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VIVUS, Inc.
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Mountain View, CA 94041
1-650-934-5200

RISK EVALUATION AND MITIGATION STRATEGY (REMYS)

I. GOAL
To inform prescribers and females of reproductive potential about:

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

e the importance of pregnancy prevention for females of reproductive potential
receiving Qsymia

e the need to discontinue Qsymia immediately if pregnancy occurs.

Il. REMS ELEMENTS

A. Medication Guide

The Medication Guide will be dispensed with each Qsymia prescription in accordance
with 21 CFR 208.24.

The Medication Guide is part of the REMS and is appended.
B. Elements to Assure Safe Use
1. Training will be provided to healthcare providers who prescribe Qsymia

a. VIVUS will ensure that training is made available to healthcare providers
(HCPs) who prescribe Qsymia. VIVUS will ensure that the following training
is available:

i. Online training available at the Qsymia REMS website

ii. Electronic training modules available from VIVUS medical liaisons
during prescriber visits, at professional society meetings, and at medical
educational venues

iii. Print training modules available at the Qsymia REMS website, from
VIVUS medical liaisons during prescriber visits, at professional society
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meetings, at medical educational venues, or by calling VIVUS Medical
Information

b. VIVUS will maintain a database of all HCPs (using a unique identifying
number) who have completed the training. Completion of the training will be
defined as:

For online training completed independently by the HCP, viewing of all
module training screens and completion of the HCP registration form and
post-training knowledge assessment questions

For electronic or print training modules delivered in person by VIVUS
medical liaisons, viewing of all module training materials and completion
and submission (either electronically or by fax) to VIVUS of the HCP
registration form and post-training knowledge assessment questions by the
HCP

For print training modules completed independently by the HCP, viewing
of all module training materials and completion and submission by fax to
VIVUS of the HCP registration form and post-training knowledge
assessment questions.

For print training modules completed independently by HCPs in integrated
healthcare delivery systems, viewing of all module training materials and
completion and submission to the integrated healthcare delivery system of
the HCP registration form and post-training knowledge assessment
questions. The integrated healthcare system will then forward the HCP
registration forms and post-training knowledge assessment questions to
VIVUS.

c. On a monthly basis, VIVUS will compare the database of trained HCPs with
the list of prescribers provided to VIVUS by certified pharmacies and by the
pharmacy management systems to identify those Qsymia prescribers who have
not yet completed the training, and will contact the identified prescribers to
complete training. Ninety-five percent of untrained prescribers will be
contacted and provided training materials or access to such materials within 30
days of identification.

d. VIVUS will inform HCPs who have prescribed Qsymia of any substantial
changes to the Qsymia REMS program, including

significant changes to the operation of the program, or

changes to the Prescribing Information and Medication Guide that affect
the risk-benefit profile of Qsymia.

e. VIVUS will ensure that, as part of training, the following additional appended
training materials that are part of the REMS are available to prescribers:

Risk of Birth Defects with Qsymia patient brochure

Healthcare Provider Counseling Tool for Females of Reproductive
Potential

Prescriber Dosing and Management Checklist
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f. The following appended training materials are part of the REMS:

i. Online Qsymia REMS training
Ii. Print Qsymia REMS training

g. In order to facilitate prescriber training and education, A Dear Healthcare

Provider (DHCP) letter will be sent within 60 days of product approval and
again at 12 and 24 months after product approval. The initial DHCP letter will
be sent to HCPs who are likely to prescribe Qsymia or have written a
prescription for an obesity medical treatment within the prior 12 month period.
This includes, but is not limited to, general practitioners, family practitioners,
internists, gynecologists, endocrinologists, cardiologists, and nurse
practitioners/physician assistants. Subsequent DHCP letters will be sent to
HCPs who are likely to prescribe Qsymia (as described above), HCPs who
have written a prescription for an obesity medical treatment in the prior 12
months, and any HCP who has prescribed Qsymia within the prior 12 month
period.

i.  VIVUS will distribute the DHCP letters via electronic mail, through the
mail, or via facsimile. The DHCP letter will include a link or URL for the
Qsymia REMS website landing page.

ii. Inorder to further facilitate prescriber training and education, within 60
days of product approval, and again at 12 and 24 months after product
approval, VIVUS will send a Dear Medical Society letter to the following
professional organizations, and will request that the DHCP letter be
provided to the members of the professional organizations:

American Academy of Family Physicians (AAFP)

American Academy of Nurse Practitioners (AANP)
American Academy of Physicians Assistants (AAPA)
American Association of Clinical Endocrinologists (AACE)
American Association of Diabetic Educators (AADE)
American Board of Physician Nutrition Specialists (ABPNS)
American College of Cardiology (ACC)

American College of Obstetricians and Gynecologists (ACOG)
American College of Physicians (ACP)

American College of Preventive Medicine (ACPM)
American Diabetes Association (ADA)

American Gastroenterological Association (AGA)

American Heart Association (AHA)

American Medical Association (AMA)

American Osteopathic Association (AOA)

American Pharmacists Association (APhA)

American Society for Metabolic and Bariatric Surgery (ASMBS)
American Society for Preventive Cardiology (ASPC)
American Society of Bariatric Physicians (ASBP)

The Endocrine Society (ENDO)

The Obesity Society (TOS)



iii. The Dear Healthcare Provider and Dear Medical Society letters are part of
the REMS and are appended.

. VIVUS will make the prescriber training materials, the DHCP and Dear

Medical Society letters, the Risk of Birth Defects with Qsymia patient brochure,
the Healthcare Provider Counseling Tool for Females of Reproductive
Potential, the Prescriber Dosing and Management Checklist, and professional
labeling (including the Medication Guide) available via a dedicated REMS-
specific link from the Qsymia website as well as through VIVUS Medical
Information.

The Qsymia REMS website is part of the REMS; the landing page screen shot
IS appended

i. VIVUS will maintain a REMS Support Center within VIVUS Medical

Information to support prescribers and patients in interfacing with the REMS.
VIVUS will ensure that all materials listed in or appended to the Qsymia
REMS will be available on the Qsymia REMS website
www.QsymiaREMS.com or by calling VIVUS Medical Information at 1-888-
998-4887.

2. Pharmacies that dispense Qsymia will be specially certified
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a. VIVUS will ensure that Qsymia will only be dispensed by certified

pharmacies.

. To become certified, each pharmacy, including each pharmacy chain, each

independent retail pharmacy, and each mail order pharmacy, must designate an
Authorized Representative to internally coordinate and oversee the Qsymia
REMS program. The Authorized Representative must complete the Qsymia
REMS Pharmacy Training Program, knowledge assessment questions and sign
an enrollment form acknowledging the following:

I. the REMS requirement to provide a Medication Guide and the Risk of
Birth Defects with Qsymia patient brochure to each patient each time
Qsymia is dispensed

Ii. apharmacy management system is in place, and has been validated, to
systematically direct that the Qsymia Medication Guide and the Risk of
Birth Defects with Qsymia patient brochure be provided to each patient
each time Qsymia is dispensed

iii. the pharmacy will refrain from reselling or transferring Qsymia to another
pharmacy or distributor

iv. that 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 patient brochure to each patient each time
Qsymia is dispensed

v. that all Qsymia retail prescriptions, regardless of the method of payment,
will be processed through the pharmacy management system
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vi. that the pharmacy and pharmacy personnel will cooperate with pharmacy
survey and audit requirements

vii. that the pharmacy will provide quarterly Qsymia REMS compliance
reports to VIVUS as described in the REMS supporting document

viii. that the pharmacy will provide a list of Qsymia prescribers to VIVUS as
described in the REMS supporting document

The following appended materials are part of the REMS:
e Pharmacy Enrollment Form, Independent Pharmacy

e Pharmacy Enrollment Form, Corporate Entity of Retail Chain
Pharmacy

e Pharmacy Enrollment Form, Mail Order Pharmacy
e Online Qsymia REMS Pharmacy Training module
e Print Qsymia REMS Pharmacy Training module

C. Implementation System

An implementation system will be established for the Qsymia REMS program to monitor
and evaluate whether the Elements to Assure Safe Use are meeting the program’s goals.
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1.

VIVUS will ensure that pharmacies dispensing Qsymia are specially certified
using the criteria described above.

VIVUS will maintain a database (Certified Pharmacy Database) of all
pharmacies [using a unique identification number] that are certified.

This database will also be accessible by pharmacy management systems and
contract distributors as needed to implement the REMS.

A “Certified Pharmacy Locator” tool will be available on the Qsymia REMS
website to assist patients and providers in locating certified pharmacies.

Pharmacy certification will be verified by the contract distributor(s) using the
Certified Pharmacy Database prior to shipping Qsymia.
VIVUS will ensure that the pharmacy management system is configured to:
i. reject all prescriptions from non-certified pharmacies
ii. notify non-certified pharmacies that pharmacy certification is required to
dispense Qsymia, and how to become certified
iii. notify the pharmacy if REMS-required prescriber data is missing, and to
enter and submit such data prior to dispense
iv. direct the pharmacy to provide a Medication Guide and Risk of Birth
Defects with Qsymia patient brochure with every Qsymia dispense.
VIVUS will ensure that a Qsymia REMS Pharmacy Support Center is
maintained to support the pharmacy certification procedures and address any

stakeholder questions from the pharmacies or distributors. The Qsymia REMS
Pharmacy Support Center is available at 1-855-302-6698.

VIVUS will monitor distribution data and prescription dispensing data to
ensure that only contract distributors are distributing Qsymia, and only
certified pharmacies are dispensing Qsymia. Corrective action will be initiated



by VIVUS for distributors and pharmacies found non-compliant with the
REMS.

9.  VIVUS will conduct surveys and audits of certified pharmacies to ensure that
Qsymia is being dispensed according to the REMS requirements. The
pharmacies will submit REMS quarterly compliance reports to VIVUS as
described in the REMS supporting document. If a certified pharmacy is found
to be non-compliant, VIVUS will institute corrective action.

10. VIVUS will ensure that the online and print Qsymia REMS Pharmacy Training
modules, Pharmacy Enrollment Forms, and Qsymia REMS Pharmacy Support
Center contact information are available on the REMS Program website
(Wwww.QsymiaREMS.com) as well as by calling the Qsymia REMS Pharmacy
Support Center (1-855-302-6698) or VIVUS Medical Information (1-888-998-
4887).

i. VIVUS will ensure that the Qsymia REMS Pharmacy Training and
Pharmacy Enrollment Forms can be completed online or in paper form
and submitted to the Qsymia REMS Pharmacy Support Center by fax (1-
855-302-6699).

ii.  VIVUS will ensure that pharmacies that submit Pharmacy Enroliment
Forms are notified within 48 hours of receipt of the enrollment form and
advised of next steps to complete the certification. Processing of
enrollment forms and pharmacy management systems verification will be
required to complete the certification.

11. If there are substantive changes to the Qsymia REMS or REMS program,
VIVUS will update all affected materials and notify certified pharmacies.
Substantive changes are defined as:

i. significant changes to the operation of the Qsymia REMS or REMS
Program, or
ii. changes to the Prescribing Information and Medication Guide that affect
the risk-benefit profile of Qsymia
Based on monitoring and evaluation of these elements to assure safe use, VIVUS will

take reasonable steps to improve implementation of these elements to meet the goals of
the REMS.

D. Timetable for Submission of Assessments

VIVUS will submit REMS Assessments to FDA 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 days before the submission date for that assessment. VIVUS will submit each
assessment so that it will be received by the FDA on or before the due date.

RE-03-001-02
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Medication Guide

MEDICATION GUIDE
QSYMIA® (Kyoo sim ee” uh)
(phentermine and topiramate extended-release)

Capsules 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 healthcars
provider or pharmacist.

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

(For other side effects, also see "What are the possible side effects of
Qsymia?”)

Qsymia can cause serious side effects, including:

Birth defects (cleft lip/cleft palate). If vou take Qsymia during pregnancy,
your baby has a higher risk for birth defects called cleft lip and cleft palate.
These defects can begin 2arly in pregnancy, even before you know you are
pregnant.

Women who are pregnant must not take Qsymia.
Women who can become pregnant should:

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

]

. 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
» The Qsymia Pregnancy Surveillance Program at 1-888-993-4887

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 agoressive, 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 anagle closure glaucoma).

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

Qsymia is a federally contrelled 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. Mever give your Qsymia to anyone else, because it may
cause death or harm them. Selling or giving away this medicine is against the law.
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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 monocamine oxidase inhibitors (MAQIs) ar
have taken MAQIs in the past 14 days.

are allergic to topiramate, sympathomimetic amines such as phentermine, ar
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?

Tell your healthcare provider if you:

are pregnant or planning to become pregnant

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 behawvior
have eye problems, especially glaucoma

hawve a history of metabelic acidesis (too much acid in the blood) 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 kidney problems, have kidney stones, or are getting kidney dialysis
have liver problems
have seizures or convulsions (epilepsy)

are breastfeeding. It is not known if Qsymia passes into your breast milk. You
and your healthcare provider should decide if you will take Qsymia or
breastfeed. You should not do both.

Tell your healthcare provider about all the medicines you take, including
prescription and non-prescription 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 and Qsymia.

Reference ID: 3634966
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» Water pills (diuretics) such as hydrochlorethiazide (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 DEPAKCTE®)

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 yvour healthcare provider.
* (symia 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

> Take one Qsymia 3.75 mg/23 mg capsuls (Figure A) once each morning
for the first 14 days

= After taking Qsymia 3.75 mg/23 mag capsule for 14 days, then take one
Qsymia 7.5 ma/46 mag capsule {Figure B) once each morning

+  After taking Qsymia for 12 weeks

= Your healthcare provider should either (1) tell you to stop taking Qsymia
ar (2) 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 one Qsymia 11.75 mg/69 mg capsule (Figure C) once each moming
for 14 days

o After taking 14 days of Qsymia 11.25 ma/62 mg capsule, then take one
Osymia 15 mg/92 mg capsule (Figure I') once 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 17 weeks of treatment on the higher
dose,

11
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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 yvou how to stop taking Qsymia slowly.

Figure A Figure B Figure C Figure D

Osymia (3.75 me/23 mg] Qaymia (7.5 mp/d6mg) Osymia (1125 mep/69 mg) Osymia (15 mg/52 mg)
Cap and body are purple  Cap ks purple with white  Cap and body are yallow  Cap s yellow with black

SATA

Gir 5L

£T/50E m
=ED

with white printing printing and the bady is  with Black printing printing and the bady is
yallow with black whita with blagk printing
printng

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. Ses "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 or 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?

+  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.

+ Concentration, memory, and speech difficulties. Qsymia may affect how
you think and cause confusion, problems with concentration, attention, memaory,
or speech. Tell your healthcare provider if symptoms occur.

+ Increases of acid in bloodstream (metabolic acidosis). If left untreated,
metabolic acidosis can cause bnttle or soft bones (osteoporosis, osteomalaca,
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 hunary (loss of appetite)
feel changes in heartbeat
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have trouble thinking clearly
Your healthcare provider should do a blood test to measure the level of acid in
yvour 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.

* Paossible 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. Drinking plenty of fluids when taking Qsymia to help decrease
yvour chances of getting kidney stones. If you get severe side or back pain,
and/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.

Commaon side effects of Qsymia include:

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

+ 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.

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 VIVUS at 1-888-998-4887 or FDA at 1-800-FDA-1088.

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 Qsymia

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

This Medication Guide summarizes 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
healthcare 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-releass

Inactive Ingredients: methylcellulose, sucrose, starch, microcrystallineg 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.

This Medication Guide has been approved by the U.S. Food and Drug
Administration.

Vivus

Copyright @ 2012-2014 VIVUS, Inc. All rights reserved.

VIVUS, Inc
351 East Evelyn Avenue
Mountain View, CA 294041 USA

US Patent Numbers: 7,056,890; 7,553,818; 7,659,256; 7,674,776; 8,580,298;
and 8,580,299

Qsymia is a registered trademark of VIVUS, Inc.
© 2012-2014, VIVUS, Inc.

