
  

 
 

 
 

 
 

 

 

  
 

  
  

  
  

 
 

 
 

  
  

      
       

  
  

    
         

 
       

 
       

         
  

         
    

   
 

Initial REMS Approved: 05/2015 
Most recent modification: 03/2016 

ANDA 200652
 

Alosetron Tablets
 

Selective 5-HT3 antagonist 

Roxane Laboratories, Inc. 
1809 Wilson Road 

Columbus, OH 43228 
Phone: (614) 276-4000 

RISK EVALUATION AND MITIGATION STRATEGY 
(REMS) 

I. GOAL(S): 

The goals and objectives of the Alosetron REMS Program are to mitigate 
the risks of ischemic colitis (IC) and serious complications of constipation 
(CoC) associated with alosetron hydrochloride (hereinafter, referred to as 
alosetron) by: 
•	 Informing prescribers of alosetron about: 

o	 the serious risks of IC and serious CoC associated with 
alosetron 

o	 the importance of understanding that alosetron should only be 
used in severely affected diarrhea-predominant irritable bowel 
syndrome patients for whom the benefits exceed the risks. 

o	 the importance of counseling patients about the risks of IC and 
serious CoC 

•	 Informing patients about the risks of IC and CoC and 
actions to take should they experience early warning signs 
and symptoms of these risks. 
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II. REMS ELEMENTS: 

A. Elements to Assure Safe Use 

1.	 Training will be provided to healthcare providers who prescribe alosetron. 

a.	 Roxane Laboratories (Roxane) will ensure that training provided to healthcare 
providers who prescribe alosetron includes information on the serious risks of IC 
and CoC associated with alosetron, the importance of understanding that alosetron 
should only be used in severely affected diarrhea-predominant irritable bowel 
syndrome patients for whom the benefits exceed the risks, and the importance of 
counseling patients about the risks of IC and serious CoC, using the Alosetron 
Prescribing Information and the following materials in the REMS Training Kit: 

i. REMS letter to Healthcare Providers 
ii. Alosetron REMS Program Prescriber Education Slide Deck 

iii. Alosetron REMS Program Safety Information Fact Sheet for Prescribers 
iv. Alosetron REMS Program Patient Education Sheet 
v. Prescriber Completion of Alosetron REMS Program Training Form 

b.	 In order to facilitate training, Roxane will: 

i.	 Ensure that training is provided to healthcare providers who prescribe 
alosetron by mailing or emailing the REMS Training Kit to healthcare 
providers who are likely to prescribe, or have prescribed alosetron in the 
24 months preceding the REMS modification approval (MM/YYYY).  
The REMS Training Kit will be distributed within 60 days after approval 
of the modified Alosetron REMS Program. Likely prescribers include, 
but are not limited to, general practitioners, family practitioners, internists, 
gastroenterologists, and nurse practitioners/physician assistants. 

ii.	 Send a REMS letter for Professional Societies to the following 
professional societies and organizations, requesting that the letter or the 
content be provided to their membership within 6 and 12 months after 
approval of the modified Alosetron REMS Program. 

American Academy of Family Physicians 
American Academy of Nurse Practitioners 
American Academy of Physicians Assistants 
American College of Gastroenterology 
American College of Physicians 
American Gastroenterological Association 
American Medical Association 

Reference ID: 3907155 

2 



  

       
         

     
        

   
 

       
    

  

 
     

    
    

       
    

  
      

      
       

       
          

 
   

 
  

  
     
    
  
   

 
  

     
     
  

iii.	 Ensure that prescribers can notify Roxane when they have completed 
training via the Alosetron REMS Program website or by faxing or mailing 
a Prescriber Completion of Training Form. 

iv.	 Provide acknowledgement of completion of training electronically or by 
mail to prescribers upon receiving notification that training was 
completed. 

v.	 Make REMS Training Materials available at professional society meetings 
and at medical educational venues where Roxane has a presence. 

vi.	 Maintain an Alosetron REMS Program website 
[www.AlosetronREMS.com] and contact center (1-844-267-8675) to 
support prescribers. 

vii.	 Monitor distribution and prescription data monthly. Contact all 
prescribers identified as not having completed training and provide 
training within 30 days of identification.  Contact and provide training to 
all prescribers who do not report completion of training after the first 
contact up to two additional times, or until the prescriber reports 
completion, within 180 days of being first identified. 

viii.	 Maintain a validated, secure database of healthcare providers who have 
notified Roxane of completion of training, which will be defined as all 
training materials were reviewed independently by the healthcare provider. 

ix.	 Ensure that the REMS materials listed below are available on the 
Alosetron REMS Program website or by calling the REMS contact center. 

