
   
 

 

 
 
 
 

 
 

 
 

   
  

   

     
  

 
 

  
 
 
 

L ET A I  R I  S R I  SK EV A L U A T ION A N D M IT IG A T ION ST R A T EG Y 
(R E MS ) 

Prescriber Guide for the 
Letairis REMS Program 

Changes to the Letairis Risk Evaluation and Mitigation Strategy (REMS) 
Program (October 2014) 

•	 New definition of Female of Non-Reproductive Potential (page 4) 

•	 Revised form: Change in Reproductive Potential Status and Pre-Pubertal 
Annual Verification Form (page 6) 

This guide is part of an FDA-approved REMS. 
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Letairis REMS Program 
Indication 
Letairis is an endothelin receptor antagonist (ERA) indicated for the treatment of 
pulmonary arterial hypertension (PAH) (WHO Group 1): 

•	 To improve exercise ability and delay clinical worsening. 

•	 In combination with tadalafil to reduce the risks of disease progression 
and hospitalization for worsening PAH, and to improve exercise ability. 

Studies establishing effectiveness included trials predominantly in patients with 
WHO Functional Class II–III symptoms and etiologies of idiopathic or heritable 
PAH (60%) or PAH associated with connective tissue diseases (34%). 

Risk of teratogenicity 
Letairis is contraindicated in females who are pregnant, as Letairis may cause 
fetal harm when administered to a pregnant female. There are no data regarding 
the use of Letairis in pregnant females; the possibility of serious birth defects in 
humans cannot be excluded. 

Pregnancy must be excluded prior to the initiation of Letairis treatment, monthly 
thereafter, and for 1 month after stopping treatment. 

Letairis REMS Program 
Because of the risk of serious birth defects, Letairis is only available to females 
through a restricted distribution program under an FDA-required REMS. The 
Letairis REMS Program helps ensure the benefits of Letairis outweigh the risk of 
teratogenicity. The purposes of the Letairis REMS Program are to: 
•	 Inform and educate healthcare providers and female patients about the risk 

of teratogenicity associated with the use of Letairis 

•	 Minimize the risk of fetal exposure and adverse fetal outcomes in Females 
of Reproductive Potential 

- Females who are pregnant must not be prescribed Letairis 

- Females taking Letairis must not become pregnant 

Changes to the Letairis REMS Program 
•	 New definition of Females of Non-Reproductive Potential 
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• Revised form: Change in Reproductive Potential Status and Pre-Pubertal 
Annual Verification Form 
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Overview of the Letairis REMS Program
 
•	 Letairis is only available to females through a restricted distribution program 

•	 Prescribers must enroll in the Letairis REMS Program and comply with the 
Letairis REMS Program requirements to prescribe Letairis 

•	 All female patients must enroll in the Letairis REMS Program to receive 
Letairis 

•	 Prescribers must educate and counsel Females of Reproductive Potential 
and Pre-Pubertal Females on the risks of Letairis, including the risk of 
serious birth defects. The parent/guardian of the Pre-Pubertal Female must 
also be educated and counseled on the risks of Letairis. 

•	 Prescribers must order and review pregnancy tests for Females of 
Reproductive Potential prior to initiation of treatment, monthly during 
treatment, and for 1 month after stopping treatment 

Summary of the Letairis REMS Program 
Requirements by Patient Category 

Requirement Female of Reproductive 
Potential 

Female of Non-Reproductive Potential 

Pre-Pubertal Post-Menopausal 
Other medical reasons 

for permanent, 
irreversible infertility 

Prescriber enrolls female patients into 
Letairis REMS Program X X X X 
Counseling with Letairis REMS 
Program Guide for Females Who Can 
Get Pregnant 

X 

Counseling with Letairis Medication 
Guide, including the risk of 
teratogenicity 

X X* 
Prescriber must order and review 
pregnancy tests prior to initiation of 
treatment, monthly during treatment, 
and for 1 month after stopping 
treatment 

