actelion will monitor distribution and prescription data to ensure that only certified 
pharmacies are distributing and dispensing Tracleer. Actelion will include all certified 
outpatient pharmacies and Actelion Pathways  in the company’s annual audit plans to 
ensure they are implementing the Tracleer REMS program as directed. 

4.	 Actelion will monitor and evaluate implementation of elements provided under 
Section B.2. and B.3. and if needed, take steps to improve implementation of these 
elements.  

5.	 Actelion will monitor certified inpatient and outpatient pharmacies to ensure 
compliance with the Tracleer REMS Program and institute corrective actions if they 
are non-compliant.  
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6.	 Actelion will maintain Actelion Pathways to support patients, prescribers, certified 
pharmacies, and distributors in interfacing with the Tracleer REMS Program. 

7.	 Actelion will ensure that all materials listed in or appended to the Tracleer REMS 
Program will be available through the Tracleer REMS Program Website 
(www.TracleerREMS.com) or by calling Actelion Pathways at 1-866-228-3546. 

D. Timetable for Submission of Assessments 
Actelion will submit REMS assessments for Tracleer REMS to FDA, annually on 
January 19th . To facilitate inclusion of as much information as possible while allowing 
reasonable time to prepare the submission, the reporting interval covered by each 
assessment should conclude no earlier than 60 days before the submission date for that 
assessment. Actelion will submit each assessment so that it will be received by the FDA 
on or before the due date. 
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TRACLEER® Patient Enrollment and Consent Form 
Complete this form for ALL patients.
 

Fax this completed form and copies of all insurance cards (front and back) to 1-866-279-0669.
 

Contact Actelion Pathways® at 1-866-228-3546 for questions.
 

Patient Information (please print) 

Male Female 

*EO1201310* 

FPO 

Firs t name MI Last name Gender 

Bir th date Primar y language Email address 

Primar y phone # Alternate phone # Best time to call 

Address Cit y State ZIP 

Legal guardian Relationship Phone # 

Emergency contact Relationship Phone # 

Cer tif ied pharmacy preference (If lef t blank, this referral will be sent to the appropriate cer tified pharmacy based on the patient ’s existing benefits.) 

Actelion Pathways Services Authorization 

I allow my heal thcare provider s, pharmacy provider s, and heal t h plans t o use and share 
my per sonal infor mation and healt h information abou t me and my Ac telion t herapies (“my 
infor ma t ion” ) wi th Actelion Pharmaceut icals US, Inc. and it s con tractor s (collectively, 
“Actelion”) for t he follow ing purposes: 1) to es t ablish my benefi t eligibili t y, including bene fi t 
eligibili t y for laborator y ser vices; 2 ) to communicate w i th my heal t hcare providers , heal th 
plans, ot her payers, and pharmacies abou t my medical care; and 3) to help provide any 
therapy access suppor t ser vices to me t hat will assis t in my Actelion t herapy. Actelion may 
leave messages for me on the telephone number (s) that I prov ide. T hese messages may s tate 
that I t ake an Actelion medication as well as provide me w i th addit ional infor ma t ion. I also 
allow t he sharing of my information to speci fic people I have iden ti fied. 
I unders tand that Actelion does not promise to fi nd ways to pay for my medicat ions. I know 
that I am responsible for t he cos t s of my care. I unders tand that once my heal th infor ma t ion 
has been shared wi th Ac telion, pr ivacy laws may no longer protec t i t ; however, Actelion 
agrees to protec t my information and t o use and share i t only for reasons lis ted above 
or as required by law. I unders t and t hat my cer t i fi ed pharmacy may receive pay men t in 
connection wi th the use and disclosure of my infor mation for purposes allowed under t his 
per mission. I f I do not sign this for m, my eligibili t y for heal th plan bene fi t s and treatmen t by 
my heal t hcare provider w ill not change, but I w ill not have access to the Actelion suppor t 
ser vices. I may also cancel my permission at any t ime by wri ting a let ter saying I cancel my 
wri t ten permission and mailing t o Actelion Pharmaceu t icals US, Inc.: PO Box 8 2 6 , Sou th 
San Francisco, C A 9 4 0 8 3 or by fa x ing i t to 1-8 6 6 -2 7 9 -0 6 6 9 or by calling 1-8 6 6 -2 2 8 -3 5 4 6 . I am 
allowed a copy of t his signed agreement . T his wri t ten permission will expire 10 years af ter 
the date on which I sign i t . 

