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NDA 022580/S-020
SUPPLEMENT APPROVAL 

Vivus, Inc. 
Attention: Santosh T. Varghese, MD 
Chief Medical Officer 
900 East Hamilton Ave 
Suite 550 
Campbell, CA 95008 

Dear Dr. Varghese:

Please refer to your supplemental new drug application (sNDA) dated and received 
July 30, 2021, and your amendments, submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for Qsymia (phentermine and topiramate 
extended-release) capsules.

This Prior Approval sNDA provides for proposed modifications to the approved Qsymia 
risk evaluation and mitigation strategy (REMS).

APPROVAL & LABELING 

We have completed our review of this supplemental application, as amended. It is 
approved, effective on the date of this letter, for use as recommended in the enclosed 
agreed-upon labeling. 

WAIVER OF ½ PAGE LENGTH REQUIREMENT FOR HIGHLIGHTS 

Please note that we have previously granted a waiver of the requirements of 21 CFR 
201.57(d)(8) regarding the length of Highlights of Prescribing Information. 

CONTENT OF LABELING 

As soon as possible, but no later than 14 days from the date of this letter, submit the 
content of labeling [21 CFR 314.50(l)] in structured product labeling (SPL) format using 
the FDA automated drug registration and listing system (eLIST), as described at 
FDA.gov.1 Content of labeling must be identical to the enclosed labeling (text for the 
Medication Guide), with the addition of any labeling changes in pending “Changes 
Being Effected” (CBE) supplements, as well as annual reportable changes not included 
in the enclosed labeling.

1 http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm 
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Information on submitting SPL files using eList may be found in the guidance for 
industry SPL Standard for Content of Labeling Technical Qs and As.2

The SPL will be accessible from publicly available labeling repositories. 

Also within 14 days, amend all pending supplemental applications that include labeling 
changes for this NDA, including CBE supplements for which FDA has not yet issued an 
action letter, with the content of labeling [21 CFR 314.50(l)(1)(i)] in Microsoft Word 
format, that includes the changes approved in this supplemental application, as well as 
annual reportable changes. To facilitate review of your submission(s), provide a 
highlighted or marked-up copy that shows all changes, as well as a clean Microsoft 
Word version. The marked-up copy should provide appropriate annotations, including 
supplement number(s) and annual report date(s).

We request that the labeling approved today be available on your website within 10 
days of receipt of this letter. 

RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS
The REMS for Qsymia was originally approved on July 17, 2012, and the most recent 
REMS modification was approved on March 31, 2021. 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. Your proposed modifications to 
the REMS are to convert the REMS document to the new standardized format and
provide the Applicant’s name change throughout the REMS Document and REMS 
materials. This modification also removes ETASU A, prescriber training, as an element 
of the REMS, updates the goals to reflect the removal of ETASU A,  and removes the 
REMS materials associated with prescriber training.

In accordance with section 505-1 of the FDCA, we have determined that the following 
REMS modifications are necessary to minimize burden on the healthcare delivery 
system of complying with the REMS and that an element of the REMS is no longer 
necessary to ensure the benefits of the drug outweigh the risk:

Elements to Assure Safe Use: We have determined that ETASU A, prescriber 
training, is no longer necessary in this REMS to ensure that the benefits of the drug 
outweigh the risks. Removal of this ETASU is supported by data showing adequate 
knowledge of the risk of congenital malformations, specifically orofacial clefts, in infants 
exposed to Qsymia during the first trimester of pregnancy, the importance of pregnancy 
prevention for patients of reproductive potential receiving Qsymia, and the need to 
discontinue Qsymia immediately if pregnancy occurs among cohorts of prescribers who 
are trained and those who are not yet trained. In addition, removing ETASU A would 
decrease the burden of the pharmacy to report prescriber data to the REMS program.

2 We update guidances periodically. For the most recent version of a guidance, check the FDA Guidance 
Documents Database https://www.fda.gov/RegulatoryInformation/Guidances/default.htm.

U.S. Food and Drug Administration
Silver Spring, MD 20993 
www.fda.gov 
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Finally, removing ETASU A also removes the REMS materials associated with 
prescriber training.

Your proposed modified REMS, initially submitted on July 30, 2021, amended and 
appended to this letter, is approved. The modified REMS consists of a Medication 
Guide, elements to assure safe use, an implementation system, and a timetable for 
submission of assessments of the REMS. 

The timetable for submission of assessments of the REMS remains the same as that 
approved on July 17, 2012.

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

Program Implementation and Operations (per reporting period and cumulatively) 

1. Pharmacy Enrollment Statistics 
a. Number and type (mail order, chain, independent) of pharmacies

certified 
b. Number of chain dispensing locations certified 

2. REMS Compliance 
a. Number and type of pharmacy decertified and the reason for 

decertification 
b. Summary of annual compliance reports provided to VIVUS by 

corporate chains,  mail order pharmacies, and contracted distributors 
c. Copy of the audit plan for each stakeholder including the criteria for 

non-compliance (noncompliance plan) 
d. Number of audits expected and performed 
e. Summary report of deviations found, associated corrective and 

preventative actions and status of corrective actions 

3. Report on the periodic assessments of the distribution and dispensing 
of the Medication Guide in accordance with 21CFR 208.24 and Risk of 
Birth Defects with Qsymia patient brochure 
a. Pharmacist Materials Distribution Survey (beginning with the 11-

year (12th) REMS assessment) 
i. Assessment of pharmacists’ compliance with the Qsymia 

REMS dispensing requirements, specifically the provision of a 
Medication Guide and Risk of Birth Defects with Qsymia patient 
brochure with each dispensing of Qsymia 

4. Patient Demographics and Prescription Data 

U.S. Food and Drug Administration
Silver Spring, MD 20993 
www.fda.gov 
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a. Patient Demographics 
i. Unique number of patients received Qsymia stratified by gender 
ii. Unique number of patients of reproductive potential receiving 

Qsymia stratified by age groups (12-17, 18-29, 30-39, 40-49,
and >50) 

iii. Average duration of Qsymia treatment among patients of 
reproductive potential 

b. Prescription Data 
i. Provide a table that includes the following for the overall 

population and another table for patients of reproductive 
potential : 

a. Total number of unique patients 
b. Number and percentage of total prescriptions dispensed 
c. Number and percentage of total prescriptions dispensed 

for new and refill 
d. Number and percentage of total prescriptions dispensed 

by dosage strength 
Knowledge (per reporting period and cumulatively) 

5. Patients of reproductive potential (beginning with the 11-year (12th) 
REMS assessment) 
a. Assessment of patients of reproductive potential understanding of:

i. Increased risk of congenital malformation (specifically orofacial 
clefts) to infants with exposure to Qsymia during the first 
trimester of pregnancy 

ii. Importance of pregnancy prevention for patients of reproductive 
potential receiving Qsymia therapy 

iii. Need to promptly discontinue Qsymia therapy in the event of a
pregnancy 

b. Assessment of the receipt, reading, and understanding by patients 
of reproductive potential of the Qsymia Medication Guide and Risk of 
Birth Defects with Qsymia patient brochure 

c. Assessment of patients of reproductive potential receipt of 
counseling about pregnancy prevention and effective contraceptive 
use including: 

i. Counseling provider (i.e., prescriber, office nurse, pharmacist) 
ii. Duration of time spent counseling 
iii. Frequency of patient counseling (each visit while receiving 

Qsymia; first time prescribed Qsymia 

6. Pharmacists (beginning with the 11-year (12th) REMS assessment) 

U.S. Food and Drug Administration
Silver Spring, MD 20993 
www.fda.gov 
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a. Assessment of pharmacists’ understanding of: 
i. Increased risk of congenital malformation (specifically orofacial 

clefts) to infants with exposure to Qsymia during the first 
trimester of pregnancy 

ii. Importance of pregnancy prevention for patients of reproductive 
potential receiving Qsymia therapy 

iii. Need to promptly discontinue Qsymia therapy in the event of a 
pregnancy 

b. Assessment of pharmacists’ awareness and understanding of the 
need to provide a Medication Guide and Risk of Birth Defects with 
Qsymia patient brochure with every Qsymia prescription dispensed 

Health Outcomes and/or Surrogates of Health Outcomes 

7. Safety Surveillance 
a. Summary of pregnancy cases associated with Qsymia, including 

the source of the report, pregnancy outcome, and cases of congenital 
malformations for each exposed pregnancy 

b. Overall summary and discussion of whether the data warrants 
further detailed assessment, labeling changes, and/or communication. 

