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Rockville, MD 20857

ANDA 77-715

Watson Laboratories, Inc.
Attention: Ernest Lengle, Ph.D.
Executive Director, Regulatory Affairs
311 Bonnie Circle
Corona, CA 92880

Dear Sir:

This is in reference to your abbreviated new drug application
(ANDA) dated May 19, 2005, submitted pursuant to section 505(7j)
of the Federal Food, Drug, and Cosmetic Act (the Act), for
Bupropion Hydrochloride Extended-release Tablets (XL), 150 mg
and 300 mg (Once-A-Day) .

Reference is made to the tentative approval letter issued by
this office on January 31, 2007, and to your amendments dated
October 12, 2005; September 15, 2006; and March 15, and May 21,
2007. We acknowledge receipt of your correspondences dated
March 23, 2006 and March 15, 2007, addressing the patent issues
associated with this ANDA.

We have completed the review of this abbreviated application,
and based upon the information you have presented to date, we
have concluded that adequate information has been presented to
demonstrate that your Bupropion Hydrochloride Extended-release
Tablets (XL), 150 mg and 300 mg (Once-A-Day) are safe and
effective for use as recommended in the submitted labeling.
However, final approval of your Bupropion Hydrochloride
Extended-release Tablets (XL), 150 mg (Once-A-Day) is blocked at
this time by another ANDA applicant’s eligibility for 180-day
generic drug exclusivity as noted in further detail below.
Therefore, final approval is granted for your Bupropion
Hydrochloride Extended-release Tablets (XL), 300 mg (Once-A-
Day). Please note that your Bupropion Hydrochloride Extended-
release Tablets (XL), 150 mg (Once~A-Day) remain tentatively
approved, and will be eligible for final approval upon the
expiration of the other applicant’s 180-day generic drug
exclusivity for the 150 mg strength has been satisfactorily
resolved. :



The Division of Bioequivalence has determined your Bupropion
Hydrochloride Extended-release Tablets (XL), 300 mg {(Once-A-
Day), to be bioequivalent, and therefore, therapeutically

equivalent to the listed drug, [Wellbutrin XxL® Extended-release
Tablets, 300 mg, (Once-A-Day) of GlaxoSmithKline]. Your
dissolution testing should be incorporated into the stability
and quality control program using the same method proposed in
your application. The “interim” dissolution specifications are
as follows:

The dissolution testing should be conduclted in 900 mL of
0.1 N HC1l at 37 °C using USP Apparatus I (basket) at 75
rpm. The test product should meet the following

specifications:
Time Percent Dissolved
2 houré -
4 hours . — ) h“n
8 hours : ,ﬂﬂ"‘w
12 hours

The reference listed drug (RLD) upon which you have based your
ANDA, Wellbutrin XL Extended-release Tablets, 150 mg and 300 mg,
of GlaxoSmithKline (GSK), is subject to periods of patent
protection. As noted in the agency's publication titled
Approved Drug Products with Therapeutic Equivalence Evaluations
(the “Orange Book”), U.S. Patent Nos. 6,096,341 (the '341
patent) and 6,143,327 (the '327 patent) are scheduled to expire
on October 30, 2018.

Your ANDA contains paragraph IV certifications to each of these
patents under section 505(3) (2) (A) (vii) (IV) of the Act stating
that the patents are invalid, unenforceable, or will not be
infringed by your manufacture, use, or sale of Bupropion
Hydrochloride Extended-release Tablets (XL), 150 mg and 300 mg
(Once-A-Day), under this ANDA. Section 505(j) (5) (B) (iii) of the
Act provides that approval of an ANDA shall be made effective
immediately, unless an action was brought against Watson
Laboratories, Inc. (Watson) for.infringement of one or more of
these patents that were the subjects of the paragraph IV
certifications. This action must have been brought against
Watson prior to the expiration of 45 days from the date the
notice you provided under section 505 (3j) (2) (B) (i) was received
by the NDA/patent holder(s). You notified the agency that
Watson complied with the requirements of section 505(j) (2) (B) of



the Act, and that litigation for infringement of the '341 and
'327 patents was brought against Watson in the United States
District Court for the Southern District of New York [Biowvail
Laboratories International SRL v. Watson Laboratories, Inc.,
Civil Action No. 05CV7799]. You have informed the agency that
on February 26, 2007, this litigation was dismissed with
prejudice.

Under Section 506 (A) of the Act, certain changes in the
conditions described in this ANDA require an approved
supplemental application before the change can be made.

Postmarketing requirements for this ANDA for Bupropion
Hydrochloride Extended-release Tablets (XL), 300 mg (Once-A-Day)
are set forth in 21 CFR 314.80-81 and 314.98. The Office of
Generic Drugs should be advised of any change in the marketing
status of your Bupropion Hydrochloride Extended-release Tablets
(XL), 300 mg (Cnce-A-Day) .

Promotional materials may be submitted to FDA for comment prior
to publication or dissemination. Please note that these
submissions are voluntary. If you desire comments on proposed
launch promotional materials with respect to compliance with
applicable regulatory requirements, we recommend you submit, in
draft or mock-up form, two copies of both the promotiocnal
materials and package insert directly to:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Drug Marketing, Advertising, and Communications
5901-B Ammendale Road

Beltsville, MD 20705

We call your attention to 21 CFR 314.81(b) (3) which requires
that all promotional materials be submitted to the Division of
Drug Marketing, Advertising, and Communications with a completed
Form FDA 2253 at the time of their initial use.

Our decision to retain the tentative approval status of your
Bupropion Hydrochloride Extended-release Tablets (XL), 150 mg
(Once-A-Day), is based upon information currently available to
the agency; (i.e., data in your application and the status of
current good manufacturing practices (cGMPs) of the facilities
used in the manufacture and testing of the drug product). This
.decision is subject to change on the basis of new information
that may come to our attention.



As noted previously, we are unable to grant final approval to
your Bupropion Hydrochloride Extended-release Tablets (XL),

150 mg (Once-A-Day), at this time because an ANDA providing for
Bupropion Hydrochloride Extended-release Tablets (XL) 150 mg
(Once-A-Day) and containing paragraph IV certifications to the
patents listed in the “Orange Book” was submitted to OGD prior
to the submission of your application. Accordingly, your
Bupropion Hydrochloride Extended~release Tablets (XL), 150 mg
(Once-A-Day), will be eligible for final approval beginning on
the date that is one-hundred eighty days after the date the
agency received notice of the first commercial marketing of the
150 mg strength under the previous application. For additional
information, we refer you to the Agency’s guidance document
entitled “180-Day Generic Drug Exclusivity Under the Hatch-
Waxman Amendments” (June 1988).

To reactivate this application to provide for final approval of
your Bupropion Hydrochloride Extended-release Tablets (XL) 150
mg (Once-A-Day), you must submit a “Supplemental Application -
Expedited Review Requested”. This prior-approval supplemental
application should be submitted approximately 90 days prior to
the date you believe that your Bupropion Hydrochloride Extended-
release Tablets (XL), 150 mg (Once-A-Day), will be eligible for
final approval. The supplement should include a detailed
explanation of why and when you believe final approval should be
granted. Please include updated information such as final-
printed labeling, chemistry, manufacturing, and controls data as
appropriate to support approval of this strength. This
supplemental application should be submitted even if no
additional changes have been made to the application since the
date of this approval/tentative approval action. Significant
changes, as well as an update of the status of the manufacturing
and testing facilities’ compliance with cGMPs are subject to
agency review before final approval of the supplemental
application will be granted. We request that you categorize the
changes as representing either “major” or “minor” changes, and
they will be reviewed according to OGD policy in effect at the
time of receipt.

In addition to the supplemental application requested above, the
Agency may request at any time prior to the date of final
approval that you submit an additional document containing the
requested information. Failure to submit either or, if
requested, both documents may result in the rescission of the
tentative approval status of your application for Bupropion
Hydrochloride Extended-release Tablets (XL), 150 mg (Once-A-



Day), or may result in a delay in the issuance of the final
approval letter.

Any significant changes in the conditions outlined in this ANDA
as well as changes in the status of the manufacturing and
testing facilities' compliance with current good manufacturing
practices (cGMPs) are subject to agency review before final
approval of the application will be made. Such changes should
be categorized as representing either “major” or “minor”
changes, and they will be reviewed according to OGD policy in
effect at the time of receipt. The submission of multiple
amendments prior to final approval may also result in a delay in
the issuance of the final approval letter.

Please note that under Section 505 of the Act, your Bupropion
Hydrochloride Extended-release Tablets (XL), 150 mg (Once-A-
Day), may not be marketed without final agency approval. The
introduction or delivery for introduction into interstate
commerce of your Bupropion Hydrochloride Extended-release
Tablets (XL), 150 mg (Once-A-Day), before the final approval
date is prohibited under section 501 of the Act. Also, until
the agency issues the final approval letter, your Bupropion
Hydrochloride Extended-release Tablets (XL), 150 mg (Once-A-Day)
will not be deemed approved for marketing under section 505 of
the Act, and will not be listed in the “Orange Book.”

For further information on the status of this application, or
prior to submitting additional amendments, please contact Thomas
Hinchliffe, Project Manager, at 301-827-5771.

Sincerely yours,

{See appended electronic signature page}

Gary Buehler

Director

Office of Generic Drugs

Center for Drug Evaluation and Research



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

Robert L. West
6/13/2007 12:01:24 PM
for Gary Buehler
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Food and Drug Administration
Rockville, MD 20857

ANDA 77-715

Watson Laboratories, Inc.
Attention: Christine Woods
Associate Director, Regulatory Affairs
311 Bonnie Circle
Corona, CA 92880

Dear Madam:

This is in reference to your abbreviated new drug application
(ANDA) dated May 19, 2005, submitted pursuant to section 505(3)
of the Federal Food, Drug, and Cosmetic Act (the Act), for
Bupropion Hydrochloride Extended-release Tablets, 150 mg and
300 mg (Once-A-Day).

Reference is also made to your amendments dated July 27,

July 28, and December 6, 2005; March 28, August 11,

October 11, and November 13, 2006; and January 19, and

January 26, 2007. We also acknowledge receipt of your
correspondence dated March 23, 2006 addressing the patent issues
associated with this ANDA.

We have completed the review of this ANDA, and based upon the
information you have presented to date we have concluded that
the drug is safe and effective for use as recommended in the
submitted labeling. However, we are unable to grant final
approval to your ANDA at this time because of the ongoing patent
litigation noted below. Therefore, the ANDA is tentatively
approved. This determination is based upon information
available to the agency at this time (i.e., information in your
ANDA and the status of current good manufacturing practices
(cGMPs) of the facilities used in the manufacture and testing of
the drug product). This determination is subject to change on
the basis of new information that may come to our attention.
This letter does not address issues related to the 180-day
exclusivity provisions under section 505(j) (5) (B) (iv) of the
Act.



The reference listed drug (RLD) upon which you have based your
ANDA, Wellbutrin XL Tablets, 150 mg and 300 mg, of
GlaxoSmithKline (GSK), is subject to periods of patent
protection. As noted in the agency's publication titled
Approved Drug Products with Therapeutic Equivalence Evaluations
(the “Orange Book”), U.S. Patent Nos. 6,096,341 (the '341
patent) and 6,143,327 (the '327 patent) are scheduled to expire
on October 30, 2018.