Patient Agreement 3 

For All Patients: I ack now ledge t hat I under s tand t hat Tracleer is only available through 
a res tricted dis tribut ion program under an F DA-required Risk Evaluat ion and Mi tigation 
S t rateg y (REMS). I ack now ledge t hat I have been counseled on t he risks of Tracleer, 
including the risk of liver damage and serious bir t h defect s . I have read the Tracleer 
Medication Guide and t he Tracleer REMS Guide for Patients. I unders t and tha t I will be 
cont ac ted by Ac telion, i t s agent s, and /or a heal t hcare prov ider to receive counseling on  
t he risks of Tracleer treat ment , to ensure t hat I am complet ing the required li ver funct ion 
tes t s before I s tar t Tracleer and mont hl y before each re fi ll. I agree t o be counseled each 
mon th by t he pharmacy on the need for t he mont hl y liver tes ting. 
For Females Who Can Get Pregnant: I unders t and t ha t I will be con tac ted by Actelion and /or i t s 
agent s and con tractor s to receive counseling on the risk of serious bir th defects , t he need t o 
use reliable con t racep t ion during Tracleer t reat ment and for one month af ter s topping Tracleer 
treat ment , the impor tance of no t becoming pregnant , and to ensure that I have comple ted 
pregnancy tes ting before I s tar t Tracleer, mon thl y before each re fi ll, and for one mon th af ter 
s t opping Tracleer. I agree to be counseled each mon th by t he cer ti fied pharmacy on the need to 
use reliable con t racep t ion during Tracleer t reat ment and for one month af ter s topping Tracleer. 
I unders tand that I mus t immediatel y cont act my healt hcare provider i f I miss a mens trual 
period or suspect that I am pregnant ; and that I may be contacted by Actelion and /or it s agents 
and con tractor s to ob t ain information abou t my pregnancy, if I become pregnant . 
For Pre-puber tal Females: I acknowledge that I have received and read t he Tracleer 
Medication Guide and t hat I unders t and t hat I mus t immediately contact my healt hcare 
prov ider if I get my mens trual period. 
For Post-menopausal Females: I acknowledge that I have received and read the Tracleer 
Medication Guide. 
For Females with other medical reasons for permanent , irreversible infer tilit y: 
I ack now ledge t hat I have received and read t he Tracleer Medication Guide. 

(REQUIRED FOR ALL PATIENTS) Patient or Parent/Guardian Signature Date 

Prescriber Information 

Firs t name Middle initial 

Last name 

Address 

Cit y 

Phone # 

NPI # 

Of fice contac t and email address 

State 

Fax 

Tracleer ID 

ZIP 

6 Prescriber Authorization 

For this patient, have you reviewed their liver func tion tests?      Ye s  No 

REQUIRED (Check one box) 

Female of Reproductive Potential 
If this patient is a Female of Reproduc tive 
Potential, has a negative pregnancy test been 
completed prior to prescribing Tracleer?

 Ye s  NoReference ID: 3856191 

Female of Non-Reproductive Potential 

Pre -puber t al Post-menopausal 
Female Female 

Female with other medical reasons 
for permanent, irreversible infertility 

(REQUIRED) Patient or Parent /Guardian Signature Date 

5 Diagnosis, Prescription, and Shipping Information 
(Check ONLY ONE Box for the Diagnosis Related to Trac leer Treatment) 

Pulmonary Arterial Hyper tension (PAH) 
Connective Congenital Hear t 

Idiopathic PAH Heritable PAH Tissue Disorder Disease 

Other 

Trac l ee r (bosentan) dosing: 62.5 and 125 mg tablets 
Directions for use and dispensing instructions: Complete A or B below 
A. Sig: Take 62.5 mg tablet by mouth t wice daily × 4 weeks, then increase to the 

maintenance dose of 125 mg tablet by mouth t wic e daily. 
Disp: Tracleer 62.5 mg tablets (66215 -101-06) (60 tablets). No refills.