8. The requirements for assessments of an approved REMS under 
section 505-1(g)(3) include with respect to each goal included in the 
strategy, an assessment of the extent to which the approved strategy, 
including each element of the strategy is meeting the goal or whether 
one or more such 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) of the FDCA. 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; 

U.S. Food and Drug Administration
Silver Spring, MD 20993 
www.fda.gov 
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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 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 022580 REMS ASSESSMENT METHODOLOGY 
(insert concise description of content in bold capital letters, e.g., 
ASSESSMENT METHODOLOGY, PROTOCOL, SURVEY METHODOLOGIES, 
AUDIT PLAN, DRUG USE STUDY) 

U.S. Food and Drug Administration
Silver Spring, MD 20993 
www.fda.gov 
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An authorized generic drug under this NDA must have an approved REMS prior to
marketing. Should you decide to market, sell, or distribute an authorized generic drug 
under this NDA, contact us to discuss what will be required in the authorized generic 
drug REMS submission. 

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 022580 REMS ASSESSMENT 

or

NEW SUPPLEMENT FOR NDA 022580/S-000
CHANGES BEING EFFECTED IN 30 DAYS 
PROPOSED MINOR REMS MODIFICATION 

or

NEW SUPPLEMENT FOR NDA 022580/S-000
PRIOR APPROVAL SUPPLEMENT 
PROPOSED MAJOR REMS MODIFICATION 

or

NEW SUPPLEMENT FOR NDA 022580/S-000
PRIOR APPROVAL SUPPLEMENT 

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

or

NEW SUPPLEMENT (NEW INDICATION FOR USE)
FOR NDA 022580/S-000

REMS ASSESSMENT 
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: 

U.S. Food and Drug Administration
Silver Spring, MD 20993 
www.fda.gov 
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REMS REVISIONS FOR NDA022580

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, or website screenshots are only in PDF format, 
they may be submitted as such, but Word format is preferred. 

SUBMISSION OF REMS DOCUMENT IN SPL FORMAT 

FDA can accept the REMS document in Structured Product Labeling (SPL) format. If 
you intend to submit the REMS document in SPL format, as soon as possible, but no 
later than 14 days from the date of this letter, submit the REMS document in SPL format 
using the FDA automated drug registration and listing system (eLIST). 

For more information on submitting REMS in SPL format, please email 
FDAREMSwebsite@fda.hhs.gov.

REPORTING REQUIREMENTS 

We remind you that you must comply with reporting requirements for an approved NDA 
(21 CFR 314.80 and 314.81). 

If you have any questions, call Martin White, Regulatory Project Manager, 
at 240-402-6018.

Sincerely, 

{See appended electronic signature page} 

Monika Houstoun, Pharm.D., M.P.H. 
Deputy Director for Safety (Acting) 
Division of Diabetes, Lipid Disorders, and Obesity 
Office of Cardiology, Hematology,
Endocrinology, and Nephrology 
Center for Drug Evaluation and Research 

ENCLOSURES: 
Medication Guide (included in REMS enclosure) 
REMS 

U.S. Food and Drug Administration
Silver Spring, MD 20993 
www.fda.gov 
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RE-03-001-05

Risk Evaluation and Mitigation Strategy (REMS) Document 
Qsymia (phentermine and topiramate extended-release) Capsules 

REMS Program 

I. Administrative Information 

Application Number: NDA 22580 
Application Holder: VIVUS LLC 
Initial REMS Approval: 07/2012 
Most Recent REMS Update: 0 /2022 

II. REMS Goal

To inform certified pharmacies and patients of reproductive potential about: 

1. The increased risk of congenital malformations, specifically orofacial clefts, in infants
exposed to Qsymia during the first trimester of pregnancy

2. The importance of pregnancy prevention for patients of reproductive potential
receiving Qsymia

3. The need to discontinue Qsymia immediately if pregnancy occurs

III. REMS Requirements

VIVUS LLC must ensure that pharmacies and wholesalers-distributors comply with the 
following requirements:  

1. Pharmacies that dispense Qsymia must:

To become certified to dispense 1. Designate an authorized representative to carry out
the certification process and oversee implementation
and compliance with the REMS Program on behalf of
the pharmacy.

2. Have the authorized representative successfully
complete the Pharmacy Training Program and submit
it to the REMS Program.

3. Have the authorized representative enroll in the REMS
Program on behalf of the pharmacy by completing and
submitting the Pharmacy Enrollment Form to the
REMS Program.

4. Train all relevant staff involved in dispensing on the
risks associated with Qsymia and requirement to
provide the Medication Guide and Risk of Birth Defects
with Qsymia using the Pharmacy Training Program.

5. Establish processes and procedures to provide the
Medication Guide and the Risk of Birth Defects with
Qsymia to each patient each time Qsymia is
dispensed.
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Before dispensing 6. Provide the patient with the Medication Guide and the 
Risk of Birth Defects with Qsymia through the 
processes and procedures established as a 
requirement of the REMS Program.   

At all times 7. Not distribute, transfer, loan, or sell Qsymia. 
8. Maintain records of standard operating procedures, 

training, and providing the Medication Guide and the 
Risk of Birth Defects with Qsymia. 

9. Maintain and submit annual compliance reports to the 
REMS Program.  

10. Comply with audits carried out by VIVUS LLC to ensure 
that all processes and procedures are in place and are 
being followed. 

2. Wholesalers-distributors that distribute Qsymia must: 

To be able to distribute 
 

1. Establish processes and procedures to ensure 
that the drug is distributed only to certified 
pharmacies. 

At all times 2. Distribute only to certified pharmacies. 

3. Maintain and submit annual compliance reports of 
adherence to distribution requirements of the 
REMS Program.  

 
VIVUS LLC must provide training to pharmacies who dispense Qsymia. 
The training includes the following educational material: Pharmacy Training Program. The 
training must be available online and hard copy by mail or fax.   

 
To support REMS Program operations, VIVUS LLC must: 

1. Establish and maintain a REMS website, www.qsymiarems.com. The REMS website 
must include the capability to complete pharmacy certification online, to locate 
certified pharmacies, and the option to print the Prescribing Information, Medication 
Guide, and REMS materials. The product website for consumers and healthcare 
providers must include prominent REMS-specific links to the REMS website. The REMS 
website must not link back to the promotional product website. 

2. Make the REMS website fully operational and all REMS materials available through the 
website within 90 calendar days of REMS modification. 

3. Establish and maintain a REMS support center for REMS participants at 1-888-998-
4887 and a Pharmacy support center for pharmacists at 1-855-302-6698.   

4. Establish and maintain a validated, secure database of all REMS participants who are 
enrolled and/or certified in the Qsymia REMS Program. 

5. Ensure pharmacies are able to become certified online and by phone. 

6. Provide the Pharmacy Training Program and the Prescribing Information to pharmacies 
who (1) attempt to dispense Qsymia and are not yet certified or (2) inquire about how 
to become certified.   

7. Notify pharmacies within 2 business days after they become certified in the REMS 
Program.  
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8. Provide authorized wholesalers-distributors access to the database of certified 
pharmacies.   

To ensure REMS participants’ compliance with the REMS Program, VIVUS LLC 
must: 

9. Maintain adequate records to demonstrate that REMS requirements have been met, 
including, but not limited to records of: Qsymia distribution and dispensing; 
certification of pharmacies, and audits of REMS participants. These records must be 
readily available for FDA inspections. 

10. Establish a plan for addressing noncompliance with REMS Program requirements. 

11. Monitor pharmacies and wholesalers-distributors on an ongoing basis to ensure the 
requirements of the REMS are being met. Take corrective action if non-compliance is 
identified, including de-certification. 

12. Audit certified pharmacies no later than 180 calendar days after they become certified 
and a representative sample of certified pharmacies every two years, to ensure that all 
REMS processes and procedures are in place, functioning, and support the REMS 
Program requirements. 

13. Take reasonable steps to improve implementation of and compliance with the 
requirements in the Qsymia REMS Program based on monitoring and evaluation of the 
Qsymia REMS Program. 

 
IV. REMS Assessment Timetable 

VIVUS LLC must submit REMS Assessments at 6 months and 12 months from the date of initial 
approval of the REMS and annually thereafter. To facilitate inclusion of as much information as 
possible while allowing reasonable time to prepare the submission, the reporting interval 
covered by each assessment should conclude no earlier than 60 calendar days before the 
submission date for that assessment. VIVUS LLC must submit each assessment so that it will be 
received by the FDA on or before the due date. 

