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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993 

NDA 21107/S-026 
SUPPLEMENT APPROVAL 

Prometheus Laboratories, Inc. 
Attention: Hector Tamburini 
Executive Director, Regulatory Affairs and CMC 
9410 Carroll Park Drive 
San Diego, California 92121 

Dear Mr. Tamburini: 

Please refer to your Supplemental New Drug Application (sNDA) dated and received August 18, 
2015, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Lotronex 
(alosetron hydrochloride) tablets, 0.5 and 1 mg. 

We also acknowledge receipt of your amendments dated September 17, September 28, 
December 1, December 29, 2015, and January 6, 2016. 

This supplemental new drug application provides for modifications to the approved Lotronex 
(alosetron) risk evaluation and mitigation strategy (REMS). This supplement is in response to 
our May 20, 2015 REMS Modification Notification letter. 

REQUIRED PEDIATRIC ASSESSMENTS 

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 

Because none of these criteria apply to your application, you are exempt from this requirement. 

RISK EVALUATION AND MITIGATION STRATEGY REQUIREMENTS 

The REMS for Lotronex was originally approved on September 2, 2010, and the most recent 
modification was approved on July 24, 2015. The REMS consists of a Medication Guide, 
elements to assure safe use, an implementation system, and a timetable for submission of 
assessments of the REMS. In order to minimize burden on the healthcare delivery system of 
complying with the REMS, we determined that you were required to make the following REMS 
modifications: 
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1. Modified REMS Goal 
2. Removal of the Medication Guide as an element of the REMS 
3. Modifications to the elements to assure safe use 

•	 The training of healthcare providers who prescribe Lotronex/alosetron hydrochloride 
must continue to be provided to ensure the benefits of Lotronex/alosetron 
hydrochloride continue to outweigh the risks of ischemic colitis and serious 
complications of constipation 

•	 The prescriber training materials are to include the Prescriber Education Slide Deck 
and a Safety Information Fact Sheet for Prescribers to communicate the key risk 
messages associated with Lotronex/alosetron hydrochloride 

•	 Prescribers no longer need to affix prescribing program stickers to written 
prescriptions for Lotronex/alosetron hydrochloride 

•	 Pharmacies may dispense Lotronex/alosetron hydrochloride without a prescribing 
program sticker affixed to a paper prescription 

•	 The Patient Acknowledgement Form was modified to a Patient Education Sheet and 
will become the primary educational tool used by prescribers for counseling patients 
regarding the risks of Lotronex/alosetron hydrochloride 

We have determined that maintaining the Medication Guide as part of the approved labeling is 
adequate to address the serious and significant public health concern and meets the standard in 
21 CFR 208. Therefore, it is no longer necessary to include the Medication Guide as an element 
of the approved REMS to ensure that the benefits of Lotronex/alosetron hydrochloride outweigh 
its risks.  The Medication Guide will continue to be part of the approved labeling in accordance 
with 21 CFR 208.  Like other labeling, Medication Guides are subject to the safety labeling 
change provisions of section 505(o)(4) of the FD&C Act. 

Your proposed modified REMS, submitted on December 29, 2015 and appended to this letter, is 
approved. The modified REMS consists of elements to assure safe use and a timetable for 
submission of assessments of the REMS. 

The timetable for submission of assessments of the REMS is revised to provide for submission 
of REMS assessments to the FDA 18 months following the REMS modification approval and 
every 12 months thereafter. 

The revised REMS assessment plan must include, but is not limited to, the following: 

o	 Results of an evaluation of whether patients received counseling from the 
prescriber, the patients’ understanding of the serious risks of ischemic colitis and 
serious complications of constipation associated with LOTRONEX and its 
authorized generic, and the actions patients need to take should they experience 
early warning signs and symptoms of these risks 

o	 Results of an evaluation of prescriber understanding of the appropriate patient 
population, the risks of ischemic colitis and serious complications of constipation 
associated with LOTRONEX and its authorized generic, and the importance of 
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counseling patients about these risks.  The evaluation will include a comparison 
of prescribers who completed training and prescribers who have not reported 
completion of training 

o	 The number of prescribers and medical specialty of prescribers who reported that 
they completed training in the LOTRONEX REMS Program, including the 
number and medical specialty of prescribers contacted by Prometheus to become 
trained after prescribing LOTRONEX and its authorized generic and the number 
and medical specialty contacted who completed training, during the reporting 
period and cumulative 

o	 The number of prescribers who have not completed training and are writing 
prescriptions 

o	 Numbers of prescriptions, by year for the last five years and annually thereafter 
o	 Number of cases of the following events reported (from any source) during the 

reporting period and cumulative: 
 All reports of ischemic colitis 
 All reports involving ischemic changes, ischemia, or necrosis of the colon 
 All reports involving constipation requiring hospitalization or emergency 

room visit 
 All reports involving possible complications of constipation such as 

obstruction, perforation, intestinal ulceration, toxic megacolon, ileus, or 
impaction resulting in hospitalization or emergency room visit 

 All reports of death, regardless of causality 
o	 Summary and discussion of the above cases (received during the reporting period) 

and the clinical significance of these events 
o	 An assessment of the extent to which the elements to assure safe use are meeting 

the goals or whether the goals or such elements should be modified 

We remind you that in addition to the REMS assessments submitted according to the timetable in 
the approved REMS, you must include an adequate rationale to support a proposed REMS 
modification for the addition, modification, or removal of any goal or element of the REMS, as 
described in section 505-1(g)(4) of the FDCA. 

We also remind you that you must submit a REMS assessment when you submit a supplemental 
application for a new indication for use  as described in section 505-1(g)(2)(A) FD&C Act.  This 
assessment should include: 

a) An evaluation of how the benefit-risk profile will or will not change with the new 
indication; 

b) A determination of the implications of a change in the benefit-risk profile for the current 
REMS; 

c)	 If the new indication for use introduces unexpected risks: A description of those risks 
and an evaluation of whether those risks can be appropriately managed with the currently 
approved REMS.  

d)	 If a REMS assessment was submitted in the 18 months prior to submission of the 
supplemental application for a new indication for use: A statement about whether the 
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REMS was meeting its goals at the time of that last assessment and if any modifications 
of the REMS have been proposed since that assessment.  

e)	 If a REMS assessment has not been submitted in the 18 months prior to submission of the 
supplemental application for a new indication for use: Provision of as many of the 
currently listed assessment plan items as is feasible. 

f)	 If you propose a REMS modification based on a change in the benefit-risk profile or 
because of the new indication of use, submit an adequate rationale to support the 
modification, including: Provision of the reason(s) why the proposed REMS 
modification is necessary; the potential effect on the serious risk(s) for which the REMS 
was required, on patient access to the drug, and/or on the burden on the health care 
delivery system; and other appropriate evidence or data to support the proposed change. 
Additionally, include any changes to the assessment plan necessary to assess the 
proposed modified REMS. If you are not proposing REMS modifications, provide a 
rationale for why the REMS does not need to be modified. 