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

• REMS Training Kit 
o REMS letter for Healthcare Providers 
o Alosetron REMS Program Prescriber Education Slide Deck 
o Alosetron REMS Program Safety Information Fact Sheet for Prescribers 
o Alosetron REMS Program Patient Education Sheet 
o Prescriber Completion of Alosetron REMS Program Training Form 

• Other appended REMS materials: 
o Alosetron REMS Program website Prescriber Section screenshots 
o Alosetron REMS Program website Patients Section screenshots 
o REMS letter for Professional Societies 

Reference ID: 3907155 
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FDA Required REMS Safety Information for Alosetron Tablets 

Important Safety Update 

The FDA has required this safety update as part of the Alosetron REMS Program to 
inform you that the Alosetron REMS Program has changed from the previous program. 

ENROLLED Prescriber Actions: 
•	 You are no longer required to affix prescribing program stickers to written 

prescriptions for alosetron 

•	 You may prescribe alosetron electronically 

NON-ENROLLED Prescriber Actions: 

•	 Review the Alosetron REMS Program Training Kit and complete the Alosetron 
REMS Program Prescriber Completion Training Form which can be found at 
www.AlosetronREMS.com. 

•	 You can also submit the enclosed form by fax to 1-800-535-6805. 

You will find the Alosetron REMS Program Training Kit enclosed.  The Training Kit is 
also available online at www.AlosetronREMS.com or you can request the Training Kit 
by calling the Alosetron REMS Program at 1-844-267-8675. 

A non-promotional factsheet, reviewed by the FDA, with more detailed safety 
information about the risks of alosetron is enclosed. 

Summary of Changes to the REMS Program 
 Prescribers are no longer required to affix prescribing program stickers to written 
prescriptions for alosetron 
 Pharmacies are no longer required to only dispense alosetron for a paper 
prescription with an affixed prescribing program sticker. 
Electronic prescriptions are now allowed 
 Patients are no longer required to complete and submit a Patient 
Acknowledgment Form. Instead, a Patient Education Sheet is available for the 
prescriber to discuss with the patient. 
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Indication: 
Alosetron is a selective serotonin 5-HT3 antagonist indicated only for women with 
severe diarrhea-predominant irritable bowel syndrome (IBS) who have chronic IBS
symptoms (generally lasting 6 months or longer), had anatomic or biochemical
abnormalities of the gastrointestinal tract excluded, and not responded adequately to 
conventional therapy. 

Severe IBS includes diarrhea and 1 or more of the following:
• frequent and severe abdominal pain/discomfort 
• frequent bowel urgency or fecal incontinence 
• disability or restriction of daily activities due to IBS 

Please visit www.AlosetronREMS.com for more information. 

This letter does not contain the complete safety profile for alosetron. Please see the 
Prescribing Information and Medication Guide, enclosed. 

Reporting Adverse Events 
You are encouraged to report all suspected adverse events associated with 
Lotronex/alosetron hydrochloride to the FDA at www.fda.gov/medwatch, or 1-800
FDA-1088 or to the Alosetron REMS Program at 1-844-267-8675. 

Sincerely, 

Roxane Laboratories, Inc. 

The Alosetron REMS Program sponsor 
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THE ALOSETRON
 
REMS PROGRAM
 

Prescriber Education Slide Deck 

Understanding the Benefits and Risks of Alosetron 

The Alosetron REMS Program - Please see 
complete Prescribing Information for 1 

Alosetron Tablets for full details. 