V. REMS Materials 

The following materials are part of the Qsymia REMS: 

Enrollment Forms 
Pharmacy  

1. Independent Pharmacy Enrollment Form 

2. Corporate Entity of Retail Chain Pharmacy Enrollment Form 

3. Mail Order Pharmacy Enrollment Form 

 
Training and Educational Materials 

Pharmacy: 

4. Pharmacy Training Program  

Patient: 

5. Medication Guide 

6. Risk of Birth Defects with Qsymia  

Other Materials 

7. REMS Program Website 
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© 2012-2022 VIVUS LLC  All rights reserved.  Page 1 of 3 

 

 

 

Qsymia® Risk Evaluation and Mitigation Strategy (REMS) 
Pharmacy Enrollment Form - Corporate Entity of Retail Chain Pharmacy 

Because of the teratogenic risk associated with Qsymia therapy, Qsymia is available through a 
limited program under the REMS. Under the Qsymia REMS, only certified pharmacies may 
distribute Qsymia. I understand that my certified retail pharmacy dispensing locations must 
comply with the program requirements for certified pharmacies and the terms contained in this 
form. As the Authorized Corporate Pharmacy Representative, I acknowledge that: 

1. I have reviewed and successfully completed the Qsymia Pharmacy Training Program and the 
knowledge assessment questions. 

2. I understand the risks associated with Qsymia. 

3. I understand and agree to comply with the requirements of the Qsymia REMS program for 
pharmacies. 

a. The pharmacy management system will be in place to systematically direct that all 
certified retail pharmacy dispensing locations provide a Medication Guide and the Risk of 
Birth Defects with Qsymia patient brochure to each patient each time Qsymia is 
dispensed. 

b. All certified retail pharmacy dispensing locations will not distribute, transfer, 
loan, or sell Qsymia to another pharmacy or distributor. 

c. All certified retail pharmacy dispensing locations will complete training of pharmacists 
and staff involved with the dispensing of Qsymia and will comply with the REMS 
requirement to provide a Medication Guide and the Risk of Birth Defects with Qsymia 
each time Qsymia is dispensed. 

d. I will maintain all records of certified retail pharmacy dispensing location training and 
acknowledgement forms. 

e. All certified retail pharmacy dispensing locations are subject to, and must comply with, 
surveys to assess compliance with the REMS requirements in order to maintain pharmacy 
certification. 

f. Each corporate entity of a certified retail chain pharmacy is subject to, and must comply 
with, audit requirements to ensure that the REMS requirements are being followed to 
maintain their pharmacy certification under the Qsymia REMS. 

4. I will oversee compliance with the Qsymia REMS program requirements and will provide 
annual compliance reports back to VIVUS to assess effectiveness and comply with all 
audit requirements. 
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Authorized Corporate Pharmacy Representative to complete (all fields required): 
 
First Name  Last Name    

Phone Number   Fax  

Email      

Corporate Pharmacy Name        

Address    City  

State Zip Code     
 

Signature Date  
Authorized Corporate Pharmacy Representative 

 
Please fax completed form to the Qsymia REMS Pharmacy Support Center (855-302-6699).   

 
Once this form is successfully processed, you will receive a corporate pharmacy enrollment 
confirmation via fax and/or email from the Qsymia REMS Pharmacy Support Center.  Your 
corporate entity will be considered certified and your retail chain dispensing locations will be 
eligible to complete their certification procedures. 

The Qsymia Pharmacy Training Program for your pharmacy dispensing locations will be made 
available through the Qsymia REMS Pharmacy Support Center. Once the training program and 
knowledge assessment are completed at a pharmacy dispensing location within your organization, 
it is your responsibility to capture the pharmacy dispensing location information noted below and 
provide it to the Qsymia REMS Pharmacy Support Center. Once the Qsymia REMS Pharmacy 
Support Center receives, processes, and confirms the required pharmacy dispensing location 
information from you, this pharmacy dispensing location will be considered certified and permitted 
to order, receive, and dispense Qsymia. 

The following required pharmacy dispensing location fields must be provided to the Authorized 
Corporate Pharmacy Representative for each trained pharmacy dispensing location: Responsible 
Pharmacist first and last name, dispensing pharmacy address with zip code, phone and fax 
numbers, pharmacy DEA, NCPDP ID and NPI numbers; and pharmacy store # (optional). 

If you have any questions or require additional information, please contact the Qsymia 
REMS Pharmacy Support Center at 1-855-302-6698.   
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Qsymia® Risk Evaluation and Mitigation Strategy (REMS)
Pharmacy Enrollment Form - Independent Pharmacy

Because of the teratogenic risk associated with Qsymia therapy, Qsymia is available through a 
limited program under the REMS. Under the Qsymia REMS, only certified pharmacies may 
distribute Qsymia. I understand that my independent pharmacy dispensing location must comply 
with the program requirements for certified pharmacies and the terms of the agreement contained 
in this form.  As the designated Authorized Pharmacy Representative, I acknowledge that: 

1. I have reviewed and successfully completed the Qsymia Pharmacy Training Program and the 
knowledge assessment questions.

2. I understand the risks associated with Qsymia.

3. I understand and agree to comply with the requirements of the Qsymia REMS program for 
pharmacies.

a. My certified pharmacy will establish processes and procedures to systematically direct 
that certified independent pharmacy dispensing locations provide a Medication Guide and 
the Risk of Birth Defects with Qsymia patient brochure to each patient each time Qsymia 
is dispensed.

b. My certified pharmacy will not distribute, transfer, loan, or sell Qsymia to another 
pharmacy or distributor. 

c. Pharmacy training of pharmacists involved with the dispensing of Qsymia has been 
completed and documented including the need to provide a Medication Guide and the 
Risk of Birth Defects with Qsymia each time Qsymia is dispensed in order to comply with 
the REMS requirements.

d. My certified pharmacy is subject to, and must comply with, survey requirements to 
ensure that the REMS requirements are being following to maintain pharmacy 
certification under the Qsymia REMS.  Failure to comply may result in decertification.

4. I will oversee compliance with the Qsymia REMS program requirements.
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Authorized Pharmacy Representative to complete (all fields required):

First Name ___________________ Last Name ____________ __________________________

Phone Number _____________________________Fax ________________________________ 

Email ________________________________________________________________________ 

Address______________________________________City _____________________________ 

State _________________________________ Zip Code _______________________________ 

Pharmacy Name _______________________________________________________________ 

Pharmacy DEA# Pharmacy NCPDP ID 

Pharmacy NPI Pharmacy Store # (optional)

Signature _____________________________________________Date____________________ 
Authorized Pharmacy Representative

Please fax completed form to the Qsymia REMS Pharmacy Support Center (1-855-302-
6699).   

Once this form is successfully processed, your pharmacy will receive a confirmation from VIVUS 
and you will be considered certified and permitted to order, receive, and dispense Qsymia.

If you have any questions or require additional information, please contact the Qsymia 
REMS Pharmacy Support Center at 1-855-302-6698.    
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Qsymia® Risk Evaluation and Mitigation Strategy (REMS)
Pharmacy Enrollment Form - Mail Order Pharmacy

Because of the teratogenic risk associated with Qsymia therapy, Qsymia is available through a 
limited program under the REMS. Under the Qsymia REMS, only certified pharmacies may 
distribute Qsymia. I understand that my certified mail order pharmacy must comply with the 
program requirements for certified pharmacies and the terms contained in this form.  As the 
Authorized Pharmacy Representative, I acknowledge that: 

1. I have reviewed and successfully completed the Qsymia Pharmacy Training Program and the 
knowledge assessment questions.

2. I understand the risks associated with Qsymia. 

3. I understand and agree to comply with the requirements of the Qsymia REMS program for 
pharmacies.

a. The pharmacy management system is in place to systematically direct that a Medication 
Guide and the Risk of Birth Defects with Qsymia patient brochure be provided to each 
patient each time Qsymia is dispensed.

b. The pharmacy will not distribute, transfer, loan or sell Qsymia to another pharmacy or 
distributor. 

c. The pharmacists and staff involved with the dispensing of Qsymia will be trained before 
dispensing Qsymia about the risks associated with Qsymia and the REMS requirement to 
provide a Medication Guide and the Risk of Birth Defects with Qsymia each time Qsymia 
is dispensed. 

d. The pharmacy and pharmacy personnel will cooperate with pharmacy audit requirements 
in order to maintain pharmacy certification. 

4. I will oversee compliance with the Qsymia REMS program requirements and will provide 
annual compliance reports back to VIVUS to assess effectiveness and comply with all audit 
requirements.
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Authorized Pharmacy Representative to complete (all fields required): 

First Name _________________________ Last Name _________________________________ 
Phone Number _____________________________Fax ________________________________ 
Email ________________________________________________________________________ 
Mail Order Pharmacy Name _____________________________________________________ 
Address______________________________________City _____________________________ 
State _________________________________ Zip Code _______________________________ 

Signature ________________________________________________Date_________________ 
Authorized Pharmacy Representative 

Please fax this completed form to the Qsymia REMS Pharmacy Support Center at 
1-855-302-6699. 