X 

Prescriber must verify reproductive 
status annually by completing the 
Change in Reproductive Potential 
Status and Pre-Pubertal Annual 
Verification Form for females who are at 
least 8 years of age and older 

X 
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Prescriber must complete the Change 
in Reproductive Potential Status and 
Pre-Pubertal Annual Verification Form 
upon becoming aware of any change in 
reproductive potential status within 10 
business days of awareness 

X X X X 

* Counsel Pre-Pubertal Female patient and parent/guardian 
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Your Role in the Letairis REMS Program 
Prescribers must complete the following steps in the Letairis REMS Program: 
1. Read the Letairis Prescribing Information and this guide to understand 

the Letairis REMS Program and the risks of Letairis 

2. Complete the Prescriber Enrollment and Agreement Form 

•	 You will attest to understanding the risks of Letairis and agree to comply 
with the requirements of the Letairis REMS Program 

3. Determine the reproductive potential status of female patients 

Females of Reproductive Potential: 

•	 Females of Reproductive Potential include girls who have entered puberty 
and all women who have a uterus and have not passed through 
Menopause (as defined in the following column) 

•	 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 
•	 Post-Menopausal Females: Females who have passed through 


Menopause (as defined below)
 
•	 Females with other medical reasons for permanent, irreversible 

infertility 

Definition of 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 

4. Educate/counsel all female patients about risks of Letairis and about 
the Letairis REMS Program 

•	 Advise all females that Letairis is only available through a restricted 

distribution program called the Letairis REMS Program
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For Females of Reproductive Potential: 

•	 Review with the Female of Reproductive Potential the Letairis Medication 
Guide and the Letairis REMS Program Guide for Females Who Can Get 
Pregnant prior to initiating treatment 

•	 Educate Females of Reproductive Potential about the risk of teratogenicity, 
the need to use highly reliable contraception (see page 7) during Letairis 
treatment and for 1 month following treatment discontinuation, and the need 
to use emergency contraception, if required 

•	 Order and review pregnancy tests prior to initiation of Letairis treatment, 
monthly during treatment, and for 1 month after stopping Letairis treatment 

•	 Advise the patient of the requirement for monthly pregnancy tests to confirm 
they are not pregnant so they can receive Letairis 

•	 Counsel the Female of Reproductive Potential if she is not complying with 
the Letairis REMS Program requirements 

•	 Submit a Change in Reproductive Potential Status and Pre-Pubertal Annual 
Verification Form within 10 business days of becoming aware of any change 
in reproductive potential status 

For Females of Non-Reproductive Potential: 

For Pre-Pubertal Females: 
•	 Educate the Pre-Pubertal Female patient and parent/guardian about the 

risk of teratogenicity and review the Letairis Medication Guide with the 
patient and parent/guardian 

•	 Evaluate regularly Pre-Pubertal Females for any changes in reproductive 
status while receiving Letairis 

•	 Verify the reproductive potential status annually for Pre-Pubertal Females 
who are at least 8 years of age and older by completing the Change in 
Reproductive Potential Status and Pre-Pubertal Annual Verification Form 

•	 Report any misclassification or change in reproductive potential status by 
completing the Change in Reproductive Potential Status and Pre-Pubertal 
Annual Verification Form within 10 business days of becoming aware of 
the change 
For Post-Menopausal Females: 

•	 Report any misclassification in reproductive potential status by completing 
the Change in Reproductive Potential Status and Pre-Pubertal Annual 
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Verification Form within 10 business days of becoming aware 
For females with other medical reasons for permanent, irreversible 

infertility:
 

•	 Report any misclassification in reproductive potential status by completing 
the Change in Reproductive Potential Status and Pre-Pubertal Annual 
Verification Form within 10 business days of becoming aware 

Reference ID: 3828639 



   

  
  
   
  

    
      

     
     

  

   

   

  
 

  

    
 

  
 

     
 

    
 

   
 

    

    
 

   
  
 

 

5. Check pregnancy status (in Female of Reproductive Potential) 

•	 Order and review pregnancy tests for the patient:
 
- Prior to initiating treatment
 
- Monthly during treatment
 
- 1 month after stopping treatment
 

The patient must agree to be contacted by the Certified Pharmacy prior to each 
shipment to confirm that a pregnancy test was completed, and she must also 
agree to be contacted by the Letairis REMS Coordinating Center if she becomes 
pregnant while on Letairis or within 1 month of stopping treatment. 