If the assessment instruments and methodology for your REMS assessments are not included in 
the REMS supporting document, or if you propose changes to the submitted assessment 
instruments or methodology, you should update the REMS supporting document to include 
specific assessment instrument and methodology information at least 90 days before the 
assessments will be conducted.  Updates to the REMS supporting document may be included in a 
new document that references previous REMS supporting document submission(s) for 
unchanged portions. Alternatively, updates may be made by modifying the complete previous 
REMS supporting document, with all changes marked and highlighted.  Prominently identify the 
submission containing the assessment instruments and methodology with the following wording 
in bold capital letters at the top of the first page of the submission: 

NDA 21107 REMS CORRESPONDENCE
 
(insert concise description of content in bold capital letters, e.g.,
 
UPDATE TO REMS SUPPORTING DOCUMENT - ASSESSMENT 

METHODOLOGY
 

We remind you that section 505-1(f)(8) of FDCA prohibits holders of an approved covered 
application with elements to assure safe use from using any element to block or delay approval 
of an application under section 505(b)(2) or (j).  A violation of this provision in 505-1(f) could 
result in enforcement action. 

Prominently identify any submission containing the REMS assessments or proposed 
modifications of the REMS with the following wording in bold capital letters at the top of the 
first page of the submission as appropriate: 

NDA 21107 REMS ASSESSMENT 

NEW SUPPLEMENT FOR NDA 21107/S-000
 
CHANGES BEING EFFECTED IN 30 DAYS
 
PROPOSED MINOR REMS MODIFICATION 
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or 

NEW SUPPLEMENT FOR NDA 21107/S-000
 
PRIOR APPROVAL SUPPLEMENT
 
PROPOSED MAJOR REMS MODIFICATION 


or 

NEW SUPPLEMENT FOR NDA 21107/S-000 
PRIOR APPROVAL SUPPLEMENT 

PROPOSED REMS MODIFICATIONS DUE TO SAFETY LABEL CHANGES 
SUBMITTED IN SUPPLEMENT XXX 

NEW SUPPLEMENT (NEW INDICATION FOR USE)
 
FOR NDA 21107/S-000
 
REMS ASSESSMENT 


< other supplement identification > PROPOSED REMS MODIFICATION (if 
included) 

Should you choose to submit a REMS revision, prominently identify the submission containing 
the REMS revisions with the following wording in bold capital letters at the top of the first page 
of the submission: 

REMS REVISIONS FOR NDA 21107 

To facilitate review of your submission, we request that you submit your proposed modified 
REMS and other REMS-related materials in Microsoft Word format. If certain documents, such 
as enrollment forms, are only in PDF format, they may be submitted as such, but the preference 
is to include as many as possible  in Word format. 

If you do not submit electronically, please send 5 copies of REMS-related submissions.  

REPORTING REQUIREMENTS 

We remind you that you must comply with reporting requirements for an approved NDA 
(21 CFR 314.80 and 314.81). 
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If you have questions, call LCDR Cheronda Cherry-France, Regulatory Project Manager, at 
(301) 796-7295. 

Sincerely, 

{See appended electronic signature page} 

Joyce Korvick, M.D., M.P.H. 

Deputy Director for Safety 
Division of Gastroenterology and Inborn Errors 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

ENCLOSURE(S): 
REMS 
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This factsheet does not contain the complete safety profile for Lotronex/alosetron hydrochloride. Please refer to the 
Prescribing Information, including Boxed Warning, for further information.  

LOT15050 08/15
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LOTRONEX REMS Program Patient Education Sheet 

FDA Required Lotronex/alosetron hydrochloride Safety Information 

What is LOTRONEX/alosetron hydrochloride?  

What is the most serious risk information about LOTRONEX/alosetron hydrochloride treatment? 

What should I tell my doctor before I start taking LOTRONEX/alosetron hydrochloride? 

How do I take LOTRONEX/alosetron hydrochloride? 

When should I stop taking LOTRONEX/alosetron hydrochloride and call my doctor? 
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PRESCRIBER COMPLETION OF LOTRONEX REMS PROGRAM TRAINING FORM
 
Thank you for completing the LOTRONEX 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.

* Required fields

Prescriber’s Information:

*First Name: Middle Name: 

*Last Name: Suffix (Sr, Jr, III…):

*Signature:   *Date:  

*NPI #: 

Prescriber’s Office Address:

*Address 1:

Address 2:

*City:  *State:   Zip code: 

*Phone #:

Fax #:

*E-mail:

E-MAIL TO: contactclientservices@prometheuslabs.com

FAX TO: Client Services, Prometheus Laboratories Inc. 1-877-816-4019 

MAIL TO: Client Services
Prometheus Laboratories Inc.
9410 Carroll Park Drive
San Diego, CA 92121

LOT15052 08/15
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November 18, 2015: The Agency sent an Advice Letter to Prometheus with comments and 
revisions to the proposed modification of the REMS, appended materials, and supporting 
document.  

December 1, 2015: Prometheus submitted an amendment to the proposed REMS modification, 
Supplement 26 (Serial No. 297). 

December 9, 2015: The Agency sent an Information Request (via email) to Prometheus with 
comments regarding the proposed modification of the REMS and appended materials. 

December 11, 2015: Prometheus responded to the December 9, 2015 Information Request by 
emailing revised files of the REMS document and pertinent appended materials. 

December 15, 2015: The Agency sent an Information Request (via email) to Prometheus with 
comments regarding the REMS letter for Healthcare Providers and the REMS website. 

December 15, 2015: Prometheus responded to the December 15, 2015 Information Request by 
emailing revised files of the REMS letter for Healthcare Providers and the REMS website. 

December 22, 2015: The Agency sent an Information Request (via email) to Prometheus with 
comments regarding the REMS document, supporting document, Safety Information Fact Sheet for 
Prescribers, REMS website, and instructions for resubmission. 

December 29, 2015: Prometheus submitted an amendment to the proposed REMS modification, 
Supplement 26 (Serial No. 300). 

January 4, 2016: The Agency sent an Information Request (via email) to Prometheus with 
comments regarding the REMS assessment plan and supporting document and instructions for 
resubmission. 

January 4, 2016: Prometheus responded to the January 4, 2016 Information Request by emailing a 
revised file of the REMS supporting document. 

2. MATERIALS REVIEWED 
The following is a list of materials used to inform this review: 

 Pratt R., DRISK REMS Modification Review for Lotronex, NDA 21107, November 16, 2015 
 Prometheus, Lotronex, NDA 21107 submission, Suppl 26 

o Amended proposed REMS modification, received December 1, 2015, (Serial No. 297) 
o Amended proposed REMS modification, received December 11, 2015 by email 

 REMS document, REMS letter for Healthcare Providers, REMS letter for 
Professional Society, Prescriber Slide Deck, Prescriber Safety Information Fact 
Sheet, Prescriber Completion of Training Form, REMS website 

o Amended proposed REMS modification, received December 15, 2015 by email 
 REMS letter for Healthcare Providers, REMS website 

o Amended proposed REMS modification received December 29, 2015 (Serial No. 300) 
o Amended proposed REMS modification, received January 4, 2016 by email 

 REMS supporting document 

3. RESULTS OF REVIEW OF PROPOSED REMS MODIFICATION 
The applicant incorporated and responded appropriately to all of the Agency's comments and 
revisions requested in the November 18, December 9, December 15, December 22, 2015, and 

Reference ID: 3869424



 

January 4, 2016, Information Requests regarding the REMS document and appended REMS 
materials, and the REMS supporting document.  

3.1. REMS SUPPORTING DOCUMENT AND REMS ASSESSMENT PLAN 
The applicant's revised REMS supporting document is consistent with the REMS and appended 
REMS materials. 

4. CONCLUSION AND RECOMMENDATIONS 
DRISK finds the proposed Lotronex REMS and its appended materials (attached) as submitted on 
December 29, 2015, and supporting document as submitted on January 4, 2016, acceptable.  The 
REMS as currently proposed in this supplement is structured consistent with the advice we gave in 
the May 2015 REMS Modification Notification letter.  