If you have any questions or require additional information, please contact the Qsymia 
REMS Pharmacy Support Center at 1-855-302-6698.   
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MEDICATION GUIDE 

QSYMIA® (Kyoo sim ee’ uh) 
(phentermine and topiramate extended-release) 

capsules, for oral use, CIV 

Read this Medication Guide before you start taking Qsymia and each time you 
get a refill.  There may be new information.  This information does not take the 
place of talking to your healthcare provider about your medical condition or 
treatment.  If you have any questions about Qsymia, talk to your healthcare 
provider or pharmacist. 

What is the most important information I should know about Qsymia? 

Qsymia can cause serious side effects, including: 

Birth defects (cleft lip and cleft palate).  If you take Qsymia during
pregnancy, your baby has a higher risk for birth defects called cleft lip and cleft
palate.  These defects can begin early in pregnancy, even before you know you
are pregnant.

Patients who are pregnant must not take Qsymia.

Patients who can become pregnant should:

1. Have a pregnancy test before taking Qsymia and every month while
taking Qsymia.

2. Use effective birth control (contraception) consistently while taking
Qsymia.  Talk to your healthcare provider about how to prevent
pregnancy.

If you become pregnant while taking Qsymia, stop taking Qsymia 
immediately and tell your healthcare provider right away.  Healthcare 
providers and patients should report all cases of pregnancy to: 

FDA MedWatch at 1-800-FDA-1088, and

Because of the risk for birth defects (cleft lip and cleft palate), Qsymia 
is available through a restricted program called the Qsymia Risk 
Evaluation and Mitigation Strategy (REMS). Qsymia is only available 
through certified pharmacies that participate in the Qsymia REMS program. Your 
healthcare provider can give you information about how to find a certified 
pharmacy. For more information, go to www.QsymiaREMS.com or call 1-888-
998-4887

Increases in heart rate.  Qsymia can increase your heart rate at rest.  Your
healthcare provider should check your heart rate while you take Qsymia.  Tell
your healthcare provider if you experience, while at rest, a racing or pounding
feeling in your chest lasting several minutes when taking Qsymia.

Suicidal thoughts or actions.  Topiramate, an ingredient in Qsymia, may
cause you to have suicidal thoughts or actions.
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Call your healthcare provider right away if you have any of these 
symptoms, especially if they are new, worse, or worry you: 

o thoughts about suicide or dying 

o attempts to commit suicide  

o new or worse depression 

o new or worse anxiety 

o feeling agitated or restless 

o panic attacks 

o trouble sleeping (insomnia) 

o new or worse irritability  

o acting aggressive, being angry, or violent 

o acting on dangerous impulses 

o an extreme increase in activity and talking (mania) 

o other unusual changes in behavior or mood 

 Serious eye problems which include:   

o any sudden decrease in vision, with or without eye pain and redness,  

o a blockage of fluid in the eye causing increased pressure in the eye 
(secondary angle closure glaucoma). 

These problems can lead to permanent vision loss if not treated.  Tell 
your healthcare provider right away if you have any new eye symptoms. 
 

Qsymia can have other serious side effects. See “What are the possible side 
effects of Qsymia?” 

 
What is Qsymia? 

 Qsymia is a prescription medicine that contains phentermine and topiramate 
extended-release that may help some obese adults or some overweight 
adults who also have weight-related medical problems lose weight and keep 
the weight off.  

 Qsymia should be used with a reduced calorie diet and increased physical 
activity. 

 It is not known if Qsymia changes your risk of heart problems or stroke or of 
death due to heart problems or stroke. 

 It is not known if Qsymia is safe and effective when taken with other 
prescription, over-the-counter, or herbal weight loss products.   

 It is not known if Qsymia is safe and effective in children under 18 years old.  
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 Qsymia is a federally controlled substance (CIV) because it contains 
phentermine and can be abused or lead to drug dependence.  Keep Qsymia 
in a safe place, to protect it from theft.  Never give your Qsymia to anyone 
else, because it may cause death or harm them.  Selling or giving away this 
medicine is against the law.   

 
Who should not take Qsymia? 

Do not take Qsymia if you: 

 are pregnant, planning to become pregnant, or become pregnant during Qsymia 
treatment.   

 have glaucoma. 

 have thyroid problems (hyperthyroidism).    

 are taking certain medicines called monoamine oxidase inhibitors (MAOIs) or 
have taken MAOIs in the past 14 days. 

 are allergic to topiramate, sympathomimetic amines such as phentermine, or 
any of the ingredients in Qsymia.  See the end of this Medication Guide for a 
complete list of ingredients in Qsymia. 

 
What should I tell my healthcare provider before taking Qsymia? 

Before taking Qsymia, tell your healthcare provider about all of your 
medical conditions, including if you: 

 have had a heart attack or stroke. 

 have or have had an abnormal heart rhythm. 

 have or have had depression, mood problems, or suicidal thoughts or behavior. 

 have eye problems, especially glaucoma.  See ““Who should not take 
Qsymia?”.   

 have a history of too much acid in the blood (metabolic acidosis) or a condition 
that puts you at higher risk for metabolic acidosis such as  

o chronic diarrhea, surgery, a diet high in fat and low in carbohydrates 
(ketogenic diet), weak, brittle, or soft bones (osteomalacia, 
osteoporosis, osteopenia), or decreased bone density 

 have type 2 diabetes and take medicine to control your blood sugar. 

 have kidney problems, kidney stones, or are getting kidney dialysis. 

 have liver problems. 

 have seizures or convulsions (epilepsy). 

 are breastfeeding or plan to breastfeed.  Qsymia can pass into your breast milk 
and may harm your baby.  You and your healthcare provider should decide if 
you will take Qsymia or breastfeed.  You should not do both. 
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Tell your healthcare provider about all the medicines you take, including 
prescription and over-the-counter medicines, vitamins, and herbal supplements.  
Qsymia taken with other medicines may affect how each medicine works and may 
cause side effects.    

Especially tell your healthcare provider if you take: 

 Birth control pills.  Tell your healthcare provider if your menstrual bleeding 
changes while you are taking birth control pills that contain both estrogen and 
progestin (combination oral contraceptives) and Qsymia.   

 Water pills (diuretics) such as hydrochlorothiazide (HCTZ). 

 Any medicines that impair or decrease your thinking, concentration, or 
muscle coordination. 

 Carbonic anhydrase inhibitors such as ZONEGRAN (zonisamide), DIAMOX 
(acetazolamide) or NEPTAZANE (methazolamide). 

 Seizure medicines such as valproic acid (DEPAKENE or DEPAKOTE). 

Ask your healthcare provider or pharmacist for a list of these medicines, if you are 
not sure. 

Know the medicines you take.  Keep a list of them to show your healthcare provider 
and pharmacist each time you get a new medicine.  Do not start a new medicine 
without talking to your healthcare provider. 
 
How should I take Qsymia? 

 Your healthcare provider should start you on a diet and exercise program when 
you start taking Qsymia.  Stay on this program while you are taking Qsymia. 

 Do not change your dose without talking to your healthcare provider.  

 Qsymia can be taken with or without food. 

 If you miss a dose of Qsymia, wait until the next morning to take your usual 
dose of Qsymia.  Do not double your dose.  

 To start treatment with Qsymia 

o Take 1 Qsymia 3.75 mg/23 mg capsule (Figure A) 1 time each 
morning for the first 14 days. 

o After taking Qsymia 3.75 mg/23 mg capsule for 14 days, then take 1 
Qsymia 7.5 mg/46 mg capsule (Figure B) 1 time each morning. 

 After taking Qsymia for 12 weeks 

o Your healthcare provider should either tell you to stop taking Qsymia or 
increase your dose of Qsymia if you do not lose a certain amount of 
weight within the first 12 weeks of treatment at the recommended dose.   

 If your healthcare provider increases the dose of Qsymia 

o Take 1 Qsymia 11.25 mg/69 mg capsule (Figure C) 1 time each 
morning for 14 days. 

Reference ID: 4949210



o After taking 14 days of Qsymia 11.25 mg/69 mg capsule, then take 1
Qsymia 15 mg/92 mg capsule (Figure D) 1 time each morning.

Stopping Qsymia treatment

Your healthcare provider should tell you to stop taking Qsymia if you have not lost 
a certain amount of weight after an additional 12 weeks of treatment on the 
higher dose.

Do not stop taking Qsymia without talking to your healthcare provider. Stopping
Qsymia suddenly can cause serious problems, such as seizures.  Your 
healthcare provider will tell you how to stop taking Qsymia slowly.

If you take too much Qsymia, call your healthcare provider or go to the nearest 
emergency room right away.

What should I avoid while taking Qsymia? 