Your ANDA contains paragraph IV certifications to each of these
patents under section 505(j) (2) (A) (vii) (IV) of the Act stating
that the patents are invalid, unenforceable, or will not be
infringed by your manufacture, use, or sale of Bupropion
Hydrochloride Extended-release Tablets, 150 mg and 300 mg (Once-
A-Day), under this ANDA. Section 505(3j) (5) (B) (iii) of the Act
provides that approval of an ANDA shall be made effective
immediately, unless an action was brought against Watson
Laboratories, Inc. (Watson) for infringement of one or more of
these patents that were the subjects of the paragraph IV
certifications. This action must have been brought against
Watson prior to the expiration of 45 days from the date the
notice you provided under section 505 (3j) (2) (B) (i) was received
by the NDA/patent holder(s). You notified the agency that
Watson complied with the requirements of section 505(3j) (2) (B) of
the Act, and litigation for infringement of the '341 and '327
patents was brought against Watson in the United States District
Court for the Southern District of New York [Biovail
Laboratories International SRL v. Watson Laboratories, Inc.,
Civil Action No. 05CV7799].

Therefore, final approval cannot be granted until:
1. a. the expiration of the 30-month period provided
for in section 505(j) (5) (B) (iii), currently

February 2, 2008,l

b. the date the court decides? that the patents are
invalid or not infringed (see sections

! Because information on the '341 and '327 patents was submitted to FDA before
August 18, 2003, this reference to section 505(j) (5) (B) (iii) is to that
section of the Act as in effect prior to December 8, 2003, when the Medicare
Prescription Drug, Improvement and Modernization Act (MMA) (Public Law 108-
173) was enacted. See MMA § 1101(c) (3).

? This decision may be either a decision of the district court or the court of
appeals, whichever court is the first to decide that the patent is invalid or
not infringed.



505(3) (5) (B) (iii) (I), (II), and (III) of the Act)

or,
c. the listed patents have expired, and
2. The agency is assured there is no new information that

would affect whether final approval should be granted.

To reactivate your ANDA prior to final approval, please submit a
“MINOR AMENDMENT - FINAL APPROVAL REQUESTED” 90 days prior to
the date you believe that your ANDA will be eligible for final
approval. This amendment should provide the legal/regulatory
basis for your request for final approval and should include a
copy of a court decision, or a settlement or licensing
agreement, as appropriate. It should also identify changes, if
any, in the conditions under which the ANDA was tentatively
approved, i.e., updated information such as final-printed
labeling, chemistry, manufacturing, and controls data as
appropriate. This amendment should be submitted even if none of
these changes were made, and it should be designated clearly in
your cover letter as a MINOR AMENDMENT - FINAL APPROVAL
REQUESTED.

In addition to the amendment requested above, the agency may
request at any time prior to the date of final approval that you
submit an additional amendment containing the requested
information. Failure to submit either or, if requested, both
amendments may result in rescission of the tentative approval
status of your ANDA, or may result in a delay in the issuance of
the final approval letter. ‘

Any significant changes in the conditions outlined in this ANDA
as well as changes in the status of the manufacturing and
testing facilities' compliance with current good manufacturing
practices (cGMPs) are subject to agency review before final
approval of the application will be made. Such changes should
be categorized as representing either “major” or “minor”
changes, and they will be reviewed according to OGD policy in
effect at the time of receipt. The submission of multiple
amendments prior to final approval may also result in a delay in
the issuance of the final approval letter.

This drug product may not be marketed without final agency
approval under section 505 of the Act. The introduction or
delivery for introduction into interstate commerce of this drug
product before the final approval date is prohibited under
section 501 of the Act. Also, until the agency issues the final



approval letter, this drug product will not be deemed to be
approved for marketing under section 505 of the Act, and will
not be listed in the “Orange Book.”

For further information on the status of this application, or
prior to submitting additional amendments, please contact Thomas
Hinchliffe, Project Manager, at 301-827-5771.

Sincerely yours,

{See appended electronic signature page}

Gary Buehler

Director

Office of Generic Drugs

Center for Drug Evaluation and Research



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

Robert L. West
1/31/2007 09:55:58 AM
for Gary Buehler
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MEDICATION GUIDE
Bupropion Hydrochloride Extended-Release Tablets (XL)
Ax only
Read this Medication Guide carefully before you start using bupropion hydrochloride extended-release tablets (XL) and each time you get a refill.
There may be new information. This information does not take the place of talking with your doctor about your medical condition or your treat-
ment. If you have any questions about bupropion hydrochloride extended-release tablets (XL), ask your doctor or pharmacist.
IMPORTANT: Be sure to read the saction of this Medication Guide heginning with “What is the most important information | should know
ahout bupropion hydrochioride extended-releass tablets (XL)?” it contains imporiant information ahout this medication. It immediately fol-
lows the next section calted “Antidepressant Medicines, Depression and other Sericus Mental llinesses, and Suicidal Thoughts or Actions.”
Antidepressant Medicines, Depression and other Serious Mental ilinesses, and Suicidal Thoughts or Actions

Read the Medication Guide that comes with you or your family member’s antidepressant medicine. This Medication Guide is only about the risk of

suicidal thoughts and actions with antidepressant medicines. Talk to your, or your family member’s, healthcars provider ahout:
« all risks and benefits of treatment with antidepressant medicines
o all treatment choices for depression or other serious mental iliness

What is the most important information | should know abaut antidepressant medicines, depression and other serious mental ilinesses, and

suicidal thoughts or actions?

1. Antidepressant medicines may increase suicidal thoughts or actions in some children, teenagers, and young adults when the medicine
is first staried.

2. Depression and other serious mental ilinesses ars the most important causes of suicidal thoughts and actions. Some people may have
a particularly high risk of having suicidal thoughis or actions. These include people who have (or have a family history of) bipolar illness
(also called manic-depressive illness) or suicidal thoughts or actions.

3. How can | watch for and try to prevent suicidal thoughts and actions in myself or a family member?

« Pay close attention to any changes, especially sudden changes, in mood, behaviors, thoughts, or feelings. This is very important when an
antidepressant medicine is first started or when the dose is changed.

o Call the healthcare provider right away to report new or sudden changes in mood, behavior, thoughts, or feelings.

» Keep all follow-up visits with the healthcare provider as scheduled. Call the healthcare provider between visits as needed, especially if you
have concerns about symptoms.

Call a healthcars provider right away if you or your family member has any of the following symptoms, especiatly if they are new, worse,

or worry you:
« thoughts about suicide or dying « feeling very agitated or restless « acting aggressive, being angry, or violent
o attempts to commit suicide o panic attacks  acting on dangerous impulses
* new or worse depression « trouble sleeping (insomnia)  an extreme increase in activity and talking (mania)
* new Or worse anxiety * new or worse irritability « other unusual changes in behavior or mood

What eise do | need to know about antidepressant medicines?

o Nsver stop an antidepressant medicine without first falking to a healtheare provider. Stopping an antidepressant medicine suddenly
can cause other symptoms.

o Antidepressants are medicines used to treat depression and other ilinesses. It is important to discuss all the risks of treating depres-
sion and also the risks of not treating it. Patients and their families or other caregivers should discuss all treatment choices with the health-
care provider, not just the use of antidepressants.

o Antidepressant medicines have other side effects. Talk to the healthcare provider about the side effects of the medicine prescribed for you
or your family member.

o Antidepressant medicines can interact with other medicines. Know all of the medicines that you or your family member takes. Keep a
list of all medicines to show the healthcare provider. Do not start new medicines without first checking with your healthcare provider.

o Not all antidepressant medicines prescribed for children are FDA approved for use in children. Talk to your child’s healthcare provider for
more information.

What is the most important information | should know ahout bupropion hydrochloride extended-release tablets (XL)?

There is a chance of having a seizure (convulsion, fit) with bupropion hydrochioride extended-release tablets (XL), especially in people:

« with certain medical problems.

o who take certain medicines.

The chance of having seizures increases with higher doses of bupropion hydrochloride extended-release tablets (XL). For more information, see

the sections “Who should not take bupropion hydrochloride extended-release tablets (XL)?" and “What should | tell my doctor before using

bupropion hydrochloride extended-release tablets (XL)?” Tell your dector about all of your medical conditions and all the medicines you take. Do
not take any other medicines while you ars using bupropion hydrochloride extended-release tahiets (XL) unless your dactor has said it is
okay to take them.

it you have a seizure while taking bupropion hydrachloride extended-reteass tablets (XL), stop taking the tablets and call your doctor right

away. Do not take bupropion hydrochioride extended-release tablets (XL) again if you have a seizure.

What is important informatior | should know and share with my family about taking antidepressants?

Patients and their families should watch out for worsening depression or thoughts of suicide. Also watch out for sudden or severe changes in

feelings such as feeling anxious, agitated, panicky, irritable, hostile, aggressive, impulsive, severely restiess, overly excited and hyperactive, not

being able to sleep, or other unusual changes in behavior. If this happens, especially at the beginning of antidepressant treatment or after a

change in dose, call your doctor. For additional information see section above entitled “Antidepressant Medicines, Depression and other Serious

Mental llinesses, and Suicidal Thoughts or Actions.” Bupropion hydrochloride extended-release tablets (XL) have not been studied in chitdren

under the age of 18 and are not approved for use in children and teenagers.

What are bupropion hydrochloride extended-release tablets (XL)?

Bupropion hydrochloride extended-release tablets (XL) are a prescription medicine used to treat aduits with a certain type of depression called

major depressive disorder.

Who should not take bupropion hydrochloride extended-release tableis (XL)? Do not take bupropion hydrochlaride extended-relsasa tabiets

(XL) if you:

 have or had a seizure disorder or epilepsy.

o are faking ZVBAN® (used to heip people stop smoking) or any other medicines that contain bupropion hydrochioride, such as
WELLBUTRIN® (bupropion hydrochloride tablsts) or WELLBUTRIN SR® (bupropion hydrachloride extended-release tablsts (SR). Bupropion
is the same active ingredient that is in bupropion hydrochloride extended-release tablets (XL).

« drink a lot of alcohol and abruptly stop drinking, or use medicines called sedatives (these make you sleepy) or benzodiazepines and you stop
using them all of a sudden.

« have taken within the last 14 days medicine for depression called a monoamine oxidase inhibitor (MAO), such as Nardil® (phenelzine sulfate),
Pamate® (tranylcypromine suifate), or Marplan® (isocarboxazid).

« have or had an eating disorder such as anorexia nervosa or bulimia.

« are allergic to the active ingredient, bupropion, or to any of the inactive ingredients. See the end of this leafiet for a complete list of ingredients
in bupropion hydrochloride extended-release tablets (XL).

What should | tell my doctor before using bupropion hydrochloride exiended-release tablets (XL)?

Tell your doctor about your medical conditions. Tell your doctor if you:

« are pregrant or plan to hecome pragnant. it is not known if bupropion can harm your unborn baby.

« ars breastfeeding. Bupropion passes through your milk. it is not known if bupropion can harm your baby.

N —— -
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« have liver problems, especially cirrhosis of the liver.

« have kidney problems.

« have an eating disorder such as anorexia nervosa or bulimia.

« have had a head injury.

« have had a seizure (convulsion, fit).

« have a tumor in your nervous system (brain or spine).

« have had a heart attack, heart problems, or high blood pressure.

« are a diabetic taking insulin or other medicines to control your blood sugar.

o drink a lot of alcohol.