DRISK recommends approval of the REMS appended to this review. 

The following assessment plan for this modified REMS is to be included in approval letter: 

o Results of an evaluation of whether patients received counseling from the 
prescriber, the patients’ understanding of the serious risks of ischemic colitis and 
serious complications of constipation associated with Lotronex and its authorized 
generic, and the actions patients need to take should they experience early warning 
signs and symptoms of these risks. 

o Results of an evaluation of prescriber understanding of the appropriate patient 
population, the risks of ischemic colitis and serious complications of constipation 
associated with Lotronex and its authorized generic, and the importance of 
counseling patients about these risks.  The evaluation will include a comparison of 
prescribers who completed training and prescribers who have not reported 
completion of training. 

o The number of prescribers and medical specialty of prescribers who reported that 
they completed training in the Lotronex REMS Program, including the number and 
medical specialty of prescribers contacted by Prometheus to become trained after 
prescribing Lotronex and its authorized generic and the number and medical 
specialty contacted who completed training, during the reporting period and 
cumulative. 

o The number of prescribers who have not completed training and are writing 
prescriptions. 

o Numbers of prescriptions, by year for the last five years and annually thereafter. 
o Number of cases of the following events reported (from any source) during the 

reporting period and cumulative: 
 All reports of ischemic colitis; 
 All reports involving ischemic changes, ischemia, or necrosis of the colon 
 All reports involving constipation requiring hospitalization or emergency 

room visit; 
 All reports involving possible complications of constipation such as 

obstruction, perforation, intestinal ulceration, toxic megacolon, ileus, or 
impaction resulting in hospitalization or emergency room visit; 

 All reports of death, regardless of causality. 
o Summary and discussion of the above cases (received during the reporting period) 

and the clinical significance of these events. 
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o An assessment of the extent to which the elements to assure safe use are meeting 
the goals or whether the goals or such elements should be modified. 
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EXECUTIVE SUMMARY 
This is a review of Prometheus Laboratories’ (Prometheus) proposed Risk Evaluation and 
Mitigation Strategy (REMS) modification for Lotronex® (alosetron hydrochloride), NDA 21107.  
The proposed modification was submitted on August 18, 2015, and amended September 17 and 
September 28, 2015 in response to a REMS Modification Notification letter issued by the Agency 
on May 11, 2015.   

Lotronex was approved on June 7, 2002, under 21 CFR 314 Subpart H with a risk management 
plan, which was subsequently approved as a REMS on September 2, 2010.  The REMS addresses 
the risk of ischemic colitis and serious complications of constipation associated with the treatment, 
and consists of a Medication Guide; elements to assure safe use (ETASU) that include prescriber 
certification (ETASU A) and safe use conditions (ETASU D); an implementation system; and a 
timetable for submission of assessments. 

The Agency’s May 11, 2015 modification notice requested modification of the goals, removal of 
the Medication Guide and safe use conditions (ETASU D) from the REMS, and that prescriber 
certification is changed to a prescriber training program not linked to the dispensing system.  
These changes are required to minimize the burden on the healthcare system of complying with the 
REMS while ensuring the benefits of the drug outweigh the risks.  The proposed modified REMS 
consists of a prescriber training program under ETASU A.  The Division of Risk Management 
(DRISK) finds the proposed modification requires additional changes to the REMS document and 
materials, as well as to the REMS assessment plan described in the supporting document. 

1. INTRODUCTION 
This is a review of Prometheus’ proposed modification to the risk evaluation and mitigation 
strategy (REMS) for Lotronex (alosetron hydrochloride), NDA 21107, submitted on August 18, 
2015, and amended September 17 and September 28, 2015.   

1.1. BACKGROUND 
Lotronex is a selective serotonin 5-HT3 receptor antagonist approved for the treatment of women 
with severe diarrhea-predominant irritable bowel syndrome1 (IBS) who have chronic IBS 
symptoms (generally lasting 6 months or longer), have had anatomic or biochemical abnormalities 
of the gastrointestinal tract excluded, and have not responded adequately to conventional therapy. 

After its approval on February 9, 2000, Lotronex was voluntarily withdrawn from the U.S. market 
by GlaxoSmithKline on November 28, 2000, due to postmarketing cases of serious adverse events 
including ischemic colitis and serious complications of constipation; some of these cases were fatal 
or required surgery or blood transfusions.  Lotronex was reintroduced to the market on June 7, 
2002, with approval under 21 CFR 314 Subpart H.  This approval included a more restricted 
indication for women in whom the benefit-to-risk balance is most favorable, the addition of a 
Boxed Warning, and a risk management plan (RMP) with restricted distribution to address the 
serious risks associated with treatment.  Under the Food and Drug Administration Amendments 
Act of 2007, Lotronex was identified as a product with a deemed REMS based on elements to 

                                                 
1 Severe diarrhea is defined in the Lotronex Prescribing Information as one 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. 
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assure safe use in the RMP.  Prometheus Laboratories acquired NDA 21-107 from 
GlaxoSmithKline on January 4, 2008.  A formal REMS proposal was submitted by the applicant 
and subsequently approved on September 2, 2010.  A REMS Modification was approved on May 
8, 2014 that made clerical revisions to the prescriber enrollment form.  A second REMS 
modification was approved July 24, 2015, to include an authorized generic of alosetron 
hydrochloride in the REMS.   

The REMS (as well as its predecessor RMP) is referred to as the Prescribing Program for 
Lotronex™ (PPL) and consists of a Medication Guide, elements to assure safe use, an 
implementation system, and a timetable for submission of assessments. 

The goals of the currently approved REMS are: 

• To mitigate the risk of ischemic colitis (IC) and serious complications of constipation (CoC) 
associated with alosetron hydrochloride by ensuring that Lotronex and its authorized generic 
are used in only severely affected patients for whom benefits exceed the risks.  

• To ensure that the risk of IC and serious CoC with the use of Lotronex and its authorized 
generic are communicated to patients, pharmacists, and prescribers. 

A generic equivalent of Lotronex, alosetron hydrochloride (alosetron), sponsored by Roxane 
Laboratories (ANDA 200652) was approved on May 4, 2015.  The application was approved with 
a REMS comparable to the Lotronex REMS after the Agency granted Roxane a waiver from the 
requirement to form a single, shared system (SSS) REMS with Lotronex.  In issuing the waiver, 
the Agency concluded that the burden of creating a SSS REMS for these alosetron products 
outweighed the benefit of a SSS REMS.  The alosetron REMS is referred to as the ‘Alosetron 
REMS Program.’ 

1.2. REGULATORY HISTORY 
The regulatory history that relates to the applicant’s REMS modification proposed in Supplement 
26 is summarized below: 

September 2, 2010: Lotronex REMS is approved, NDA 21-107/S-014 

May 4, 2015: Alosetron REMS Program, alosetron hydrochloride (ANDA 200652) sponsored by 
Roxane is approved, which had the requirement for a single, shared system REMS waived by the 
Agency. 

May 11, 2015: The Agency sent Prometheus a REMS Modification Notification letter to request 
removal of the Medication Guide and safe use conditions (ETASU D) from the REMS, and to 
change prescriber certification to a prescriber training program not linked to the dispensing system.  
(The Agency’s version of the modified REMS document was provided to the applicant on May 20, 
2015.)  The changes are required to minimize the burden on the healthcare system of complying 
with the REMS. 

May 26, 2015: Prometheus submitted a REMS revision to add an authorized generic to the REMS 
for Lotronex. 