Do not get pregnant while taking Qsymia.  See “What is the most
important information I should know about Qsymia.”

Do not drink alcohol while taking Qsymia.  Qsymia and alcohol can affect
each other causing side effects such as sleepiness or dizziness.

Do not drive a car, operate heavy machinery, or do other dangerous
activities until you know how Qsymia affects you.  Qsymia can slow your
thinking and motor skills, and may affect vision.

What are the possible side effects of Qsymia? 
Qsymia can cause serious side effects, including:

See “What is the most important information I should know about
Qsymia?” at the beginning of this Medication Guide.

Mood changes and trouble sleeping.  Qsymia may cause depression or mood
problems, and trouble sleeping.  Tell your healthcare provider if symptoms
occur.
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Concentration, memory, and speech difficulties.  Qsymia may affect how
you think and cause confusion, problems with concentration, attention, memory,
or speech.  Tell your healthcare provider if symptoms occur.

Increases of acid in bloodstream (metabolic acidosis).  If left untreated,
metabolic acidosis can cause brittle or soft bones (osteoporosis, osteomalacia,
osteopenia), kidney stones, can slow the rate of growth in children, and may
possibly harm your baby if you are pregnant.  Metabolic acidosis can happen
with or without symptoms.  Sometimes people with metabolic acidosis will:

feel tired 
not feel hungry (loss of appetite) 
feel changes in heartbeat 
have trouble thinking clearly    

Your healthcare provider should do a blood test to measure the level of acid in 
your blood before and during your treatment with Qsymia.    

Low blood sugar (hypoglycemia) in people with type 2 diabetes mellitus
who also take medicines used to treat type 2 diabetes mellitus.  Weight
loss can cause low blood sugar in people with type 2 diabetes mellitus who also
take medicines used to treat type 2 diabetes mellitus (such as insulin or
sulfonylureas).  You should check your blood sugar before you start taking
Qsymia and while you take Qsymia.

Possible seizures if you stop taking Qsymia too fast.  Seizures may happen
in people who may or may not have had seizures in the past if you stop Qsymia
too fast.  Your healthcare provider will tell you how to stop taking Qsymia
slowly.

Kidney stones.  Drink plenty of fluids when taking Qsymia to help decrease
your chances of getting kidney stones.  If you get severe side or back pain, or
blood in your urine, call your healthcare provider.

Decreased sweating and increased body temperature (fever).  People
should be watched for signs of decreased sweating and fever, especially in hot
temperatures.  Some people may need to be hospitalized for this condition.

Common side effects of Qsymia include: 

numbness or tingling in the hands, arms, feet, or face (paraesthesia)

dizziness

change in the way foods taste or loss of taste (dysgeusia)
trouble sleeping (insomnia)

constipation

dry mouth

Tell your healthcare provider if you have any side effect that bothers you or does 
not go away. 
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These are not all of the possible side effects of Qsymia.  For more information, ask 
your healthcare provider or pharmacist. 

Call your doctor for medical advice about side effects.  You may report side effects 
to FDA at 1-800-FDA-1088. 

You can also report side effects to VIVUS at 1-888-998-4887. 

How should I store Qsymia? 

Store Qsymia at room temperature between 59°F to 77°F (15°C to 25°C).

Keep Qsymia and all medicines out of the reach of children.

General Information about the safe and effective use of Qsymia. 

Medicines are sometimes prescribed for purposes other than those listed in a 
Medication Guide.  Do not use Qsymia for a condition for which it was not 
prescribed.  Do not give Qsymia to other people, even if they have the same 
symptoms you have.  It may harm them.  

This Medication Guide summarizes the most important information about Qsymia.  
If you would like more information, talk with your healthcare provider.  You can ask 
your pharmacist or healthcare provider for information about Qsymia that is written 
for health professionals.   

For more information, go to www.QsymiaREMS.com or call 1-888-998-4887. 

What are the ingredients in Qsymia? 

Active Ingredient: phentermine hydrochloride and topiramate extended-release 

Inactive Ingredients:  methylcellulose, sucrose, starch, microcrystalline cellulose, 
ethylcellulose, povidone, gelatin, talc, titanium dioxide, FD&C Blue #1, FD&C Red 
#3, FD&C Yellow #5 and #6, and pharmaceutical black and white inks. 

Copyright © 2012-202  VIVUS  All rights reserved. 

VIVUS

900 East Hamilton Avenue, Suite 550, 
Campbell, CA 95008  
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US Patent Numbers:  7,056,890; 7,553,818; 7,659,256; 7,674,776; 8,580,298; 
8,580,299; 8,895,057; 8,895,058; 9,011,905; and 9,011,906 

Qsymia is a registered trademark of VIVUS  

© 2012-202 , VIVUS  

ME-03-001-0  

This Medication Guide has been approved by the U.S. Food and Drug Administration Revised  
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EXECUTIVE SUMMARY 
This is a review of the proposed modification to the Risk Evaluation and Mitigation Strategy (REMS) for 
Qsymia (phentermine and topiramate extended-release), NDA 022580/S-020, submitted by Vivus LLC on 
July 30, 2021, and amended December 22, 2021, January 6, 2022, January 21, 2022, January 27, 2022 
and February 18, 2022.   
 
Qsymia was approved with a REMS on July 17, 2012. Qsymia is a combination of phentermine, a 
sympathomimetic amine anorectic, and topiramate extended-release, an antiepileptic drug, indicated as 
an adjunct to a reduced-calorie diet and increased physical activity for chronic weight management in 
adults with an initial body mass index (BMI) of:  30 kg/m2 or greater (obese) or 27 kg/m2 or greater 
(overweight) in the presence of at least one weight-related comorbidity such as hypertension, type 2 
diabetes mellitus, or dyslipidemia. The REMS for Qsymia is to mitigate the risk of congenital 
malformations, specifically orofacial clefts.   
 
The most recent REMS modification was approved on March 31, 2021 to replace gender-specific 
language in the REMS document and REMS materials with gender-neutral language.  This modification 
aligned the REMS document and REMS materials with changes previously made to the Qsymia 
prescribing information.   
 
The REMS currently consists of a Medication Guide (MG), elements to assure safe use (ETASU), an 
implementation system, and a timetable for submission of assessments.  The ETASU includes: training 
will be provided to healthcare providers who prescribe Qsymia and pharmacies that dispense Qsymia 
will be specially certified.     
 
The Applicant’s proposed modifications to the REMS include the following: 

Proposed alternative to the switch system:  pharmacies would collect prescriber data and send 
this information to the Applicant monthly 
Identify not-yet-trained prescribers only after 30 days (stop the 60-day and 90-day escalation). 
Completion of Qsymia patient exposure reporting 
Completion of stakeholder knowledge and understanding surveys 
Completion of the Pharmacy materials distribution survey 
Pharmacy compliance reports be reduced to occur annually versus quarterly 
Convert the REMS document to conform to the FDA standardized REMS format; Draft Reference 
Format and Content of a REMS Document, Guidance for Industry, October 2017 
Eliminate the pharmacy enrollment form. The applicant is proposing that pharmacies will now 
call the Applicant’s new independent pharmacy distributor to complete enrollment 
Name change:  VIVUS Inc. to VIVUS LLC  

In addition, the following modifications were communicated to the Applicant during the review: 
Removal of ETASU A based on data from previous assessments and surveys showing adequate 
knowledge on the risk of Qsymia for healthcare providers. 
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The need to keep all pharmacy enrollment forms that are applicable as part of the REMS 
program. 

 
The Agency evaluated the Applicant’s proposed REMS modifications along with collective data from the 
last 10 REMS assessment periods to evaluate the necessity for continued voluntary prescriber training 
(ETASU A) as a requirement in this REMS Program. Based on these data, we concluded that the 
voluntary training can be removed as an element of this REMS. Stakeholders, particularly prescribers 
who are not yet trained are aware of the risks of Qsymia, and there has not been a large uptake in the 
training program since the Qsymia REMS has been approved, therefore, ETASU A is not necessary to 
ensure safe use. Removing ETASU A would also decrease the burden of the pharmacy requirement to 
submit prescriber data to the Applicant monthly, however, the pharmacies would continue to ensure 
that the patient materials are included with each prescription. The determination to remove ETASU A 
was communicated to the Applicant on December 17, 2021.  
 
The Division of Risk Management (DRM) finds the Qsymia REMS as submitted on July 30, 2021 and 
amended on February 18, 2022 to be acceptable. The Applicant’s proposals to reduce the frequency of 
compliance reporting, update the REMS Document to the standardized format, and incorporate their 
new name, Vivus LLC in all applicable places and to remove ETASU A are acceptable.   
 