« abuse prescription medicines or street drugs.

« Tell your doctor about all the medicines you take, including prescription and non-prescription medicines, vitamins and herbal supplements.
Many medicines increase your chances of having seizures or other serious side effects if you take them while you are using bupropion
hydrachloride extended-release tablets (XL).

How should | take hupropion hydrachloride extended-release tablets (XL)?

 Take bupropion hydrochloride extended-release tablets (XL) exactly as prescribed by your doctor.

« Do not chew, cut, or crush bupropion hydrochloride extended-releasa tablets (XL). You must swallow the tablets whole. Tell your doctor if
you cannot swallow medicine tablets.

 Take bupropion hydrochloride extended-release tablets (XL} at the same time each day.

o Take your doses of bupropion hydrochloride extended-release tablets (XL) at least 24 hours apart.

« You may take bupropion hydrochloride extended-release tablets (XL) with or without food.

« [f you miss a dose, do not take an extra tablet to make up for the dose you forgot. Wait and take your next tablet at the regular time. This is
very important. Too many bupropion hydrochloride extended-release tablets (XL) can increase your ¢chance of having a seizure.

« If you take too many bupropion hydrochloride extended-release tablets (XL), or overdose, call your local emergency room or poison control
center right away.

» Do not take any other medicines white using bupropion hydrochioride extended-release tablets (XL) uniess your doctor has foid you it is
okay.

« If you are taking bupropion hydrochloride extended-release tabiets (XL) for the treatment of major depressive disorder, it may take several
weeks for you to feel that bupropion hydrochloride extended-release tablets (XL) are working. Once you feel better, it is important to keep taking
hupropion hydrochloride extended-release tablets (XL) exactly as directed by your doctor. Call your doetor if you do not feel bupropion
hydrachloride extended-release tablets (XL) are working for you.

» Do not change your dose or stop taking bupropion hydrochloride extended-release tablets (XL) without talking with your doctor first.

What should ! aveid while taking bupropion hydrochloride extended-release tablsts (XL)?

« Do not drink a lot of alcohol while taking bupropion hydrochloride extended-release tablets (XL). If you usually drink a lot of alcohol, tatk with
your doctor before suddenly stopping. If you suddenly stop drinking alcohol, you may increase your chance of having seizures.

« Do not drive a car or use heavy machinery until you know how bupropion hydrochloride extended-release tablets (XL) affect you. Bupropion
hydrachioride extended-release tablets (XL) can impair your ability to perform these tasks.

What are possible side etfects of bupropion hydrochleride extended-refease {abiets (XL)?

« Seizures. Some patients get seizures while taking bupropion hydrochioride extended-release tablets (XL). If you havs a seizure while taking
bupropion hydrochioride extended-release tablets (XL), stop taking the tablets and call your doctor right away. Do not take bupropion

- hydrochloride extended-release tablets (XL) again if you have a seizure. ’

« Hypertension (high bioad pressurs). Some patients get high blood pressure, sometimes severe, while taking bupropion hydrochioride
extended-release tablets (XL). The chance of high blood pressure may be increased if you also use nicotine replacement therapy (for example,
a nicotine patch) to help you stop smoking.

« Severe allergic reactions. Stop taking bugrogion hydrochloride extended-releass tablets (XL) and call your doctor right away if you get a
rash, itching, hives, fever, swollen lymph glands, painful sores in the mouth or around the eyes, swelling of the lips or tongue, chest pain, or
have trouble breathing. These could be signs of a serious allergic reaction.

» Unusual thoughts or behaviors. Some patients have unusual thoughts or behaviors while taking bupropion hydrochloride extended-release
tablets (XL}, including delusions (believe you are someone else), hallucinations (seeing or hearing things that are not there), paranoia {feeling
that people are against you), or feeling confused. If this happens to you, call your doctor.

Common side effects reported in studies of major depressive disorder include weight loss, loss of appetite, dry mouth, skin rash, sweating,

ringing in the ears, shakiness, stomach pain, agitation, anxiety, dizziness, trouble sleeping, muscle pain, nausea, fast heartbeat, sore throat, and

urinating more often.

If you have nausea, take your medicine with food. if you have trouble sfeeping, do not take your medicine too close to bedtime.

Tell your doctor right away about any side effects that bother you.

These are not all the side effects of bupropion hydrochloride extended-release tablets (XL). For a complete list, ask your doctor or pharmacist.

How should | store buprapion hydrochloride extended-release tablsts (XL)?

« Store bupropion hydrochioride extended-release tablets (XL) at room temperature. Store out of direct sunlight. Keep bupropion hydrochloride
extended-release tablets {XL) in their tightly closed bottle.

« Bupropion hydrochloride extended-release tablets (XL) may have an odor.

General Information about bupropion hydrochlorids sxtended-reiease tablets (XL)

« Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use bupropion hydrochloride extended-
release tablets (XL} for a condition for which it was not prescribed. Do not give bupropion hydrochloride extended-release tablets (XL) to other
people, even if they have the same symptoms you have. it may harm them. Keep bupropion hydrochloride extended-release tablets (XL) out
of the reach of children.

This Medication Guide summarizes important information about bupropion hydrochioride extended-release tablets (XL). For more information,

talk with your doctor. You can ask your doctor or pharmacist for information about bupropion hydrochloride extended-release tablets (XL) that

is written for health professionals.

What are the ingredients in bupropion hydrochloride extended-release tablets (XL)?

Active ingredient: bupropion hydrochloride.

Inactive ingredients: collcidal silicon dioxide, ethylcellulose, hydroxypropyl cellulose, methacrylic acid copolymer, microcrystalline cellulose,

stearic acid, tale, titanium dioxide, hydrochloric acid and triethyl citrate. The tablets are printed with edible black ink.

The following are registered trademarks of their respective manufacturers: Prozac®/Eli Lilly and Company; Zoloft®/Pfizer Pharmaceuticals;

Luvox®/Solvay Pharmaceuticals, Inc.; Anafranil®Mallinckrodt Inc.; Nardil®/Warner Lambert Company; Parnate®/GlaxoSmithKline;

Marplan®Oxford Pharmaceutical Services, Inc.; Zyban®/GlaxoSmithKline; Wellbutrin®GlaxoSmithKiine; Wellbutrin SR®/GlaxoSmithKline.

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

Watson Laboratories, Inc. .
Corona, CA 92880 USA Issued: May 2007
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APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 77-715
Date of Submissions: May 21, 2007
Applicant's Name: Watson Laboratories, Inc.

Established Name: Bupropion Hydrochloride Extended-release Tablets (XL)
300 mg (Once Daily)

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have 12 Final Printed Labels and Labeling? E-submission

CONTAINER LABELS (300 mg= 30s and 1000s)

Satisfactory in final print as of October 11, 2006 submission

PROFESSIONAL PACKAGE INSERT/MEDICATION GUIDE
Satisfactory in final print as of May 21, 2007 submission.

MEDICATION GUIDE ,
Satisfactory in final print as of May 21, 2007 submission.

Revisions needed post approval:
INSERT

DESCRIPTION, second paragraph, move last sentence on a separate line, "USP drug
release test is pending.

BASIS OF APPROVAL.:

PATENTS/EXCLUSIVITIES
Patent Data — NDA 21-515

Patent Number Patent Expiration How Filed Labeling Impact
6,096,341 October 30, 2018 v None
6,143,327 October 30, 2018 v None

Exclusivity Data— NDA 21-515

Code Reference Expiration  [Labeling Impact
1-497 Prevention of seasonal major depressive episodes in patients with seasonal | June 12, 2009 None
affective disorder Carve Out- AF
dated 8/11/06

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Wellbutrin XL

NDA} Number: 21-515

NDA Drug Name: Bupropion hydrochloride extended-release tabléts.
NDA Firm: GlaxoSmithKline

Date of Approval of NDA Insert and supplement #: S-014 (approved 7/3/06); S-10, S-018 (approved 6/12/06)



Has this been verified by the MIS system for the NDA? Yes
Was this approval based upon an OGD labeling guidance? No
FOR THE RECORD: (Part of this section came from the previous review)

1. MODEL LABELING
This review was based on the labeling for Wellbutrin® XL {(GlaxoSmithKline; Approved 7-3-06 and 6-12-06)
NDA 21-515/S-014 and S-10, S-018. The firm has revised their suicidal Warnings and their Medication Guide per
the Psychopharmacologic Drugs Advisory Commitiee's recommendations. This template can be found on the following
website, http://www.fda.gov/cder/drug/antidepressants/default'htm

¢ Permemo fro_m Kim Dettelbach,” - - h(5)

O T,
e S-014 provides for a larger and more prominent font to state the number of times a day that the
bupropion formuiation should be taken. S-018 was used for the text for the generics (revision of

pregnancy category from a Category B to a Category C).

e For consistency in the generic labeling, the following revisions should be made to all bupropion
hydrochloride extended-release tablets (XL});

CONTRAINDICATIONS, revised second paragraph as follows;

"Bupropion hydrochloride extended-release tablets (XL) are contraindicated in patients treated with
ZYBAN® (bupropion hydrochloride) Sustained-release Tablets, bupropion hydrochloride tablets
(immediate-release formulation), bupropion hydrochloride extended-release tablets (SR) (sustained-
release formulation), or any other medications that contain bupropion because the incidence of seizure

is dose dependent.”

WARNINGS

Screening Patients for Bipolar Disorder, second paragraph, revised to read;

Patients should be made aware that bupropion hydrochloride extended release tablets (XL) contain the
same active ingredient found in ZYBAN®, used as an aid to smoking cessation treatment, and that
bupropion hydrochloride extended release tablets (XL) should not be used in combination with
ZYBANG®, or any other medications that contain bupropion, such as WELLBUTRIN SR (bupropion
hydrochloride extended release tablets (SR), the sustained-release formulation or WELLBUTRIN
(bupropion hydrochloride tablets), the immediate-release formulation.

PRECAUTIONS
Clinical Worsening and Suicide Risk, second paragraph, revised as follows:

Patients should be made aware that bupropion hydrochloride extended release tablets (XL) contain the
same active ingredient found in ZYBAN®, used as an aid to smoking cessation treatment, and that
bupropion hydrochloride extended release tablets (XL) should not be used in combination with
ZYBAN®, or any other medications that contain bupropion, such as WELLBUTRIN SR (bupropion
hydrochloride extended release tablets (SR), the sustained-release formulation or WELLBUTRIN
(bupropion hydrochloride tablets), the immediate-release formulation.

DOSAGE AND ADMINISTRATION

Switching Patients from Wellbutrin® (bupropion hydrochloride tablets) or from Wellbutrin® SR
(bupropion hydrochloride extended-release tablets (SR), revise subsection as follows:

When switching patients from Wellbutrin® (bupropion hydrochloride tablets) to bupropion hydrochloride

extended-release tablets (XL) or from Wellbutrin ®SR (bupropion hydrochloride extended-release
tablets (SR)) to bupropion hydrochloride extended release tablets (XL), give the same total daily dose
when possible. Patients who are currently being treated with Wellbutrin® (bupropion hydrochloride
tablets) at 300 mg/day (for example, 100 mg 3 times a day) may be switched to bupropion hydrochloride
extended-release tablets (XL) 300 mg once daily. Patients who are currently being treated with
Wellbutrin® SR (bupropion hydrochloride extended-release tablets (SR) at 300 mg/day (for example,
150 mg twice daily) may be switched to bupropion hydrochloride extended release tablets (XL) 300 mg

once daily.