ME-03-001-04
Issued; XX/ KKK
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Risk of Birth Defects with Qsymia Patient Brochure

Qsymia
e

Risk of Birth Defects with Qsymia®

(phentermine and topiramate extended-release) capsules CIV

Please read the following important safety information about the use of Qsymia in females who
can become pregnant.

You are considered a female who can become pregnant if this applies to you:

« You have never had a hysterectomy [uterus removed), surgical sterilization (tubes tied),
or both ovaries removed and

« You have not gone through menopause. Menopause should be
confirmed by your healthcare provider

1) Qsymia can increase the risk of a birth defect called cleft lip or cleft
palate [as shown in the picture)

+ These defects happen early in pregnancy, sometimes even before
you know you are pregnant cleft lip

2] You should have a pregnancy test taken BEFORE starting treatment with Qsymia and EVERY
MONTH after that while on treatment

+ Talk with your healthcare provider about when and where to have your pregnancy
testing performed

« If you have a positive pregnancy test, or you miss a period, or you think you might be
pregnant, you must not start (Jsymia, or if you are already taking (Jsymia, you should stop it
mmmediately and tell your healthcare provider nght away

3) While you are on (Jsymia therapy, you should use effective birth control methods every time
vou have sex with a male

« Certain birth control methods are effective when used alone. Other birth control methods are
not as effective by themselves, so you should use a second method of birth control

Talk to your healthcare provider to help decide what birth control options are best for you.

Please see the chart on the back to review birth control options.

15
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OPTION 1

Highly Effective Methods

to Use Alone

Your Birth Control Options

OPTION 2
Acceptable Methods
to Use Together

One method from this list J OR

- Intrautering device (IUD) or
intrautari

Co

Levonorgestral-releasing 115

- Progaestin implant
- Tubal sterilization
- Male pariner's vassciomy /lj

Kﬁ'ﬁ'p inmind, e
choose are always us

i One method from this list JGR E

Hormonal Contraception
- Estrogen and progestin
Oral [the pill)
nal patch

Trans
13l ring

omnly

Oeal

-\‘_ Injection /}
+

One method from this list j

Barrier Mathod

- Diaphragm [with spermicide)

- Cervical cap (with spermicida)

- Male condom (with or
without spermicida) -/,

Qsymia
e

OPTION 3
Acceptable Methods
to Use Together

One method from this list

Barrier Method
- Diaphragm [with spermicide)

- Cervical cap (with spermicida) y,

o

-
-

One method from this list

ven the most effective birth control methods can fail. But vour chances of getting pregnant are lowest if the methods you
ed correctly and every time you have sex.

Flease read the accompanying (Jsymia® Medication Guide as it contains additional
important safety information about your treatment. 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 (Jsymia, talk to your healthcare provider or
pharmacist, contact VIVUS Medical Information at 1-888-998-4887, or visit the Web site

www. (JsymiaREMS.com.

.' Iwh 0 P2-20W VTWUE, bne Al sghis reserved. 00/ 2014 RE-00-005-02
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Healthcare Provider Counseling Tool for Females of Reproductive Potential

Qsymia
s

Healthcare Provider Counseling Tool for Females
of Reproductive Potential

Use this counseling tool to discuss the increased risk of teratogenicity associated with the use of
(Jsymia® with your patients, and the important steps that should be taken to minimize the risk of
fetal exposure,

Females of reproductive potential are women who have NOT had a hysterectomy, bilateral
oophorectomy, or medically documented spontaneous ovarian failure, and have not
gone through menopause. Menopause should be clinically confirmed by an individual's
healthcare provider.

The following points should be reviewed and discussed with all females of reproductive potential:
+()symia can increase the risk of congenital malformations, specifically orofacial clefis

- Advise patients that orofacial clefts (cleft lip and cleft palate) ocour early in pregnancy,
at~5 to 6 weeks gestation (post-conception), which may be before a patient realizes she is
preégnant

- Effective methods of contraception should be used consistently during treatment with Qsymia

- Advise patients that they should consistently use effective methods of contraception while
taking (Jsymia

- The table on the back provides effective methods of contraception to review and discuss
with your patient

- Consider referral to a gynecologist if addihonal counseling or contraceptive selection
15 required

» Pregnancy testing is recommended before initiating treatment with Qsymia and monthly
during treatment

- Advise patients to undergo pregnancy testing before starting (Jsymia and monthly thereafter.
Discuss with patients whether pregnancy testing should be performed in the office or with a
home pregnancy test

- Advise patients that if they have a positive pregnancy test initially, they will not be prescribed
(symia, and if they are already taking (Jsymia and realize they are pregnant, they must stop it
immediately and report the pregnancy to you

- Review the Risk of Birth Defects with (}symio patient brochure and the Osymia Medication
Guide with your patient. Provide these documents to your patient

17
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OPTION 1
Highly Effective Methods
to Use Alone

N It
One method from this list
-

- Intrauterine device [IUD) or

intrauterine s

Copper IUD
Levomomgestrel-raleasing [U5
- Progestin inplant

- Tubal sterilization

|'\"-.\1:!]|= pariner's vz

sACtomy

. O
Qsymia
{phentzrmine and fopramats
wrde?-:emb:&]mgﬁ

Acceptable Contraception Methods
for Females of Reproductive Potential

OPTION 2
Acceptable Methods
to Use Together

DR[ One method from this list

Hormonal Contraception
Dgen :':u:i_: i
Orral (the pill)
Transdermal patch

Vaginal ring

astin omly
Oreal

N Y,

'\\_ Injaction
.

One method from this list

Barrier Method

- Diaphragm (with spermici

» Cervical cap (with sparm
- Male condom [with or
without sparmicide)

' iws 072204 MTHLE, bnc Al sghis esarwsc]. DR/7014 RE-03-006-02

OPTION 3
Acceptable Methods
to Use Together

o
) OR E One method from this list

Barrier Method

- Diaphragm (with spermicide)

+ Cervical cap (with spermuicide)

.

One method from this list ]

Barrier Method

i [with or
micide)
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Prescriber Dosing and Management Checklist

Qsymia
e
mmsht
Prescriber Dosing and Management Checklist
Osymia* is indicated as an adjunct to a reduced-calorie diet and increased
physical activity for chronic weight B in adult patients with an initial
body mass index (BMI] of:
- 30 kg/m? or greater [obese] ar

- 27 kg/m* or greater [overweight] in the presence of at least one weight-related
comorbidity such as hypertension, type 2 diabetes mellitus, or dyshpidemia

Limitations of Use:

- The effect of stm.u on cardiovascular morhidity and mortality has not
been establishe . i

- The safety and effectiveness of (Jsymia in combinaticn with other products
intended for weight luss.in:ludiuigmmdplian and over-the-counter drugs,
and herbal preparations, have not been established

Identify Appropriate Patients

O BMI* 30 or greater [obese) or BMI 27 or greater [overweight] with
at least one weight-related comorbidity such as hypertension,
type 2 diabetes mellitus, or dyslipidenia
O Must NOT be pregnant, trying to get pregnant, or unable/unwilling to comply
with contraceptive guidance
O Must not have glaucoma
O Must not have hyperthyroidism
O Must not be using mencamine oxidase inhibitors [MAOLs)
or have used them within 14 days
O Must not have known hypersensitivity or
idinsyncrasy to the sympathomimetic amines .

o

Start =
Write 2 prescriptions: B
- Qeymia 3.75 mg/23 mg [starting doss)

for the first 14 days i

. 12 (Y]

- Qsymia 7.5 mg/ 46 mg (recommended dosea) o it o

after the first 14 days T 1 capte PO g

For Do W Jaap

- Once daily, in the morning,
with or without food L9

- Moderate hepatic impairment or

moderate/severe renal impairment: s ition 1
dose should not exceed 7.5 mg/46 mg w
- Suggested follow-up: 2-6 weeks ! ‘..N'
Instruct patients to begin Qsymia treatment T
a3 follows: mm—

1. Take only one 375 mg/23 mg* capsule sach morning for the first 14 days D
of treatment.

2. AFTER the first 12 days of 3.75 mg/23 mg treatment is complets, take one e
7.5 mp/46 mg* capsule each morning,

4. Do NOT take 575 mg/23 mg and 7.5 mg/ 46 mg at the same time.

Reference ID: 3634966
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Counsel Patients

Counsel patients at each visit to:

- Consistently use contraception to avoid pregnancy because of the increased
risk of teratogenicity, if she is a female of re; uctive tial. Refer these
patients to the Risk of Birth Defects with i patient brochure

- Modify their lifestyle, eat properly, and engage in regular physical activity

- Not share (Jsymia with anyone else

- Report any symptoms of concern

Monitor Patients

Monitor all patients at sach visit for:

- Weight, status of comorbidities, and achievement of goals
- Adjustments /modifications to concomitant medications

- Use of effective contraception, if applicable. Test for pregnancy
on amaonthly basis if patient is a female of reproductive potential

« Heart rate: discontinue for sustained elevations
- Emergent/worsening depression, suicidal thoughts or behaviors

- Important side effects (e.g., cognitive dysfunction, glaucoma,
ms;?:bu]jca:idosis, k.idng)—' stomes) . &

- Consider lowering dose or discontinuing medication for patients who
exparience important side effects

After 12 weeks at recommended dose of 7.5 mg/46 mg": @@=
- If waight loss less than 3%, discontinue (Jsymia or escalate the dose
* T escalate dose, write 2 prescriptions:

- (Jsymia 11.25 mg/69 mg [titration dose] for 14 days

- Osymia 15 mgfo2 mg after 14 days
- (Qsymia 3.75 mg/23 mg and Osymia 125 mg/ 69 mg are for titration purposes only
* Instruct patients to escalate the Qsymia dose as follows:

1. Take only one 11.25 mg/69 mg' capsule sach moming for 1 days © %= e
of dose escalation.

2. AFTER the 14 days of dose escalation with 11.25 mg/69 mg is complate, ¥= =
take only one 15 mg/92 mg* capsule each morning.

4. Do NOT take 11.25 mg/69 mg and 15 mg/92 mg at the same time.

After additional 12 weeks following dose escalation

to 15 mg/92 mg:

- If weight loss less than 5% after 12 weeks, discontinue treatment

- Discontinue (symia 15 mg/92 mg gradually by taking a dose every
other day for at least 1week prior to stopping altogether, due to the possibility
of precipitating a seizure with abrupt cessation of the drug

UM is smnasmred in kgl
*Fiills el shawe as actual sk,



Important Safety Information

(symia® is contraindicated in 1in patients with glaucoma; in idism; in patients recaiving treatment or within 14 days following treatment with
mmomnemﬂasemhihm: Is]; or in patients with hypersensitivity or idiosy W to sympathomimeti mnas,mpuﬂmnm,m!:nydthmacmmgmd:aw

(symia can cause fetal harm. Females of reproductive potential should have a negative pregnancy test before treatment and monthly thereafter and use effective
contraception consistently during (psymia therapy. If a patient becomes pregnant while taking (Qsymia, treatment should be discontinued immediately, and the patient should
heinﬁmmndoflhepmanl:{al hazard to the fetus.

(Qsymia can cause an increase in resting heart rate. Regular measurement of resting heart rate is recommended for all patients taking Qsymia, especially patients with cardiac
or cerebrovascular disease or when ininating or increasing the dose of Qsymia. (Jsymia has not been studied in patients with recent or ble cardiac or cereb lar
diseass and therefore use is not recommendad.

Topiramate, a component of (Jsymia, increases the risk of suicidal thoughts or behavior in patients taking these drugs for any indication. Fatients should be monitored for
the emergence or worsening of depression. suicidal thuﬁhmorhsha?iur. and/or any unusual changes inmooed or behavior, Discontinue (Jsymia in patients who experience

suicidal thoughts or behaviors. Qsymia is not recommended in patients with a history of suicidal atempts or active suicidal ideation.

Acute angle closure glaucoma has been reported in patients treated with topiramate, a component of Qsymia. Symptoms include acute onset of decreased visual acuity and/
or eye pamn. Symptoms typi ocrur within 1month of initiating treatment with topiramate but may occur at any time during therapy. The primary treatment to reverse
symptoms is immediate discontinuation of Qsymia.

(symia can cause mood disorders, indudin&lde'pmssi.m and anxiety, as well as insomnia. (Jsymia can cause cognitive dysfunction (e.g., impairment of concentration/

attention, difficulty with memory, and speech or language problems, particularly word-finding difficulties). Since Qsymia has the potential to impair cognitive function,
patients should be cautioned about operating hazardous machinery, including automokiles.

Hyperchloremic, non-anion gap. metabolic acidosis has been reported in patients treated with Qsymia. If metabolic acidosis develops and persists, consideration should be
given to reducing the dose or discontinuing Qsymia.

(Jsymia can cause an increase in serum creatinine. If persistent elevations in creatining occur while taking Clsymia, reduce the dose or discontinue Qsymia.

‘Weight loss may increase the risk of hypoglycemia in patients with type 2 diabetes mellitus treated with insulin and /or insulin secre! ues (e.g., sulfonylureas). Qsymia has
not been studied in combination with msulin. A reduction in the dose of antidiabetic medications which are non-glucose-dependent should be considered to mitigate the risk

of hypoglycemia.

The most commonly oheerved side effects in controlled clinical studies, 5% and at least 15 times placebo, include paraesthesia, dizziness, dysgeusia, insomnia, constipation,
and dry mouth,

To report negative side effects, contact VIVUS Inc, at 1-888-998-4887 or FDA at 1-800-FDA-1088 or www: fdo.gov/medwatch.

stm_ia'@
o

“\'U!i @ 2012-2014 VIVUS, Inc. Al rights reserved. DBf2014 RE-03-007T-02
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Online Qsymia REMS HCP Training Program

Important Safety Information § Full Frescribing Information §| Medication Guide

Welecome to the

Qsymia® (phentermine and topiramate extended-release) capsules CIV
Healthcare Provider Training Program

Overview

FDA has required a Risk Evaluation and Mitigation Strategy (REMS) for Qsymia so that healthcare providers can
be informed about the increased risk of teratogenicity associated with Qsymia therapy.

Purpose
The purpose of the REMS is to inform prescribers and females of reproductive potential (FRP) about the:

* Increased risk of congenital malformations, specifically orofacial clefts, in infants exposed to Qsymia during the
first trimester of pregnancy

+ Importance of pregnancy prevention for FRP
* Need to discontinue Qsymia immediately if pregnancy occurs

This is an audio program. You will hear its entire contents via voice-over narration.
This program should take approximately 20 minutes of your time to complete.

S 1 of 30
" -0 creen 1 of
Qsymia Next b —
(pherdermie el iyl :
et shee|cpsin §

www.GsymiaREMS.com sl bl
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Important Safety Information | Full Prescribing Information §| Medication Guide

Before you consider prescribing Qsymia, it is important to be aware of the
increased risk of teratogenicity associated with Qsymia therapy.

The information presented in this Training Program does not include a complete
list of all risks and safety information on Qsymia.

Before prescribing Qsymia, please read the Qsymia Prescribing Information and
Qsymia Medication Guide available within this presentation.

Further information is also available on the Web site www.QsymiaREMS.com

" O Screen 2 of 30
QSYITIIB' 4« Back

[phertrmse ied hprumak
el el rain g

www.QsymiaREMS.com
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Important Safety Information Full Prescribing Information | Medication Guide

Complete the Qsymia Healthcare Provider Training Program in 3 easy steps:

Register Read Review
Register for the program Read through the REMS Review your knowledge by answering
(which includes providing your information for Qsymia some true or false questions

NPI or DEA # for validation)

0 : Screen 3 of 30
Qsymia 1 Back Next » ]
pherkrmire arc ek : =
et e B

WIWW ,.gs] [miaREMS.com ® 20122074 VIVSS Ing. AN rghes reseried
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Important Safety Information § Full Prescribing Information § Medication Guide

Once you complete the program, you will have the opportunity to print out all the
Qsymia materials, including:

* Healthcare Provider Counseling Tool « Dear Healthcare Provider Letter

for Females of Reproductive Potential
* Qsymia Prescribing Information

* Prescriber Dosing and Management

Checklist « Qsymia Medication Guide
* Risk of Birth Defects with Qsymia * Certificate of Completion
patient brachure
- 0 Scraen 4 of 30
Qsymia { Back Next »
(phorbrming el lypearule
el opn g
www.QsymiaREMS.com e
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.'_ Bl Imporiant Safety Information | Full Prescribing Inf tion | Medication Guide

Complete the registration form below

First Name

Lasl Name DEA #

Are you a MD. DC:I. PA . HP . I am & Kaser Permanenle Healthcare Provider -

Date of Birth MMDDAYYY Telephone (Optional)

E-Mail Confirm E-Mail

Why do we need this information?
As part of the Qsymia REMS, it is important to ensure that physicians who are prescribing Qsymia
have received training on the teratogenic risks associated with Qsymia.