The modified REMS will consist of a MG, ETASU (pharmacy training and certification), an 
implementation system, and a timetable for submission of assessments of the REMS. Because of the 
removal of ETASU A, the goal of the REMS is now focused on informing pharmacies and patients of the 
risks as pharmacies are required to dispense the MG and the patient brochure with each Qsymia 
prescription. The modified goal of the Qsymia REMS is to inform certified pharmacies and patients of 
reproductive potential about: 

1. The increased risk of congenital malformations, specifically orofacial clefts, in infants exposed to 
Qsymia during the first trimester of pregnancy. 

2. The importance of pregnancy prevention for patients of reproductive potential receiving 
Qsymia; and 

3. The need to discontinue Qsymia immediately if pregnancy occurs.  
 

In addition to the MG and Risk of Birth Defects with Qsymia Patient Brochure, the REMS materials will 
also include online and print pharmacy training modules, pharmacy enrollment forms for mail order 
pharmacies, corporate entities and independent retail pharmacies, and a REMS website. 
 
There are no changes to the Timetable for submission of assessments of the REMS, and they will remain 
as originally approved on July 17, 2012. 
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The REMS Assessment Plan has been changed to remove all references to prescriber training, 
certification, knowledge and understanding surveys, and assessment protocols. Certified pharmacy 
compliance, assessments and distributor assessments will remain as part of the Assessment Plan. 
 

1 Introduction 

This is a review of the proposed modification to the REMS for Qsymia (phentermine and topiramate 
extended-release), NDA 022580/S-020, submitted by Vivus LLC on July 30, 2021.   
 
The Applicant’s proposed modifications to the REMS include the following: 

Proposed alternative to the switch system:  pharmacies will now collect prescriber data and 
send this information to the Applicant monthly. 
Completion of Qsymia patient exposure reporting 
Completion of stakeholder knowledge and understanding surveys 
Completion of the Pharmacy materials distribution survey 
Identify not-yet-trained prescribers only after 30 days (stop the 60-day and 90-day escalation). 
Pharmacy compliance reports be reduced to occur  annually versus quarterly. 
Convert the REMS document to conform to the FDA standardized REMS format; Draft Reference 
Format and Content of a REMS Document, Guidance for Industry, October 2017 
Eliminate the pharmacy enrollment form. The applicant is proposing that pharmacies will now 
call the Applicant’s new independent pharmacy distributor to complete enrollment 
Name change:  VIVUS Inc. to  VIVUS LLC  

2 Background 

2.1 PRODUCT INFORMATION

Qsymia (phentermine and topiramate extended-release) is a combination sympathomimetic amine 
anorectic and antiepileptic  indicated as an adjunct to a reduced-calorie diet and increased physical 
activity for chronic weight management in adults with an initial body mass index (BMI) of:  

30 kg/m2 or greater (obese) or 
27 kg/m2 or greater (overweight) in the presence of at least one weight-related comorbidity 
such as hypertension, type 2 diabetes mellitus, or dyslipidemia 

The recommended dosage and administration is as follows: 
phentermine 3.75 mg/topiramate 23 mg ER:  one capsule by mouth daily in the morning for 14 
days; then increase to 
phentermine 7.5 mg/topiramate 46 mg ER:  one capsule by mouth daily in the morning 
Discontinue or escalate dose if 3% weight loss is not achieved after 12 weeks on 7.5 mg/46 mg 
dose. 
Discontinue Qsymia if 5% weight loss is not achieved after 12 weeks on maximum daily dose of 
15 mg/92 mg. 
Discontinue 15 mg/92 mg dose gradually to prevent possible seizure. 
Do not exceed 7.5 mg/46 mg dose for patients with moderate or severe renal impairment or 
patients with moderate hepatic impairment 
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The serious risk associated with Qsymia for which a REMS is necessary to ensure the benefits outweigh 
the risks includes the increased risk of congenital malformations, specifically orofacial clefts, in infants 
exposed to Qsymia during the first trimester of pregnancy. 

The goal of the Qsymia REMS is to inform prescribers and patients of reproductive potential about:  
the increased risk of congenital malformations, specifically orofacial clefts, in infants exposed to 
Qsymia during the first trimester of pregnancy 
the importance of pregnancy prevention for patients of reproductive potential receiving Qsymia 
the need to discontinue Qsymia immediately if pregnancy occurs 

The Qsymia REMS consists of a MG, ETASU, an implementation system, and a timetable for submission 
of assessments.  The ETASU includes training will be provided to healthcare providers who prescribe 
phentermine and topiramate ER; and pharmacies that dispense phentermine and topiramate ER will be 
specially certified. 
 

2.2 REGULATORY HISTORY

The following is a summary of the regulatory history relevant to this review: 

07/17/2012:  The Agency approved Qsymia (phentermine and topiramate ER), NDA 022580, as 
an adjunct to a reduced-calorie diet and increased physical activity for chronic weight 
management in adults with an initial body mass index (BMI) of 30 kg/m2 or greater (obese) or 27 
kg/m2 or greater (overweight) when accompanied by weight related co-morbidities such as 
hypertension, type 2 diabetes mellitus, or dyslipidemia. 

07/30/2021:  The Applicant submitted NDA 022580/S-020 which proposes a REMS major 
modification to replace the switch system, convert the REMS document format, eliminate the 
pharmacy enrollment forms, provide the Applicant’s name change, and various changes to 
assessment data requirements and compliance reporting.  

12/22/2021: The Applicant responded to the Agency’s comments on 12/17/2021 regarding the 
REMS document and materials. 
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1/06/2022: The Applicant responded to clarifying questions regarding pharmacy operations 
under the modified REMS, as well as to comments on the need to keep pharmacy enrollment 
forms in the REMS program and to keep a pharmacy-locator link on the REMS website. 

1/26/2022: Comments were sent to the Applicant regarding the REMS document; the time 
frame was updated to annual compliance reporting in the REMS document, and edits to the 
REMS Assessment Plan was sent to the Applicant. 

2/11/2022: Comments sent back to the Applicant regarding the REMS Assessment Plan and 
minor changes on the REMS Document to align with the assessment plan. 

2/18/2022: The Applicant responded with the final, agreed upon REMS, REMS materials, and 
REMS Assessment Plan.  

3 Review of Proposed REMS Modifications 

On July 30, 2021 the Applicant submitted a multitude of proposed REMS modifications that primarily 
involve changes to the operation of the Qsymia REMS due to discontinuation of the switch system, 
updates to the REMS document and REMS materials due to corporate restructuring, and revising the 
REMS document to align it with the format used in the Draft Guidance for Industry, Format and Content 
of a REMS Document, October 2017.1 The summary of modifications and the Applicant’s rationale for 
these proposed modifications are as follows: 

Switch provider replacement and data collection requirements: The pharmacy management switch 
system was implemented; to 1) facilitate data collection of healthcare providers who prescribed Qsymia, 
and to target prescribers who had not taken the voluntary training provided in the Qsymia REMS that 
inform them of the risk of Qsymia and 2) Assure distribution of patient safety materials (MG and Risk of 
Birth Defects with Qsymia patient brochure).  

. To replace this service, 
the Applicant is proposing to establish a system for pharmacies to collect Qsymia prescriber data and 
provide this data to Vivus monthly. The pharmacies will continue to be responsible for ensuring that the 
MG and Risk of Birth Defects with Qsymia patient brochure is dispensed with each prescription. 
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Qsymia patient data collection: Since the inception of the Qsymia REMS in 2012, the Applicant has been 
required to submit data on patient exposure to Qsymia. The Applicant reports that the majority of 
patients dispensed Qsymia have been greater than 46 years old, and 80% have been female. The 
Applicant is proposing to eliminate this assessment since these data have been consistent for the past 
10 reporting cycles.  

Prescriber training: The Applicant is proposing to decrease their identification and outreach of 
prescribers who have not taken advantage of the voluntary Qsymia prescriber training from an 
escalation period of 30, 60 and 90 days, to only 30 days. The Applicant cites that the additional 
escalation periods at 60 and then 90 days for identification and outreach of not-yet trained providers 
are ineffective in increasing prescriber uptake of the Qsymia prescriber training program result in only 
2.3% for trained providers. 

Pharmacy compliance reporting: Certified mail order and corporate entities of retail chain pharmacies 
are the pharmacies that dispense Qsymia. These pharmacies are required to submit compliance reports 
on a quarterly basis. Based on stakeholder feedback, the Applicant is proposing that the frequency of 
these reports be reduced to occur on an annual basis versus quarterly basis. 

Qsymia assessment reporting requirements: The Applicant is proposing changes to some of the 
assessment reporting requirements based on proposed changes in the current REMS modification. 

Pharmacy enrollment: The Applicant is proposing to eliminate pharmacy enrollment forms and have 
any new pharmacy call Vivus Medical Information to become certified and enrolled in the program.  