MEDICATION GUIDE

Who should not take bupropion hydrochloride extended-release tablets (XL)?

Do not take bupropion hydrochloride extended-release tablets if you:

+ have or had a seizure disorder or epilepsy.

» are taking ZYBAN® (used to help people stop smoking) or any other medicines that contain
bupropion hydrochloride, such as WELLBUTRIN® (bupropion hydrochloride tablets) or
WELLBUTRIN SR® (bupropion hydrochloride extended-release tablets (SR). Bupropion is the same
active ingredient that is in bupropion hydrochloride extended-release tablets (XL).

» drink a lot of alcohol and abruptly stop drinking, or use medicines called sedatives (these make you
sleepy) or benzodiazepines and you stop using them all of a sudden.

2. Bupropion extended release tablets for Wellbutrin XL will contain “(XL)” and “Once Daily” on the labeling
to distinguish from the Wellbutrin SR generic products. Watson was instructed to use the Tall-Man lettering
for the established name as recommended in the Name Differentiation Project.

Per Lillie Golson’s email dated 9/11/06, the labeling should state Wellbutrin SR and Wellbutrin when
referencing the immediate-release and sustained release formulations in the CONTRAINDICATIONS,
WARNINGS, PRECAUTIONS, DOSAGE AND ADMINSTRATION sections and the Med Guide. Wellbutrin
SR and Wellbutrin were added because of safety/confusion issue when all three formulations are referenced
in the same paragraph. 1 requested Watson to add the trademarks and corresponding manufacturer of
Zyban, Wellbutrin and Wellbutrin SR.

3. USP ISSUE: There is a Bupropion Hydrochloride Extended-Release Tablets monograph in USP 29.
However, according to the bio review (V:\firmsam\impax\lirs&rev\77415D1104.doc), the monograph is not
for Wellbutrin® XL:

"There are three types of Bupropion Hydrochloride Extended-Release Tablets made by

GlaxoSmithKline listed as RLD: Wellbutrin® SR, Wellbutrin® XL and Zyban®. Wellbutrin® SR and

Zyban® have same formulation and Wellbutrin® XL has a different formulation. This application

refers to Wellbutrin® XL as the RLD. The USP listed a dissolution method for Bupropion

Hydrochloride Extended-Release Tablets for Wellbutrin® SR and Zyban®, but not for Wellbutrin®

XL.

For this ANDA, D. Patel noted (V:\Mfirmsam\watson\Itrs&revi77715D0505.doc) that the firm

conducted dissolution testing using the NDA 21-515 method. | emailed D. Patel on 4/25/06 to see if Watson

needs to add “Drug Release Test and Dissolution Test pending” to their labeling. D. Patel replied on 4/27/06.

Ann,
Since there is no USP dissolution method for bupropion extended release tablet (Wellbutrin XL), Watson

conducted dissolution testing using the RLD method. Dissolution method for this product may not be
submitted to be placed in the USP. Therefore, | would think it may not be necessary to include the statement.

Thanks

Dev
From: Vu, Thuyanh (Ann)
Sent: Tuesday, April 25, 2006 11:50 AM
To: Patel, Devvrat
Subject: Question about USP and ANDA 77-715
Devvrat,

Could you advise me on the labeling for ANDA 77-715 (Watson's bupropion XL tabs). Your review stated
that Watson followed the RLD's dissolution testing method. | realized that the USP 29 dissolution testing
methods only pertains to bupropion IR and SR formulations. Should Watson put in the Labeling, the
statement: "USP Drug Release Test is pending."? USP 29 also specified dissolution test in the labeling
section. Do | also need to ask Watson to add in : "USP Dissolution Test is pending."?

Thanks
Ann



Latest email about USP issue from Lillie Golson and Nhan Tran dated 9/1/06:

Thanks much Tran. So, for the XL applications, we will include "USP" with the established name once we
determine which test their formulation meets. For the ones for which a determination has not been made, we
will have the firms include the "pending..." statement.

From: Tran, Nhan L

Sent: Thursday, August 31, 2006 4:24 PM
To: Golson, Lillie D

Cc: Seo, Paul

Subject: RE: Wellbutrin XL

Lillie:

As a result of our work (Larry Ouderkirk and I} with the USP, at the present time, there are three (3) drug
release tests in the USP for bupropion HCI ER tablets, with Test 1 corresponding to GlaxoSmithKline,
Test 2 for Eon (ANDA 75-932) and Test 3 for Impax (ANDA 75-913).

In the USP, there is no distinction between SR or XL, but just extended release and | think it is perfectly
correct since both SR or XL is just a term for extended release dosage form. And one does not need to
know which test is for what formulation provided it meets any of the USP test (Test 1, 2 or 3), since they
are all for ER tablets. If a company meets the USP test along with USP specifications, the company can
label for example, it meets the USP test #1 or 2 or 3.

Only when the product cannot meet either tests, then the labeling should state: Drug release test is
pending.

In majority of cases, the test formulation will not be able to meet the USP test, but this is not unusual,
because for an extended release (ER) formulation, the drug release characteristics of each formulation
are different and consequently the drug release test will be different.

I hope | have answered your questions. If you need further clarifications, please let me know.

Thanks,

| asked Watson to delete “USP” from their labeling and labels. | will ask Watson to add “USP drug
release test is pending” in their Description section since Watson could not currently meet USP specifications
for test 1.

Watson deleted “USP” and added ““USP drug release test is pending” in their Description section in their
10/11/06 amendment.

4. PATENTS/EXCLUSIVITIES
Patent Data — NDA 21-515

Patent Number Patent Expiration How Filed Labeling Impact
6,096,341 October 30, 2018 v None
6,143,327 October 30, 2018 v None

Exclusivity Data— NDA 21-515

Code Reference Expiration | Labeling impact
1-497 Prevention of seasonal major depressive episodes in patients with seasonal | June 12, 2009 None
affective disorder Carve Out- AF
' dated 8/11/06

5. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM
"~ Watson Laboratories, Inc.



1033 Stoneleigh Avenue
Carmel, NY 10512

6. INACTIVE INGREDIENTS

The description of the inactive ingredients
in the insert labeling appears accurate
according to the composition statement .
[Vol. A3.1, pp. 56 & 57]
Component/

Function

Bupropion Hydrochloride/API

Hydroxypropyl Cellulose ==

Microcrystalline Cellulose and colloidal
silicon dioxide/ o

Stearic Acid/ ——

Triethyl Citrate/ )
Methacrylic Acid Copolymer/ e

SRR

TR~

o Black Ink/Printing Ink

7. CONTAINER/CLOSURE

30’'s: ———T " bottle :

1000’s: T commesmses bottle

8. PACKAGING CONFIGURATIONS

RLD: 150 mg: Bottles of 30s and 90s
300 mg: Bottles of 30s and 1000s
Watson has stated in their 5/21/07 submission that they have removed reference to the 150 mg
strength, per discussion with Peter Rickman.

ANDA:

[Vol 1.2, pg. 356]

300 mg: Bottles of 30s

9. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON

RLD: Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled Room

Temperature].

ANDA: Store at 20-25°C (68-77°F). [See USP Controlled Room Temperature].

10.DISPENSING RECOMMENDATIONS:

NDA - Dispense in tight containers as defined in the USP.
ANDA —Dispense in a tight, light-resistant container as defined in the USP.

USP- Packaging and storage- Preserve in well-closed containers

Vol 1.3, pg. 757]
, [Vol 3.2, pg 670}

old)

b(4)

11.TABLET IMPRINT (Vol 1.3, pg. 1110 for the 150 mg strength, Vol 3.2, pg. 798 for the 300 mg strength)

RLD: unscored

ANDA: The tablet descriptions are satisfactory as seen in the HOW SUPPLIED section.
e 150 mg: White to off-white, round, biconvex, film coated tablets with “WPI” over *3331” on one side

and plain on the other side.

* 300 mg: White to off-white, round, biconvex, film coated tablets with “WP!” over “3332” on one side

and plain on the other side.

12. BIOAVAILABILITY/BIOEQUIVALENCE: As of 10/25/06 the Division of Biocequivalence review is pending.

Labeled Sponsor Bio Study
Fasting Fed
Crnax Not listed in RLD 68.93 mcg/mL 77.81 mcg/mL
labeling
| Trax 5 hours 4.79 hours 6.48 hours




[ Tz | 21 hours | 18.22 hours | 20.14 hours |

13.MED GUIDE/PATIENT INFORMATION LEAFLET: Watson stated in AF dated 8/11/06 that for each
1,000 count bottle, Watson will ship a tear-off pad of 50 Med Guides/Patient Information Leaflets per
tear-off pad. Watson's 30 count containers have one Med Guide/Patient Information Leaflet affixed to
the container.
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MEDICATION GUIBE
Bupropion Hydrochloride Extended-Release Tablets (XL)
Rx only
Read this Medication Guide carefully before you start using bupropion hydrochloride extended-release tablets (XL) and each time you get a refill.
There may be new information. This information does not take the piace of talking with your doctor about your medical condition or your treat-
ment. If you have any questions about bupropion hydrochloride extended-release tablets (XL), ask your doctor or pharmacist.
IMPORTANT: Be sure to read the section of this Medication Guide beginning with “What is the most important information 1 should know
about bupropion hydrochloride extended-release tablets (XL)?” It contains important infermation about this medication. It immediately fol-
lows the next section called “Antidepressant Medicines, Depression and other Serious Mental llinesses, and Suicidal Thoughts or Actions.”
Antidepressant Medicines, Depression and other Serious Menial llinesses, and Suicidal Thoughts or Actions

Read the Medication Guide that comes with you or your family member’s antidepressant medicine. This Medication Guide is only about the risk of

suicidal thoughts and actions with antidepressant medicines. Talk ta your, or your family member’s, heaithcare provider about:
« all risks and benefits of treatment with antidepressant medicines
« all treatment choices for depression or other serious mental illness

What is the most impartant information § should know about antidepressant medicines, depression and other serious mental illnesses, and

suicidal theughts or actions?

1. Antidepressant medicines may increase suicidal thoughts or actions in some children, teenagers, and young adults when the medicine
is first started.

2. Depression and other serious mental illnesses are the most important causes of suicidal thoughts and actions. Some people may have
a particularly high risk of having suicidal thoughts or actions. These include people who have (or have a family history of) bipolar illness
(also called manic-depressive illness) or suicidal thoughts or actions.

3. How can | watch for and try to prevent suicidal thoughts and actions in myself or a family member?

« Pay close attention to any changes, especially sudden changes, in mood, behaviors, thoughts, or feelings. This is very important when an
antidepressant medicine is first started or when the dose is changed.

« (all the healthcare provider right away to report new or sudden changes in mood, behavior, thoughts, or feelings.

« Keep all follow-up visits with the healthcare provider as scheduled. Call the healthcare provider between visits as needed, especially if you
have concerns about symptoms.

Call a healtheare provider right away if you or your family member has any of the following symptoms, especially if they are new, worse,

or Worry you:
« thoughts about suicide or dying « feeling very agitated or restless « acting aggressive, being angry, or violent
« attempts to commit suicide o panic attacks » acting on dangerous impulses
* new or worse depression  trouble sleeping (insomnia) » an extreme increase in activity and talking {mania)
« new or worse anxiety e new or worse irritability « other unusual changes in behavior or mood

What else do 1 need to know about antidepressant medicines?