0 o - Screen S of 20
Qsymia 4 Back
Iﬂmlmr?mllmud;: s =
D 20122074 VIVUS Inc. AB rights neserves 082014
www.QsymiaREMS.com v ot cies 882114
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Important Safety Information | Full Prescribing Information | Medication Guide

Indication and Patient Selection

Qsymia is indicated as an adjunct to a reduced-calorie diet and increased physical activity for chronic weight
management in acult patients with an initial body mass index (BMI) of:

* 30 kg/m*® or greater (obese), or
+ 27 kg/m? or greater (overweight) in the presence of at least one weight-related comorbidity such as
hypertension, type 2 diabetes mellitus, or dyslipidemia
Limitations of use:
* The effect of Gsymia on cardiovascular morbidity and mortality has not been established

* The safety and effectiveness of Qsymia in combination with other products intended for weight loss,
including prescription and over-the-counter drugs, and herbal preparations, have not been established

0 Screen 7 of 30
Qsymia « Back Next »
penkrnine xonrns :
ek efise| opoe
www.QsymiaREMS.com bbbl g
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Important Safety Information § Full Prescribing Information § Medication Guide

Increased Risk of Teratogenicity
Qsymia is classified as Pregnancy Category X

« Qsymia is contraindicated in pregnant women because the use of Qsymia can cause fetal harm.
Available data indicate an increase in oral clefts (cleft lip with or without cleft palate) in infants
exposed to topiramate, one of the components of Qsymia, during the first frimester of pregnancy.

4 ‘0 Screen 8 of 30
Qsymia ¢ Back | Next » _B ]
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Important Safety Information | Full Prescribing Information | Medication Guide

Increased Risk of Teratogenicity (con't)

Studies evaluating the risk of major congenital malformations and/or oral clefts with exposure to
topiramate, a component of Qsymia, during pregnancy include the following:

= The North American Anti-Epileptic Drug (NAAED) Pregnancy Registry (2010) analysis

= A retrospective evaluation of a Wolters Kluwer claims database (January 2003-December 2010 from
the United States)

* A retrospective cbservational study using 4 U.S. electronic healthcare databases (FORTRESS)

= A case-control study using data from the Slone Epidemiolegy Center Birth Defects Study (BDS,
1987-2009) and the Centers for Disease Control's (CDC's) National Birth Defects Prevention Study
(NBDPS, 1996-2007)

2 <G e Screen 9 of 30
Qsymia « Back
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Important Safety Information | Full Prescribing Information § Medication Guide

Increased Risk of Teratogenicity (con't)

The NAAED Pregnancy Registry
reports an estimated increase in
risk for oral clefts of 9.60 (95% CI

SUMMARY OF STUDIES EVALUATING THE ASSOCIATION
OF TOPIRAMATE IN UTERO EXPOSURE AND ORAL CLEFTS

ORAL CLEFTS | MAJOR CONGENTTAL MALFORMATI ONS

EPIDEMIOLOGY

3.60-25.70). SALL . INCRO AT RS
An increass in oral clefis was WOLTERS KLUWER* 147 0.36-5.06 1.12 0.81-1.55
observed with all dose strengths FORTRESS 222 0.786.36 1.21 0.99-1.47
of topiramate.
SLONECDC 5.36 1.498-20.07 1.01 0.37-3.22
Sptzsared by tie maker of Qeymia® [rhentenzine wod topiramane
axiended reb agruing (1%,
Cloeoufldence lnlereal
These data show that exposure to topiramate, a component of Qsymia, in
pregnancy is associated with a 2- to 5-fold increase in risk of cral clefts.
Other data sources confirm the increased risk of oral clefts with topiramate
exposure during pregnancy (ie, animal studies and Adverse Event Reporting
System data).
O Screen 10 of 30
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Important Safety Information § Full Prescribing Information | Medication Guide

Counseling for Females of Reproductive Potential*
Qsymia can cause fetal harm,

Advise females of reproductive potential that you recommend:

« Pregnancy testing prior to beginning Qsymia and monthly during therapy

* Use of effective contraception consistently during Qsymia therapy: even females who believe they cannot
become pregnant should use effective contraception while taking Qsymia

« If you become pregnant while taking Qsymia, stop Qsymia immediately and notify your healthcare provider

"Females of reproductive potential are women who have NOT had a hysterectomy, bilateral oophorectomy, or
medically documented spontaneous ovarian failure, and have not gone through menopause. Menopause should be
clinically confirmed by an individual's healthcare provider.

Advise nursing mothers not to use Qsymia. Qsymia may be present in human milk because topiramate
and amphetamines (phentermine has pharmacologic activity and a chemical structure similar to
amphetamines) are excreted in human milk.

cr f 30
i .@ = Screen 11 of
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Important Safety Information § Full Prescribing Information | Medication Guide

Dispensed to Patients Through Certified Pharmacies

Qsymia is available only through certified pharmacies that provide a Qsymia Medication Guide and Risk of Birth
Defects with Qsymia patient brochure with every prescription and refill as required by the REMS.

Please note that Qsymia is not available outside this network of certified pharmacies. (A full listing of certified
pharmacies can be accessed at the end of this presentation.)

G ) Sereen 13 of 30
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Dosage and Administration

Important Safety Information | Full Prescribing Information

| Medication Guide

Initiation of Treatment

* Qsymia should be taken in the morning, with or
without food

Avoid dosing with Qsymia in the evening due to
the: possibility of insomnia

For patients with moderate hepatic impairment or
moderate/severe renal impairment, the Qsymia
dose should not exceed the recommended dose
of Qsymia 7.5 mg/46 mg (phentermine 7.5 mg/
topiramate 46 mg extended-release)

The suggested follow-up after administration of
initial treatment is 2 to 8 weeks

To initiate treatment: Start with one Qsymia

3.75 mg/23 mg (phentermine 3.75 mg/ topiramata
23 mg extended-release) capsule each moming
for the first 14 days; then increase to
recommended dose of one Qsymia 7.5 mg/

46 ma capsule each morning

1a
|phardamee el i
sieit-eheriaren g

(4 Back

wil]Eanm I‘.ruh;mt
" one 3.75 mg/23 mg
Adult with body capsule each moming for the

miass ineex (FM'J first 14 days; then increase 1o
of a?nr ;;;:’} recommended dose of
gren ane 7.5 mg/46 mg capsule

each morming

APPROPRIATE
PATIENT
SELECTION

Adult with BMI of
27 kg/m® or grealer
Invemcighmih
waight-reloted
co-morbidity
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Dosage and Administration (con't)

Important Safety Information § Full Frescribing Information | Medication Guide

Evaluate weight loss with the
recommended dose of Qsymia, 7.5 mg/46
mg. at week 12 of treatment

If a patient has not lost at least 3% of baseline
body weight on the recommended dose of
Qsymia, 7.5 mg/46 mg, discontinue Qsymia or
escalate the dose as directed, as it is unlikely
that the patient will achieve and sustain

z Evaluate weight loss
at 12 weeks

Y
Less than 3% 3% or greater > sz;f?&“&”
]

clinically meaningful weight loss at the Qsymia ¥ Y
7.5 mg/46 mg dose. P M“&'ﬁ?mjm by
To escalate the dose: Increase to one Qsymia M) 11.25 mg/69 mg gpﬁulu for 14 days
11.25 mg/62 mg (phentermine 11.25 mg/ then incroase 1o o 15 mg/92 mg
topiramate 69 mg extended-release) capsule Copsulo sech mocming
each morning for 14 days, fellowed by dosing
one Qsymia 15 mg/92 mg (phentermine 15 mg/
topiramate 92 mg extended-release) capsule
each morning.
Screen 15 of 30
1 Back
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Important Safety Information | Full Prescribing Information | Medication Guide

Dosage and Administration (con't)

Evaluate weight loss following dose
escalation to Qsymia 15 mg/92 mg

after 12 weeks of treatment Evaluate weight |m,§ after
If a patient has not lost at least 5% of % ooks o 13 ing/Na xag
baseline body weight on Qsymia 15 mg - v

192 mg, discontinue Qsymia, as it is

unlikely that the patient will achieve and

sustain clinically meaningful weight loss Less than 5% of baseline
with continued treatment.

To discontinue Qsymia 15 mg/92 mg, v

have the patient take a dose every other = :

day for at least 1 week prior 1o stopping To discontinu 15 1mg/o2 mg. taka dose
treatment altogether, due to the every other day for at least 1 week
possibility of precipitating a seizure with to avoid precipitating a seizure
abrupt cessation of dosing.

Screen 16 of 30
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Important Safety Information

Qsymia 4 Back
e ® 0 bonnge

Full Prescribing Infarmation

Medication Guide

Please complete your certification by taking the following brief quiz.

Screen 17 of 30
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Important Safety Information | Full Prescribing Information

treated with Qsymia is that of terategenicity (birth defects), specifically the risk of
cleft lip with or without cleft palate.

O True O False

1 Of 5 ‘ True or False: The major risk for females of reproductive potential (FRP) being

Screen 18 of 30
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Important Safety Information | Full Prescribing Information | Medication Guide

treated with Qsymia is that of teratogenicity (birth defects), specifically the risk of
cleft lip with or without cleft palate.

O True O False

1 Of 5 True or False: The major risk for females of reproductive potential (FRP) being

The correct answer is TRUE.

Topiramate, a component of Qsymia, has been associated with an increased risk of cleft lip with
or without cleft palate in infants exposed to topiramate during the first trimester of pregnancy.

0 Scraan 19 of 30
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impartant Safety Information | Full Prescribing Information | Medication Guide

f True or False: If a patient hasn't achieved 3% weight loss following 12 weeks

o of treatment on the recommended dose of Qsymia 7.5 mg/46 mg (phentermine
7.5 mg/topiramate 46 mg extended-release), discontinuation of therapy or dose
escalation should be considered.

O True O False

O Screan 20 of 30
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important Safety information | Full Prescribing Information | Medication Guide

f True or False: If a patient hasn't achieved 3% weight loss following 12 weeks
o of treatment on the recommended dose of Qsymia 7.5 mg/46 mg (phentermine

7.5 mg/topiramate 46 mg extended-release), discontinuation of therapy or dose
escalation should be considerad.

O True O False

The correct answer is TRUE.

If a patient has not lost at least 3% of baseline body weight on Qsymia 7.5 mg/46 mg, discontinue
Qsymia or escalate the dose as directed, as it is unlikely that the patient will achieve and sustain
clinically meaningful weight loss at the Qsymia 7.5 mg/46 mg dose.

Screen 21 of 30
strnia‘o « Back
pheriermne and o
sy pun
www.QsymiaREMS.com chols s
41

Reference ID: 3634966



o Screen 22 of 30

www.QsymiaREMS.com e o e
REL3004-02

42
Reference ID: 3634966



Important Safety Information § Full Prescribing Information | Medication Guide

of True or False: Women taking Qsymia should use contraception unless they
have had infertility or trouble getting pregnant in the past.

O True O False

The correct answer is FALSE.

ALL women, except those who have gene through mencpause or undergone surgical sterilization,
should be advised to consistently use effective contraception, even women who have had
difficulty getting pregnant in the past.

Screen 23 of 30
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Imporiant Safety information | Full Prescribing Information | Medication Guide

Of True or False: If| don't think & patient is at risk for pregnancy, | den’t need to
discuss contraception.

O True O False

The correct answer is FALSE.
It is important to have this conversation with all patients. It is important to know whether a patient is:
* Trying te get pregnant and not using contraception, in which case do not prescribe Qsymia

= Sexually active and what contraception she is using, in which case reinforce the importance of
consistent use of effective contraception

= Surgically sterilized or has gone through menopause that has been clinically confirmed. in which case
no contraception is required

It is important to have this conversation with all patients, so that if there is a female of reproductive potential in
the house, the patient knows to keep Qsymia in a secure location and not share it with anyone else,

Screen 25 of 30
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The correct answer is FALSE.

If a woman believes she might be pregnant, she should stop taking Qsymia immediately and
contact her healthcare provider.

o Screen 27 of 30
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Please review the Qsymia
Prescribing Information
and Qsymia Medication
Guide before prescribing.
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important Safety Information | Full Prescribing Information | Medication Guide

Congratulations!

You have completed the Qsymia Healthcare Provider Training Program. Take this opportunity to review
printable versions of the Qsymia REMS materials by clicking on the links below cr learn more about Qsymia by

going to www.QsymiaREMS com.

Reference ID: 3634966

+ Healthcare Provider Counseling Tool for Females - ia Prescribing Infor
of Reproductive Potential
» Qsymia Medication Guide
- Prescriber Dosing and Management Checklist
* Cerlificate of Completion
= Risk of Birth Defects with Qsymia patient brochure
* Certified Pharmacy Locator on
» Dear Healthcare Provider Letter www. GsymiaREMS.com
O Screen 29 of 30
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Close

Qsymia® (phentermine and topiramate
extended-release) capsules CIV
Healthcare Provider Training Program

Mamsz  Johm Q. Sample

Dtz August 13, 2014

This certificate confirms that you have completed the Qisymia
Healthcare Provider Training Program,
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Full Prescribing Informaticn | Medication Guide

Important Safety Information

For more information, contact VIVUS Medical Information
at 1-888-998-4887 or visit

www.QsymiaREMS.com
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Important Safety Information

Qsymia® is contraindicated in pregnancy; in patients with glaucoma; in hyperthyroidism; in
patients receiving treatment or within 14 days following treatment with monoamine oxidase
inhibitors (MAQIs); or in patients with hypersensitivity or idiosyncrasy to sympathomimetic
amines, topiramate, or any of the inactive ingredients in Qsymia.

Qsymia can cause fetal harm. Females of reproductive potential should have a negative
pregnancy test before treatment and monthly thereafter and use effective contraception
consistently during Gsymia therapy. If a patient becomes pregnant while taking Qsymia,
treatment should be discontinued immediately, and the patient should be informed of the
potential hazard to the fetus.

Qsymia can cause an increase in resting heart rate. Regular measurement of resting heart rate is
recommended for all patients taking Qsymia, especially patients with cardiac or cerebrovascular
disease or when initiating or increasing the dose of Gsymia. Qsymia has not been studied in
patients with recent or unstable cardiac or cerebrovascular disease and therefore use is

not recommended.

Topiramate, a component of Qsymia, increases the risk of suicidal thoughts or behavior in
patients taking these drugs for any indication. Patients should be monitored for the emergence or
worsening of depression, suicidal thoughts or behavior, and/or any unusual changes in mood or
behavior. Discontinue Qsymia in patients who experience suicidal thoughts or behaviors. Gsymia
is not recommended in patients with a history of suicidal attempts or active suicidal ideation.

Acute angle closure glaucoma has been reported in patients treated with topiramate, a
component of G@symia. Symptoms include acute onset of decreased visual acuity and/or eye
pain. Symptoms typically occur within 1 month of initiating treatment with topiramate but may
occur at any time during therapy. The primary treatment to reverse symptoms is immediate
discontinuation of Qsymia.

Qsymia can cause mood disorders, including depression, and anxiety, as well as insomnia. Qsymia
can cause cognitive dysfunction (e.g., impairment of concentration/attention, difficulty with
memory, and speech or language problemns, particularly word-finding difficulties). Since Qsymia
has the potential to impair cognitive function, patients should be cautioned about operating
hazardous machinery, including automobiles.