THE ALOSETRON REMS PROGRAM 

Prescriber Education Slide Deck 

Understanding the Benefits and Risks of Alosetron 

The Alosetron REMS Program - Please see complete Prescribing Information for Alosetron Tablets for full 
details. 
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Section 1: 

Purpose 

The Alosetron REMS Program - Please see 
complete Prescribing Information for 

Alosetron Tablets for full details. 
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Risk Evaluation and Mitigation Strategy 
(REMS) 

• A REMS (Risk Evaluation and Mitigation Strategy) is a 
program required by the FDA to manage known or 
potential serious risks associated with a drug product. 
FDA has determined that a REMS is necessary to 
ensure that the benefits of alosetron tablets outweigh 
serious gastrointestinal adverse reactions in patients. 

The Alosetron REMS Program - Please see 
complete Prescribing Information for 6 

Alosetron Tablets for full details. 

Risk Evaluation and Mitigation Strategy (REMS) 

A REMS (Risk Evaluation and Mitigation Strategy) is a program required by the FDA to manage known or 
potential serious risks associated with a drug product. FDA has determined that a REMS is necessary to 
ensure that the benefits of alosetron tablets outweigh serious gastrointestinal adverse reactions in 
patients. 
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Indication and Usage
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Section 3: 


Important Safety Information
 

The Alosetron REMS Program - Please see 
complete Prescribing Information for 

Alosetron Tablets for full details. 
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Section 4:
 
How to Prescribe Alosetron
 

Tablets
 

The Alosetron REMS Program - Please see 
complete Prescribing Information for 

Alosetron Tablets for full details. 
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How to Prescribe Alosetron Tablets
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Training in the Alosetron 
REMS Program (cont’d) 

• Alosetron REMS Training Kit includes the following: 
– REMS letter for Healthcare Providers 
– Alosetron REMS Program Prescriber Education Slide Deck 
– Alosetron REMS Program Safety Information Fact Sheet for Prescribers 
– Alosetron REMS Program Patient Education Sheet 
– Prescriber Completion of Alosetron REMS Program Training Form 

The Alosetron REMS Program - Please see 
complete Prescribing Information for 

Alosetron Tablets for full details. 

Training in the Alosetron REMS Program (cont’d) 

• Alosetron REMS Training Kit includes the following: 

– REMS letter for Healthcare Providers 

– Alosetron REMS Program Prescriber Education Slide Deck 

– Alosetron REMS Program Safety Information Fact Sheet for Prescribers 

– Alosetron REMS Program Patient Education Sheet 

– Prescriber Completion of Alosetron REMS Program Training Form 

Reference ID: 3907155 
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Alosetron REMS Program 
Safety Information Fact Sheet for Prescribers 

FDA Required REMS* Safety Information 

•	 RISK OF SERIOUS GASTROINTESTINAL ADVERSE REACTIONS 
o	 Infrequent but serious gastrointestinal adverse reactions have been reported with the use of alosetron 

hydrochloride tablets (alosetron). These events, including ischemic colitis and serious complications of 
constipation, have resulted in hospitalization and, rarely, blood transfusion, surgery, and death. 

•	 INDICATED ONLY for women with severe diarrhea-predominant irritable bowel syndrome (IBS) who 
have not responded adequately to conventional therapy 

•	 DISCONTINUE alosetron immediately in patients who develop constipation or symptoms of ischemic colitis. 
Do not resume alosetron in patients who develop ischemic colitis 

•	 Contraindicated in patients with: 
o	 Constipation 
o	 History of chronic or severe constipation or sequelae from constipation; intestinal obstruction, stricture, 

toxic megacolon, gastrointestinal perforation, and/or adhesions; ischemic colitis; impaired intestinal 
circulation, thrombophlebitis, or hypercoagulable state; Crohn’s disease or ulcerative colitis; 
diverticulitis; severe hepatic impairment 

o	 Concomitant use of fluvoxamine (LUVOX®) 

Risk of Serious Gastrointestinal Adverse Reactions 
•	 Counsel patients to discontinue alosetron immediately and contact you right away if they develop 

constipation or symptoms of ischemic colitis 
•	 Evaluate patients with signs of ischemic colitis (e.g., rectal bleeding, bloody diarrhea, new or worsening 

abdominal pain) 
•	 Discontinue alosetron immediately if signs of ischemic colitis occur, such as rectal bleeding, bloody diarrhea, 

or new or worsening abdominal pain. 