« Never stop an antidepressant medicine without first falking to a healthcare provider. Stopping an antidepressant medicine suddenly

can cause other symptoms.

« Antidepressants are medicines used to treat depression and other ilinesses. It is important to discuss all the risks of treating depres-
sion and also the risks of not treating it. Patients and their families or other caregivers should discuss all treatment choices with the health-
care provider, not just the use of antidepressants.

Antidepressant medicines have other side effects. Talk to the healthcare provider about the side effects of the medicine prescribed for you

or your family member.

Antidepressant medicines can interact with other medicines. Know all of the medicines that you or your family member takes. Keep a

list of all medicines to show the healthcare provider. Do not start new medicines without first checking with your healthcare provider.

= Not all antidepressant medicines prescribed for children are FDA approved for use in children. Talk to your child’s healthcare provider for

more information.

What is the mast important infermation I should know about bupropien hydrochioride extended-release tablets (XL)?

There is a chance of having a seizure (convulsion, fit) with buprepion hydrochloride extended-release tablets (XL), especially in people:

« with certain medical problems.

= who take certain medicines.

The chance of having seizures increases with higher doses of bupropion hydrochloride extended-release tablets (XL). For more information, see

the sections “Who should not take bupropion hydrochloride extended-release tablets (XL)?” and “What should | tell my doctor before using

bupropion hydrochloride extended-release tablets (XL)?™ Tell your doctor about ail of your medical conditions and all the medicines you take. Do
not take any other medicines while you are using bupropion hydrochloride extended-release tablets (XL) unless your doctor has said it is
okay to take them.

If you have a seizure while taking bupropion hydrochloride extended-release tablets (XL}, stop taking the tablets and call your doctor right

away. Do not take bupropion hydrochloride extended-release tablets (XL) again if you have a seizure.

What is important information I should knew and share with my family ahout taking antidepressants?

Patients and their families should watch out for worsening depression or thoughts of suicide. Also watch out for sudden or severe changes in

feelings such as feeling anxious, agitated, panicky, irritable, hostile, aggressive, impulsive, severely restless, overly excited and hyperactive, not

being able to sleep, or other unusual changes in behavior. If this happens, especially at the beginning of antidepressant treatment or after a

change in dose, call your doctor. For additional information see section above entitled “Antidepressant Medicines, Depression and other Serious

Mental lllnesses, and Suicidal Thoughts or Actions.” Bupropion hydrochloride extended-release tablets (XL) have not been studied in children

under the age of 18 and are not approved for use in children and teenagers.

What are bupropion hydrochloride extended-release tablets (XL)?

Bupropion hydrochloride extended-release tablets (XL) are a prescription medicine used to treat adults with a certain type of depression called

major depressive disorder.

Who should not take bupropion hydrochloride extended-release tablets (XL)? Do not take bupropion hydrochloride extended-release tahlets

(XL} if you:

« have or had a seizure disorder or epilepsy.

« are taking ZYBAN® (used to help people stop smoking) or any other medicines that contain bupropion hydrochloride, such as
WELLBUTRIN® (bupropion hydrochloride tablets) or WELLBUTRIN SR® (hupropion hydrochloride extended-release tahlets (SR). Bupropion
is the same active ingredient that is in bupropion hydrochloride extended-release tablets (XL).

« drink a lot of alcohol and abruptly stop drinking, or use medicines called sedatives (these make you sleepy) or benzodiazepines and you stop
using them all of a sudden.

« have taken within the last 14 days medicine for depression called a monoamine oxidase inhibitor (MAQI), such as Nardil® {phenelzine sulfate),
Parnate® (tranylcypromine sulfate), or Marplan® (isocarboxazid).

« have or had an eating disorder such as anorexia nervosa or bulimia.

« are allergic to the active ingredient, buprapion, or to any of the inactive ingredients. See the end of this feaflet for a complete list of ingredients
in bupropion hydrochioride extended-release tablets (XL).

What should | tell my doctor before using bupropion hydrochloride extended-release tahliets (XL)?

Tell your doctor about your medical conditions. Tell your doctor if you:

« are pregnant or plan to become pregnant. It is not known if bupropion can harm your unbormn baby.

« are breastfeeding. Bupropion passes through your milk. It is not known if bupropion ¢an harm your baby.

B —p— N
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«» have liver problems, especially cirrhosis of the liver.

« have kidney probiems.

« have an eating disorder such as anorexia nervosa or bulimia.

« have had a head injury.

« have had a seizure (convulsion, fit).

« have a tumor in your nervous system (brain or spine).

« have had a heart attack, heart probiems, or high blood pressure.

« are a diabetic taking insulin or other medicines to control your blood sugar.

« drink a lot of alcohol.

« abuse prescription medicines or street drugs.

« Tell your doctor about all the medicines you take, including prescription and non-prescription medicines, vitamins and herbal supplements.
Many medicines increase your chances of having seizures or other serious side effects if you take them while you are using bupropion
hydrochloride extended-release tablets (XL).

How should | take bupropion hydrochloride extended-release tablets (XL)?

» Take bupropion hydrochloride extended-release tablets (XL} exactly as prescribed by your doctor.

« Do not chew, cut, or crush bupropion hydrochloride extended-release tablets (XL). You must swallow the tabiets whole. Tell your doctor if
you cannot swallow medicine tablets.

« Take bupropion hydrochloride extended-release tablets (XL) at the same time each day.

« Take your doses of bupropion hydrochloride extended-release tablets (XL} at least 24 hours apart.

« You may take bupropion hydrochloride extended-release tablets (XL) with or without food.

« If you miss a dose, do not take an extra tablet to make up for the dose you forgot. Wait and take your next tablet at the regular time. This is
very important. Too many bupropion hydrochloride extended-release tablets (XL) can increase your chance of having a seizure.

« If you take too many bupropion hydrochloride extended-release tablets (XL), or overdose, call your local emergency room or poison control
center right away.

« Do not take any other medicines while using bupropion hydrochloride extended-release tablets (XL) unless your doctor has told you it is
okay.

« If you are taking bupropion hydrochloride extended-release tablets (XL) for the treatment of major depressive disorder, it may take several
weeks for you to feel that bupropion hydrochloride extended-release tablets (XL) are working. Once you feel better, it is important to keep taking
bupropion hydrochioride extended-release tablets (XL) exactly as directed by your doctor. Call your doctor if you do not feel bupropion
hydrochloride extended-release tablets (XL) are working for you.

« Do not change your dose or stop taking bupropion hydrochloride extended-release tablets (XL) without talking with your doctor first.

What should | aveid while taking bupropion hydrochloride extended-release tabiets (XL)?

« Do not drink a lot of alcohol while taking bupropion hydrochloride extended-release tablets (XL). if you usually drink a lot of alcohol, talk with
your doctor before suddenly stopping. If you suddenly stop drinking alcoho!, you may increase your chance of having seizures.

« Do not drive a car or use heavy machinery until you know how bupropion hydrochioride extended-release tablets (XL) affect you. Bupropion
hydrochloride extended-release tablets (XL) can impair your ability to perform these tasks.

What are possible side effects of bupropion hydrochioride extended-release tablets (XL)?

« Seizures. Some patients get seizures while taking bupropion hydrochloride extended-release tablets (XL). If you have a seizure while taking
bupropion hydrochioride extended-release tablets (XL), stop taking the tablets and call your doctor right away. Do not take bupropion
hydrochloride extended-release tablets (XL) again if you have a seizure.

« Hypertension (high blood pressure). Some patients get high blood pressure, sometimes severe, while taking bupropion hydrochloride
extended-release tablets (XL). The chance of high blood pressure may be increased if you also use nicotine reptacement therapy (for example,
a nicotine patch) to help you stop smoking.

« Severe allergic reactions. Stop taking bupropion hydrochloride exiended-release tablets (XL) and eall your doctor right away if you get a
rash, itching, hives, fever, swollen lymph glands, painful sores in the mouth or around the eyes, swelling of the lips or tongue, chest pain, or
have trouble breathing. These could be signs of a serious allergic reaction.

« Unusual thoughts or behaviors. Some patients have unusual thoughts or behaviors while taking bupropion hydrochloride extended-release
tablets (XL), including delusions (believe you are someone eise), hallucinations (seeing or hearing things that are not there), paranoia (feeling
that people are against you), or feeling confused. if this happens to you, call your doctor. '

Common side effects reported in studies of major depressive disorder include weight loss, loss of appetite, dry mouth, skin rash, sweating,

ringing in the ears, shakiness, stomach pain, agitation, anxiety, dizziness, trouble sleeping, muscle pain, nausea, fast heartbeat, sore throat, and

urinating more often.

If you have nausea, take your medicine with food. !f you have trouble sleeping, do not take your medicine too close to bedtime.

Tell your doctor right away about any side effects that bother you.

These are not all the side effects of bupropion hydrochloride extended-release tablets (XL). For a complete list, ask your doctor or pharmacist.

How should | store bupropion hydrochloride extended-release tablets (XL)?

« Store bupropion hydrochloride extended-release tablets (XL) at room temperature. Store out of direct sunlight. Keep bupropion hydrochloride
extended-release tablets (XL) in their tightly closed bottie.

« Bupropion hydrochloride extended-release tablets (XL) may have an odor.

General Information about bupropion hydrochioride extended-release tablets (XL)

« Medicines are sometimes prescribed for purposes other than those listed ina Medication Guide. Do not use bupropion hydrochloride extended-
release tablets (XL) for a condition for which it was not prescribed. Do not give bupropion hydrochioride extended-release tablets (XL) to other
people, even if they have the same symptoms you have. It may harm them. Keep bupropion hydrochioride extended-release tablets (XL) out
of the reach of children.

This Medication Guide surmarizes important information about bupropion hydrochioride extended-reiease tablets (XL). For more information,

talk with your doctor. You can ask your doctor or pharmacist for information about bupropion hydrochloride extended-release tablets (XL) that

is written for health professionals.

What are the ingredients in bupropion hydrochloride extended-release tablets (XL)?

Active ingredient: bupropion hydrochloride.

Inactive ingredients: colloidal silicon dioxide, ethylcellulose, hydroxypropy! celiulose, methacrylic acid copclymer, microcrystalline cellulose,

stearic acid, talc, titanium dioxide, hydrochloric acid and triethyl citrate. The tablets are printed with edible black ink.

The following are registered trademarks of their respective manufacturers: Prozac®/Eli Lilly and Company; Zoloft®/Pfizer Pharmaceuticals;

Luvox®/Solvay Pharmaceuticals, inc.; Anafranil®Mallinckrodt Inc.; Nardil®/Warner Lambert Company; Parnate®/GlaxoSmithKline;

Marplan®Oxford Pharmaceutical Services, Inc.; Zyban®/GlaxoSmithKline; Wellbutrin®/GlaxoSmithKline; Wellbutrin SR®/GlaxoSmithKiine.

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

Watson Laboratories, Inc.
Corona, CA 92880 USA Issued: May 2007
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ooyt nupmnmn hydiochloride extended-release tablets {£L17" and
“What should § Lell my doctar before using bupropion hydrachloride extended-
release tablets (XL}?" Tell your doctor about all of your medicat conditions and all

medicines you take. Do not fake any ather medicines while you are using

buproplon bydrachloride extended-release tablets (XL) unless your doctor has
said it s okay 1o take them.