Hyperchloremic, non-anion gap, metabolic acidosis has been reported in patients treated with
Qsymia. If metabolic acidosis develops and persists, consideration should be given to reducing
the dose or discontinuing Qsymia.

Qsymia can cause an increase in serum creatinine. If persistent elevations in creatinine occur while
taking Qsymia, reduce the dose or discontinue Qsymia.

This information comes from a link to QsymiaREMS.com
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information aceded to use
QSYMIA" safely and effectively. See full prescribing
Information for QSYMIA

OSYMIA {phentermine and topiramate extended-release)
capsules, for oral wse, CIV
Initial US. Approval: 20012

e INDICATIONS AND USAGE
symia is a combination of ph a symp. Emdne
sc, and topi ded-release, an anticpileptic drug,

indicated as an adjunct 1o 4 reduced-calorie diet and increased

physical activity for chronic weight management in adults with an

initial body mass index (BM1) of:

» kgl or greater {obese) (1) or

® 27 kpfnr® or greater (overweight) in e presence of at least one
weight-relaied comarbidity such as hyperiension, type 2 diabetes
mellinus, or dyslipidemia (1)

Limi Use:

s The effect of Qymis an cunds lar marhidity and
has not been established (1).

» The safety and effectivencss of Qsymia in combination with other
products intended for weight loss, including prescription and over-
the-counter drugs, and berbal preparations, have not been
established (1).

DOSAGE AND ADMINISTRATION

® Take once daily s moming. Avoid evening dose Lo prevent
insomnia (2,11

# Recommended dose: Qsymia 3.75 mg/23 mg (phenterming 3.75
mgftopiramate 23 mg extended-release) daily for 14 days; then
increase fo 7.5 mg™46 mg daily (2.1).

* Diiscontinue of escalate dose (as desceribed) if 396 weight foss is not
achieved after 12 weeks on 7.5 mgh6 mg dose (210

» Discontinue Qeymis if 5% weight loss is nod achicved afler 12
weeks oa maximam daily dose of 15 mg2 mg (2.1).

= Discontinue 15 mg92 mg dose gradually (as described) 10 prevent
possible seizure (2.1).

» Do not exceed 7.5 mp/db mg dose for patients with moderate or
severe renal impairment or patients with moderate hepatic
impairment (2.1, 2.3).

DOSAGE FORMS AND STRENGTHS e
Capsules: (7 o i g e tenaded-rel

* 175 mgf23 mg (3)

= Known hypersensitivity or idsosyncrasy to sympathommimetic
amings (4)

B - WARNINGS AND PRECAUTIONS e
= Fetal Toxicity: Females of reproductive potential: Obtain negative
test before treatment and monthly thereafter; use

effective contraceptson. Qsymia is available through a limited
program under a Risk Evaluation and Mitigation Strategy (REMS)
(5.1

» Increase in Hean Rate: Monitor hean rate in all patients, especaally
those with cardiac or cerebrovascular discase (5.2

= Suicidal Behavior and Ideation: Monitor for depression or suicidal
thoughis. Discontinue Qsymia if sympioms develop (5.3).

® Acute Myopia and Secondary Angle Closure Glovcoma:
Discontinue Qsymia (3.4)

» Mood and Sleep Disorders: Consader dose reduction or withdraual
for clinically significant or persistent sympioms (5.5)

= Cognitive I : May couse di in ion o
memory. Caution patienis about operating automobiles or
hagardouws machmery when stafting treatment (5.6,

- ic Acidosis: M el before/durmg treatment
(5.7

= Elevaied Creatinine: Measure creatinine before/during trestment
(5.8).

@ Use of Antidinbetic Medications: Weight loss may cause
hypoglycemia. Measure serum glucose before/dunng beatment
(5.9

wrrmrrerees ADVERSE REACTIHONS oo s e e e o
Most commaon adverse reactions (incidence greater than or equal 1o
5% and at a rate at least 1.5 times placebo) are: paraesthesia,

dizzi dy i, i ipation, and dry mouth (6.1).

To report SUSPFECTED ADVERSE REACTIONS, contact
VIVUS Inc., st 1-888-998-4887 or FDA at |-800-FDA- 1088 or

———————DRUG INTERACTHINS ——————————

# Ol contraceptives: Altersd exposare may cause irregular
bleading but not increased rsk of pregnancy.  Advise paticnts not
1o discontinge oral conreeptives if spotting occurs {7.2).

* CNS dey including alcohol: P CNS dep
effects, Avoid congomitant use of alcobol (7.3).
* Non-potassium sparing diurcti iate hyp

May p
Measune potassivm before/during treatment {7.4).

This information comes from a link to QsymiaREMS.com

Reference ID: 3634966

53




MEDICATION GUIDE
QSYMIA® (Kyoo sim ee’ uh)
(phentermine and topiramate extended-release)
Capsules 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?

(For other side effects, also see "What are the possible side effects of
Qsymia?”)

Qsymia can cause serious side effects, including:

+« Birth defects (cleft lip/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.

Women who are pregnant must not take Qsymia.
Women who can become pregnant should:

1. Have a negative 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
= The Qsymia Pregnancy Surveillance Program at 1-888-958-4887
+ Increases in heart rate. Qsymia can increase your heart rate at rest. Your

This information comes from a link to QsymiaREMS.com
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Print Qsymia REMS HCP Training Program

Qsymia® (phentermine and topiramate extended-release) capsules CIV
Healthcare Provider Training Program

Overview

FDA has required a Risk Evaluation and Mitigation Strategy (REME] for Qsymia so that healthcare
providers can be informed about the increased risk of teratogenicity assoclated with Qsymia therapy.

Purpose
The purpose of the REMS 1s to inform prescribers and females of reproductive potential ([FRP) about the:

* Increased rizk of congenital malformations, specifically orofacial clefts, in infants exposed to Osymia
during the first trimester of pregnancy

* Importance of pregnancy prevention for FRP

* Noed to discontinue Qsymia immediately if pregnancy occurs

Complete the Qsymia Healthcare Provider Training Program in 2 easy steps:

1. Read through the entirety of thiz program.

2. Confirm vou've read through and understand the program’s content by faxing vour completed
assessment and registration information to VIVUS at 1-855-736-7320,

Step 1: Read through the entirety of the program

e >
Before you consider prescribing Qsymia, it is important to be aware of the increased risk |
of teratogenicity associated with Qsymia therapy.

The information presented in this Training Program does not include a complete list of
all risks and safety information on Qsymia.

Before prescribing Qsymia, please read the accompanying (Qsymia Prescribing
Information and Qsymia Medication Guide.

K]E'urt.lmr information is also available on the Web site www.QsymiaREMS.com.

Indication and Patient Selection

Dsymia iz indicated as an adfunct to a reduced-calorie diet and increased physical activity for chronic
welght management in adult patients with an initial body mass index (BMI) of:

+ 310 kg/m* or greater (ocbese], or

* 27 kg/m* or greater (overwelght) in the presence of at least one welght-related comorbidity such as
hyvpertension, tvpe 2 diabetes mellitus, or dvslipidemia

Limitations of use:
» The effect of Qoymia on cardiovascular morbidity and mortality has not been established

» The safety and effectiveness of Qsymia in combination with other products intended for weight loss,
including prescription and over-the-counter drugs, and herbal preparations, have not been establiched

stmia'@

. | {phentering and lopiramale
www.()JsymiaREMS.com i i o o S
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Increased Risk of Teratogenicity
Daymia iz classifled as Pregnancy Category X

* Dzymia iz contraindicated In pregnant women because the use of Qsymia can cause fetal harm.
Avallable data Indicate an Increase in oral clefts (cleft lip with or without cleft palats) in infants
exposed to toplramate, one of the components of Qsymia, during the first frimester of pregnancy.

Studies evaluating the risk of major congenital malformations and/or oral clefts with exposure to
topiramate, a component of Qsyvmia, during pregnancy include the following:

* The North American Antl-Epileptic Drug (NAAED) Pregnancy Reglstry (2010) analysis

+ A retrospective evaluation of a Wolters Kluwer claims database (Tanuary 2003-December 2010 from the
United States)

* A retrospective observational study using 4 U.5. electronic healthcare databases [FORTEESE)

* A case-confrol study using data from the Slone Epldemiology Center Birth Defects Study (EDS, 1087-
2009) and the Center: for Disease Control’s (CDC's) National Birth Defects Prevention Study (NEDPS,
1098-2007)

The NAAED Pregnancy Reglstry reports an estlmated increase in risk for oral clefts of 8.60
(95% CI 3.60-25.70).

An Increase in oral cleftz was cbserved with all dose strengths of topiramate.

SUMMARY OF STUDIES EVALUATING THE ASSOCIATION
OF TOPIRAMATE IN UTERO EXPOSURE AND ORAL CLEFTS

EPIDEMIOLOGY ORAL CLEFTS MAJOR CONGENITAL MALFORMATIONS
N
0DDS EATIO : INCREASE IN RISK
1.12

WOLTERS KLUWER*® 1.47 0.36-6.06 0.81-1.33
FORTRESS* 2.22 0.78-6.36 1.21 0.99-1.47
SLONE/CDC 5.36 1.49-20.07 1.01 0.37-3.22

*Sponaared by the meker of Daymia® [phentermine and topizamats
mctended-release] capoules CIV.

Cl=oonfidence interval

These data show that exposure to topiramate, a component of Qsvmia, in pregnancy is assoclated with a
2- to 5-fold increase in risk of oral clefts.

Other data sources confirm the increaszed risk of oral cleftz with topiramate exposure during pregnancy
(e, animal studies and Adverse Event Reporting System data),

www.QsvmiaREMS.com
v Qs mia'@
]ws' £ 2012-2014 VIVUS Ino. All righta regerved. FE-03-002-02 08,2014 'IJ'EIIIH‘]XM:I IFI'H‘EIE
sierenekes ks 8

2
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Counseling for Females of Acceptable Contraception Methods

Reproductive Potential* for Females of Reproductive Potential
Qsymia can cause fetal harm. . . L.
] ; Option 1 - Highly Effective Methods to Use Alone
Advise females of reproductive . .
potential that you recommend: [ One method from this list
* Prognancy testing prior to + Intrauterine device [TUD] ar intrauterine system (7S] » Progestin implant
beginning Qsymia and monthly - Copper IUDY » Tubal sterilization
dl.l.l'lIIB ‘LhBI‘ap}’ - Levonorgestral-releasing IS * Male partner's vasectomy
# Use of effective contraception OR
consistently during Qsymia
thorapy; even females who Option 2 - Acncptahlc Methods to Use Tﬂgﬂthi}]‘
believe they cannot become [ . . 1 1
pregnant shyuuld use offective One method from this list H One method from this list
contraception while taking Hormonal Contraception Barrier Mathod
Osymia * Estrogen and progestin + Diaphregm [with spermicide)
- Oval (the pill) * Cervical cap (with spermicicds)
# If you become pregnant while Transdermal i i
- 5 patch # Male condom {with or without
tE.HIlE QH}F'D].LH, EtDP qﬂ}"ﬂllﬂ - Viginal ring £} werrn i)
immediately and notify vour « Progestin only
healthcare provider < Oral '
= Injection J
*Fomales of reproductive potential OR
are women who have NOT
had a hysterectomy, bilateral Option 3 - Acceptable Methods to Use Together
oophorectomy, or medically — y
documented spontansous ovarian One method from this list One method from this list
fallure, and have not gone through Barrler Method Barrier Mathod
menopause. Menopause should * Diaphragm (with spermicida] = Male condom {with or without
be U]].lllclﬂll}’ confirmed h}’ an * Carvical cap (with spermicide) spermicide)
individual’s healthcare provider. o .

Advise nursing mothers not to use Qsymia. Qsymia may be present in human milk because topiramate and
amphetamines [phentermine has pharmacologic activity and a chemical structure similar to amphetamines)
are excreted in human milk.

Find patient education and other support fools at www.QsymiocREMS.com.

Dispensed to Patients Through Certified Pharmacies

Daymia iz available only through certified pharmaciss that provide a Osymia Medication Guide and Risk
of Birth Defects with Qeymia patient brochure with every prescription and refill as required by the REMS.

Please note that Osymia iz not available outside this network of certified pharmaciss.
A full listing of the certified pharmacies can be found at: www.)svmiaREMS.com.

.. O
Qsymia
www.(JsymiaREMS.com gnmg;;d EE.L“&.‘T‘L )
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Dosage and Administration

3 mﬂm ith ;?5 23 aule
masa i WiLh one 5./ cap
» Noymia should be taken in the morning, ﬂﬁﬂi ""“l“’“"’,";f....ﬂ’ti o
with or without food E:" doae of ane 7.5 mg/
* Avold dosing with Qsymia in the evening APPROPRIATE P
due to the possibility of insomnia PATIENT e plenning to
SELECTION romme pregoant
* For patlents with moderate hepatic -
impairment or moderate/severe renal
Adhlt with BMI of
impairment, the Qsymia dose should 27 loglint ox genter
not exceed the recommendsd dose of T loverweight] with
Nsymia 7.5 mg/46 mg (phentermine 7.5 mg/ oo-moehidi 5--13,

topiramate 46 mg extended-relsass)
* The suggestad follow-up after administration of initial treatment is 2 to 8 wesks

* To initiate treatment: Start with one Osymia 3.75 mg/23 mg (phentermine 3.75 mg/topiramate 23 mg
extended-releass) capsule each morning for the first 14 days; then increase to recommended dose of
one Osymia 7.5 mg/46 mg capsule sach morning

Evaluate weight loss with the recommended dose
of Qsymia, 7.5 mg/46 mg, at week 12 of treatment

If a patient has not lost at least 3% of
baseline body weight on the recommended

Evaluate weight loss .
at 12 weeks

Losg than 55 3% or groat

Oonti
> dose of 7.5 mglf mg

dose of Qaymia, 7.5 mg/46 mg, discontinus |

Dsvmia or escalate the dose as directed, as ¥ ¥

it 1s unlikely that the patient will achisve _ : den ;
and sustain clinically meaningful weight trentment bm;lﬁmﬁ"ﬂﬂ ms.:ﬂpmh
loas at the Qsymia 7.5 mg/46 mg dose. 15 757 g el mach Mg

To escalate the dose: Increase to one Qsymia 11.25 mg/
69 mg (phentermine 11.25 mg/topiramate 69 mg extended-
release) capsule each morning for 14 days, followed by
dosing one Qsymia 15 mg/92 mg (phentermine 15 mg/
topiramate 92 mg extended-release) capsule each morning,

Evaluate weight loss following dose escalation to
Qsymia 15 mg/92 mg after 12 weeks of treatment

If a patient has not lost at least 5% of baseline body weight
on (Jsymia 15 mg/92 mg, discontinue Qsymia, as it is
unlikely that the patient will achieve and sustain clinically

meaningful weight loss with continued treatment.

Evaluate weight loss after

12 weeks on 15 mg/92 mg

Leas than 5% of bassline
To discontinue Qsymia 15 mg/92 mg, have the patient take

a dose every other day for at least 1 week prior to stopping ¥
treatment altogether, due to the possibility of precipitating
a seizure with abrupt cessation of dosing.

Discontinune treatment
To dicoontinme 15 mg/82 mg, take doos
every other deay for at lsast 1 weak
to avoid precipitating a seizure

www.(QsymiaREMS.com

VIVUS" & 2012-2014 VIVUSE Ino. All righto reserved. FE-03-003-02 0872014 {ohenl=rmneand '.(FI'H'IEI“

eiendecethse) camsuks @
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Step 2: Confirm yvou've read through and understand the Qsymia REMS by answering
5 assessment questions found on the next page.

Fax your completed assessment and registration information to VIVUS at 1-855-736-7329.