          Tracleer 125 mg tablets (66215 -102-06) (6 0 tablets). Refill × 11.
 

OR 

B. Sig: _______________________________________________________________________________________ 

Disp: Tracleer 62.5 mg tablet s (6 6215 -101-06)____________________________(Q t y) table ts 

Tracleer 125 mg tablets (66215 -102-06)____________________________(Qt y) tablets 

Patient home Prescriber of fice Other Ship to: 

Address 

Cit y State ZIP 

I cer tif y that the above therapy ordered is medically necessar y and agree to follow the “Prescriber 
Requirements” indicated on the second page of this form. Fur ther, I hereby authorize Actelion 
and/or its designated representative(s), to ac t on my behalf for the limited purposes of providing 
this prescription to the cer tified specialt y pharmacy for patient treatment purposes. 

(REQUIRED FOR ALL PRESCRIBERS) Prescriber Signature Date 

If your patient is FEMALE, check correct female patient categor y (please see definitions of these terms on the following page): 



 

    

  

 

  

   

  

  

  

  

  

   
  

 

Definitions of Reproductive Potential Status 

Females of Reproductive Potential 

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

• For the purposes of this REMS, puber ty includes those 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 form bilateral oophorectomy 

• Females with other medical reasons for permanent, irreversible infertility 

Prescriber Requirements 

For All Patients 

• I acknowledge that I have counseled the patient (and parent /guardian when appropriate) that Tracleer® is only available through a restricted distribution program 
under an FDA-required REMS 

• I acknowledge that I have counseled the patient (and parent /guardian when appropriate) on the risks of Tracleer, including the risk of liver damage and serious bir th 
defects, and that I have reviewed the Tracleer Medication Guide and the Tracleer REMS Guide for Patients with the patient (and parent/guardian when appropriate) 

• I will order and review liver function tests (ALT/AST/bilirubin) prior to initiation of treatment and monthly during treatment 

For Females of Reproductive Potential 

• I will order and review pregnancy tests prior to initiation of Tracleer treatment, monthly during treatment, and for 1 month af ter stopping treatment in accordance 
with the Tracleer REMS Program 

• I will evaluate the patient and agree to document any change or misclassification in reproductive potential status by submitting a Tracleer REMS Change in 
Reproductive Potential Status and Pre-pubertal Annual Verification Form within 10 business days of becoming aware of the change 

For Pre-pubertal Females 

• I will evaluate the patient ’s reproductive potential status, verif y reproductive potential status annually for Pre-puber tal Females who are at least 8 years of age 
and older, and agree to repor t any change or misclassification in reproductive potential status on a Tracleer REMS Change in Reproductive Potential Status and 
Pre-pubertal Annual Verification Form within 10 business days of becoming aware of the change 

Fax this form to 1-866-279-0669 

Please visit ww w.TracleerREMS.com or call 1-866-ACTELION (1-866-228-3546) for more information about the Tracleer REMS Program. 

Actelion Pathways is a registered trademark of Actelion Pharmaceuticals Ltd 
© 2015 Actelion Pharmaceuticals US, Inc. All rights reserved. MRC-2015 -REMS -0 029Reference ID: 3856191 
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Please see accompanying full Prescribing Information, including 
BOXED WARNING for hepatotoxicity and teratogenicity.

 
 

 

 
 

 
 
 

 
 

 

 
 

 
 
 

 
 

 
 

  

  

  

    
 

    

 

 
 

 

 
   

   
   

 

Introduction to Tracleer® (bosentan) 
Indication 
Tracleer is indicated for the treatment of pulmonary arterial hypertension (PAH)  
(WHO Group 1) to improve exercise ability and to decrease clinical worsening.  
Studies establishing effectiveness included predominantly patients with NYHA 
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%). 