1 you have a seizure while taking bupropion hydrachloride extended-release
fablets {XL), stop laking the 1ableis and call your dactos righ away. Do not ke

upropin cruchride exendedelease b (XL) aan you e  seiture

Whatis Imp ¥ tamily

ing inhd:plessznl:?

Patients and their amilies should watch out for v dep thougts
suici de.Alsawalmnmhusuddenmsevmchangasmlee(l 5 stch as feeling

ansous, agiated, panicky,

iitabie, hostie. agoressive, impulsive. severely fest-

K%, very Exite amd ypermcte, ol Sing ab (6 Skep. or e sl
changes in betiavior, i this happens, especialy at the beginning of antdepressant
trealment or atter achange in dose, call your doctor, For additional information see
section above entiled “Anddepressant Medicines, Depressian and other Serious
l/tnlal IIlntsscs and Sukidal Thoughts or Aclmns Bupmnwn hydlDCMD"dE

\he ageof 18

and are not approved for use in chikiren and teer
Wit arc butaplon hydoghlar e exendedrelase ablts (KLY

Buproplon hydrochioride extendsd-release tablels {XL) 2re a prescription medici
i X majot

Who should nof take buproplon kydrochloride extended-selease lablets {XL)? Do
nok take buprogian hydrachloride exiended-release tablets (XL} i you:
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tablets {SH). sin
bupropion hydrochlaride extended-release Lablels {XL).
¥ 10k o akcahol and abruplly slop drinking, o use medicines called seda-

tives {these make you sleepy) of benzodiazepines and you stop usiag them all of

vdden.
ave token within the last 14 days medicine lor depression called a mancamine
oxidase inhibitor {MADI), such as Nardit? (phenelzine sulfate). Parnalec (iranyl-
eypromine sullate), or Marplan® (ispcartonazi
have o had an eztng disorder such a5 anoexia nervosa or bufmi

hydrochforide extended-release ablels (.

What should 1 el my docior belore usig Bupioplon hydrochloride extended-
release tablets {
Te yaur doclor oo Yous medical canditions. Tel your doclor i you:

are yegran or it In become pregnant. It is nol known il upropian can
harm yous nborn baby.

e Deasteeding. Buvmpmn passes through your milk. 1t is not known il
bupropion can hare your

have liver patiems, esneclalry circhasis of the e,

have kidney prob!

have an ealing msmdel such 5 anorexia nervosa or bulimia,

have had 2 head injury.

have ha a seizure fconwulsion. fl).

Have 2 tumor in your ferveus System (arain of spine).

have had 3 heart alizck, heart problems, of high tiood presstre.



are a diabetic taking insulin o clher medicines 10 contral your bload sugar.
drink 2 Iot of cciiol.

abuse prescription medicines o sieet drugs.

Te your dactor about all the medicines you fake, including preseription 20
o pesrton mediies ianins 510 St suppemints. Hany modiines
increase your Chances ide ellects il you take
them vl i

Huw shoul § take hupropian hydrochloride exiended-release tablels (XL)?

« Take bupropion hydrochioside extended-release Lablels (XL) exaclly a5
prescribed by your decor.

Do oot chew, cat. of crush buproion hydrochloride extended-retease fabels

{XL). Yau must swallows the tablets whole, Tell your ducar if yan eannot swak-

Tow medicine tablets.

e hunmnmn hydrochioride extended-relcase tablets (XL) 31 the same time

e ymn doses of buproplon hydrachipride extended-reiease tabiels (XL} 2t
feast 24 hauts apant

You may take bupropion hydrochioride extended-release t2blets (YL) with or
without lood

i you miss a dose, 0o not ke an exta tablet 10 make up S the dose you tor-
got. Wait and take your nest tabied at the ceguiar time. This is very importanl.
oo many bupropion ythchiord etendeddsse aels (X) o nrese
your chance at having a
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tablets (XL exactly as direcied by your doctor. Gali your doctor it you do not leel

duprapion hydrochionde extendedtTelease tadlets (XL) are working for you.

0o not change yaur dose or stop taking buprogion acride exentet

release tblets (XL) withou talking vith your docior firs

What should | avaid while taking buprpion hydlu:nlnﬂd: extended-release

tablets (XL}?

Do not drink 2 lot of alcoho! while taking buprepion hydrochioride extended-
seiease tablets (). It you usually drink 2 fot of alcohol, talk with your doctor
belore suddenty stopping. If you suddenly stop drinking alcohol, you may
increase your chance of having seizur
« D0 not drive a ear or use heary machinery unlil you know ho bupropion
hydrochioride extended-celease lablels (XL} affert you. Bupropion
hymocmame extended-release tablels (XL can impair your abilty 10 perform
these
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Whal iv: pnsslhk side elfects of bupropion i ded-rele
s (XL)?

. s:llnves. Some palieals get seizues while f2king bupropion hydrochloride
extended-telease tablets (XU), Il you have a seizure while Laking buprapion
bydroehloride extended-release tablets (XL}, stop faking the tablets and call
your doctor right . Do nol take buprogian hyrochioride extended-release
tablets (XL} again if you have a seizure,

Hypetenain (igh blond ressure). Some patens ge tightiod pressue,
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somelimes severe, while taking bupropion
tabets, (L) The chance ¢ Rgh blad presurd iy e incrased  you a0
use nicotine reptacement theragy (for example. a nicotine patchj 1o help you
s10p smoking.

Severe allergic reactions, Stop 12king buprogian entended-
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selease tablets {XL) and call your dostar right away i you get a rash, iching.
Hives. fever, swollen lymph glands. gainful sores in the movth or around the
eyes, swieling of the s of Tongue, chest paln, o have stouble breathing. These
could be signs of a serious allergic reaction

« Unusual thoughts ar behaviars. Some patients have nusual thoughts of befas-
fors while Laking buprogion hydrochioride extended-elease tablls (XL, nclug-
ing delusions (beVevt you are someane else). hallucinations (secing or hearing
1hings thal are not here). parandia Ieelng hat paople are against you).af eel-
ing contused, 1 this happens to you. call yaur doctar.

Common side eftects reported in studies o major depressive disorder include

g 1055, loss of appelil. dry mouth, skin ezsh, Sieating, ringing in 1he ears.

shakiness, stamath gain, agitation, anety, dizzness. trouble Siceing. mustle

gain, nusea. fast hearibeat, sore ihraat. 2ad urinaling mote often.
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11 you have nausea, 12ke yout medicine with foad. it you

201 ake your medicine 100 close [0 bedtim

Tell your doctor right zvay about any Side effects thal buther you.

‘These are not all the side ellects of bupropion hydrochloride extended-telease

1ableis (XL). For a complete fist, sk your doclor of pharmacist.

Haw should & store bupropion hydrochloride extened-retease 1ablets (L)?

Store buprapion hydtochloride extended-release tablets (XL) 3t room fempera-

ture. Store aut of direct Sunlight, Keep buprapion hydrochloride extended-

release tablets (XL) in heir tightty closed borte.

« Bupropion hydrochloride extended-release tablels (XL may have an odor.
bupropion
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+ Medicines ate sometimes presciibed fat purpases other than those listed in 2
s ate & . h I thost

1XL) for a condition for which it was not prescribed. Do not give bupropion
ydsochloride extended-release tabkts (KL lo oiher people. even i they have the
same sympioms you have. %t may harm them. Keep bupropion hydrachionde
exended reeass el (1) ut o e resh o chin,
This Medicalion Guide summarizes imporlant informalion about bupropion
nydmchlmme exendavceas atess (XL, fo mare oo, 4 wih you
doctor. You czn ask your docior of pharmacis for inloimation about buprogion
hysrochiaride extendedretease tabiels {XL) that s written for health professionais.
0

Active ingredient: Suprapion hydrochioride.

Inacive ingtediets: colidal ican dioid, ehyiellase, ydoxypropy el
Tose. stearic acid,fal. ita
s o, nymonmcnum and rithy citrte. The lables are printed wilh edi-
ble blac

The InYIuwmq are registered yiademarks of heir respective manufaclurers:
ProzaciEi Lilly and Cemnany Zololt@/Prizer Pharmaceuticals: Luvox®/Solvay

sgc: TS CeTiel maTX FE T2 €15 Sans i
e e nESE N A LR 1113

\l-\'\ﬂ»urm‘u Sy
o) egeent sisbes
Ktk M, 2025 K ses 55 7 200 MMy ereaed 3¢ eigence Clingaed leniy
Piagunacy Teeatogestc EMect: Prepianey Caregy © 13 514048 (W60 i1 1158 3% s
ST MOS0 T %00 . 10 15 gt gl Do
m-e(e IR 243y dese [URAZ] resgeciny a2 i
st g uu-muvnmumm e clew eidece o iraiepene sty mas feasd n

T ST G T T p
188 mptey o e Sasm el e C s apis
e e o s T K
PR EIOXGS, dri e o, drpers ot sfece i ek e
TaSEr ity GsERde, VNS, 230 06 Bt e

'

e Speues; emey ashrles
i -t Enued 7 e knn um sad 125 mAp By appresmatty gl Tc the
BRZ er2 g

y 16366 ng g ti

7 5mes
e MRI2 e ngin 3 A et

Adtcicnal s fc Mese Ssied 1 Taste & n:

S At 1 s 01 g AR

O£ty s e et peg s D

sa0y sk ct cogen: s ereral 210 G GOONI: Tl BNENS

Ssetnesny Kby opcs mesier

T g s con )uﬂe;'ﬂu! 510 D st fmeste: 1 25
1

esecine maped (e drazase

g ¢ zum(, |m o .m\ i g
cwed e e eageal Dl maies Creal ¢ ¢
P e e e o it

Inc., Lar hlﬂ deprrasans n:\rl‘x't mEster 60 THLpes Caiside ¢f 18 Lot timestes. The vml\sunu
ompany. Sty Wt 224 :
i o p 3 ) E o
Serves. Inc. ’ 4 . o
Weilbulrin Sﬂalﬁhmsmlmklne ieis (XL ertaee

This Medicalion Guide has been approved by the 0.S. Food and Drup
Administration.
Watson Laboralaries. Inc.
Gorona, GA 92880 USA
Issued: May 2007

Narsiag Mottt T01y G g, G 13 10 MK v serngy emy
: Mt i Lrang i en g

156 ity

2
made 35 exty 25 day d €

ey e T e s v e o
Tt v B e R
e s nnmzmnnnmmsmnnn
Ty
ES
. e o
e 3 A et S
Ses s e Aot e by s
e e o ey s
P e S o S s s S
5»;::‘;““ o aper st B e L o S e
Tk asier Vi Sepese Dtolr, st rsmest o 520
Anthepia nygecediende ereadeg-piase Bzl X0y & 3066 ngtSay, w\" (\ll uu, ny \' ety
e I o PPt i St
fare - B s v ot
o - %
oot "

30 it 4 i o vt L2 et
e tri1de e ecder 3
" AN e e
g dese mag e et g el s e e
el meehs et rparmen 7 300
aiateusace Treama tunmvmsnmm:n-uummmummuvmrnmv»
o 3

1 el e (1)
ke 16 e dese aeded

s s ool rsecndic et e el 1 At e e

e apprepng dese fer S e

Sudohns it b mummﬂt mm i

Iratis o0 o o Wt
I Waea s
ot e S OcAents et e

G taseg w0 (1%
By asne o

iy s
sitle, Patts wae are amealy cing vred win W 3 ot
els) ¥ 360 mp'ary rict expnpe, 166 B 3 1mes 3 Q3 Mty S SECCUD IC FICHD)

ren

dese prasks.
200 oAy of e SusDlnes-Rase e Farmalatlonr X0, g MOUTN, (3% SRR, 1V,
nauene

o Sustsing# Retease Formulalion: Axdcminal £, 2giaes, avity.
GEGNESS, 'y Moy, E A, M), MaSED. EHINRS SITIGHS, Snexing. 11t 240
wyry begaenty.