Appropriate Patient Selection 
Prescribers should select the appropriate patients to receive alosetron in accordance with the approved 
indication. Alosetron is contraindicated in patients with constipation, history of chronic or severe 
constipation or sequelae from constipation; intestinal obstruction, stricture, toxic megacolon, 
gastrointestinal perforation, and/or adhesions; ischemic colitis; impaired intestinal circulation, 
thrombophlebitis, or hypercoagulable state; Crohn’s disease or ulcerative colitis; diverticulitis; severe 
hepatic impairment; and patients on fluvoxamine (LUVOX®). 

*What is the Alosetron REMS Program? 

A REMS (Risk Evaluation and Mitigation Strategy) is a program required by the FDA to manage known or 
potential serious risks associated with a drug product. FDA has determined that a REMS is necessary to ensure 
that the benefits of alosetron tablets outweigh serious gastrointestinal adverse reactions in patients. This factsheet 
is required by the FDA as part of the Alosetron REMS Program. Please visit www.AlosetronREMS.com for 
further information. 
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Indication 
Alosetron is a selective serotonin 5-HT3 antagonist indicated only for women with severe diarrhea-predominant
irritable bowel syndrome (IBS) who have chronic IBS symptoms (generally lasting 6 months or longer), had 
anatomic or biochemical abnormalities of the gastrointestinal tract excluded, and not responded adequately to
conventional therapy. 

Severe IBS includes diarrhea and 1 or more of the following: 

• frequent and severe abdominal pain/discomfort 
• frequent bowel urgency or fecal incontinence 
• disability or restriction of daily activities due to IBS 

Reporting Adverse Events: 

You are encouraged to report all suspected adverse events associated with alosetron to the FDA at 
www.fda.gov/medwatch, or 1-800-FDA-1088 or to the Alosetron REMS Program at 1-844-267-8675. 

This factsheet does not contain the complete safety profile for alosetron. Please refer to the Alosetron Prescribing 
Information, including Boxed Warning, for further information. 
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•	 Talk with your doctor 4 weeks after starting alosetron to recheck your IBS symptoms. 
•	 Stop taking alosetron and call your doctor if your IBS symptoms have not improved after 4 

weeks of taking 1 mg of alosetron 2 times a day. 
•	 If you see other doctors about your IBS or possible side effects from alosetron, tell the 

doctor who prescribed alosetron. 

This education sheet only discusses the most serious risk information of alosetron. For more 
safety information about alosetron please see the Alosetron Medication Guide available at 
www.AlosetronREMS.com 

Please visit www.AlosetronREMS.com for further information. 
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Prescriber Completion of Alosetron REMS Program Training Form 

Thank you for completing the Alosetron REMS Program training.  As a confirmation that 

you independently reviewed the provided training materials, please provide your details 

in the form below.  Upon receipt you will be sent an acknowledgment notice. 

*Indicates Required Field 
Name of Prescriber (print)*
 

(First)          (Last)
 

Signature* Date* 

NPI Number* _______________________________________________________ 
Specialty* 
 Gastroenterology  General Surgery  Internal Medicine   

Office Address* 
Office City* _____________________ State*________Zip Code* ___________ 

Office Phone Number* 
Email* 

___________________Office Fax Number*____________________ 

 Colon & Rectal Surgery  Nurse Practitioner  Nuclear Medicine 
 Family Medicine       Cardiovascular Diseases  Physician Assistant 
 Obstetrics/Gynecology  Other (Please specify) __________________________________ 
Office Name 

Confirmation Correspondence Preference (please select one):  Fax  Email 

If you have any questions regarding the Alosetron REMS Program, please call 1-844
267-8675. 

To complete training, visit www.AlosetronREMS.com or complete this form in its 

entirety and mail or fax it to the Alosetron REMS Program to the following address: 

Alosetron REMS 

PO Box 29292, Phoenix, AZ 85038 

Fax Number: 1-800-535-6805 

Reference ID: 3907155 
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FOOTER
 

Footer is included on every web page. To reduce the length of the document, the screenshot 
is included once. 