Vivus corporate restructuring: The Applicant has undergone corporate restructuring as of July 15, 2021 
from Vivus Inc to Vivus LLC and propose that the REMS Document and REMS materials are updated to 
reflect this change. 

Qsymia REMS Document: The Applicant has revised the REMS document to align with the format and 
content of a REMS as described in the 2017 Draft Format and Content of a REMS Document, Guidance 
for Industry.
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3.1 Current Requirements for the Approved REMS

The Applicant makes training available to prescribers online via the Qsymia REMS website and through 
medical liaisons during prescriber visits, professional society meetings and at medical educational 
venues in print and electronic format. Certified pharmacies are required to provide a MG and Risk of 
Birth Defects with Qsymia Patient Brochure with each prescription. The Applicant maintains a database 
of all healthcare providers who have completed the training. On monthly basis, the Applicant compares 
the database of trained and not-yet trained healthcare providers identified from the switch system. The 
Applicant provides outreach of at least 95% of not-yet trained prescribers within 30 days, and then again 
at 60 days and 90 days.  

The Qsymia REMS Program contains the following REMS materials: 

Dear Healthcare Provider Letter 

Dear Medical Society Letter 

Healthcare Provider Counseling Tool for Females of Reproductive Potential 

Online and Print Qsymia REMS Healthcare Provider Training 

Online and Print Qsymia REMS Pharmacy Training Module 

Pharmacy Enrollment forms: Corporate Entity of Retail Chain, Independent and Mail Order 

Medication Guide 

Risk of Birth Defects with Qsymia Patient Brochure 

REMS Website 

 

3.2 Removal of ETASU A

The Applicant removed ETASU A and all associated materials per the Agency’s December 17, 2021 
communication.  The associated materials for ETASU A included: 

Online and Print Training Modules for Healthcare Providers 

Healthcare Counseling Tool for Patients of Reproductive Potential 

Prescriber Dosing and Management Checklist 

Dear Healthcare Provider Letter 

Dear Medical Society Letter 

Reviewer Comment: 

DRM and DDLO evaluated the Applicant’s proposed REMS modifications along with collective data from 
the last 10 REMS assessment periods to evaluate the need for continuing to require that the applicant 
make prescriber training available in the Qysmia REMS. The Qsymia REMS does require the pharmacist 
to verify that the prescriber has completed training prior to dispensing; completion of training is 
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voluntary for the prescriber. Data from the last 10 assessment reporting periods has shown that less 
than 15% of prescribers took the training, and this number has decreased to less than 8% over the past 
nine reporting periods.2 Furthermore, the Applicant reports that additional outreach of not yet trained 
providers after 30 days results in an uptake of 2.3% of additional trained prescribers.1 While the 10th 
assessment did not include surveys, data from the 9th REMS Assessment showed that there were 
similarities in the knowledge of the three objectives for the risks amongst trained prescribers and not yet 
trained prescribers.3 In the first objective, informing prescribers and females of reproductive potential 
about the increased risk of congenital malformations, specifically orofacial clefts in infants exposed to 
Qsymia during the first trimester of pregnancy, the overall mean score was 78%, with 89% of trained 
prescribers versus 77% of untrained prescribers met this objective. While the difference between trained 
and untrained prescribers met statistical significance, it still showed that a significant portion of 
untrained prescribers were knowledgeable about the increased risk of congenital malformations. In the 
second objective, informing prescribers and females of reproductive potential about the importance of 
pregnancy prevention for females of reproductive potential receiving Qsymia, the overall mean score 
was 98%, with 100% of trained prescribers versus 98% of untrained prescribers meeting this objective. 
The third objective, informing prescribers and females of reproductive potential about the need to 
discontinue Qsymia immediately if pregnancy occurs, the overall mean score was 94%, with 96% of 
trained prescribers versus 93.5% of untrained prescribers meeting this objective.  

Based on these data, DRM and DDLO conclude that both trained and untrained prescribers had adequate 
knowledge of the risks and that the requirement for the Applicant to make training available was no 
longer necessary to ensure the benefits outweigh the risks of Qsymia; therefore, ETASU A can be 
removed as an element of this REMS. Removing ETASU A would also decrease the burden of the 
pharmacy requirement to submit prescriber data to the Applicant monthly, however, the pharmacies 
would continue to ensure that the patient materials are given with each prescription. In addition, 
removing ETASU A would remove the REMS materials associated with prescriber training, as well as 
surveys and assessment reporting for prescribers.  

3.3 REMS Goals

With the removal of ETASU A, the goal of the Qsymia REMS has been changed to the following: 

The goal of the Qsymia REMS is to inform certified pharmacies and patients of reproductive potential 
about: 

1. The increased risk of congenital malformations, specifically orofacial clefts, in infants exposed to 
Qsymia during the first trimester of pregnancy. 

2. The importance of pregnancy prevention for patients of reproductive potential receiving 
Qsymia. 

3. The need to discontinue Qsymia immediately if pregnancy occurs. 

Reviewer Comment: 

The goal was changed to remove certified prescribers as ETASU A, prescriber training, was removed as 
an element of the REMS. Certified Pharmacies were added to the goal as the REMS now only includes 
ETASU B, pharmacy certification. The goal of the REMS is now focused on informing pharmacies of the 
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risks as it will be the pharmacy’s responsibility to inform patients by dispensing the MG and the patient 
brochure with each Qsymia prescription. 

3.4 Qsymia REMS Document: 

The Applicant updated the REMS document to align with the format used in the October 2017 draft 
Guidance for Industry: Format and Content of a REMS.  

Reviewer Comment: The updated REMS document is acceptable. With regard to Vivus corporate 
restructuring, we agree with their proposed changes to update the REMS document and REMS materials 
with the new corporate entity name from Vivus Inc to Vivus LLC. We have no additional comments. 

3.5 REMS Requirements

3.5.1 Participant Requirements and Materials 

Only the participants or their associated materials that are part of the REMS and impacted by this 
modification are addressed in the following sections of the review. 

3.5.1.1 Pharmacies that dispense 

Pharmacy Requirements: With the removal of ETASU A, the pharmacy requirements of ensuring that 
processes and procedures are in place to collect prescriber data, are no longer necessary and have been 
removed. 

Reviewer Comment: 

We agree with the removal of the pharmacy requirements that no longer apply due to removal of ETASU 
A. Pharmacies are still responsible for dispensing the MG and Patient Brochure with each Qsymia 
prescription. On December 30, 2021 we sent clarifying questions regarding the pharmacy operations of 
the proposed modified REMS Programs, including how the pharmacies will distribute the patient 
materials with each prescription, as this was one of the functions of the former switch system. The 
Applicant responded that the corporate retail pharmacies maintain the required internal programs to 
systemically direct that the Medication Guide and Patient Brochure be provided to patients each time 
that Qsymia is dispensed and have committed to comply with these Qsymia REMS program 
requirements. Any pharmacy that does not have the internal systems in place to commit to the REMS 
requirements will be required to either develop a system that will function to comply or log into the 
QsymiaREMS.com website while processing a Qsymia prescription to obtain those documents to 
distribute with Qsymia dispensing.4  

Pharmacy enrollment forms: The following pharmacy enrollment forms have been maintained as part 
of the REMS: 

Corporate Entity Pharmacy Enrollment Form 

Independent Retail Pharmacy Enrollment Form 

Mail Order Pharmacy Enrollment Form 

Reviewer Comment: 
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In the Applicant’s proposal, they state they have contracted and certified an independent mail-order 
pharmacy (MedVantx) to distribute Qsymia, and therefore proposes to no longer utilize pharmacy 
enrollment forms. Instead, any new pharmacy must call Vivus Medical Information to become certified to 
dispense. The Applicant further states that Qsymia is available universally and all corporate and 
independent pharmacies enrolled in the Qsymia REMS program are certified to dispense. On December 
30, 2021 we sent communication to the Applicant stating that we do not agree with removing the 
pharmacy enrollment forms, because these forms contain pertinent attestations that must be 
documented and kept on file with this ETASU REMS Program. We also inquired whether currently 
certified pharmacies that dispense Qsymia will have to recertify in the REMS following the proposed 
modification, and whether the Applicant plans to remove Qsymia from these pharmacies in order to have 
Qsymia only dispensed from MedVantx. On January 6, 2022, the Applicant responded, stating that the 
pharmacy enrollment forms for corporate entities of retail chain pharmacies and independent 
pharmacies will be reinstated into the REMS Program, and will be available via the Qsymia REMS website 
under the tab “Information for Pharmacies.” The Applicant also stated that MedVantx is the certified 
mail order pharmacy that they have contracted to deliver Qsymia to patients, and therefore enrollment 
forms for these entities are no longer available.4 Additionally, the Applicant responded that certified and 
compliant pharmacies will not be required to renew certification or re-train pharmacy staff, and they do 
not intend to prohibit currently certified and compliant pharmacies from dispensing Qsymia. MedVantx 
will remain as one of the options available for patients to obtain Qsymia.4  On January 20, 2022 we 
communicated to the Applicant that although they have contracted with a specific mail order pharmacy, 
because mail order pharmacies are an option, then the mail order pharmacy form must be retained as 
part of the REMS. On January 21, 2022 the Applicant responded their agreement and reinstated the Mail 
Order Pharmacy Enrollment Form. 