Considerations for use: Patients with WHO class II symptoms showed reduction 
in the rate of clinical deterioration and a trend for improvement in walk distance. 
Physicians should consider whether these benefits are sufficient to offset the risk 
of hepatotoxicity in WHO class II patients, which may preclude future use as their 
disease progresses. 

Risk of hepatotoxicity 
Tracleer may cause liver damage. Liver 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 Tracleer 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 
Tracleer aminotransferase (ALT/AST) management Table on page 7 for treatment 
and monitoring recommendations for liver enzyme elevations. Use of Tracleer should 
generally be avoided in patients with elevated aminotransferases (>3 × ULN) at 
baseline because monitoring for hepatotoxicity may be more difficult. 

Risks of teratogenicity 
Tracleer 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 
Tracleer is likely to cause major birth defects when administered during pregnancy. If 
Tracleer 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 
during treatment and for one month after stopping Tracleer. Patients must not become 
pregnant while taking Tracleer. 

Tracleer REMS (Risk Evaluation and Mitigation Strategy) Program 
Due to the risk of hepatotoxicity and teratogenicity, Tracleer is only available through 
a restricted distribution program required by the FDA called the Tracleer REMS (Risk 
Evaluation and Mitigation Strategy) Program. 

The goals of the Tracleer REMS Program are: 

1.	 To inform prescribers, patients and pharmacists about the risks of Tracleer 

2.	 To minimize the risk of hepatotoxicity in patients who are exposed to Tracleer 

3. To minimize the risk of fetal exposures in female patients who are exposed
 
to Tracleer
 

4.	 To educate prescribers, patients, and pharmacies on the safe-use conditions
 
for Tracleer
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Tracleer® REMS Program overview 
■	 All healthcare providers must enroll in the Tracleer REMS Program and comply with 

the REMS Program requirements in order to prescribe Tracleer 

■	 All patients must enroll in the Tracleer REMS Program and comply with the REMS 
Program requirements in order to receive Tracleer 

– All patients must agree to be counseled on the Tracleer REMS program and the 
risks of treatment with Tracleer 

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

■	 Prescribers must counsel all patients on the risks of Tracleer, including the risk 
of hepatotoxicity 

■	 Prescribers must order and review liver function tests prior to initiation of treatment 
and monthly thereafter for all patients 

■	 Prescribers must closely monitor transaminase levels and adjust monitoring and 
treatment with Tracleer if increases are reported 

■	 Prescribers must discontinue Tracleer if liver aminotransferase elevations are 
accompanied by clinical symptoms of hepatotoxicity or increases in bilirubin ≥2 ULN 

■	 Prescribers must determine the reproductive status of female patients 

■	 Prescribers must counsel Females of Reproductive Potential and Pre-pubertal 
Females, once they become Females of Reproductive Potential about the risks of 
Tracleer, including the risk of teratogenicity 

■	 Prescribers must order and review pregnancy testing for Females of Reproductive 
Potential prior to initiation of treatment, monthly during treatment, and for one month 
after stopping treatment 

■	 Prescribers must report any change or misclassification in a female’s reproductive 
potential status to the Tracleer REMS Program 

■	 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 
on the next page) 

° 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 

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

Reference ID: 3856191 

° 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 
form bilateral oophorectomy 

° Females with other medical reasons for permanent, irreversible infertility 

■	 For Females of Reproductive Potential 

– Pregnancy must be ruled out prior to drug initiation, monthly during treatment,
 
and for one month after stopping treatment
 

– She must agree to be contacted by Actelion if she becomes pregnant either while 
on Tracleer or within one month of treatment discontinuation 

■	 Only pharmacies certified in the Tracleer REMS Program can dispense Tracleer 
to outpatients 

■	 Only inpatient pharmacies that are certified in the Tracleer REMS Program will stock 
Tracleer for inpatient use 

Summary of Tracleer REMS Program requirements 
All prescribers must be enrolled in the Tracleer REMS Program in order to prescribe
 
Tracleer. To become enrolled, a healthcare provider must complete a Tracleer REMS
 
Prescriber Enrollment and Agreement Form, agreeing to follow the Tracleer REMS
 
Program requirements. This form must be submitted to the Tracleer REMS Program.
 