Alosetron_REMS_Web_Mockups_v17
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FDA Required REMS Safety Information 

Alosetron tablets: Modified REMS 

•	 RISK OF SERIOUS GASTROINTESTINAL ADVERSE REACTIONS 
o	 Infrequent but serious gastrointestinal adverse reactions have been reported with the use of alosetron. These 

events, including ischemic colitis and serious complications of constipation, have resulted in hospitalization and, 
rarely, blood transfusion, surgery, and death. 

•	 INDICATED ONLY for women with severe diarrhea-predominant irritable bowel syndrome (IBS) who have not 
responded adequately to conventional therapy 

•	 DISCONTINUE immediately in patients who develop constipation or symptoms of ischemic colitis. Do not resume 
alosetron in patients who develop ischemic colitis. 

•	 Contraindicated in patients with: 
o	 Constipation 
o	 History of chronic or severe constipation or sequelae from constipation; intestinal obstruction, stricture, toxic 

megacolon, gastrointestinal perforation, and/or adhesions; ischemic colitis; impaired intestinal circulation, 
thrombophlebitis, or hypercoagulable state; Crohn’s disease or ulcerative colitis; diverticulitis; severe hepatic 
impairment 

o	 Concomitant use of fluvoxamine (LUVOX®) 

Important Safety Notice 

The FDA has required Roxane Laboratories to distribute this safety notice to your organization as part of the 
Alosetron REMS (Risk Evaluation and Mitigation Strategy) Program.We request that you inform your 
members about the following serious risks associated with alosetron and of changes to the Alosetron REMS 
Program. 

Risk of Serious Gastrointestinal Adverse Reactions 
•	 Counsel patients to discontinue alosetron immediately and contact you right away if they develop constipation or symptoms 

of ischemic colitis 
•	 Evaluate patients with signs of ischemic colitis  (e.g., rectal bleeding, bloody diarrhea, new or worsening abdominal pain) 
•	 Discontinue alosetron immediately if signs of ischemic colitis occur, such as rectal bleeding, bloody diarrhea, or new or 

worsening abdominal pain. 

Changes to the REMS Program 


only 
Prescribers are no longer required to affix prescribing program stickers to written prescriptions for alosetron 

 Pharmacies are no longer required to dispense alosetron for a paper prescription with an affixed 

prescribing program sticker. 

Electronic prescriptions are now allowed 
 Patients are no longer required to complete and submit a Patient Acknowledgment Form. Instead, a Patient 
Education Sheet is available for the prescriber to discuss with the patient. 

Healthcare providers who prescribe alosetron will be provided training to ensure the benefits of alosetron continue to 
outweigh the risks of ischemic colitis and serious complications of constipation. Training materials can be found at 
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www.AlosetronREMS.com or by calling 1-844-267-8675. By completing the Alosetron REMS Program Training 
Form a healthcare professional will be entered into a database for trained prescribers. 

A non-promotional factsheet, reviewed by the FDA, with more detailed safety information on these risks, 
and a link to the Prescribing Information including the BOXED WARNING are available at 
www.AlosetronREMS.com. 

Indication 
Alosetron is a selective serotonin 5-HT3 antagonist indicated only for women with severe diarrhea-predominant irritable bowel 
syndrome (IBS) who have chronic IBS symptoms (generally lasting 6 months or longer), had anatomic or biochemical 
abnormalities of the gastrointestinal tract excluded, and not responded adequately to conventional therapy. 

Severe IBS includes diarrhea and 1 or more of the following: 

• frequent and severe abdominal pain/discomfort 
• frequent bowel urgency or fecal incontinence 
• disability or restriction of daily activities due to IBS 

This letter does not contain the complete safety profile for alosetron. Please visit www.AlosetronREMS.com 
for more information. 

Reporting Adverse Events: 
You are encouraged to report all suspected adverse events associated with alosetron to the FDA at 
www.fda.gov/medwatch, or 1-800-FDA-1088 or to the Alosetron REMS Program at 1-844-267-8675. 

Sincerely, 

Roxane Laboratories, Inc. 

The Alosetron REMS Program sponsor 
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