3.6 REMS Assessment Timetable

The timetable for submission of assessments of the REMS remains the same as that approved on July 17, 
2012. 

4 Supporting Document 
All references to prescribing training and certification have been removed from the REMS Supporting 
Document due to removal of ETASU A. In addition, reference to the Applicant’s current name, Vivus LLC 
has been incorporated in the REMS Supporting Document. The following are updates to the reporting 
requirements of surveys and pharmacy compliance reporting: 
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Pharmacy compliance reporting: The Applicant states that since the approval of the Qsymia REMS in 
2012, there have only been 10 occurrences of non-compliance reported; the last issue being reported in 
2019. The Applicant states that feedback from pharmacies is that the reminders and frequency of these 
reports are burdensome. We agree with the Applicant that these pharmacy compliance reports can be 
reduced to annually. 

5 Assessment Plan 
The REMS Assessment Plan is summarized in the REMS Supporting Document and will be included in the 
REMS Modification Approval Letter. 

The REMS Assessment Plan has been changed to remove all references to prescriber training, 
certification, knowledge and understanding surveys, and assessment protocols. Certified pharmacy 
compliance, assessments and distributor assessments will remain as part of the Assessment Plan.   

The revised REMS Assessment Plan must include, but is not limited to, the following: 

  
Program Implementation and Operations 

Program Implementation and Operations (per reporting period and cumulatively) 

1. Pharmacy Enrollment Statistics 
a. Number and type (mail order, chain, independent) of pharmacies certified 
b. Number of chain dispensing locations certified 

2. REMS Compliance 
a. Number and type of pharmacy decertified and the reason for decertification 
b. Summary of annual compliance reports provided to VIVUS by corporate chains,  mail 

order pharmacies, and contracted distributors 
i. Copy of the audit plan for each stakeholder including the criteria for non-

compliance (noncompliance plan) 
ii. Number of audits expected and performed 
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iii. Summary report of deviations found, associated corrective and preventative 
actions and status of corrective actions 

c. Report on the periodic assessments of the distribution and dispensing of the Medication 
Guide in accordance with 21CFR 208.24 and Risk of Birth Defects with Qsymia patient 
brochure 

i. Pharmacist Materials Distribution Survey (beginning with the 11-year (12th) 
REMS assessment) 

1. Assessment of pharmacists’ compliance with the Qsymia REMS 
dispensing requirements, specifically the provision of a Medication 
Guide and Risk of Birth Defects with Qsymia patient brochure with each 
dispensing of Qsymia 

3. Patient Demographics and Prescription Data 
a. Patient Demographics 

i. Unique number of patients received Qsymia stratified by gender 
ii. Unique number of patients of reproductive potential receiving Qsymia stratified 

by age groups (12-17, 18-29, 30-39, 40-49, and >50) 
iii. Average duration of Qsymia treatment among patients of reproductive 

potential 
b. Prescription Data 

i. Provide a table that includes the following for the overall population and 
another table for  patients of reproductive potential : 

1. Total number of unique patients 
2. Number and percentage of total prescriptions dispensed 
3. Number and percentage of total prescriptions dispensed for new and 

refill 
4. Number and percentage of total prescriptions dispensed by dosage 

strength 
 
Knowledge (per reporting period and cumulatively) 

1. Patients of reproductive potential (beginning with the 11-year (12th) REMS assessment) 
a. Assessment of patients of reproductive potential understanding of: 

i. Increased risk of congenital malformation (specifically orofacial clefts) to infants 
with exposure to Qsymia during the first trimester of pregnancy 

ii. Importance of pregnancy prevention for patients of reproductive potential receiving 
Qsymia therapy 

iii. Need to promptly discontinue Qsymia therapy in the event of a pregnancy 
b.  Assessment of the receipt, reading, and understanding by patients of reproductive 

potential of the Qsymia Medication Guide and Risk of Birth Defects with Qsymia 
patient brochure 

c. Assessment of patients of reproductive potential receipt of counseling about 
pregnancy prevention and effective contraceptive use including: 

i. Counseling provider (i.e., prescriber, office nurse, pharmacist) 
ii. Duration of time spent counseling 

iii. Frequency of patient counseling (each visit while receiving Qsymia; first 
time prescribed Qsymia 
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2.  Pharmacists (beginning with the 11-year (12th) REMS assessment) 
a. Assessment of pharmacists’ understanding of: 

i. Increased risk of congenital malformation (specifically orofacial clefts) to 
infants with exposure to Qsymia during the first trimester of pregnancy 

ii. Importance of pregnancy prevention for patients of reproductive potential 
receiving Qsymia therapy 

iii. Need to promptly discontinue Qsymia therapy in the event of a pregnancy 
b.  Assessment of pharmacists’ awareness and understanding of the need to provide a 

Medication Guide and Risk of Birth Defects with Qsymia patient brochure with every 
Qsymia prescription dispensed 

 
Health Outcomes and/or Surrogates of Health Outcomes 

Periodic REMS assessment reports will include for each reporting period and cumulatively: 

1. Safety Surveillance 
a. Summary of pregnancy cases associated with Qsymia, including the source of the report, 

pregnancy outcome, and cases of congenital malformations for each exposed pregnancy 
b. Overall summary and discussion of whether the data warrants further detailed 

assessment, labeling changes, and/or communication. 
 

The requirements for assessments of an approved REMS under section 505-1(g)(3) include with respect 
to each goal included in the strategy, an assessment of the extent to which the approved strategy, 
including each element of the strategy is meeting the goal or whether one or more such goals or such 
elements should be modified 

 

6 Discussion 

As stated above in section 3.2, DRM and DDLO recommend that ETASU A, voluntary prescriber training, 
be removed from the Qsymia REMS Program based on the most recent assessment reports that provide 
support that despite low uptake of the training by prescribers, there is adequate knowledge of the 
importance of pregnancy prevention, and the need to discontinue Qsymia immediately if pregnancy 
occurs by both trained and untrained prescribers. Collective review of the previous 10 REMS assessment 
periods show low uptake of prescriber training.  On December 10, 2021 a meeting with the REMS 
Oversight Committee (ROC) was held to discuss DRM and DDLO’s proposal for the removal of the 
voluntary ETASU A under S-020 REMS modification, and  
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Pharmacies that dispense Qsymia must be specially certified (ETASU B) and dispense a MG and Risk of 
Birth Defects with Qsymia Patient Brochure with each prescription. The timetable for submission of 
assessments will remain at the time the REMS was originally approved. 

The Qsymia REMS Program contains the following materials: 
Online and Print Pharmacy Training Program 
Pharmacy Enrollment Forms: Independent Pharmacy Enrollment Form, Corporate Entity of 
Retail Chain Pharmacy Enrollment Form, Mail Order Pharmacy Enrollment Form 
Medication Guide 
Risk of Birth Defects with Qsymia Patient Brochure 
REMS Website 

The REMS Supporting Document and REMS Assessment Plan has been aligned to meet the revised 
changes in this REMS modification. The final REMS document and REMS Materials are appended at the 
end of this document. As per correspondence from the Applicant received on January 26, 20225, the 
Applicant states that there is a ribbon that appears on the REMS website that states changes to the 
REMS program will be forthcoming. In addition, the Applicant stated in this communication that there 
will be communication going to all pharmacies once this modification is approved. The Applicant also 
states that the REMS will be implemented with 90 days of the approval of this REMS modification. 

7 Conclusions and Recommendations 

DRM has reviewed the Applicant’s submission of the above contents submitted on July 30, 2021, 
amended on December 22, 2021, January 6, 2022, January 21, 2022, January 27, 2022 and February 18, 
2022 and have no further comments. DRM recommends approval of the REMS Modification for Qsymia 
last amended on February 18, 2022 and appended to this review.  

The timetable for submission of assessments of the REMS remains the same as that approved on July 17, 
2012.  

The REMS Assessment Plan, as summarized in the REMS Supporting Document has been revised to be 
consistent with the REMS modification for Qsymia and will be included in the REMS Modification 
Approval Letter. 
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