June 11, 2015: The Agency sent a CBE-30 Supplement Acknowledgement Letter to Prometheus 
that stated the proposed revision is considered a REMS minor modification and that the 
submission has been changed to a Changes Being Effected in 30 days supplement. 
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July 24, 2015: The Agency approves a REMS modification to include an authorized generic of 
Lotronex in the REMS. 

August 18, 2015: Prometheus submitted a proposed REMS modification (Supplement 26) in 
response to the May 11, 2015 letter.  The proposal includes modified REMS goals, removal of the 
Medication Guide from the REMS elements, and modifications to the ETASU. 

September 3, 2015: A teleconference was held with Prometheus to provide general advice 
regarding the proposed REMS modification (Memorandum to File provided to Prometheus by email 
September 14, 2015). 

September 17, 2015: Prometheus submitted an amendment to the proposed REMS modification, 
Supplement 26 

September 17, 2015: Prometheus submitted a prior approval labeling supplement that proposed 
changes to the prescribing information and Medication Guide to align with the proposed REMS 
modification, Supplement 27 

September 28, 2015: Prometheus submitted an amendment to the proposed REMS modification in 
Supplement 26 that provided web page mock-ups at the Agency’s request (Information Request 
sent by email September 24, 2015). 

2. MATERIALS REVIEWED 
The following is a list of materials used to inform this review: 

• Pratt R., DRISK REMS Modification Review for Lotronex, NDA 21107, May 11, 2015 
• Division of Gastroenterology and Inborn Errors Products (DGIEP), REMS Modification 

Notification Letter, NDA 21107, May 11, 2015 
• Prometheus, Lotronex, NDA 21107 submission, Suppl 26 

o Proposed REMS modification, received August 18, 2015, (Serial No. 290) 
• Prometheus, Lotronex, NDA 21107 submission, Suppl 26 

o Amended proposed REMS modification, received September 17, 2015 (Serial No. 292) 
• Prometheus, Lotronex, NDA 21107 submission, Suppl 26 

o Amended proposed REMS modification received September 28, 2015 (Serial No. 294) 

3. RATIONALE FOR THE PROPOSED REMS MODIFICATION 
Prometheus submitted the proposed REMS modification in response to the Agency’s REMS 
Modification Notification letter issued May 11, 2015.  In that letter, the Agency requested 
modification of the REMS goals; removal of the Medication Guide and safe use conditions 
(ETASU D) from the REMS; and that prescriber certification be changed to a prescriber training 
program (ETASU A) not linked to the dispensing system.  The modified program reduces 
unnecessary burden on the healthcare system of complying with the REMS primarily by 
eliminating the outdated prescribing sticker program. 

For the elements to assure safe use, the Agency determined that the training of healthcare 
providers who prescribe alosetron must continue to be provided to ensure the benefits of the drug 
continue to outweigh the risks of ischemic colitis and serious complications of constipation. The 
prescriber training materials are to include the prescribing information, a Prescriber Education 
Program Slide Deck, and a newly developed one-page Safety Information Fact Sheet for 
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Prescribers to communicate the key risk messages associated with alosetron. In addition, 
prescribers no longer need to affix prescribing program stickers to written prescriptions for 
alosetron and pharmacies no longer need to only dispense alosetron for a paper prescription affixed 
with a prescribing program sticker. Also, the Patient Acknowledgement Form is to be modified to 
a Patient Education Form and becomes the primary educational tool used by prescribers for 
counseling patients regarding the risks of alosetron. 

4. RESULTS OF REVIEW OF PROPOSED REMS MODIFICATIONS 
The applicant’s proposed modifications to the REMS goals and elements received August 18, 
2015, and amended on September 17 and September 28, 2015, are described below.  The proposed 
modification addresses the Agency’s notification dated May 11, 2015 to modify the approved 
REMS, and harmonizes naming conventions with the REMS modification approved July 24, 2015 
that added an authorized generic to the REMS. 

4.1. GOALS 
The proposed modified REMS goals align with the changes requested by the Agency and address 
the modification approved in July 2015 that included an authorized generic in the REMS.  The 
modified goals are stated as: 

The goals and objectives of the Lotronex REMS are to mitigate the risks of ischemic colitis (IC) 
and serious complications of constipation (CoC) associated with Lotronex and its authorized 
generic alosetron hydrochloride by: 

• Informing prescribers of Lotronex/alosetron hydrochloride about: 
o the serious risks of IC and serious CoC associated with Lotronex/alosetron hydrochloride 
o the importance of understanding that Lotronex/alosetron hydrochloride should only be used 

in severely affected diarrhea-predominant irritable bowel syndrome patients for whom 
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. 

Reviewer comment: We agree with the applicant’s proposed goals, as these are the goals reflected 
in the REMS document attached to the May 20, 2015 REMS Modification Notification Letter. 

4.2. REMS ELEMENTS 
The REMS document is generally acceptable with the exception of the proposed name of the 
safety information fact sheet for prescribers and the patient education sheet, which require revision 
as described in the sections below.  Minor edits to the REMS document are shown in the redlined 
version attached to this review.   

4.2.1. Medication Guide 

Prometheus removed the Medication Guide (MG) from the REMS, as requested. 

Reviewer comment: The Medication Guide will continue to be part of the approved labeling and 
distributed as required under 21 CFR 208. 
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Prescribers do not enroll in the modified program.  However, we agree that Prometheus 
may assess whether untrained prescribers are writing prescriptions. 

• Remove the report on the distribution and dispensing of the Medication Guide. 
Reviewer comment: The Medication Guide has been removed from the REMS.  Assessments 
of its distribution and dispensing are no longer required. 

5.1. REVISED REMS ASSESSMENT PLAN 
Based on recommendations in DRISK’s REMS modification review of May 11, 2015 and the 
applicant’s proposal, the applicant’s REMS assessment plan should be revised to include, but is 
not limited to, the following: 

• Results of an evaluation of whether patients received counseling from the prescriber, the 
patients’ understanding of the serious risks of ischemic colitis and serious complications of 
constipation associated with Lotronex and its authorized generic, and the actions patients 
need to take should they experience early warning signs and symptoms of these risks. 

• Results of an evaluation of prescriber understanding of the appropriate patient population, 
the risks of ischemic colitis and serious complications of constipation associated with 
Lotronex and its authorized generic, and the importance of counseling patients about these 
risks.  The evaluation will include a comparison of prescribers who completed training and 
prescribers who have not reported completion of training. 

• The number of prescribers and medical specialty of prescribers who reported that they 
completed training in the Lotronex REMS Program, including the number of prescribers 
contacted by Prometheus to become trained after prescribing Lotronex and its authorized 
generic and the number contacted who completed training, during the reporting period and 
cumulative. 

• The number of prescribers who have not completed training and are writing prescriptions. 
• Numbers of prescriptions, by year for the last five years and annually thereafter. 
• Number of cases of the following events reported (from any source) during the reporting 

period and cumulative: 

i. All reports of ischemic colitis; 
ii. All reports involving ischemic changes, ischemia, or necrosis of the colon 
iii. All reports involving constipation requiring hospitalization or emergency room visit; 
iv. All reports involving possible complications of constipation such as obstruction, 

perforation, intestinal ulceration, toxic megacolon, ileus, or impaction resulting in 
hospitalization or emergency room visit; 

v. All reports of death, regardless of causality. 

• Summary and discussion of the above cases (received during the reporting period) and the 
clinical significance of these events. 

• An assessment of the extent to which the elements to assure safe use are meeting the goals 
or whether the goals or such elements should be modified. 