6. Enroll all female patients into the Letairis REMS Program 

•	 Complete a Letairis Patient Enrollment and Consent Form 

•	 Confirm the female 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 the Letairis REMS 
Coordinating Center at 1-888-882-4035 

•	 Keep the original form with the patient’s records 

7. Evaluate reproductive potential status of female patients throughout 
treatment 

•	 Report any change in patient’s reproductive potential status within 10 
business days of becoming aware of the change to the Letairis REMS 
Coordinating Center by faxing the completed Change in Reproductive 
Potential Status and Pre-Pubertal Annual Verification Form to 1-888-882
4035 

•	 Verify the reproductive potential status of Pre-Pubertal Females who are 8 
years of age or older annually by completing the Change in Reproductive 
Potential Status and Pre-Pubertal Annual Verification Form 

•	 Counsel females who fail to comply with the Letairis REMS Program
 
requirements
 

•	 Notify the Letairis REMS Coordinating Center of any adverse events, or if 
any patient becomes pregnant during Letairis treatment or within 1 month 
of stopping treatment 
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Contraceptive Options for Females of 
Reproductive Potential 

•	 All Females of Reproductive Potential should undergo contraceptive 
counseling with either the prescriber or another designated healthcare 
practitioner trained in contraceptive counseling 

Please refer to the diagram on the next page for a complete list of the acceptable 
contraceptive options. The same diagram also appears in the Letairis REMS 
Program Guide for Females Who Can Get Pregnant and should be used to 
discuss acceptable birth control options with patients. 

•	 Educate and counsel Females of Reproductive Potential on the use of 
emergency contraception in the event of unprotected sex or known or 
suspected contraceptive failure 

•	 Remind patients to report to you immediately any delay in having a period or 
any other reason of suspected pregnancy during treatment 

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

•	 The prescriber must notify the Letairis REMS Coordinating Center (by 
phone at 1-866-664-5327) of any pregnancies that occur during 
treatment or within 1 month of discontinuation 

Reference ID: 3828639 

7 



   
 

 
 

 

Contraceptive Options for Females of 
Reproductive Potential 
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Role of Certified Pharmacies 
•	 Contact all Females of Reproductive Potential receiving Letairis each month 

to confirm completion of pregnancy testing, and counsel them on the risk of 
teratogenicity 

•	 Provide a copy of the Medication Guide to patients/caregivers each time 
Letairis is dispensed 

•	 Ship Letairis to the patient/caregiver 

For a list of Certified Pharmacies, visit www.letairisrems.com or call the Letairis 
REMS Coordinating Center at 1-866-664-5327 

The Letairis REMS Coordinating Center 
•	 Enters every Letairis prescriber and female patient into the Letairis REMS 

Program database 

•	 Collects all Patient Enrollment and Consent Forms and Prescriber 
Enrollment and Agreement Forms 

•	 Sends patient information to the chosen Certified Pharmacy 

•	 Collects information about adverse events, changes in reproductive status, 
annual verification of reproductive potential status for Pre-Pubertal Females, 
and any occurrences of pregnancies during Letairis treatment or within 1 
month of treatment discontinuation 
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Additional questions 

Please visit www.letairisrems.com or call the Letairis REMS Coordinating Center 
at 1-866-664-5327 for more information about the Letairis REMS Program. 

Please see the accompanying patient Medication Guide and full Prescribing 
Information, including BOXED WARNING, for more complete information. 

© 2015 Gilead Sciences, Inc. All rights reserved. REMS-LET-0016 OCTOBER 2015
 
Letairis is a registered trademark of Gilead Sciences, Inc.
 
Gilead and the Gilead logo are trademarks of Gilead Sciences, Inc.
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