Additional information and tools can be found at www.QsymiaREMS.com.
* Healthcare Provider Counseling Tool for Females of Reproductive Potential

» Prescriber Dosing and Management Checklist

* Risk of Birth Defects with )svmia patient brochure

= Dear Healthcare Provider Letter

* Qsymia Prescribing Information

* Qsymia Medication Guide Certified

+ Cortified Pharmacy Locator on www.QsymiaREMS.com

For more information, contact VIVUS Medical Information at
1-888-008-4887 or visit www.QsymiaREMS.com.

stmia'@

" : {phenlermine and lepiramale
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Important Safety Information

Dsymia® iz contraindicated in pregnancy: in patients with glaucoma; in hyperthyroldism; in patients
recelving treatment or within 14 days following treatment with moncamine oxidase inhibitors (MAOIs);
or in patlents with hypersensitivity or idicsyncrasy to sympathomimetic amines, topiramate, or any of the
Inactive ingredients in Qsymia,

Dsymia can cause fetal harm, Females of reproductive potential should have a nagative pregnancy

test before treatment and monthly thereafter and use effective contraception consistently during
Dsymia therapy. If a patient becomes pregnant while taking Qsymia, treatment should be discontinued
immediately, and the patient should be informed of the potential hazard to the fatus.

Dsymia can cause an increase In resting heart rate. Regular measurement of resting heart rate iz
recommended for all patients taking Qsymia, especially patlents with cardiac or cersbrovascular disease or
when initlating or increazing the doze of Qsymia. Qsvmia has not been studied in patlents with recent or
unstable cardiac or cerebrovascular disease and therefore use is not recommended.

Topiramate, a component of Qsymia, increases the risk of sulcidal thoughts or behavior in patlents
taking these drugs for any indication. Patlents chould be monitored for the emergence or worsening of
depression, sulcidal thoughts or behavior, and/or any unusual changes in mood or behavior, Discontinue
Dsymia in patlents who experlence sulcidal thoughts or behaviors, QOsymia is not recommended in
patlents with a history of suicidal attempts or active suicidal 1deation.

Acute angle closure glancoma has been reported in patients treated with topiramate, 2 component of
Dsymia. Symptoms include acute onset of decreased visual acuity and/or eve pain. Symptoms typleally
occur within 1 month of initlating treatment with toplramate but may occur at any time during therapy.
The primary treatment to reverse symptoms 1z immediate dizcontinuation of Qsymia,

Dsymia can cause mood disorders, including depression and anxiety, as well as insomnia. Qsymia can
cause cognitive dysfuncton (e.g., impairment of concentration/attention, difficulty with memory, and
speech or language problems, particularly word-finding difficulties). Since Qsymia has the potential to
impair cognitive function, patients should be cautioned about operating hazardous machinery, including
automaobiles.

Hyperchloremic, non-anion gap, metabolic acldosis has been reported in patients treated with Osymia.
If metabollc acldosis develops and persists, consideration should be given to reducing the dose or
discontinuing Qsymia.

Dsymia can cause an increase in serum creatinine. If persistent elevations in creatinine ocour while taking
Dsymia, reduce the dose or discontinue Qsvmia.

Weight loss may Increase the rick of hypoglycemia in patients with tvpe 2 diabetes mellitus treated with
insulin and/or insulin secretagogues (e.g., sulfonylureas). Osymia has not been studied in combination
with insulin. A reduction in the dose of antldiabetic medications which are non-glucose-dependent
should be considered to mitigate the rizk of hypoglveemia,

The most commonly observed side effects in controlled clinical studies, 5% or greater and at least 1.5
times placebo, include paraesthesia, dizziness, dysgeusla, insomnia, constipation, and dry mouth.

To report negative side effects, contact VIVUS, Inc. at 1-888-008-4887 or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

www.QsvmiaREMS.com

v Qs miqa'E
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Qsymia® (phentermine and topiramate extended-release) capsules CIV
Healthcare Provider Training Program

Complete the following information (Please Print)

FiestName | | | | [ [ [ [ | [ [ [ [ [ [ Jwes| | | [ ][] ] ][]
LastNemo | | | | | [ | | | | | | [ [ [ |omas] | | | [ ][] ]]]
areyous [ | MD [ DO [|PA [ | NP I am a Kaizer Permanents Healthoars Provider: [ |
DateofBirth || | ||| [ | [ [ | Telephome(optional) | | | || | | |[ | | | |
Bmatl | [ | [ [ [ [ [T TTIITTII I T]]

addrssy [ [ [ [ [ [ [ [T ][ ][] smo[]]
adaros2 [ [ [ [ [ [ [ [[JJT T[] = [[]]T]
eey [ [JIIJTIITTTITT]

Assessment Questions

To complete the process and confirm that you have been trained on the Qsymia REMS,
fax this completed form to VIVUS at 1-855-736-7320.

The major rick for fomales of reproductive potential (FEP) being treated
1 with Qsymia is that of teratogenicity (birth defocts), specifically the rick of I:l
cleft lip with or without cleft palate.

If a patient hasn't achieved 3% weight loss following 12 weeks of treatment

2 on the recommended dose of Qsvmia, 7.5 mg/46 mg (phentermine 7.5 mg/ I:l
topiramate 46 mg extended-relsase), discontinuation of therapy or dose
escalation should be considered.

3 Women taking Osvmia should use contraception unless they have had I:I
infertility or trouble getting pregnant in the past.

HEIEA RN

4 If I don't think a patient iz at risk for pregnancy, I don't need to |:|
discuss contraception.

5 If a woman thinks she is pregnant, she should continue taking Osymia I:I
until the pregnancy is confirmed.

[ ]

Please review the Osymia Prescribing Information and Osymia Medication Guide before prescribing.

Qsymia
{shentzrming and kepiramalz
www.(JsymiaREMS.com ORD1 b S
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Assessment Answers

True or False: The major risk for females of reproductive potential (FEP) being treated
with Qsymia is that of teratogenicity (birth defects), specifically the risk of cleft lip with or
without cleft palate.

(" The correct answer is TRUE. N
Topiramate, a component of Qsvmia, has been associated with an increased risk of
cleft lip with or without cleft palate in infants exposed to topiramate during the first

~\tril:llem‘terr of pregnancy. )

True or False: If a patient hasn't achleved 3% welght loss following 12 weeks

of treatment on the recommended dose of Qsymia, 7.5 mg/46 mg (phentermine 7.5 mg/
topiramate 46 mg extended-release), discontinuation of therapy or dose escalation should
be considered.

"f The correct answer is TRUE. A

If a patient has not lost at least 3% of baseline body weight on Qsymia 7.5 mg/46 mg,
dizcontinue Qsyvmia or escalate the dose as directed, as it 13 unlikely that the patient will

\ achieve and sustain clinically meaningful weight loss at the Qsymia 7.5 mg/46 mg dose. J

True or False: Women taking Qsvmia should use contraception unless they have had
infertility or trouble getting pregnant in the past.
- ™,
(" The correct answer is FALSE. )
ALL women, except those who have gone through menopause or undergone surgical
sterilization, should be advised to consistently use effective contraception, even
. women who have had difficulty getting pregnant in the past.
o

True or False: If I don't think a patlent 1z at risk for pregnancy, I don't need to discuss
contraception.

fT]la correct answer is FALSE.

It 1z important to have this conversation with all patients. It 1z important to know
whether a patient is:

+ Trying to get pregnant and not using contraception, in which case do not
prescribe Qsymia
Sexually active and what contraception she is using, in which case reinforce the
importance of consistent use of effective contracepton
Surglcally sterilized or has gone through menopause that has been clinically
confirmed, in which case no contraception is required
It iz important to have this conversation with all patients, so that if there 1z a fomale

of reproductive potentizl in the house, the patient knows to keep Qsymiain a
\_secure location and not share it with anvone else.

J

True or False: If a woman thinks che iz pregnant, she should continue taking Qsymia until
the pregnancy 1z confirmed.

' . B
The correct answer is FALSE.
If a woman believes she might be pregnant, she should stop taking Qsymia
\_immediately and contact her healthcare provider. Y,

www.OQsvmiaREMS.com Q . @

| symia
iphenlerrine and lopiramele
s el o
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Dear Healthcare Provider Letter

stmia'@
(phentermine and fopiramate
ilendeddesse] capa ks @

IMPORTANT DRUG WARNING -
REMS required for Qsymia® [phentermine and topiramate extended-release) capsules CIV

Subject: Risk of Teratogenicity with Qsymia
FDA-Required Risk Evaluation and Mitigation Strategy (REMS)

Date
Dear Healthcare Provider:

VIVUS would like to inform you of the increased risk of teratogenicity with Qsymia in order to ensure
its safe and appropriate use. This letter does not describe all the risks associated with Qsymia.

(Jsymia is a schedule IV controlled substance [C-IV).

(Qsymia is indicated as an adjunct to a reduced-calorie diet and increased physical activity for chronic
weight management in adult patients with an initial body mass index (BMI) of:

- 30 kg/m? or greater (obese], or

- 27 kg/m® or greater [overweight) in the presence of at least one weight-related comorbidity such as
hypertension, type 2 diabetes mellitus, or dyslipidemia

Limitations of Use:

- The effect of Qsymia on cardiovascular morbidity and mortality has not been established

- The safety and effectiveness of Qsymia in combination with other products intended for weight loss,
including prescription and over-the-counter drugs and herbal preparations have not been established

The Food and Drug Administration [FDA) determined a Risk Evaluation and Mitigation Strategy is
necessary to ensure the benefits of Qsymia outweigh the increased risk of teratogenicity.

Risk of Teratogenicity associated with Qsymia therapy

- Qsymia can cause fetal harm. A fetus exposed to topiramate, a component of Qsymia, in the first
trimester of pregnancy has an increased risk of oral clefts (cleft lip with or without cleft palate)
according to data from pregnancy registries and epidemiology studies

- (symia is contraindicated in pregnancy [Pregnancy Category X)

Please continue to following page
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Recommendations to mitigate the risk of teratogenicity in females of reproductive potential

taking Qsymia®

- Females of reproductive potential should have a negative pregnancy test before starting Qsymia
and monthly thereafter during Qsymia therapy

- Females of reproductive potential should use effective contraception consistently during
Qsymia therapy

- If a patient becomes pregnant while taking Qsymia, treatment should be discontinued immediately,
and the patient should be apprised of the potential hazard to the fetus

Patient counseling regarding the risk of teratogenicity associated with Qsymia therapy

- Advise females of reproductive potential to use effective contraception consistently while taking
Qsymia because (Jsymia can cause certain kinds of birth defects (oral clefts). Even females who
believe they cannot become pregnant should use effective contraception consistently while
taking Qsymia

- Inform patients who become pregnant while taking Qsymia to discontinue (Qsymia immediately,
and contact you for further follow-up

(symia Healthcare Provider Training Program
Training, support, and additional information about the increased teratogenic risk are available for
prescribers. Visit www.QsymiaREMS.com to take the prescriber training program.

Uispen sing by certified pharmacies

Qsymia is available only through certified pharmacies that provide a Qsymia Medication Guide and
Risk of Birth Defects with Qsymia patient brochure with every prescription and refill as required by
the REMS. (Jsymia is now available through certified retail pharmacies in addition to certified mail
order pharmacies. The list of certified p]‘larmacies can be found at www.QsymiaREMS.com.

Reporting adverse events

Healthcare providers should report all suspected adverse events associated with the use of Qsymia.
If you become aware of a patient experiencing an adverse event while taking Qsymia, please
contact VIVUS Medical Information at 1-888-998-4887 or the FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

Please see the accompanying Osymia Prescribing Information, Qsymia Medication Guide
and Risk of Birth Defects with Qsymia patient brochure. For more information,
visit www.QsymiaREMS.com or cail VIVUS Medical Information at 1-888-998-4887.

Sincerely,

Santosh T. Varghese, MD
Vice President, Medical & Regulatory Affairs, Pharmacovigilance, and QA
VIVUS, Inc.

'EEUS 0 FIH- 2044 WAL, Inc. &l rigihis. resarverd. DRVCHS FE-00-002-02
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Dear Medical Society Letter
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IMPORTANT DRUG WARNING -
REMS required for Qsymia® (phentermine and topiramate extended-release) capsules CIV

Subject: Risk of Teratogenicity with Qsymia
FDA-Required Risk Evaluation and Mitigation Strategy (REMS)

Date
Dear Medical Society:

VIVUS would like to inform you of the increased risk of teratogenicity with Qsymia in order to ensure
its safe and appropriate use. This letter does not describe all the risks associated with Qsymia.

(symia is a schedule IV controlled substance [C-1V).

Qsymia is indicated as an adjunct to a reduced-calorie diet and increased physical activity for chronic
weight management in adult patients with an initial body mass index (BMI) of:

- 30 kg/m? or greater [obese), or

- 27 kg/m? or greater [overweight) in the presence of at least one weight-related comorbidity such as
hypertension, type 2 diabetes mellitus, or dyslipidemia

Limitations of Use:
- The effect of Qsymia on cardiovascular morbidity and mortality has not been established

- The safety and effectiveness of Qsymia in combination with other products intended for weight loss,
including prescription and over-the-counter drugs and herbal preparations have not been established

The Food and Drug Administration (FDA) determined a Risk Evaluation and Mitigation Strategy is
necessary to ensure the benefits of Qsymia outweigh the increased risk of teratogenicity.

Risk of Teratogenicity associated with Osymia therapy

- Qsymia can cause fetal harm. A fetus exposed to topiramate, a component of Qsymia, in the first
trimester of pregnancy has an increased risk of oral clefts (cleft lip with or without cleft palate)
according to data from pregnancy registries and epidemiology studies

- (Jsymia is contraindicated in pregnancy [Pregnancy Category X)

Please continue to following page
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Recommendations to mitigate the risk of teratogenicity in females of reproductive potential

taking Qsymia®

- Females of reproductive potential should have a negative pregnancy test before starting Qsymia
and monthly thereafter during Qsymia therapy

- Females of reproductive potential should use effective contraception consistently during
Qsymia therapy

- 1f a patient becomes pregnant while taking Qsymia, treatment should be discontinued immediately,
and the patient should be apprised of the potential hazard to the fetus

Patient counseling regarding the risk of teratogenicity associated with Qsymia therapy

- Advise females of reproductive potential to use effective contraception consistently while taking
Qsymia because (Jsymia can cause certain kinds of birth defects (oral clefts). Even females
who believe they cannot become pregnant should use effective contraception consistently while
taking Qsymia

- Inform patients who become pregnant while taking Qsymia to discontinue (Jsymia immediately,
and contact you for further follow-up

Osymia Healthcare Provider Training Program
Training, support, and additional information about the increased teratogenic risk are available for
prescribers. Visit www.QsymiaREMS.com to take the prescriber training program.

Dispensing by certified pharmacies

Qsymia is available only through certified pharmacies that provide a Qsymia Medication Guide and
Risk of Birth Defects with Qsymia patient brochure with every prescription and refill as required by
the REMS. (symia is now available through certified retail pharmacies in addition to certified mail
order pharmacies. The list of certified pharmacies can be found at www.QsymiaREMS.com.

Reporting adverse events

Healthcare providers should report all suspected adverse events associated with the use of Qsymia.
If you become aware of a patient experiencing an adverse event while taking Qsymia, please
contact VIVUS Medical Information at 1-888-098-4887 or the FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

Please see the accompanying Qsymia Prescribing Information, Qsymia Medication Guide,
Risk of Birth Defects with ()symia patient brochure, and Dear Healthcare Provider Letter.
For more information, visit www.OQsymiaREMS.com or call VIVUS Medical Information

at 1-888-998-4887.

Sincerely,

Santosh T. Varghese, MD
Vice President, Medical & Regulatory Affairs, Pharmacovigilance, and QA
VIVUS, Inc.