 
6. DISCUSSION 
Prometheus submitted a proposed modification to the REMS in response to the Modification 
Notification letter sent by the Agency on May 11, 2015.  The proposed modified REMS consists of 
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a prescriber training program under ETASU A.  The proposal removes the Medication Guide and 
ETASU D safe-use conditions from the REMS and modifies the requirement for special 
certification of prescribers.  The modified program reduces unnecessary burden on the healthcare 
system primarily by eliminating the outdated prescribing sticker program. 

We agree with Prometheus that prescribers who are already enrolled in the Prescribing Program 
for Lotronex are adequately trained in understanding the benefits and risks of Lotronex/alosetron 
hydrochloride, and do not need to complete re-training in the modified program.  We believe the 
use of one REMS letter targeted to PPL-enrolled and non-enrolled prescribers will avoid potential 
distribution errors while addressing the need to inform healthcare providers about the REMS 
program modifications, availability of training materials, and the actions that all prescribers need 
to take in order to prescribe Lotronex/alosetron hydrochloride.  We also believe that this 
messaging may be sent in electronic format in addition to hard copy and have provided email 
versions for the REMS letter for Healthcare Providers as well as the REMS letter for Professional 
Societies. 

The prescriber education slide deck is suitable with minor editing and relies on much of the same 
benefit-risk content as is found in the currently approved program.  We have made numerous 
changes to the Safety Information Fact Sheet for Prescribers as well as the Patient Education Sheet 
in order to make them more user-friendly and improve the messaging of these documents.  We also 
have general comments and several edits to the REMS websites that aim to improve the layout. 

Assessments of knowledge and understanding of prescribers and patients should continue for the 
purpose of assessing the modified REMS.  Although the Agency removed the patient pre-
enrollment form as a requirement under the REMS, this form and the survey program may 
continue to be used outside of the REMS at the applicant’s discretion. 

DRISK finds the proposed modification requires additional changes to the REMS document and 
materials, as well as to the REMS assessment plan and supporting document. 

7. RECOMMENDATIONS FOR THE REVIEW DIVISION 
We recommend that the following comments on the Lotronex/alosetron hydrochloride REMS 
modification proposal be sent to the applicant.  Please request that the applicant respond to these 
comments by the close of business on December 2, 2015, to facilitate further review. 

The comments below are based on DRISK’s interim review of the REMS modification proposal 
for Lotronex/alosetron hydrochloride. Appended to this review is the REMS Document and 
appended REMS materials, including our redlined versions.  The applicant should be reminded 
that the REMS supporting document must be consistent with all changes made to the REMS 
document. 

8. COMMENTS TO BE SENT TO THE APPLICANT 

8.1. REMS DOCUMENT 

Remove the header from all pages, and add the dates for approval of the initial REMS and most 
recently modified REMS, as shown on the appended redlined version (Appendix A).  See 
additional comments below related to the appended materials and timetable for submission of 
assessments.   
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by the prescribing physician.  We have removed this enrollment form as a requirement under 
the REMS; however, this form and the survey program may continue to be used outside of the 
REMS. 

• The timetable for submission of assessments should be changed to allow for increased time to 
obtain survey participants for the first assessment of the modified REMS.   Submit REMS 
assessments to the Agency 18 months from the date of approval of the modified REMS and 
every 12 months thereafter. 

• The assessment plan should be revised to include, but is not limited to, the following: 
o Results of an evaluation of whether patients received counseling from the prescriber, 

the patients’ understanding of the serious risks of ischemic colitis and serious 
complications of constipation associated with Lotronex and its authorized generic, and 
the actions patients need to take should they experience early warning signs and 
symptoms of these risks. 

o Results of an evaluation of prescriber understanding of the appropriate patient 
population, the risks of ischemic colitis and serious complications of constipation 
associated with Lotronex and its authorized generic, and the importance of counseling 
patients about these risks.  The evaluation will include a comparison of prescribers who 
completed training and prescribers who have not reported completion of training. 

o The number of prescribers and medical specialty of prescribers who reported that they 
completed training in the Lotronex REMS Program, including the number of 
prescribers contacted by Prometheus to become trained after prescribing Lotronex and 
its authorized generic and the number contacted who completed training, during the 
reporting period and cumulative. 

o The number of prescribers who have not completed training and are writing 
prescriptions. 

o Numbers of prescriptions, by year for the last five years and annually thereafter. 
o Number of cases of the following events reported (from any source) during the 

reporting period and cumulative: 
 All reports of ischemic colitis; 
 All reports involving ischemic changes, ischemia, or necrosis of the colon 
 All reports involving constipation requiring hospitalization or emergency room 

visit; 
 All reports involving possible complications of constipation such as obstruction, 

perforation, intestinal ulceration, toxic megacolon, ileus, or impaction resulting 
in hospitalization or emergency room visit; 

 All reports of death, regardless of causality. 
o Summary and discussion of the above cases (received during the reporting period) and 

the clinical significance of these events. 
o An assessment of the extent to which the elements to assure safe use are meeting the 

goals or whether the goals or such elements should be modified. 

8.10. REMS PROGRAM TRAINING REMINDER LETTER 

We agree with your proposal to use a reminder letter as one option to follow-up with prescribers 
who have not completed training.  See the appended redlined version of the Agency’s training 
reminder letter (Appendix L); this letter should be appended to the REMS supporting document. 
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8.11. REMS SUPPORTING DOCUMENT 

We have made revisions to your proposed supporting document.  See the appended redlined 
version of the Agency’s recommended changes (Appendix M). We remind you that the REMS 
supporting document must be consistent with all changes made to the REMS document and 
materials. 
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From: Sharon Hamm
To: Cherry-France, Cheronda
Subject: RE: NDA 021107 REMS Delay Proposal Request for April 15, 2016 (Information/Guidance Request)
Date: Tuesday, March 15, 2016 9:57:08 AM

Thanks so much!
Sharon
 

From: Cherry-France, Cheronda [mailto:Cheronda.Cherry-France@fda.hhs.gov] 
Sent: Tuesday, March 15, 2016 9:35 AM
To: 'Sharon Hamm' 
Subject: RE: NDA 021107 REMS Delay Proposal Request for April 15, 2016 (Information/Guidance
Request)
 
Sharon:
 

I had to relook at your email. L Yes, let me clarify we accept your postponement of April 15, 2016 . I

wanted you to acknowledge receipt of the email by March 15th

I do apologize for not being clear.
 
Thanks,
 

Roni
 
Cheronda Cherry-France, RN BSN MHA
LCDR, U.S. Public Health Service Commissioned Corps
Regulatory Health Project Manager
Division of Gastroenterology and Inborn Errors Products
Office of Drug Evaluation III
CDER/FDA
 
White Oak Building 22 Room: 5237
10903 New Hampshire Avenue
Silver Spring, Maryland
Use zip code 20903 if shipping via United States Postal Service (USPS)
 
(301) 796-7295 (office)
(301) 796-9906 (fax)
Cheronda.Cherry-France@fda.hhs.gov

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you are
hereby notified that any review, disclosure, dissemination, copying, or other action based on the
content of this communication is not authorized.  If you have received this document in error, please
notify us immediately by telephone at (301) 796-6295.  Thank you.
 