Evaats Observaé During te Clakcal Ouvveicymast 3af Posimaeting Expas

e ol

s 505 2 306

mgiSay e enample
ef-tedse et I 360 mp exce dak
Dusage Aiustaas u Patots WED [T otocd

e et o erd 0w g
Lo ot e s o

o
v 00 51 Ferstad o1 mm i T 1 medEaE AR, SoThcs isee
EAIIONS:

mvuma. RS IS ). 3 deUSE S0 3 mide oine CUNICA: PIARACO.GGT, RARYIGS. 3
e 0 o1 e gy e Mt s Patiss W |u,.m- Ramal Faacilen: B.gecgies Sydrecieite
nen a
204 ATING 1 VARG Clel Weseas 3 S By ke om0t ot anesss 'rﬂﬂm(nmx, e e o v ek CLER, PAARRED. Y 10
e LN e o e s 0313040 € EER . Ha TSI PRICEITIONS:
firnie St ie gewnted 2 vesse eves € 3: et naw surruen

Gulaticysn. Qi upmm 6,640 Exens @Y FITOETHN (NG 0 KA S
s 1ege 25 ot 165 yors 61
LTy 000 126000, vt

Seafes et Geprtsskcs 0 « BTz € g i e s ogeets
a13dserse e o

oG ARt e 5 s S e O
exrs 0 sikey 0 eCmewss oo o 200 2 YENE Si2e0s
Bige-r chaal BpEatare 5 oz g abed Olle-eares 1 resperses Semeen e elgety 1
YOARe” FXNTE, 3 preve” Sevaery € SC e ekt i it (13 be +3kd €

£ sagen poneL sty e e GECSIEN € Saprepicn 10 i
S e0ET 5.7 w28 s 1550E SI%LS. Yemevtr it £33
SOk St S B i Tt 8 SIS BT e TS T
Moy €12 e 8 18 MEALELAS et LUK PIRALOLOEN:

BTG vy e e s OS2 DA

2 e brers e

gt e ke et Tt e e iy o mm et

1 3¢ sl L
D ASTRANTIG

AI0NS

it st oo 3 e e
P medatesaease KAV Sipcer
e 61 e et MR, FIARNACE 0T 1ot
HCTRICT IGRS 4108 NS £

Aot e ety o Discoseouiton o Leinedt Wit e innebse et 1 o

oaprepior 1 pINR3TAC Ve cha 1. % 328 142 €l
et g, 3 S22 0 e i
Eaens e e i ed e ne G € Meese e

Taesprosiese
w num.( s »m, e mmu o i i v
£33 3 et 13 IR ve b o T

sal;

et s e i tlxied

Sertiens. ! i s o
extessiely SpeCdi 5C 2L 1 T JNIK DI, 190Te VNS 6 reNENy ASCLLD aah i5e

e 1o . 20 DR exr o w3 Sk 1 CCO A 1A Y2 A
ersel ARG

2 e afese s et G e n
NCse BLEn 1t ess 2 HLECE

B sin s xt
SeREn e uatt T AT e ¥ it
bt g -desse e

1S Ty S¢ SSCUIE wY TIPEEKA

i e, 10 preeser

sany

Rart was valvse 850 esserend wie

SyTEDS Sagesie <l eerd pr

schness rsee PRECAITIIS;

Canfioraseutar: Bty e pesel UECON. Sels. a6, 3% yhetéricr

Rarg o5 syaicee ASC E35er-00 mere COTPEE NICHTILAY TLA. 3IMISICRS, MECIEY

1 HEentiska n sene (ases sevee. set SRECAITRNS:, mpecy &l ey, Euenis,

aapancny emzcksn

Digestme: INEA R 548 ATC T I LK, 2140, QIS “eRsn, GRETA, OSSO

S i, et st e densin 56 v B ot e ot
e, 07 AemEIag 1

S P bt TR ARG 13 e R

12100, Mg, 390 vt wid 181 190 ever
iy TASe SymEans may nsemtie seran

Haprapet hgrcoeide Erievted Retease Tac 36 m € 35t Mg L Nerke
e awi It Qe €, v oand toies wy WPl ove 102 i ) Soek ok )
s €26 3oty NEE G361-3322:38; 3 2etdes ol 1666 e 143 B91-3022-10;

32028C 1E8TPF, [Ste ISP temiched reen wmpenve ]

Tur floeing we cepsend EafenEls o e espee manikiens
N Vg

Watsea Laonaoriny,
Ceam, C& 2280 USK

I 1ng: My 2067



133HS 03dS Ol ’3434

e

¢ 13A37 3d0J2 HOT100

e

FOVINI NOS1IVM
oot

1X31L XMov1d

£
N

25 vy VSN 03826 V0 'euoi0)  $13[qe) OF <
W M — *au) *seliojeIage] UOSIEM “ﬂ_co Xy NOSIYM @
2 m “SUIRYAWSOXEID *apiiojyaosphy
No} J0 ysewaper) pasaisilal ¢ s) puegAZ uoydosdng ujeiuoa jey) s3u)a|paws 43y Aue Jo

“ugip||49 10 yaeas ayy Jo yno deay GNYEAZ Yl UOjew| g0 uf 8sn 10U 04 JNINUYM
{auniesadwal Woos 310N ¢S
335 “(de4-:89) JG2-502 12 21015
a1d ))ng Jo) pasuy
sAyd Ag pejosap
se 10 Aflep Jajqe) auo aye) :ebesog UUtO—r—UO.—ﬁ%T— :o-&ogmam
B 008 4SN °
apuoya0spAy usidosdng :su(ejuos ATvd 3DNO
18(ge) 85€8|8J-PApUBIXS YIEY Q£-ZEEE1650 DAN

0§

T

o]

;

HOIH .S2°1 X 3AIM .S°E
:321S 139V

G«ﬂ o AQ YIOMLIY

I-4004d



133HS 03dS Ol 1343y

—nrmam—

2 13A37 3000 HO00

m——

W JOVINI NOSIVM

Y

1X31LMOovV1g

“dX3
TON 10T

AR

v-Y vSN 09826 ¥J ‘Bu0i0)

*3u] ‘sali0)elnqe uosiepm

ulMYIWSoxelg

40 yJewspes) palaisibal e 5| pueghz
*ua4pjIy? Jo yaeal ayj jo Jno daay
[*aunyesadwal wWool pajjoluod dsn
995] "(4022-,89) 0.52-,07 1€ 31018
*ushewopu) fiuiquasaid |inj 10y pasuy
afieyoed aag ‘ueisishyd Aq pajoalp
se 40 Ajiep Jajqe; suo ayey :abesog
Bw 00€ '4sSn

aplojy20.pAL voidoidng :sujejuod
19108} 3aseajas-papualxs yoaey

s131ge1 0001 ©
A Nos.tym ()

*apuiofys04pAy uojdoidng urejuoa jeyy sauid|paws 1ayjo Aue
10 eNYEAZ Ynim veljeuiquted Ul asn jou og :ONINYYM
*8pINg UoEIIPALN YIM 3Suads|@ INOILNILLY

(1X) s191qe ), aseajay-papuaixy
apuojyd01pAH uoidoAudNg
ATiva IDNO

O1-ZEEE-1650 DAN

HOIH .S¢°¢ X 3AIM .S2°S
:3ZIS 13gv1

fdJﬂ ~manm [ HIOMIIY

I-4004d




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

Michelle Dillahunt
6/2/2007 02:15:19 PM
LABELING REVIEWER

Lillie Golson
6/4/2007 04:28:09 PM
LABELING REVIEWER



APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 77-715 Dates of Submissions: October 11, 2006 & November 13, 2006
Applicant’'s Name: Watson Laboratories, Inc. |
Established Name: Bupropion Hydrochloride Extended-release Tablets (XL)

150 mg and 300 mg (Once Daily)

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have 1é Final Printed Labels and Labeling? E-submission

CONTAINER LABELS (150 mg= 30s, 300 mg= 30s and 1000s)

Satisfactory in final print as of October 11, 2006 submission

150 mg (30s) : WCdsesub1\n77715\N_000\2006-10-11\labeling\proposed.pdf\150 mg 30s.pdf

300 mg (30s): \Cdsesub1\n77715\N_000\2006-10-11\labeling\proposed.pd\300 mg 30s.pdf
300 mg (1000s): \Cdsesub1\n77715\N_000\2006-10-11\labeling\proposed.pdfii300 mg 1000s.pdf

PROFESSIONAL PACKAGE INSERT
Satisfactory in final print as of October 11, 2006 submission
\Cdsesub1\n77715\N_00012006-10-11\labeling\proposed.pdf\pi.pdf

MEDICATION GUIDE
Satisfactory in final print as of November 13, 2006 submission

Future Revisions:

General

Yana Mille has been consulted regarding whether this product (and its RLD) falls under the USP monograph.
If so, it is allowable for the sponsor to include “USP” in the established name throughout labels and labeling.
They may report a labeling change in the regard in an annual report.

Medication Guide (S'econd bullet under, “Who should not take...”)

Revise “bupropion hydrochloride extended-release tablets (XL)" to read “Wellbutrin SR”.

BASIS OF APPROVAL:

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Wellbutrin XL

NDA Number: 21-515

NDA Drug Name: Bupropion hydrochloride extended-release tablets.

NDA Firm: GlaxoSmithKline

Date of Approval of NDA Insert and supplement #s: S-014 (approved 7/3/06) and S-010 & S-018 (approved
6/12/06)

Has this been verified by the MIS system for the NDA? Yes
Was this approval based upon an OGD labeling guidance? No



FOR THE RECORD: (Part of this section came from previous reviews)

1. MODEL LABELING
This review was based on the labeling for Wellbutrin® XL (GlaxoSmithKline; Approved 7-3-06 and 6-12-06)
NDA 21-515/S-014, and S-018 & S-018. .

* Per memo from Kim Dettelbach, —_ . o
» - - b(5)

\l—_mm
* S-014 provides for a larger and more prominent font to state the number of times a day that the
bupropion formulation should be taken. S-018 was used for the text for the generics (revision of
pregnancy category from a Category B to a Category C).

2. Bupropion extended release tablets for Wellbutrin XL will contain “(XL)” and “Once Daily” on the labeling
to distinguish from the Wellbutrin SR generic products. Watson was instructed to use the Tall-Man lettering
for the established name as recommended in the Name Differentiation Project.

Per Lillie Golson’s email dated 9/11/06, the labeling should state Wellbutrin SR and Wellbutrin when
referencing the immediate-release and sustained release formulations in the CONTRAINDICATIONS,
WARNINGS, PRECAUTIONS, DOSAGE AND ADMINSTRATION sections and the Med Guide. Wellbutrin
SR and Wellbutrin were added because of safety/confusion issue when all three formulations are referenced
in the same paragraph. | requested Watson to add the trademarks and corresponding manufacturer of
Zyban, Wellbutrin and Wellbutrin SR.