-' I |' US- B I0A-B04R WIALS, I Allrighte memarvec DEVTTHS AE-03-D06-00
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QsymiaREMS.com

Imgorant Sifaty niermation | Ful Prescing itfornaton | MeSicaion Guide

Heazlthcane Proveder Pharmacy Informatesn for Craymaa Cerimed Rizk of Birth Defects

Trammng Frogram Traming Frogram Fhiarmacsts Pharmacy Metwork Fatent Brochure

stmia’@ | Materials for Healtheare Providers

Healihcare Provider Counaeling Toal

[phentrming and bopiramate for Fsmales of Rapmiuctive Fotantia
E@:ﬂm}lmﬁ Prescnber Dosing and Managemem Checklist

Risk Evaluation and Mitigation Strategy (REMS) HosiNG-e F e T g

Dear Heallh Provider Lett
£ Risk Evalustion ard Mitigation Strategy (REMSE] is 8 strategy to manage known or potential Far A Fmeer Fee

senous risks asscciated with a drug product and is required by the Food and Orug Ful Prazeribing Infanmation
Administration (FO&| 10 snsure that the bensfis of 2 drug owtweigh its nsks. The FDA has
reguired a REMS far Qsymia

Waterials for Patients

:Esuﬂﬁse of the Qeymia FEMS i 1o inform preacibers and femaies of reproductive potentiasl Risk of Birtn Defects with Gapmia patient brochurs
+ Increased nzk of corgenital malfarmation, specifically orofacial defis, ininfants exposed to Medic ation Guids

Qayria during the fisst timester of pregrancy ) )
« Impotance of pregrancy grevantion for femaes of mproductive patentisl recaiing Caymia Thesa malarials can be downloadad and primad

+ Need 10 disgcontinge Osymia immedistely if pregnancy’ pCecurs

Healthcare Provider Training Program
9 9 For agditional information, please comtact WIVLS Medical

The Qsymia REMS includes a haalthcare provider fraining program Irforration at 1-B38-995-4837

Cormpleta tha Gsymia Healthcars
Provider Training Prograrn STARY

Counseling Females on Risk of Birth Defects wilth Qsymia

# Counsel femmales of reproductee potertial al intial and all follow-up wsits on the increased
nsk of orofacisl clefis in infants axposed to Wswmia :;Llnng the frst inmastar of pregnancy

« Counssl females af reproductive potential to have a pregnancy test before staring Qsymia
and maethly thareafter during tharapy

= Discuss the need for consistent use of effective contracegtion during theragy

= Make uze of tha REMS tools supoortng patisnt education that are avalable on ths Web site

Dispensed to Patients Through Certified Pharmacies
Qeyrua iz avalable only througn cetified pharmacies. Click Hare to laarm mars
Prvacy Palicy - Tarms of Use

S2012-2114 VIS Inc. Al rights reserved
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Pharmacy Enrollment Form - Independent Pharmacy

a.
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stmjas 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 cerfified pharmacies and the terms of the agreement contained
in this form As the designated Authorized Pharmacy Representative, I acknowledge that:

1. Ihave reviewed and successfully completed the Qsymua Pharmacy Training Program and the
knowledge assessment questions.

2. Tunderstand the nisks associated with Qsymia.

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

The pharmacy management system configuration and/or updates will be in place and
venfied with the Qsymia REMS Pharmacy Admimistrator to ensure that Qsymia
prescription claims are submitted in accordance with the program requirements.

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

My certified pharmacy will refrain from reselling or transferring Qsymia to another
pharmacy or distributor.

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

All Qsymia prescription claims, regardless of the method of payment, must be processed
through my pharmacy management system, claims routing switch, or through pharmacy
software system for Qsymia REMS verification.

My certified pharmacy is subject to, and nmst 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

D 2012-2014 VIVUS, Inc. All rights reserved. 082014 RE-03-013-01 Page lof2
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4 Twill oversee compliance with the Qsymia REMS program requirements.

5. Tacknowledge, that prior to Qsymia REMS pharmacy certification, the Qsymia REMS
Pharmacy Support Center will contact me if an agreement is needed to permit the switch
provider to use prescription data from this pharmacy to conduct the REMS.

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 (855-302-6699).

Once this form is successfully processed, you will receive a fax or e-mail with instructions on
how to submit test transaction(s) to the Qsymia REMS program to ensure that your pharmacy
management system has been successfully confisuredupdated to comnmnicate with the Qsymia
REMS program Upon successful verification of connectivity, you will be provided with the
Terms & Condifions to become certified. Once fhis process i1s complete your pharmacy will
receive a confirmation from the Qsymia REMS Pharmacy Support Center and you will be
considered certified and permitted to order, receive, and dispense Qsymia.

If vou have any questions or require additional information, please contact the (Qsvmia
REMS Pharmacy Support Center at 1-855-302-6698.

‘(WUS'
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Pharmacy Enrollment Form - Corporate Entity of Retail Chain Pharmacy

a.
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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, Qsvmia is available through a
limited program under the REMS. Under the Qsymia REMS, only certified pharmacies may
distribute Qsynua. 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. Ihave reviewed and successfully completed the Qsymia Pharmacy Training Program and the
knowledge assessment questions.

2. Tunderstand the risks associated with Qsymia.

3. Tunderstand and agree to comply with the requirements of the Qsymma REMS program for
pharmacies.

The pharmacy management system configuration and/or updates will be in place and
verified with the Qsymia REMS Pharmacy Support Center to ensure that Qsymia
prescription claims are submitted in accordance with the program requirements.

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.

All certified retail pharmacy dispensing locations will refrain from reselling or
transferring Qsymia fo another pharmacy or distributor.

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 Osymia
patient brochure each fime Qsymia is dispensed.

I will mamtam all records of certified retail pharmacy dispensing location fraiming and
acknowledgement forms.

All certified retail pharmacy dispensing locations will be made aware that all Qsymia
prescription claims, regardless of the method of payment, must be processed through our

pharmacy management system and “phammacy claims routing switch™ for Qsymia REMS
verification.

~ o 20122014 VIVIUTS, Inc. All rights reserved. 022014 BRE-03-016-01 Page lofd
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g I'will ensure proper authorization or provision of data rights to my switch provider are in
place to meet Qsymia REMS program requirements.

h. Al 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
cerfification.

1. Each corporate entify of a cerfified retail chain pharmacy is subject to, and must comply
with, andit requirements to ensure that the REMS requirements are being followed to
maintain their pharmacy certification under the Qsymia REMS.

4 Twall oversee compliance with the Qsyoua REMS program requirements and will provide
quarterly compliance reports back to VIVUS to assess effectiveness and comply with all
audit requirements.

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 fax or e-mail with instructions on
how to submit test transaction(s) to the Qsymia REMS program to ensure that your pharmacy
management system has been successfully configured/updated to communicate with the Qsymia
REMS program.

After successful completion of the test transaction(s) vou 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.

Vivus

~ o 20122014 VIVIUTS, Inc. All rights reserved. 022014 BRE-03-016-01 Page 2ofd
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The Qsymia Pharmacy Training Program for your pharmacy dispensing locations will be made
available through the Qsymia REMS Pharmacy Support Center. Once the tramming program and
Imowledge assessment are completed at a pharmacy dispensing location within vour
organization it is your responsibility to capture the phammacy dispensing location information
noted below and provide to the Qsvmia 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, recerve, and dispense Qsymua.

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
mumbers, pharmacy DEA, NCPDP ID and NPI numbers; and pharmacy store # (optional).

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

Vivus

~ o 20122014 VIVIUTS, Inc. All rights reserved. 022014 BRE-03-016-01 Page 3of3
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Pharmacy Enrollment Form - Mail Order Pharmacy

._.O
Ssymia ‘E )
HIhQHITEﬂTIXHFd topramale VUS

exended-elease ) capsiles €

stmjas Risk Evaluation and Mitigation Strategy (REMS)
Pharmacy Enrollment Form - Mail Order Pharmacy

Because of the teratogenic risk associated with Qsymua therapy, Qsvmia 1s available through a
limited program under the REMS. Under the Qsymia REMS, only certified pharmacies may
distribute Qsynua. I understand that my certified mail order pharmacy nmst comply with the
program requirements for certified pharmacies and the terms contained in this form  As the
Authorized Pharmacy Representative, I acknowledge that:

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

2. Tunderstand the risks associated with Qsymia.

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

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

b. The pharmacy will refrain from reselling or transferning Qsymia to another pharmacy or
distributor.

¢. The pharmacists and staff involved with the dispensing of Qsvmia will be trained before
dispensing Qsymia about the risks associated with Qsymua and the REMS requirement to
provide a Medication Guide and the Risk of Birth Defects with Osymia patient brochure
each time (Jsymia is dispensed.

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

€. The pharmacy will maintam a list of Qsymia prescnibers that will be provided to VIVUS
monthly.

4 Twall oversee compliance with the Qsyoua REMS program requirements and will provide
quarterly compliance reports back to VIVUS to assess effectiveness and comply with all
audit requirements.

Vivus

"o 2012-2014 VIVUS, Inc. All rights reserved. 08/2014 RE-03-014-01 Page 1 of2
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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 Cirty
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 comntact the Qsymia
REMS Pharmacy Support Center at 1-855-302-6698.

“\*’ us

© 2012-2014 VIVUS, Inc. All rights reserved. 082014 RE-03-014-01 Page 2 of 2
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Online Qsymia REMS Pharmacy Training Module

Qsymia® (phentermine and topiramate extended-release) capsules CIV
Pharmacy Training Program

Overview

The Food and Drug Administration (FDA) has required a Risk Evaluation and
Mitigation Strategy (REMS) for Qsymia to ensure the benefits of Qsymia
outweigh the increased risk of teratogenicity.

Purpose

The purpose of the REMS is to inform prescribers, pharmacies, and females of
reproductive potential (FRP) about the:
» Increased risk of congenital malformations, specifically orofacial clefts, in
infants exposed to Qsymia during the first trimester of pregnancy
» Importance of pregnancy prevention for FRP
» Need to discontinue Qsymia immediately if pregnancy occurs

© 2012-2014 VIVUS Inc. All rights resened, RE-03-017-01 Da2014 1
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The Qsymia Pharmacy Training Program

Complete the Qsymia Pharmacy Certification in 3 easy steps:

1. Read through the entirety of this Pharmacy Training Program and confirm you understand the program's content by
completing the knowledge assessment questions.
= For mail order pharmacies, your knowledge assessment may be completed by the Authorized Pharmacy Representative
(AR) and faxed to the Qsymia REMS Pharmacy Support Center at 1-855-302-6699

= For chain pharmacies, your knowledge assessment responses may be managed by your Authorized Pharmacy
Representative. Please contact your corporate Authonized Pharmacy Representative for instructions on completing your

knowledge assessment

= Forindependent pharmacies, your knowledge assessment may be completed and faxed to the Qsymia REMS Pharmacy
Support Center at 1-855-302-6699

2. Complete Pharmacy Enrollment Form and fax to the Qsymia REMS Pharmacy Support Center at 1-855-302-6699.

= For chain pharmacies, a Pharmacy Enroliment Form must be completed by the Authorized Representative for the corporate
chain organization

» For chain phamacy dispensing locations, a Pharmacy Enrollment Form must be completed by the Responsible Pharmacist,
and can be obtained from the Authorized Representative for the corporate chain organization

» Forindependent pharmacies, a Pharmacy Enroliment Form is required for the Authorized Pharmacy Representative for the
dispensing pharmacy location

» For mail order pharmacies, an Enrollment Form must be completed by the Authorized Representative for the mail order
pharmacy erganization

3. Complete the vendor verification/validation process. Upon successful completion of your training program, knowledge
assessment and enrollment form, you will receive instructions on how to complete the vendor verification steps to verify
your pharmacy management system is successfully connected to the Qsymia REMS network for all Qsymia claims and

dispenses. (This does not apply to Mail Order pharmacies.)

@ 2012-2014 VIVUS Inc. All rights reserved. RE-03-017-01 Da/2014
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The Qsymia Pharmacy Training Program

Step 1: Complete Pharmacy Training Program, Including
Knowledge Assessment

These training materials are being provided to assist pharmacists with
understanding the risks of Qsymia and the pharmacy requirements under
the REMS. Before you are eligible to dispense Qsymia, it is important to be
aware of the increased risk of teratogenicity associated with Qsymia therapy.

The information presented in this Training Program does not include a
complete list of all risks and safety information on Qsymia. Before
dispensing Qsymia, please read the accompanying Qsymia Prescribing
Information and the Risk of Birth Defects with Qsymia patient brochure.

Further information is also available on the Web site,
www.QsymiaREMS.com or by calling the Qsymia REMS Pharmacy
Support Center at 1-855-302-6698.

@ 2012-2014 VIVUS Inc. All rights reserved. RE-03-017-01 Da/2014 3
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Indication and Patient Selection

Qsymia is indicated as an adjunct to a reduced-calorie diet and increased physical activity
for chronic weight management in adult patients with an initial body mass index (BMI) of:

+ 30 kg/m? or greater (obese), or

« 27 kg/m? or greater (overweight) in the presence of at least one weight-related
comoerbidity such as hypertension, type 2 diabetes mellitus, or dyslipidemia

Limitations of use:
* The effect of Qsymia on cardiovascular morbidity and mortality has not been established

+ The safety and effectiveness of Qsymia in combination with other products intended for
weight loss, including prescription and over-the-counter drugs, and herbal preparations,
have not been established

@ 2012-2014 VIVUS Inc. All rights reserved. RE-03-017-01 Da/2014 4
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Increased Risk of Teratogenicity

EEEE——————————————.——S—§—§———iiiiiin——————————a—N—S—n—§—§—M—Miiiiihiih———————"———————¥————™—
Qsymia is classified as Pregnancy Category X

+ Qsymia is contraindicated in pregnant women because the use of Qsymia can cause fetal
harm. Available data indicate an increase in oral clefts (cleft lip with or without cleft palate) in
infants exposed to topiramate, one of the components of Qsymia, during the first trimester of
pregnancy

@ 2012-2014 VIVUS Inc. All rights reserved. RE-03-017-01 Da/2014 5
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Increased Risk of Teratogenicity

Studies evaluating the risk of major congenital malformations and/or oral clefts with
exposure to topiramate, a component of Qsymia, during pregnancy include the following:

+ The North American Anti-Epileptic Drug (NAAED) Pregnancy Registry (2010) analysis

+ A retrospective evaluation of a Wolters Kluwer claims database (January 2003-December
2010 from the United States)

+ A retrospective observational study using 4 U.S. electronic healthcare database (FORTRESS)

+ A case-control study using data from the Slone Epidemioclogy Center Birth Defects Study
(BDS, 1997-2009) and the Centers for Disease Control's (CDC’s) National Birth Defects
Prevention Study (NBDPS, 1996-2007)

The NAAED Pregnancy Registry suggested an estimated increase in risk for oral clefts of 9.60
(95% Cl 3.60 — 25.70).

An increase in oral clefts was observed with all dose strengths of topiramate.

5. )
Qs;ym1a'O
[pherterming and fopiramale  _
extended-elease) capsuis
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SUMMARY OF STUDIES EVALUATING THE ASSOCIATION
OF TOPIRAMATE IN UTERO EXPOSURE AND ORAL CLEFTS

Summary of Data on Teratogenicity Risk

These data show that exposure
to topiramate, a component of

Reference ID: 3634966

AT GY ORAL CLEFTS MAJOR CONGENITAL MALFORMATIONS . . N
L b 7 —— BT Qsymia, in pregnancy is
WOLTERS KLUWER* 1.47 0.36-6.06 1.12 0.81-1.55 _aSSOCIa‘te_d V\‘:Ith a 2- to 5-fcld
increase in risk of oral clefts.
FORTRESS® 2.22 0.78-6.36 1.21 0.88-1.47 .
Other data sources confirm the
SLONE/CDC 5.36 1.458-20.07 1.01 0.37-3.22 . 3 -
increased risk of oral clefts with
w5 topiramate exposure during
pregnancy (ie, animal studies
and Adverse Event Reporting
System data).
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Counseling Provided by HCPs for Females
of Reproductive Potential*

Qsymia can cause fetal harm.
Advise females of reproductive potential that labeling recommends:

» Pregnancy testing prior to beginning Qsymia and monthly during therapy. Specific
documentation of the result is not required at the pharmacy level

«  Use of effective contraception consistently during Qsymia therapy because Qsymia
can cause certain kinds of birth defects (oral clefts). Even females who believe they
cannot become pregnant should use effective contraception while taking Qsymia due
to the potential for increased fertility associated with weight loss

» If a patient becomes pregnant while taking Qsymia, Qsymia should be discontinued
immediately and the patient advised to notify their healthcare provider

*Females of reproductive potential are women who have NOT had a hysterectomy, bilateral oophorectomy, or medically
documented spontaneous ovarian failure, and have not gone through menopause. Menopause should be clinically
confirmed by an individual's healthcare provider.