 
 

From: Sharon Hamm  
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Sent: Friday, March 11, 2016 6:01 PM
To: Cherry-France, Cheronda
Subject: RE: NDA 021107 REMS Delay Proposal Request for April 15, 2016 (Information/Guidance
Request)
 
Roni
  Thanks so much for following up and for your reply.  We understand from your note below that you
are looking for the change in ownership revisions to the REMS (company name elements) to be

submitted both as part of the AR (scheduled for April 15th), and as a separate submission.  As a

reminder, our email request was for the submission to be postponed until April 15th, to coincide
with our Annual Report timing, but also to allow sufficient time to make the requisite changes to
reflect the change in owner for the REMS and labeling, so as to minimize confusion for patients and

caregivers.    Your note however indicated March 15th (next week), which would not allow sufficient
time to make the changes in both labeling and REMS.  We are wondering if your intent was April as
originally requested, and not March date which is next week?  Please clarify.  Thank you,
Sharon
 

From: Cherry-France, Cheronda [mailto:Cheronda.Cherry-France@fda.hhs.gov] 
Sent: Friday, March 11, 2016 11:54 AM
To: 'Sharon Hamm' 
Subject: NDA 021107 REMS Delay Proposal Request for April 15, 2016 (Information/Guidance
Request)
 
 
Sharon,
 
Happy to provide you some guidance.
 

Change in Ownership: Yes, we agree that the change in ownership limited to the new
company name and address is a REMS Revision. In addition to including the change in
ownership in your Annual Report, you must as a separate submission, submit the change in
ownership to your NDA. Prominently identify the submission containing the REMS revisions
with the following wording in bold capital letters at the top of the first page of the
submission:

 
               REMS REVISIONS FOR NDA/BLA ######
 
If you plan to propose other changes beyond the change in ownership in this submission, we
remind you to refer to the Guidance for Industry titled “Risk Evaluation and Mitigation
Strategies: Modifications and Revisions” to determine the appropriate type of submission.
 

REMS: We agree with your proposal to delay implementation of the REMS modified on
January 7, 2016 to accommodate for change in ownership. Please confirm by responding to
this email that the implementation will be no later than Tuesday, March 15, 2016.
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Please let me know if you have additional questions.
 
Thanks,
 
 

Roni
 
Cheronda Cherry-France, RN BSN MHA
LCDR, U.S. Public Health Service Commissioned Corps
Regulatory Health Project Manager
Division of Gastroenterology and Inborn Errors Products
Office of Drug Evaluation III
CDER/FDA
 
White Oak Building 22 Room: 5237
10903 New Hampshire Avenue
Silver Spring, Maryland
Use zip code 20903 if shipping via United States Postal Service (USPS)
 
(301) 796-7295 (office)
(301) 796-9906 (fax)
Cheronda.Cherry-France@fda.hhs.gov

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you are
hereby notified that any review, disclosure, dissemination, copying, or other action based on the
content of this communication is not authorized.  If you have received this document in error, please
notify us immediately by telephone at (301) 796-6295.  Thank you.
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From: Moyer, Vicki
To: Tamburini, Hector (hector.tamburini@prometheuslabs.com)
Cc: Cherry-France, Cheronda; Davis, Anissa; Moyer, Vicki
Subject: Lotronex NDA 21107 S-026 information request REMS assessment
Date: Monday, January 04, 2016 9:32:07 AM

Dear Mr. Tamburini,
 
We have reviewed the amendment to Lotronex NDA 21107 S-026, dated and received on
12/29/2015.
 
Please clarify the requirement for the reporting of prescriber specialties in the REMS assessments. 
The assessment metric in question is the following:
 
“The number of prescribers and medical specialty of prescribers  who reported that they completed
training in the Lotronex REMS Program, including the number of prescribers contacted by
Prometheus to become trained after prescribing Lotronex and its authorized generic and the
number contacted who completed training, during the reporting period and cumulative.”
 
We wish to clarify that reporting the number of prescribers contacted by Prometheus to become
trained after prescribing Lotronex and its authorized generic and the number contacted who
completed training is to include the medical specialty of these prescribers.   It will benefit us to know
the specialties of all prescribers, including untrained prescribers as well as trained prescribers. 
Therefore, please revise this assessment plan metric in your supporting document to state the
following:
 
“The number of prescribers and medical specialty of prescribers who reported that they completed
training in the Lotronex REMS Program, including the number and medical specialty of prescribers
contacted by Prometheus to become trained after prescribing Lotronex and its authorized generic
and the number and medical specialty contacted who completed training, during the reporting
period and cumulative.”
 
Please email the following documents to us by the close of business today 1/4/2016:
•             Word document version of redlined REMS supporting document with the requested changes
•             PDF version of clean REMS supporting document compiled with its appended files
 
In addition, please submit identical documents of these files as eCTD files to the NDA supplement as
soon as possible.  In the cover letter for the eCTD submission, indicate that the files being submitted
are identical to the files sent by email today.
 
Kind regards and happy new year,
 

Vicki Moyer, M.S.
Safety Regulatory Project Manager
CDER/OND/DGIEP
301 796 6148
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From: Moyer, Vicki
To: Tamburini, Hector (hector.tamburini@prometheuslabs.com)
Cc: Cherry-France, Cheronda; Moyer, Vicki
Subject: Lotronex NDA 21107 S-026 information request
Date: Tuesday, December 22, 2015 3:32:49 PM
Attachments: FDA Lotronex safety-info-fact-sheet track-changes 22 Dec15.docx

FDA lotronex-rems-support-doc 12.22.2015.docx
FDA lotronex-rems-track-changes 22 Dec15.docx

Dear Mr. Tamburini,
 
With reference to your proposed REMS modification under NDA 21107 S-026, we have reviewed
your amendment submitted December 1, 2015, and your email communications of December 11
and 15, 2015, and have additional comments in order for the REMS to be acceptable.  After making
the necessary changes described below, please submit the following eCTD files to the NDA
supplement as instructed.  We request your submission by December 28, 2015.
 
If you believe there are changes necessary in addition to those described below, please
communicate those to us prior to submission.
 
Happy holidays!
 
Kind regards,
 

Vicki Moyer, M.S.
Safety Regulatory Project Manager
CDER/OND/DGIEP
301 796 6148
vicki.moyer@fda.hhs.gov
 
 

REMS document
1.     As shown on the attached FDA redlined version:

·       Insert “the” under the second sub-bullet of GOAL(S) on page 1
·       Change the capitalization of “For” to “for” under ‘Other appended REMS

materials’ on page 3. 
2.     Submit a redlined Word document version and a clean Word document version of the

REMS document. 

REMS supporting document
3.     As shown on the attached FDA redlined version:

·       Delete “its” from the title on page 1
·       Insert “the” under the second sub-bullet of GOALS on page 4

4.     Append the Healthcare provider training reminder letter to the supporting document.
5.     Append the email communication version of the REMS letter for Healthcare Providers to

the supporting document.
6.     Append the email communication version of the REMS letter for Professional Societies to

the supporting document.
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7.     Submit a redlined Word document version and a clean Word document version of the
supporting document.

8.     Submit a single, clean pdf version of the supporting document compiled with its
appended files (bullets 4,5,6 above)

 
Safety Information Fact Sheet for Prescribers
9.     As shown on the attached FDA redlined version:

·       Delete stray bullet and period at the bottom of the box.
10.  Submit a redlined Word document version and a clean Word document version of the

Safety Information Fact Sheet.
 
REMS Website

11.  Submit a clean pdf version of the Website for Patients Section screenshot showing the
Medication Guide link on the webpage header.