All patients must be enrolled in the Tracleer REMS Program in order to receive Tracleer.
 
To become enrolled, a patient must complete a Tracleer Patient Enrollment and Consent
 
Form with her or his prescriber, agreeing to follow the Tracleer REMS Program
 
requirements. This form must be submitted to the Tracleer REMS Program.
 

Prescribers must determine and document on the Tracleer Patient Enrollment and
 
Consent Form whether the patient is a male, a Female of Reproductive Potential, or a
 
Female of Non-Reproductive Potential (Pre-pubertal Female, Post-menopausal Female,
 
or a female with other medical reasons for permanent, irreversible infertility). This
 
category must be documented on the Tracleer Patient Enrollment and Consent
 
Form. (See “Definitions of Reproductive Potential Status”).
 

Based on whether the patient is a male, Female of Reproductive Potential, or a
 
Female of Non-Reproductive Potential (Pre-pubertal Female, Post-menopausal Female,
 
or a female with other medical reasons for permanent, irreversible infertility), the
 
prescriber must complete certain actions before initiating treatment, during treatment,
 
and after the patient stops taking Tracleer.
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Prescriber’s Role in the Tracleer® REMS Program 
Healthcare providers must complete the following steps in the Tracleer REMS Program: 

1.	 Read the Tracleer Prescribing Information and this guide to understand the risks of 
Tracleer and to learn about the Tracleer REMS Program 

2.	 Complete a Tracleer REMS Prescriber Enrollment and Agreement Form 

3.	 Determine the reproductive potential of female patients 

4.	 Educate and counsel all patients about the risks of Tracleer 

5.	 Enroll all patients into the Tracleer REMS Program by completing a Tracleer Patient 
Enrollment and Consent Form 

6.	 Check patient’s liver function and pregnancy status (if patient is a Female of
 
Reproductive Potential)
 

7.	 Monitor all patients throughout treatment
 

Monitor liver function for ALL patients throughout treatment  


Monitor pregnancy and reproductive potential status for female patients 

throughout treatment 

The next section provides specific information on each step: 

1. Read the Tracleer Prescribing Information and this guide to understand the 
risks of Tracleer and to learn about the Tracleer REMS Program 

■	 Prescribers must understand the risks of Tracleer and become familiar with the 
Tracleer REMS Program 

2.	 Complete a Tracleer REMS Prescriber Enrollment and Agreement Form 

■	 By signing the form, you attest to understanding the risks of Tracleer and 
agree to comply with the Tracleer REMS Program 

■	 You can download theTracleer REMS Prescriber Enrollment and Agreement 
Form from the Tracleer REMS website and fax it to Actelion Pathways ® at 
1-866 -279 -0669. Actelion Pathways administers the Tracleer REMS Program 

3. Determine the reproductive potential for female patients 

■ Prescribers should identify female patients (captured on the Tracleer REMS 
Patient Enrollment and Consent Form) as one of the following categories 

– Female of Reproductive Potential (FRP) 

or 

– Female of Non-Reproductive Potential (FNRP) (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 

Definitions are provided in the section “Tracleer REMS Program overview.” 

4.	 Educate and counsel all patients about the risks of Tracleer 

■	 For all patients, prescribers must: 

– Advise the patient that Tracleer is only available through a restricted 
distribution program called the Tracleer REMS Program 

– Educate and counsel patients about the risks of Tracleer, including the risk  
of hepatotoxicity 

– Provide the Tracleer Medication Guide to each patient and instruct him or her 
to read it 

– Advise the patient of the requirement for initial and monthly liver tests to 
enable monitoring of their liver function and so they can begin and continue 
to receive Tracleer 

– Counsel the patient to contact their healthcare provider immediately if they 
have signs or symptoms of liver injury such as nausea, vomiting, fever, 
unusual tiredness, stomach area (abdominal) pain, or yellowing of the skin  
or the whites of your eyes (jaundice) 