Advise nursing mothers not to use Qsymia. Qsymia may be present in human milk
because topiramate and amphetamines (phentermine has pharmacologic activity
and a chemical structure similar to amphetamines) are excreted in human milk.

@ 2012-2014 VIVUS Inc. All rights reserved. RE-03-017-01 Da/2014
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Acceptable Contraceptive Methods for
Females of Reproductive Potential (con’t)

Acceptable Contraception Methods for Females of Reproductive Potenti

Option 1

Highly Effective Methods to Use Alone

Oplion 2
Acceptable Methods to Use Together

Option 3
Acceptable Methods to Use Together

One method from this list

One method from this list

One method from this list

® liteaisberineg devise (IUD) or intnaterine syl (ILSS)

Copper IUD

- Levoromestrel-releasing [

Hommonal Contraceplion

® Listropen and progestin

&

One method from this list
Rarrier Met hod
* Diaplimagm (with specmividil
micide)

® Cary p [with 5[

o Mfiale condom (withs or without spesmicide)

Barrier Methiod

wprm (with spermieide)

ap (with sper

s

ha)

One method from this list

Barrier Method
* Male condom (with ar withoul spermicade)

Patient education and other support tools are available at

stmia'@

(phenierming and fopiramale

www.@symiaREMS.com

exferded sekease) apuin @
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Qsymia Is Only Dispensed Through Certified Pharmacies

Under the REMS, Qsymia is only available through certified pharmacies. To become
a certified pharmacy, an authorized or responsible pharmacy representative must
agree to:

Refrain from reselling or transferring Qsymia to another pharmacy or distributor

2. Train pharmacists and staff involved with the dispensing of Qsymia about the risks
associated with Qsymia and the REMS requirement to provide a Medication Guide
and Risk of Birth Defects with Qsymia patient brochure each time Qsymia is dispensed

3. To be subject to and comply with surveys or audits (as applicable) to evaluate
understanding of the risks associated with the use of Qsymia, and compliance with the
requirements of the REMS

The list of certified pharmacies will be updated within 1-2 business days after a new
pharmacy is certified and eligible to dispense. Prescribers and patients will be able to use
a “Certified Pharmacy Locator” tool to identify certified pharmacies in their area, which can
be found at WwWw.QsymiaREMS.com.

Please note that Qsymia is not available outside this network of certified pharmacies.

stmia'©
(pherterming and fopiramae  _
extended-reeese)capsuibs € © 2012-2014 VIVUS Inc. All rights reserved. RE-03-017-01 Da2014 10
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Dispensing Conditions

All Qsymia retail prescription claims, regardless of the method of payment, will be
processed through the pharmacy management system:

i.  For claims that are rejected, Qsymia cannot be dispensed.

ii. For claims that are approved, Qsymia must be dispensed with a Medication Guide
and the Risk of Birth Defects with Qsymia patient brochure each time Qsymia is
dispensed.

Please note that Qsymia is not available outside this network of certified pharmacies.

@ 2012-2014 VIVUS Inc. All rights reserved. RE-03-017-01 Da/2014 1 1
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Prescriber Dosing and Management Algorithm

* Prescriber needs to initiate

Adult with body o lldli;lée 111:31;110::1 :

idi mass index (BMI) with one .75 mg/23 mg capsule
el by prowding wo uf 30 k!_;lm‘ or each morning for the first 14
prescriptions greater (obese) days; then increase to recom-

mended dose of one 7.5 mg/46
mg capsule each mormning

- one for 3.75 mg/23 mg

APPROPRIATE ' :
1 po gaM #14 (no PATIENT s
refills) and SELECTION

- asecond for 7.5

Adult with BMI of

mg/46 mg 1 po gAM 27 kg/m* or greater
#30 (with refills v e g
potentially} co-morbidity

Only one Qisymia capsule to be taken daily, using sequence for dose escalations noted above.

Please see Qsymia Prescribing Information.

stmia'@

(prenterming and kopiamae
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Prescriber Dosing and Management Algorithm (con’t)

* Prescriber needs to escalate
dose by providing two

prescriptions
one for 11.25 mg/69 mg —— —
¢ onlinue recommen
1 po gaM #14 (no refills) Less than 3% 3% argreater 3 “oe0 of 7.5 mg/as mg
and |
\] v
a second for 15 mg/92 Comidir stopping Consider dose escalation
. treatment hy taking one 11.25 mg/69 mg capsule
mg 1 po gam #30 (with e for 14 days, then increase to one
refills pOtEntiaI IY} 15 mg/92 myg capsule each moming

Only one Qisymia capsule to be taken daily, using sequence for dose escalations noted above.

Please see Qsymia Prescribing Information.

O
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Patient Counseling

The Medication Guide and patient brochure contain important information that patients should read
and become familiar with.

Qsymia should be taken in the morning, with or without food.
Avoid taking Qsymia in the evening due to the possibility of insomnia.

Advise patients to start treatment with Qsymia as follows:

* Take one Qsymia 3.75 mg/23 mg capsule once each morning for the first 14 days

= After the first 14 days is complete, take one Qsymia 7.5 mg/46 mg capsule once each morning
= Do not take Qsymia 3.75 mg/23 mg and Qsymia 7.5/46 mg capsules together

If an increase in Qsymia dose is prescribed after medical evaluation, advise patients to increase the
dose of Qsymia as follows:

* Take one Qsymia 11.25 mg/69 mg capsule once each morning for 14 days

= After the 14 days is complete, take one Qsymia 15 mg/92 mg capsule once each morning

= Do not take Qsymia 11.25/69 mg and Qsymia 15 mg/92 mg capsules together

Advise patients NOT to stop Qsymia without talking with their HCP as serious side effects such as
seizures may occur.

@ 2012-2014 VIVUS Inc. All rights reserved. RE-03-017-01 Da/2014 1 4
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Important Safety Information

Qsymia® is contraindicated in pregnancy; in patients with glaucoma; in hyperthyroidism; in patients receiving treatment or
within 14 days following treatment with monoamine oxidase inhibitors (MAQIs); or in patients with hypersensitivity or
idiosyncrasy to sympathomimetic amines, topiramate, or any of the inactive ingredients in Qsymia.

Qsymia can cause fetal harm. Females of reproductive potential should have a negative pregnancy test before treatment
and monthly thereafter and use effective contraception consistently during Qsymia therapy. If a patient becomes pregnant
while taking Qsymia, treatment should be discontinued immediately, and the patient should be informed of the potential
hazard to the fetus.

Qsymia can cause an increase in resting heart rate. Regular measurement of resting heart rate is recommended for all
patients taking Qsymia, especially patients with cardiac or cerebrovascular disease or when initiating or increasing the dose
of Qsymia. Qsymia has not been studied in patients with recent or unstable cardiac or cerebrovascular disease and
therefore use Is not recommended.

Topiramate, a component of Qsymia, increases the risk of suicidal thoughts or behavior in patients taking these drugs for
any indication. Patients should be monitored for the emergence or worsening of depression, suicidal thoughts or behavior,
and/or any unusual changes in mood or behavior. Discontinue Qsymia in patients who experience suicidal thoughts or
behaviors. Qsymia is not recommended in patients with a history of suicidal attempts or active suicidal ideation.

Acute angle closure glaucoma has been reported in patients treated with topiramate, a component of Qsymia. Symptoms
include acute onset of decreased visual acuity and/or eye pain. Symptoms typically occur within 1 month of initiating
treatment with topiramate but may occur at any time dunng therapy. The primary treatment to reverse symptoms is
immediate discontinuation of Qsymia.

@ 2012-2014 VIVUS Inc. All rights reserved. RE-03-017-01 Da/2014 1 5
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Important Safety Information (con’t)

Qsymia can cause mood disorders, including depression and anxiety, as well as insomnia. Qsymia can cause cognitive
dysfunction (e.g., impairment of concentration/attention, difficulty with memory, and speech or language problems,
particularly word-finding difficulties). Since Qisymia has the potential to impair cognitive function, patients should be
cautioned about operating hazardous machinery, including automobiles.

Hyperchloremic, non-anion gap, metabolic acidosis has been reported in patients treated with Qsymia. If metabolic acidosis
develops and persists, consideration should be given to reducing the dose or discontinuing Qsymia.

Qsymia can cause an increase in serum creatinine. If persistent elevations in creatinine occur while taking Qsymia, reduce
the dose or discontinue Qsymia.

Weight loss may increase the risk of hypoglycemia in patients with type 2 diabetes mellitus treated with insulin and/or insulin
secretagogues (e.g., sulfonylureas). Qsymia has not been studied in combination with insulin. A reduction in the dose of
antidiabetic medications which are non-glucose-dependent should be considered to mitigate the risk of hypoglycemia.

The most commonly observed side effects in controlled clinical studies, 5% or greater and at least 1.5 times placebo, include
paraesthesia, dizziness, dysgeusia, insomnia, constipation, and dry mouth.

To report negative side effects, contact VIVUS Inc., at 1-888-998-4887 or FDA at 1-800-FDA-1088 or
www.fda.govimedwatch.

@ 2012-2014 VIVUS Inc. All rights reserved. RE-03-017-01 Da/2014 1 ﬁ
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Additional Information and Tools

Additional information and tools can be found at www.QsymiaREMS.com.

* Healthcare Provider Counseling Tool for Females of Reproductive Potential
» Provider Dosing and Management Checklist

» Risk of Birth Defects with Qsymia patient brochure

» Dear Healthcare Provider Letter

* Qsymia Prescribing Information

* Qsymia Medication Guide

For more information on Qsymia or the Qsymia REMS Program, contact VIVUS
Medical Information at 1-888-998-4887 or visit www.QsymiaREMS.com.

For more information on Pharmacy Certification, contact the Qsymia REMS
Pharmacy Support Center at 1-855-302-6698.

5. )
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Qsymia
(phertrming and fopiramate
extended selegse) capuis @

Completing the Program

Step 2: Confirm Understanding Through Knowledge Assessment

Knowledge assessment questions: (choose True or False)
1.

The major risk for females of reproductive potential (FRP) is that of teratogenicity
(birth defects), specifically the risk of cleft lip with or without cleft palate.

If a woman thinks she is pregnant, she should continue taking Qsymia until the
pregnancy is confirmed.

The Qsymia REMS specifically prohibits certified pharmacies from reselling or
redistributing Qsymia to another pharmacy or distributor.

The Medication Guide and patient brochure Risk of Birth Defects with Qsymia
should be dispensed only with new prescriptions.

All Qsymia prescription claims, regardless of the method of payment, must be
processed through the pharmacy management system.

For claims that are rejected, Qsymia can still be dispensed if the patient pays by
cash.

Qsymia is not available outside the network of certified pharmacies.

@

True

Confirm that you've read through and understand the Qsymia Pharmacy Training Program by
completing the knowledge assessment questions and the required pharmacy enrollment form.

False

@ 2012-2014 VIVUS Inc. All rights reserved. RE-03-017-01 Da/2014 1 8
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Print Qsymia REMS Pharmacy Training Module

Qsymia® (phentermine and topiramate extended-release) capsules CIV
Pharmacy Training Program

Overview

The Food and Drug Administration (FDA) has required a Risk Evaluation and Mitigation Strategy (REMS]
for Qsymia to ensure the benefits of Qsvmia outwelgh the increased risk of teratogenicity.

Purpose

The purpose of the REMS is to inform prescribers, pharmacies, and femalss of reproductive potential
(FEP) about the:

* Increased rizk of congenital malformations, specifically orofacial clefts, in infants exposed to Osymia
during the frst trimester of pregnancy

* Importance of pregnancy prevention for FRP

* Noed to discontinue Qsymia immediately if pregnancy occurs

Complete the Qsymia Pharmacy Certification in 3 easy steps:

1. Fead through the entirety of thiz Pharmacy Tralning Program and confirm you understand the program's
content by completing the knowledge assessment questions,

= For mail order pharmaciss, your knowledge assessment may be complated by the Authorized

Pharmacy Fepresentative (AR) and faxed to the Qsymia REMS Pharmacy Support Center at
1-855-302-6699

= For chaln pharmacies, vour knowledge aszessment responses may be managed by your
Authorized Pharmacy Fepresentative, Please contact vour corporate Authorized Pharmacy
Representative for instructions on completing your knowledge assessment

= For Independent pharmacies, your knowledge assessment may be completed and faxed to the
Osymia REMS Pharmacy Support Center at 1-855-302-6609

2. Complete Pharmacy Enrollment Form and provide to the Qsymia REMS Pharmacy Support Center at
1-855-302-6609.

= For chaln pharmacies, a Pharmacy Enrollment Form must be completed by the Authorized
Representative for the corporate chain organization

= For chaln pharmacy dispensing locatlons, a Pharmacy Enrollment Form must be complsted by
the Responsible Pharmacist, and can be obtained from the Authorized Representative for the
corporate chain organization

= For Independent pharmacies, a Pharmacy Enrellment Form iz required for the Authorized
Pharmacy Representative for the dispensing pharmacy location

= For mail order pharmaciss, an Enrollment Form must be completed by the Authorized
Fepresentative for the mail order pharmacy organization

3. Complete the vendor verification/vallidation process. Upon successful completion of your program
training, knowledge assessment and certification form, vou will recelve Instructions on how to complets
the vendor verification steps to verlfy vour pharmacy management system 1s successfully connected
to the Osymia BEMS network for all Qsymia claims and dispenses. (This does not apply to Mail Order
pharmacies.) @

Qsymia
TYATIAT 1 / (phenlerning and kopiramale
www.(JsymiaREMS.com stk e
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Step 1: Complete Pharmacy Training Program Including Knowledge Assessment

These training materials are being provided to assist pharmacists with understanding
the risks of Qsymia and the pharmacy requirements under the REMS. Before you

are eligible to dispense (Jsymia, it is important to be aware of the increased risk of
teratogenicity associated with Qsymia therapy.

The information presented in this Training Program does not include a complete list of
all risks and safety information on Qsymia. Before dispensing Qsymia, please read the
accompanying (Qsymia Prescribing Information, Qsymia Medication Guide. and the Risk
of Birth Defects with (}symia patient brochure.

Further information is also available on the Web site, www.QsymiaREMS.com or by
calling Qsymia REMS Pharmacy Support Center at 1-855-302-6698.

Indication and Patient Selection

Oaymia 1z indicated as an adjunct to a reduced-calorle diet and increased physical activity for
chronic welght management in adult patients with an initial body mass index (BMI) of:

+ 30 kg/m*® or greater (obese], or
* 27 kg/m*® or greater (overweight) in the presence of at least one welght-related comorbidity
such as hypertension, type 2 dlabetes mellitus, or dyslipidemia
Limitations of use:
* The effect of Qsvmia on cardiovascular morbidity and mortality has not been established

* The safety and effectiveness of Qsymia in combination with other products intended for
welght loss, including prescription and over-the-counter drugs, and herbal preparations,
have not been established

www.QsvmiaREMS.com

Vi Qsy mi.a't
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mimderthest) camuks @

108
Reference ID: 3634966



Increased Risk of Teratogenicity
Msymia iz classified as Pregnancy Category X

* Nsymia is contraindicated in pregnant women because the use of Qsymia can cause fetal harm.
Avallable data indicate an increase in oral clefts (cleft lip with or without cleft palate] in infants
exposed to topiramate, one of the components of Qsymia, during the first trimester of pregnancy

Studies evaluating the risk of major congenital malformations and/or oral clefts with exposure to
topiramate, a component of Qsvmia, during pregnancy include the following:

* The North American Antl-Epileptic Drug (NAAED) Pregnancy Reglstry (2010) analysis

» A retrospective evaluation of a Wolters Kluwer claims database (January 2002-December 2010 from the
United States)

+ A retrospective observational study using 4 U.5. electronic healthcare databases ([FORTEESES)

* A case-control study using data from the Slone Epldemioclogy Center Birth Defects Study (BDS, 1907-
2009) and the Centers for Diseaze Control’s (CDC's) National Birth Defects Prevention Study (WBDPS,
1096-2007)

The NAAED Pregnancy Feglstry suggested an estimated increase in risk for oral clefts of 0.60
(85% CI 3.60 — 25.70).