REMS and appended materials

12.  Submit a single, clean pdf version of the REMS document compiled with its appended
materials in the following order:

·       REMS document

·       REMS letter for Healthcare Providers (hard copy version only)

·       Prescriber Education Slide Deck

·       Safety Information Fact Sheet for Prescribers

·       Patient Education Sheet

·       Prescriber Completion of Program Training Form

·       REMS letter for Professional Societies (hard copy version only)

·       REMS Website screenshots
 

Reference ID: 3864802

14 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this page



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

VICKI A MOYER
12/22/2015

Reference ID: 3864802





Regulatory Health Project Manager
Division of Gastroenterology and Inborn Errors Products
Office of Drug Evaluation III
CDER/FDA
 
White Oak Building 22 Room: 5237
10903 New Hampshire Avenue
Silver Spring, Maryland
Use zip code 20903 if shipping via United States Postal Service (USPS)
 
(301) 796-7295 (office)
(301) 796-9906 (fax)
Cheronda.Cherry-France@fda.hhs.gov

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you are
hereby notified that any review, disclosure, dissemination, copying, or other action based on the
content of this communication is not authorized.  If you have received this document in error, please
notify us immediately by telephone at (301) 796-6295.  Thank you.
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From: Moyer, Vicki
To: Tamburini, Hector (hector.tamburini@prometheuslabs.com)
Cc: Cherry-France, Cheronda; Davis, Anissa; Moyer, Vicki
Subject: Lotronex NDA 21107 S-026 information request
Date: Wednesday, December 09, 2015 1:27:01 PM
Attachments: S-027 proposed-pi-lotronex-trackchange. 12.8.2015.docx

Dear Mr. Tamburini,
 
Upon further review, we have found additional revisions to your REMS modification proposal (S-026)
that are required for the REMS to be acceptable.  Certain revisions are based on labeling changes
that also affect S-027.  These changes to your labeling reflect the changes to your REMS program. As
it will no longer be a restricted distribution program, references to the REMS and REMS appended
materials have been deleted (see attached label). After making the necessary changes described
below, send redlined and clean versions of only the documents named below by email to Vicki
Moyer for further interim review.  Please respond by Friday, December 11, 2015.
 
We will review the revised documents. Once we have determined that the revisions address our
concerns, we will then notify you to officially re-submit a complete REMS and supporting document
to S-026.  Please submit changes to the label via the Gateway to S-027.
 
Kind regards,
 

Vicki Moyer, M.S.
Safety Regulatory Project Manager
CDER/OND/DGIEP
301 796 6148
vicki.moyer@fda.hhs.gov
 
 
 

REMS Document
·        Title: Delete “its” from the phrase “its Authorized Generic”
·        Page 2, sub-bullet b.vi.: Delete “add URL” from [add URL www.lotronexrems.com]
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Prescriber Completion of Training Form
·        Add an asterisk before the “Signature____________” and “Date______________” fields as

Required fields

REMS Website
·        Create a tab on the top of the REMS home page header called “Medication Guide” that opens

the Medication Guide (which is part of the approved labeling). This link should direct users to a
separate webpage that contains only the Medication Guide.

·        Website for Prescribers:

Reference ID: 3858037
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NDA 021107/S-026 
Page 4 
 
 

requirement under the REMS; however, this form and the survey program may continue 
to be used outside of the REMS. 
 

16. The timetable for submission of assessments should be changed to allow for increased 
time to obtain survey participants for the first assessment of the modified REMS.   Submit 
REMS assessments to the Agency 18 months from the date of approval of the modified 
REMS and every 12 months thereafter. 
 

 

17. The assessment plan should be revised to include, but is not limited to, the following: 
a. Results of an evaluation of whether patients received counseling from the 

prescriber, the patients’ understanding of the serious risks of ischemic colitis and 
serious complications of constipation associated with Lotronex and its authorized 
generic, and the actions patients need to take should they experience early warning 
signs and symptoms of these risks. 

b. Results of an evaluation of prescriber understanding of the appropriate patient 
population, the risks of ischemic colitis and serious complications of constipation 
associated with Lotronex and its authorized generic, and the importance of 
counseling patients about these risks.  The evaluation will include a comparison of 
prescribers who completed training and prescribers who have not reported 
completion of training. 

c. The number of prescribers and medical specialty of prescribers who reported that 
they completed training in the Lotronex REMS Program, including the number of 
prescribers contacted by Prometheus to become trained after prescribing Lotronex 
and its authorized generic and the number contacted who completed training, 
during the reporting period and cumulative. 

d. The number of prescribers who have not completed training and are writing 
prescriptions. 

e. Numbers of prescriptions, by year for the last five years and annually thereafter. 
f. Number of cases of the following events reported (from any source) during the 

reporting period and cumulative: 
i. All reports of ischemic colitis; 

ii. All reports involving ischemic changes, ischemia, or necrosis of the colon 
iii. All reports involving constipation requiring hospitalization or emergency 

room visit; 
iv. All reports involving possible complications of constipation such as 

obstruction, perforation, intestinal ulceration, toxic megacolon, ileus, or 
impaction resulting in hospitalization or emergency room visit; 

v. All reports of death, regardless of causality. 
g. Summary and discussion of the above cases (received during the reporting period) 

and the clinical significance of these events. 
h. An assessment of the extent to which the elements to assure safe use are meeting 

the goals or whether the goals or such elements should be modified. 
 
REMS Program Training Reminder Letter 
 

18. We agree with your proposal to use a reminder letter as one option to follow-up with 
prescribers who have not completed training.  See the appended redlined version of the 
Agency’s training reminder letter (Appendix L); this letter should be appended to the 
REMS supporting document. 
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REMS Supporting Document 
 

19. We have made revisions to your proposed supporting document.  See the appended 
redlined version of the Agency’s recommended changes (Appendix M). We remind you 
that the REMS supporting document must be consistent with all changes made to the 
REMS document and materials. 

 
Appended to this letter is the REMS Document and appended REMS materials, including our 
redlined versions.  We remind you that the REMS supporting document must be consistent with 
all changes made to the REMS document. 
 
We request your response to these comments by the close of business on December 2, 2015, to 
facilitate further review. 
 
If you have any questions, call LCDR Cheronda Cherry-France, Regulatory Project Manager, at 
(301) 796-7295. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
 
Joyce Korvick, M.P.H., M.D. 
Deputy Director, Safety 
Division of Gastroenterology and Inborn Errors 
Products  
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

 
Enclosure: 
Appendix A thru M 
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From: Moyer, Vicki
To: Tamburini, Hector (hector.tamburini@prometheuslabs.com)
Cc: Davis, Anissa; Cherry-France, Cheronda; Moyer, Vicki
Subject: Lotronex NDA 21107 S026 information request
Date: Thursday, September 24, 2015 8:25:20 AM

Dear Hector,
 
FDA is reviewing the REMS modification amendment to Supplement 2026, dated and received on
September 17, 2015.
 
Prometheus provided Word documents with language describing the proposed REMS webpages for
both prescribers and patients.  The review team has requested actual screenshots of the webpage in
pdf form to facilitate the review.
 
Please submit this requested information to the NDA by 9/28/15.
 
Kind regards,
 
 

Vicki Moyer, M.S.
Safety Regulatory Project Manager
CDER/OND/DGIEP
301 796 6148
vicki.moyer@fda.hhs.gov
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From: Moyer, Vicki
To: Tamburini, Hector (hector.tamburini@prometheuslabs.com)
Cc: Davis, Anissa; Moyer, Vicki
Subject: Lotronex NDA 21107 S-026 teleconference summary
Date: Friday, September 11, 2015 7:28:38 PM
Attachments: FDA feedback REMS mod N21107 S026(final).pdf

Dear Hector,
 
Attached is a summary of our preliminary feedback on Lotronex NDA 21107 S-026 as discussed in
the teleconference between FDA and Prometheus on September 3, 2015.
 