– Prescribers must counsel any patient who fails to comply with the program 
requirements 

– Counsel patients that they must agree to be contacted prior to each 
shipment to confirm that a liver function test and, if applicable, a pregnancy 
test, has been completed  

Reference ID: 3856191 
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■	 For Females of Reproductive Potential, prescribers must: 

– Review with her the Tracleer Medication Guide and the Tracleer REMS Guide 
for Patients 

– Educate her about the risk of teratogenicity; and the need to use reliable 
contraception during Tracleer treatment and for one month following 
treatment discontinuation; as well as her need to consider medical options 
in the event of unprotected sexual intercourse or known or suspected 
contraception failure 

– Advise the patient of the requirement for initial and monthly pregnancy  
tests to confirm she is not pregnant, so she can begin and continue to 
receive Tracleer 

– Counsel her to immediately contact her healthcare provider if she misses  
a menstrual period or suspects she is pregnant 

■ For Pre-pubertal Females of Non-Reproductive Potential, prescribers must: 

– Review with her and/or her parent/guardian the Tracleer Medication Guide 

– Educate her and her parent/guardian about the risk of serious birth defects 

– Counsel her and her parent/guardian to immediately contact her healthcare 
provider if she gets her menstrual period 

5. Enroll all patients into the Tracleer REMS Program by ensuring patients 
complete the Tracleer Patient Enrollment and Consent Form 

■	 Confirm the patient has agreed to comply with program requirements and has 
signed the form where indicated 

■	 Fax the completed form, along with all patient insurance information, including 
prescription drug benefits and medical benefits, to Actelion Pathways at 
1-866-279-0669. Actelion Pathways administers the Tracleer REMS Program 

■	 Keep the original form with the patient’s records 

6.	 Check patient’s liver function and pregnancy status (if patient is a Female 
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 female patients of reproductive potential: 

– Prior to initiating treatment 

– Monthly during treatment 

– One month after stopping treatment 

Reference ID: 3856191 

7. Monitor all patients throughout treatment 

■	 For all patients, prescribers must: 

– Order and review liver function tests monthly during treatment with Tracleer 

– For changes in aminotransferase levels, adjust the monitoring and treatment 
with Tracleer 

– Discontinue Tracleer if aminotransferase elevations are accompanied by signs 
or symptoms of liver dysfunction or injury or increases in bilirubin ≥2 × ULN 

■	 For Females of Reproductive Potential, prescribers must: 

– Order and review pregnancy tests monthly during treatment with Tracleer 
and for one month after stopping treatment 

– Notify the patient and Actelion if her pregnancy test is positive 

– Monitor patients’ reproductive status during treatment with Tracleer and 
report any changes or misclassifications to the Tracleer REMS Program 
by completing and submitting the Tracleer REMS Change in Reproductive 
Potential Status and Pre-pubertal Annual Verification Form within 10 business 
days of becoming aware of the change. 

■	 For Females of Non-Reproductive Potential, prescribers must: 

– Monitor patients’ reproductive status during treatment with Tracleer and 
report any changes or misclassifications to the Tracleer REMS Program 
by completing and submitting the Tracleer REMS Change in Reproductive 
Potential Status and Pre-pubertal Annual Verification Form within 10 business 
days of becoming aware of the change 

– For each Pre-pubertal Female who is at least 8 years of age or older, 
annually verify and report the reproductive status by completing and 
submitting the Tracleer REMS Change in Reproductive Potential Status and 
Pre-pubertal Annual Verification Form 
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Certified Pharmacies 
Due to the risk of hepatotoxicity and teratogenicity, Tracleer® is only available 
through a network of certified pharmacies. For a list of certified pharmacies 
please call Actelion Pathways ® at 1-866-228-3546. 

Actelion Pathways is Actelion’s services and support program that administers the 
Tracleer REMS Program. 