An increase in oral clefts was observed with all dose strengths of topiramate.

SUMMARY OF STUDIES EVALUATING THE ASSOCIATION
OF TOPIRAMATE IN UTERO EXPOSURE AND OBAL CLEFTS

ORAL CLEFTS MAJOR CONGENITAL MALFORMATIONS

STUDY PREVALENCE/ 85% CI ESTIMATED
RATIO A INCREASE IN RISK

EPIDEMIOLOGY

WOLTERS KLUWER" 1.47 0.36-6.06 1.12 0.81-1.55
FORTRESS* 2.22 0.78-6.36 1.21 0.99-1.47
SLONE/CDC 3.36 1.49-20.07 1.01 0.37-3.22

*Sponsored by the maker of Qoymia® [phentermins and topiramate
mdended-release) capsules CIV.

Cl=confidencs interval

These data show that exposure to topiramate, a component of Qsvmia, in pregnancy is assoclated with a
2- to 5-fold increase in risk of oral clefts.

Other data sources confirm the increased risk of oral clefts with topiramate exposure during pregnancy (e,
animal studies and Adverse Event Feporting System data).

stmia'@
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Counseling Provided by HCPs for Females of Reproductive Potential*

Qsymia can cause fetal harm.

Advise females of reproductive potential that labeling recommends:
* Prognancy testing prior to beginning Osvmia and monthly during therapy. Specific documentation

of the result 1z not required at the pharmacy leveal

* Use of effective contraception consistently during Qsymia therapy because Qsymia can cause
certain kinds of birth defects (oral clefts). Even females who believe they cannot become pregnant
should use sffactive contraception whils taking Osymia dus to the potential for increased fertility

assoclated with weight loss

= If a patient becomes pregnant while taking Qsymia, Osyvmia should be discontinued immediately

and the patient advised to notify their healthcars provider

-eplable Contraception Methods

ales of Reproductive Potential

Option 1 - Highly Effective Methods to Use Alone

(One method from this list

= [ntrautering device (LD or intrautering system [IUS]  » Pragestin implant
- Coppear TUTY = Tuhal sterilization

- Levonorgestral-releasing 105 = hMale partner’s vasectomy

OR
Option 2 - Acceptable Methods to Use Together

One method from this list gy One method from this list

Barrier Method
# Dinphragm (with spermi
* Cervical cap [with spenmia

Hormonal Conlraceplion
+ Estrogen and progestin
O pill)

- Tremadermal pale h s Mal i [with or without
- Waginal ring e
# Progestin anly
Oral
= Injecticn

OR

Option 3 - Acceptable Methods to Use Together
One method from this list

Bartier Method Barrier Method
* Diaphragm [with :p|'|11|i|'i.-:|:'_l ® Male condom [with or without

= Carvical cap {with spermicide) sparmicide)

One method from this list |

www.(QsymiaREMS.com

“ws' € 2013-2014 VIVUS Ino. All rights reserved. BEHI3-D18-01 08,2014

*Females of reproductive potential
ars womsn who have NOT
had a hysterectomy, bilateral
oophorectomy, or medically
documented spontansous ovarlan
fallure, and have not gone through
menopause. Menopause should
be clinically confirmed by an
individual's healtheare providsr.

Advise nursing mothers not to use
Osymia. Qsymia may be present in
human milk because topiramate
and amphetamines (phentermine
has pharmacologic activity and

a chemical structure similar to
amphetamines) are excreted in
human milk.

.. O
Qsymia
(phenlerning and lopiramale
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Qsymia is only dispensed through Certified Pharmacies

Under the REMS, Qsymia is only available through certified pharmacies. To become a certified pharmacy,
an authorized or responsible pharmacy representative must agree to:

1) Refrain from reselling or transferring Qsvmia to another pharmacy or distributor.

2) Train pharmacists and staff involved with the dizpensing of Qsymia about the risks associated with
Osymia and the REMS requirement to provide a Medication Guide and Risk of Birth Defects with
Qsymia patient brochure each time Qsymia iz dispensed.

3] To be subject to and comply with surveys or audits (as applicable) to evaluate understanding of the risks
assoclated with the use of Qsymia, and compliance with the requirements of the REMS.

The list of certified pharmacies will be updated within 1-2 business davs after a new pharmacy is
certified and eligible to dispense. Prescribers and patients will be able to use a “Certified Pharmacy
Locator” tool to identifv certified pharmacies in their area and can be found at www. QsvmiaREMS. com.

Please note that Qsvmia is not available outside this network of certified pharmacies.

stmia'@
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Dispensing Conditions

All Qsymia retail prescription claims, regardless of
the method of payment, will be processed through
the pharmacy management system

1. For claims that are rejected, Qsymia cannot be
dizpensed.

11. For claims that are approved, Qsymia
must be dispensed with a Medication
Guide and the Risk of Birth Defects

outside this network of certifiod -
APPROPRIATE Not pregnant

Phﬂl‘mﬂﬂiﬂ.’:. PATIENT or planning to
SELECTION become pregnant

Prescriber Dosing and Management

; Adult with BMI of
Algorithm 27 kgfm? or groater
[overweight] with
= Preascriber neads to initiate treatment by waight-zolatod
co-morbidity

providing fwo prascriptions

—one for 3.75 mg/23 mg 1 po gam #14 (no
refills) and

—a second for 7.5 mg/46 mg 1 po gan #30
[with refills potentially)

= Prescriber neads to sscalate doss by
providing twe prescriptions

—one for 11.25 mg/60 mg 1 po gam #14 (no

refills) and
—a second for 15 mg/02 mg 1 po gam #30
[with refills potentially)
¥
T = Congider dose sooalation
Only one Qsymia capsule to be taken daily, | (e 125 /88 mg
using sequence for dose escalations noted above. mﬂmmmm

Please see (Jsymia Prescribing Information.

VIVUS" i 2013-2014 VIVUSE Ino. All righto reserved. FE-03-018-01 0872014

with (symia patlent brochure sach m"“i‘:“. “'i‘ﬂ‘ ;‘ﬁ{, with azie .75 mg/23 mg cepanle
Hme Qsymia is dispensed. of 30 kg/m? or sack morning for the frat 14
greater [ohags] daye; Htminum;.nu to mnm:.r-
mended doss 7.6
Please note that Qsymia is not available 18 mg m,ul:ﬁmm::s

Qsymia
(phentemring and kepiramale
eimdectleese) ks @
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Patient Counseling
1. Tha Medication Guide and patient brochure contain mportant information that patients should read bocome fanlar with,
2. Dsvmia should be taken in the morning, with or without food.

3. Avodd taking Osvimia in the evening due to the possibility of insomnia.
4, Advisa patients to start treatment with Osymia as follows:

* Take one Osymia 3.75 mg/23 mg capsule once each moming for the first 14 days
» Aftor the first 14 days s complete, take one Oeymia 7.5 mg/46 mg capsule once sach moming

* Do not take Osymda 3.75 mg/23 mg and Osymia 7.5/46 mg capsules together

5. fan increase in Osymia dose 13 prescribed aftor medical evaluation, advise patients to increase the dose
of Qeymia as follows:

+ Take one Ogyimia 11.25 mg/60 mg capsule once sach moming for 14 days
+ After the 14 days is complete, take one Csvmia 15 mg/02 mg capsule once each moming

+ Do not take Osymia 11.25/60 mg and Osvmia 15 mg/02 mg capsules together

6. Advize patients NOT to stop Osvmia without talking with their HCP as serlous side effects such as
selmires may oCour
Important Safety Information
Osymia® iz coniraindicated in pregnancy; in patients with glancoma; in hyperthyroldizm: in patlents receiving treatment

or within 14 days following treatment with monocamine oxidase inhibitors (MAQIs); or in patlents with hypersensitivity or
idioevncrasy to sympathomimetic aminee, topiramate, or any of the Inactive ingredients n Qsymia

Czymia can cause fietal harm. Females of reproductive potental should have a negative pregnancy test before treetment and
monthly thersafter and use effective contraception consistently during Osvmia therapy. If a patlent becomes pregnant while
taking Osymia, treatment should be discontinued immediately, and the patient should be informed of the potential hazard to
the fietus.

Czymia can cause an increase in resting heart rate. Regular measurement of resting heart rate it recommended for all patients
taking Osymia, especially patlents with cardiac or cerebrovascular diseass or when inttiating or increasing the dose of
Deymia, Devmia has not besn studied in patlents with recent or unstable cardiac or cerebrovascular disease and therefors use
1z not recommended.

Topiramate, a component of Qsymia, increases the risk of sucidal thoughts or behavior in patients taking these drigs for any
indication. Patents should be monitored for the emergence or worsening of depression, sulcidal thoughts or behavior, and/or
any umisial changes in mood or behavior, Ddscontinue Ogyimia in patients who experience suicidal thoughts or behaviors.
Czymia iz not recommended in patients with a history of sulcidal attempts or active sulctdal 1deation.

Acute angle closure glancoma has been reported in patients treated with topiramate, a component of Qsvmia. Symptoms
include acute onset of decreased visual acuity and/or eve pain, Symptoms typleally cccur within 1 month of infHating
treatment with toptramate but may ccour at any time during therapy., The primary treatment to reverse symptoms 1z
immediate discontinuation of Csymia.

Mzymia can cause mood disorders, including depression and amcdsty, as well as insomnia, Osymia can cause cognitive
dysfunciion (e.g., impatrment of concentration/attention, difficulty with memory, and speech or languags problems,
pa.rtlx:ularlv word-finding difficultes). Since Qf'vm.lahau the putenﬁaltoimpajrmglﬂﬂw'e function, pattents should be
cautioned about operating hazardous machinery, including automobdles.

Hyperchloremic, non-anion gap, metsbolic acddosis has been reported in patients treated with Osymia. Fmetebolic acidosis
develops and persists, consideration should be ghven to reducing the dose or discontinming I:]"vm.la.

Doymia can cause an increase in serum creatinine, If persistent elevations in creatinine cccur while taldng Oeymda, reduce
the dose or discontinue Osvmia

Welght loss may increase the fsk of hypoglyeemia in patients with type 2 diabetes mallttus treated with insulin and/or
insulin secretagogues (e.g., sulfonyviureas), Osymia has not besn studied in combination with insulin, A reduction in the dose
of antidishetic medications which are non-ghicose-dependent should be constidered to mitigate the risk of hypoghveemia.
The most commonly observed sids effects in confrolled clinical studies, 5% or greater and at least 1.5 times placebo, includs
paraesthesia, dizziness, dysgeusia, insommnia, constipation, and dry mouth,

To report negative side effects, contact VIVUS, Inc. at 1-888-008-4887 or FDA at 1-800-FDA-1088 @

or www.fda.gov/medwatch. Q 5 mia

TEATTAT : / (phenlemnin ﬂan:l lepiramale
www.(JsymiaREMS.com il
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Additional Information and Tools

Additional information and tools can be found at www.QsymiaREMS

* Healthcare Provider Counseling Tool for Females of Reproductive Potential
« Provider Dosing and Management Checklist

* Risk of Birth Defects with f)svmia patient brochure

+ Dear Healthcare Provider Letter

* Qsymia Prescribing Information

* Dsymia Medication Guide

For more information on Qsymia or the Qsymia REMS Program. contact
VIVUS Medical Information at 1-888-098-4887 or visit www.QsymiaREMS.com.

For more information on Pharmacy Certification, contact the Qsymia REMS Pharmacy
Support Center at 1-855-302-6698.

www.(QsymiaREMS.com
Vv Qs mia'@
" £ 2013-2014 VIVUE Ino. All o sarved. RE-03-D16-01 0872014 : y
IVUS = All ighta zecens (phenlering and kepiramalz
witecekess) cansubs @
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Step 2: Confirm Understanding Through Knowledge Assessment

Completing the Program

Confirm that you've read through and understand the Qsymia Pharmacy Training
Program by completing the knowledge assessment questions and all required pharmacy
enrollment form.

Knowledge assessment questions (choose True or False):

0 O
O
O
1 O
1 O
1 O
O

The major risk for females of reproductive potential (FRP] 1s that of
1 teratogenicity (birth defects), specifically the risk of cleft lip with or
without cleft palate.

2 If a woman thinks she iz pregnant, she should continue taking Qsvmia until
the pregnancy is confirmed.

3 The Osvmia REMS specifically prohibits certified pharmacies from
reselling or redistributing Qsvmia to another pharmacy or distributor.

4 The Medication Guide and patient brochure Risk of Birth Defects with
symia should be dispensed only with new prescriptions.

5 All Tsvmia prescription claims, regardless of the method of pavment, must
be processed through the pharmacy management system.

6 For clalms that are rejected, Qsymia can still be dispensed if the patient
pavs by cash.

7 Dsymia is not available outside the network of certified pharmaciss.

Qsymia
1 (henlerring and lopiramle
www.(JsymiaREMS.com ke Ko
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Pharmacy Knowledge Assessment

True or False: The major risk for females of reproductive potential (FEP) 1z that of
teratogenicity (birth defects), specifically the risk of cleft lip with or without cleft palate.

e Y
! The correct answer is TRUE. i

Topiramate, a component of Qsymia® (phentermine and topiramate extended-release)
capsules CIV, has been assoclated with an increased risk of cleft lip with or without
N cleft palate in infants exposed to topiramate during the first trimester of pregnancy. |
-

True or False: If a woman thinks she iz pregnant, she should continue taking Qsvmia until
the pregnancy iz confirmed.

i The correct answer is FALSE. N

If a woman believes she might be pregnant, she should stop taking Osymia
immediately and contact her healthcare provider.
I'\_ __);

True or False: The Qsvmia REMS specifically prohibits certified pharmacies from reselling
or redistributing Qsvmia to another pharmacy or distributor.

( The correct answer is TRUE. |

To be eligible for initial certification, and to maintain ongoing certification,
pharmacies must agree and abide by the requirement that they not resell or
redistribute Osymia to any other pharmacy, distributor, physician’s office, or any
other location. Qsvmia is only available through the network of certified pharmacies.

A g

True or False: The Medication Guide and patient brochure Risk of Birth Defects with
Qsymia should be dispensed only with new prescriptions.

(" The correct answer is FALSE. |
A Medication Guide and patient brochure Risk of Birth Defects with (Qsymia must
be provided to the patient each time Qsymia iz dispensed, whether the prescription
being filled 15 a new prescription or a refill, This is a condition of certification, and
systems must be in place to remind the pharmacist of this requirement each time they

dispense a prescription for Qsymia. |

\ A

www.(QsymiaREMS.com

stmia'@

' £ °7013-2014 VIVUE Ine. All ed. FE-03-015-01 D& 2014 .
U IVUS et resee {nhenlermine and lepiramale
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Pharmacy Knowledge Assessment (Continued)

True or False: All Qsymia prescription claims, regardless of the method of payment, must
be processed through the pharmacy management system.

/" The correct answer is TRUE. 3
In order to become a certified pharmacy, pharmacies must agree that all Qsymia
prescription claims must be processed through the pharmacy management system,

| regardless of payment method. |

~ —

True or False: For claims that are rejected, QOsymia can still be dispensed if the patient

pays by cash,

g ™
The correct answer is FALSE. |
For claime that are rejected, Osymia cannot be dispensed, regardless of payment

| method. |

\‘__ _,'

True or False: Qzymia 1z not available outside the network of certified pharmacies.

& - ™
The correct answer is TRUE. |
Daymia iz only avallable through the network of certified pharmacies.

M ,f'l

Qsymia

i 2012-2014 VIVUS Ino. All righta recerved.
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

JENNIFER R PIPPINS
09/26/2014
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