Kind regards,
 

Vicki Moyer, M.S.
Safety Regulatory Project Manager
CDER/OND/DGIEP
301 796 6148
vicki.moyer@fda.hhs.gov
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FDA feedback on Lotronex NDA 21107 S026 REMS modification and meeting summary 
September 3, 2015 FDA and Prometheus Teleconference  
 
FDA attendees:  
Bob Pratt, Risk Management Analyst, Division of Risk Management (DRISK) 
Jamie Wilkins-Parker, Acting Team Leader, DRISK 
Reema Mehta, Acting Deputy Director, DRISK 
Anahita Tavakoli, Health Communications Analyst, DRISK 
Peter Diak, Team Leader, CDER/Office of Compliance (OC) 
Haley Seymour, Consumer Safety Officer, CDER/OC 
Vicki Moyer, Safety Regulatory Project Manager, Division of Gastroenterology and Inborn Errors 
Products (DGIEP) 
Joyce Korvick, Deputy Director for Safety, DGIEP 
Laurie Muldowney, Acting Clinical Team Leader, DGIEP 
Anissa Davis-Williams, Regulatory Project Manager, DGIEP 
 

These are high level comments with regard to your recently submitted proposed REMS modification.  

• Any changes that you propose to the modified REMS document that was sent to you by the FDA on 
May 20, 2015 should include adequate rationale to support your proposed changes. 

• The formatting and structure of the REMS document that was sent to you by the FDA on 
May 20, 2015 must be maintained. 

• A REMS letter to Professional Societies is an appended REMS material and needs to be provided in 
your resubmission.  This should be listed in the same section of the REMS document where all of the 
appended materials under ETASU A appear, under ‘Other appended REMS materials’. 

• The Prescribing Information (which includes the MedGuide) is not an appended REMS material. 
Therefore, these must be removed from your resubmission. Changes to the Prescribing Information 
need to be submitted separately as a prior approval labeling supplement. 

• The Prescriber Completion of Training Form should include a statement that all training materials 
were reviewed independently by the healthcare provider. 

• The purpose of the REMS letter for Healthcare Providers is to describe the changes to the REMS 
program and provide a copy of the training materials.   

•  
 

• Prometheus agreed to provide an amended REMS submission by 9/18/2015.  The submission will 
include each document and tool (e.g. the REMS document, each letter, slide deck, etc.)  as a 
separate file for ease of review.  

Reference ID: 3818965

(b) (4)



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

VICKI A MOYER
09/14/2015

Reference ID: 3818965



DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring, MD  20993

NDA 21107/S-026
ACKNOWLEDGMENT --

PRIOR APPROVAL SUPPLEMENT
Prometheus Laboratories, Inc.
Attention: Hector Tamburini
Executive Director, Regulatory Affairs and CMC
9410 Carroll Park Drive
San Diego, California 92121

Dear Mr. Tamburini:

We have received your supplemental New Drug Application (sNDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA or the Act) for the following:.

NDA NUMBER: 21107

SUPPLEMENT NUMBER: 026

PRODUCT NAME: Lotronex (alosetron hydrochloride) Tablets, 1 mg 

DATE OF SUBMISSION: August 18, 2015

DATE OF RECEIPT: August 18, 2015

This supplemental application proposes the following modifications to the approved risk 
evaluation and mitigation strategy (REMS) for Lotronex (alosetron hydrochloride): 
modifications to the REMS goals, REMS document and appended materials, elements to assure 
safe use (ETASU), and removal of the Medication Guide as an element of the REMS.

Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on October 17, 2015, in 
accordance with 21 CFR 314.101(a). If the application is filed, the goal date will be February 14, 
2016.

SUBMISSION REQUIREMENTS

Cite the application number listed above at the top of the first page of all submissions to this 
application.  Send all submissions, electronic or paper, including those sent by overnight mail or 
courier, to the following address:
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Food and Drug Administration
Center for Drug Evaluation and Research
Division of Gastroenterology and Inborn Errors Products
5901-B Ammendale Road
Beltsville, MD 20705-1266

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm.

If you have questions, call me at (301) 796-6148.

Sincerely,

{See appended electronic signature page}

Vicki A. Moyer, M.S
Safety Regulatory Project Manger
Division of Gastroenterology and Inborn Errors 
Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION
REQUEST FOR CONSULTATION

TO (Division/Office): 
Mail: OSE/ DEPI
Attention- Aleksander (Alek) Winiarski

FROM: Vicki Moyer, Safety Regulatory Project Manager, 301-796-
6148
OND/ODEIII/DGIEP

Date:

8/19/15

IND NO.
N/A

NDA NO. 21107 TYPE OF DOCUMENT
REMS modification Prior Approval 
Supplement

DATE OF DOCUMENT 

8/18/15

NAME OF DRUG
Lotronex

PRIORITY 
CONSIDERATION
Standard

CLASSIFICATION OF DRUG
IBS

DESIRED COMPLETION 
DATE
2/14/16

NAME OF FIRM: Prometheus

REASON FOR REQUEST

I. GENERAL

  NEW PROTOCOL
  PROGRESS REPORT
  NEW CORRESPONDENCE
  DRUG ADVERTISING
  ADVERSE REACTION REPORT
  MANUFACTURING CHANGE/ADDITION
  MEETING PLANNED BY

  PRE--NDA MEETING
  END OF PHASE II MEETING
  RESUBMISSION
  SAFETY/EFFICACY
  CONTROL SUPPLEMENT

  RESPONSE TO DEFICIENCY LETTER
  FINAL PRINTED LABELING
  LABELING REVISION
  ORIGINAL NEW CORRESPONDENCE
  FORMULATIVE REVIEW
  OTHER (SPECIFY BELOW): 

II. BIOMETRICS

STATISTICAL EVALUATION BRANCH STATISTICAL APPLICATION BRANCH

  TYPE A OR B NDA REVIEW
  END OF PHASE II MEETING
  CONTROLLED STUDIES
  PROTOCOL REVIEW
  OTHER (SPECIFY BELOW):

  CHEMISTRY REVIEW
  PHARMACOLOGY
  BIOPHARMACEUTICS
  OTHER (SPECIFY BELOW):

III. BIOPHARMACEUTICS

  DISSOLUTION
  BIOAVAILABILTY STUDIES
  PHASE IV STUDIES

  DEFICIENCY LETTER RESPONSE
  PROTOCOL-BIOPHARMACEUTICS
  IN-VIVO WAIVER REQUEST

IV. DRUG EXPERIENCE

  PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL
  DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES
  CASE REPORTS OF SPECIFIC REACTIONS (List below)
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
  SUMMARY OF ADVERSE EXPERIENCE
  POISON RISK ANALYSIS

V. SCIENTIFIC INVESTIGATIONS

  CLINICAL   PRECLINICAL

COMMENTS/SPECIAL INSTRUCTIONS: 
Please review the major REMS modification prior approval supplement

Cover Letter: \\CDSESUB1\evsprod\NDA021107\0290\m1\us\12-cov-let\cover.pdf
EDR Location (SDN 1297): \\CDSESUB1\evsprod\NDA021107\021107.enx

SIGNATURE OF REQUESTER
Vicki Moyer, Safety Regulatory Project Manager (on behalf of Joyce Korvick)

METHOD OF DELIVERY (Check all that apply)
  MAIL   DARRTS         HAND

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER

06/18/2013
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