OUTPATIENT PHARMACY CERTIFICATION: 

Only a limited number of certified pharmacies will dispense Tracleer for outpatients. 
Prior to dispensing Tracleer to any patient, the pharmacy will confirm that the patient and 
the prescriber who wrote the prescription are enrolled in the Tracleer REMS Program. If 
either the patient or prescriber is not enrolled, Tracleer will not be dispensed. 

All patients will only be able to get a 30 -day supply of Tracleer at one time. The Tracleer 
Medication Guide will be provided to all patients each time Tracleer is dispensed. 

All patients will be contacted each month by the pharmacy to arrange dispensing of Tracleer. 

For all patients, the pharmacy will: 

■	 Ask if all he/she has had a liver function test within the last month during treatment 
with Tracleer 

For all female patients of reproductive potential, the pharmacy will: 

■	 Ask if she has had a pregnancy test within the last month 

■	 Counsel her on the need to use reliable contraception during Tracleer treatment and 
for one month after stopping treatment 

■	 Counsel her to inform her prescriber immediately if she misses a menstrual period or 
suspects that she may be pregnant, or if her reproductive status changes 

For Pre-pubertal Females, pharmacies will: 

■	 Counsel her to inform her prescriber immediately if her reproductive status changes 

INPATIENT PHARMACY CERTIFICATION: 

Only inpatient pharmacies (including, but not limited to, hospitals, long-term care facilities, 
prisons, and state psychiatric units) that are certified in the Tracleer REMS Program 
may stock and dispense Tracleer for patients being treated in the inpatient setting. 

By certifying into the Tracleer REMS program, the inpatient pharmacy agrees to: 

■	 Complete training in the Tracleer REMS Program by reading the Tracleer Prescribing 
Information, Tracleer Medication Guide and the Prescriber and Pharmacy Guide for 
the Tracleer REMS Program 

■	 Train all dispensing staff on the Tracleer REMS Program requirements and Tracleer 
REMS materials before they dispense Tracleer 

Reference ID: 3856191 

■	 Put processes and procedures in place to ensure the Tracleer REMS Programs 
requirements are met 

■	 Dispense only to those patients under the supervision and care of a healthcare 
provider who is enrolled in the Tracleer REMS Program 

■	 Dispense to a patient only after he/she has been enrolled in the Tracleer 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 
to Tracleer in the outpatient setting until registration has been completed. 

■	 Dispense no more than a fifteen (15) day temporary supply of Tracleer upon 
discharge of any patient 

■	 Notify Actelion Pharmaceuticals US, Inc. (“Actelion”) or FDA if any patient becomes 
pregnant during Tracleer treatment 

■	 Not transfer Tracleer to any pharmacy, practitioner, or any healthcare setting not 
certified by Actelion Pathways 

■	 Develop a process to track compliance with the conditions above and provide 
information about its compliance to Actelion 

To be certified in the Tracleer REMS Program, an authorized representative of the 
inpatient pharmacy must: 

■	 Agree to follow the REMS requirements by completing and submitting a Tracleer 
REMS Inpatient Pharmacy Enrollment Form to the Tracleer REMS Program 

■	  Fax the completed form to Actelion Pathways at 1-866 -279 -0669 

■	 Agree that the pharmacy may be audited by the FDA, Actelion, or a designated 
third party 

If an inpatient pharmacy needs Tracleer and is not enrolled in the Tracleer REMS Program, 
the inpatient pharmacy can contact Actelion Pathways at 1-866-228-3546 for assistance 
in obtaining a 15-day supply of Tracleer for a specific inpatient while initiating enrollment. 

To learn more about the serious risks associated with Tracleer, please refer to the full 
Prescribing Information including BOXED WARNING, the Tracleer Medication Guide, 
the Prescriber and Pharmacy Guide for the Tracleer REMS Program, and the Tracleer 
REMS Guide for Patients. These materials are available at www.TracleerREMS.com. 

If you have questions about Tracleer REMS Program enrollment, or if you 
would like more information about Tracleer, you can reach Actelion Pathways 
by calling toll-free at 1-866-ACTELION (1-866-228-3546). 

You are encouraged to report negative side effects of prescription drugs to the FDA. 
Visit www.fda.gov/medwatch, or call 1-800 -FDA-1088. 

www.fda.gov/medwatch
http:www.TracleerREMS.com
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Tracleer® REMS Inpatient Pharmacy Enrollment Form 
Complete and fax this form to Actelion Pathways ® at 1-866-279-0669. 

You can also reach Actelion Pathways via phone at 1-866-ACTELION (1-866-228-3546). 

*HO1201310* 

FPO 

Due to the risk of hepatotoxicity and teratogenicity, Tracleer is available only through a restricted program called the Tracleer REMS (Risk Evaluation and 
Mitigation Strategy) Program. In order for inpatients to receive Tracleer, all patients, as well as inpatient pharmacies that wish to stock this product, must enroll 
in the Tracleer REMS Program and agree to comply with the requirements of the program. An Authorized Representative must complete and submit this form 
on behalf of the inpatient pharmacy. 

Inpatient Pharmacy Information (please print) 

Name 

Hospital Nursing home 

Other (please specif y): 

Hospice Asylum/Mental facility Assisted Living Prison Rehabilitation 

Identification (please complete one of the following): 

Health Indus tr y Number (HIN #)                                                                                                   

Other identifier: 

National Provider Identifier (NPI #)                                                                                                    

Address 

Cit y State ZIP 

Phone # Fax # 

Ship To Address (if dif ferent from above) 

Address 

Cit y State ZIP 

Phone # Fax # 

Authorized Representative Information (please print) 

T itle: 

Hospital pharmacist 

Other title: 

Head of Pharmacy and Therapeutic s (P&T) commit tee 

Name 

Authorized Representative phone # Fax # 

Authorized Representative email 

Authorized Representative Consent 

This inpatient pharmacy will: 
• Put processes and procedures in place to ensure the Tracleer REMS Program requirements are met 
• Dispense only to those patients under the supervision and care of a healthcare provider who is enrolled in the Tracleer REMS Program 
• Dispense to a patient only after he/she has been enrolled in the Tracleer 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 to Tracleer in the outpatient setting until 
registration has been completed 

• Dispense no more than a fifteen- (15-) day temporary supply of Tracleer in a child-resistant container upon discharge of any patient 
• Notify Actelion Pharmaceuticals US, Inc. (“Actelion”) or FDA of any adverse events, including hepatotoxicity, and report any pregnancy during 

treatment with Tracleer 
• Not transfer Tracleer to any pharmacy, practitioner, or any healthcare setting not certified by Actelion Pathways 
• Develop a process to track compliance with the conditions above and provide information about its compliance to Actelion 

I attest that I have read the Tracleer Prescribing Information, Medication Guide, and the Prescriber and Pharmacy Guide for the Tracleer REMS
 
Program available at www.TracleerREMS.com.
 
I will ensure training of dispensing staff on the Tracleer REMS Program procedures and materials, including the Prescriber and Pharmacy Guide
 
for the Tracleer REMS Program prior to dispensing Tracleer.
 
I agree that this pharmacy may be audited by the FDA, Actelion, or a designated third party.
 
Note: If your inpatient pharmacy needs Tracleer and is not enrolled in the Tracleer REMS Program, contact Actelion Pathways at 1-866-228-3546 

for assistance in obtaining a 15-day supply of Tracleer for a specific inpatient while initiating enrollment of the pharmacy.
 

Signature Date 

Please visit www.TracleerREMS.com or call 1-866-ACTELION (1-866-228-3546) for more information about the Tracleer REMS Program. 
Actelion Pathways is a registered trademark of Actelion Pharmaceuticals Ltd © 2015 Actelion Pharmaceuticals US, Inc. All rights reserved. MRC-2015 -REMS -0 033 Reference ID: 3856191 

http:www.TracleerREMS.com
http:www.TracleerREMS.com


---------------------------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------------

----------------------------------------------------

This is a representation of an electronic record that was signed 
electronically and this page is the manifestation of the electronic 
signature. 

/s/ 

MARY R SOUTHWORTH 
12/04/2015 
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