3. USP ISSUE: There is a Bupropion Hydrochloride Extended-Release Tablets monograph in USP 29.
However, according to the bio review (V:\firmsam\impax\ltrs&rev\77415D1104.doc), the monograph is not
for Wellbutrin® XL.:

"There are three types of Bupropion Hydrochioride Extended-Release Tablets made by

GlaxoSmithKline listed as RLD: Wellbutrin® SR, Wellbutrin® XL and Zyban®. Wellbutrin® SR and

Zyban® have same formulation and Wellbutrin® XL has a different formulation. This application

refers to Wellbutrin® XL as the RLD. The USP listed a dissolution method for Bupropion

Hydrochloride Extended-Release Tablets for Wellbutrin® SR and Zyban®, but not for Wellbutrin®

XL.

For this ANDA, D. Patel noted (V:\firmsam\watson\ltrs&rev\77715D0505.doc) that the firm

conducted dissolution testing using the NDA 21-515 method. | emailed D. Patel on 4/25/06 to see if Watson

needs to add “Drug Release Test and Dissolution Test pending” to their labeling. D. Patel replied on 4/27/06.

Ann,
Since there is no USP dissolution method for bupropion extended release tablet (Wellbutrin XL), Watson

conducted dissolution testing using the RLD method. Dissolution method for this product may not be
submitted to be placed in the USP. Therefore, | would think it may not be necessary to include the statement.

Thanks

Dev
From: Vu, Thuyanh (Ann)
Sent: Tuesday, April 25, 2006 11:50 AM
To: Patel, Devvrat

Subject: Question about USP and ANDA 77-715

Devvrat,

Could you advise me on the labeling for ANDA 77-715 (Watson's bupropion XL tabs). Your review stated
that Watson followed the RLD's dissolution testing method. | realized that the USP 29 dissolution testing
methods only pertains to bupropion IR and SR formulations. Should Watson put in the Labeling, the
statement: "USP Drug Release Test is pending."? USP 29 also specified dissolution test in the labeling
section. Do I also need to ask Watson to add in : "USP Dissolution Test is pending."?

Thanks
Ann



Latest email about USP issue from Lillie Golson and Nhan Tran dated 9/1/06:

Thanks much Tran. So, for the XL applications, we will include "USP" with the established name once we
determine which test their formulation meets. For the ones for which a determination has not been made, we
will have the firms include the "pending..." statement.

From: Tran, Nhan L

Sent: Thursday, August 31, 2006 4:24 PM
To: Golson, Lillie D

Cc: Seo, Paul

Subject: RE: Wellbutrin XL

Lillie:

As a result of our work (Larry Ouderkirk and |} with the USP, at the present time, there are three (3) drug
release tests in the USP for bupropion HC! ER tablets, with Test 1 corresponding to GlaxoSmithKline,
Test 2 for Eon (ANDA 75-932) and Test 3 for Impax (ANDA 75-913).

in the USP, there is no distinction between SR or XL, but just extended release and | think it is perfectly

correct since both SR or XL is just a term for extended release dosage form. And one does not need to
* know which test is for what formulation provided it meets any of the USP test (Test 1, 2 or 3), since they

are all for ER tablets. If a company meets the USP test along with USP specifications, the company can

label for example, it meets the USP test #1 or 2 or 3.

Only when the product cannot meet either tests, then the labeling should state: Drug release test is

pending.

In majority of cases, the test formulation will not be able to meet the USP test, but this is not unusual,

because for an extended release (ER) formulation, the drug release characteristics of each formulation

are different and consequently the drug release test will be different.

| hope | have answered your questions. If you need further clarifications, please let me know.

Thanks,
| asked Watson to delete “USP” from their labeling and labels. | will ask Watson to add “USP drug
release test is pending” in their Description section since Watson could not currently meet USP specifications

for test 1.

Watson deleted “USP” and added ““USP drug release test is pending” in their Description section in their
10/11/06 amendment.

4. PATENTS/EXCLUSIVITIES
Patent Data — NDA 21-515

Patent Number Patent Expiration How Filed Labeling Impact
6,096,341 October 30, 2018 [\ None
6,143,327 October 30, 2018 v None

Exclusivity Data— NDA 21-515

Code Reference Expiration | Labeling Impact
[-497 Prevention of seasonal major depressive episodes in patients with seasonal | June 12, 2009 [Carve Out- AF
affective disorder dated 8/11/06

It is not known at this time whether the sponsor is pursuing a pediatric exclusivity for the new indication.

5. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM
Watson Laboratories, Inc.
1033 Stoneleigh Avenue -
Carmel, NY 10512 [Vol 1.2, pg. 356]



6. INACTIVE INGREDIENTS

The description of the inactive ingredients in the insert labeling appears accurate according to the

composition statement. [Vol. A3.1, pp. 56 & 57]
Component/
Function
Bupropion Hydrochloride/API
Hydroxypropyl Cellulose/ e
Microcrystalline Cellulose and colloidal silicon dioxide:  smpese—

Stearic Acid)  smes=e- b(4)

Methacrylic Acid Copolymer.

== Black ink/Printing ink

7. CONTAINER/CLOSURE |
30’s::  mm——T " bottle ‘ oanuiied [Vol 1.3, pg. 757]
1000's: | Jottle - [Vol 3.2, pg 670] b(4)

8. PACKAGING CONFIGURATIONS
RLD: 150 mg: Bottles of 30s and 90s 300 mg: Bottles of 30s
ANDA: 150 mg: Bottles of 30s 300 mg: Bottles of 30s and 1000s

9. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON
RLD: Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled Room
Temperature].
ANDA: Store at 20-25°C (68-77°F). [See USP Controlled Room Temperature].

10.DISPENSING RECOMMENDATIONS:
NDA - Dispense in tight containers as defined in the USP.
ANDA —Dispense in a tight, light-resistant container as defined in the USP.
USP- Packaging and storage- Preserve in well-closed containers

11.TABLET IMPRINT (Vol 1.3, pg. 1110 for the 150 mg strength, Vol 3.2, pg. 798 for the 300 mg strength)
RLD: unscored
ANDA: The tablet descriptions are satisfactory as seen in the HOW SUPPLIED section.
e 150 mg: White to off-white, round, biconvex, film coated tablets with “WPI” over “3331” on one side
and plain on the other side.
e 300 mg: White to off-white, round, biconvex, film coated tablets with “WPI” over *3332” on one side
and plain on the other side.

12. BIOAVAILABILITY/BIOEQUIVALENCE: As of 10/25/06 the Division of Bioequivalence review is pending.

Labeled Sponsor Bio Study
Fasting Fed
Crax Not listed in RLD 68.93 mcg/mL 77.81 meg/mL
labeling
| Trmax 5 hours 4.79 hours 6.48 hours
Tip 21 hours 18.22 hours 20.14 hours

13.MED GUIDE/PATIENT INFORMATION LEAFLET: Watson stated in AF dated 8/11/06 that for each
1,000 count bottle, Watson will ship a tear-off pad of 50 Med Guides/Patient Information Leaflets per
tear-off pad. Watson’s 30 count containers have one Med Guide/Patient Information Leaflet affixed to
the container.

Date of Review: 12/6/06 Dates of Submission: 10/11/06 and 11/13/2006
Primary Reviewer: Charlie Hoppes (for M.Dillahunt) Date:

Team Leader: Lillie Golson Date:
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REVIEW OF PROFESSIONAL LABELING =
DIVISION OF LABELING AND PROGRAM SUPPORT |
LABELING REVIEW BRANCH |

: ANDA Number 77-715
Date of Submissions: ‘August 11, 2005
..Appllcant's Name: ~ Watson Laboratories, Inc. . ' )
“Established Name: ~ Bupropion Hydrochloride Extended-release Tablets (XL)
: 150 mg and 300 mg (Once Daily) - v

_Labellng Deflmencres
B 1 CONTAINER (bottles of 30s, for the 150 ‘mg strength bottles of 30s and 1000s for the 300 mg strength) ;

'PnnCIpal dlsplay panel- revise the estabhshed name to read: BuPROPron Hydrochlorlde Extended-
Release Tablets (XL)” [delete USP]. - .

2. lNSERT- :
a. GENERAL COMMENT

Add “(XL)" to the established name wherever WELLBUTRIN XL is used, mcludmg the black box
warning and medication gurde .

b. Add “Rx Only” directly below the title of the insert.
c. Revise the established name in the title to "‘,Bupropion Hydrochloride‘Extende‘d-Release Tablets XLy -
d. DESCRIPTION | | ; AT
i Flrst paragraph revise to read “Buproplon hydrochlonde extended release tablets (XL) s
Second paragraph flrst sentence delete “USP”. |
Add “USP drug release test is pendmg” at the end of the second paragraph
e. CONTRAINDICATIONS
i Revnse the second paragraph to read ““Bupropron hydrochlorlde extended release tablets (XL) aref»‘ i
- ‘contraindicated:in- patients treated with ZYBAN® (buproplon hydrochlorlde exterided release. tablet
- (SR); WELLBUTRIN® {bupropion’ hydrochloride tablets), the immediate-release formuiation; -
" WELLBUTRIN.SR® (buproplon hydrochlorlde :extended release tabléts: (SR)) the sustained -

-vrelease formulatlon or‘any other medlcatrons that contaln buproplon because the: mcndence of
'»serzure is dose dependent T S , c po «

v .ii.b Start anew paragraph for “The: concurrent adm|n|strat|on of bupropron hydrochlonde extended-
release tablets (XL) and a monoamme oxrdase e e

 'f. WARNINGS

Screening Patients for Bipolar Disorder, second: paragraph revise to“ Patients should be made ,

- aware that bupropion hydrochloride extended release tablets (XL) contam the same actlve o
'mgredlent found in.ZYBAN®, used as an aid to smoklng cessatlon treatment, and that o
bupropion hydrochlonde extended release tablets (XL) should not be used in' combination with
ZYBAN®, or any other medications that contain bupropion, such as WELLBUTRIN SR® -
(bupropion hydrochloride extended release tablets (SR), the sustained-release formulation or
WELLBUTRIN® (bupropion hydrochlorlde tablets), the immediate-release formulation.”



g. PRECAUTIONS

-Clinical Worsemng and Suicide Risk, second paragraph, revise to “Patients should be made aware
that bupropion hydrochloride extended release tablets (XL) contain the same active ingredient found in
ZYBAN®, used as an aid to smoking cessation treatment, and that bupropion hydrochloride extended
release tablets (XL) should not be used in combination with ZYBAN®, or any other medications that
contain bupropion, such as WELLBUTRIN SR® (buproplon hydrochloride extended-release tablets
(SR), the sustained-release formulation, or WELLBUTRIN® (bupropion. hydrochlorrde tablets) the
lmmedlate-release formulation.”

h. ADVERSE EVENTS
“ i. Table4 footnote add “bronchltls dysmenorrhea and dyspepsla”

ii. Incidence of Commonly Observed Adverse Events in Controlled Clinical Trials, revise “Table 6” to
“Table 4”.

. DOSAGE AND ADMINISTRATION

Revise toread “Switching Patients from Wellbutrm® (bupropion hydrochlorlde tablets) or from

~"Wellbutrin SR® (bupropion hydrochloride extended-reiease tablets (SR)) : When switching
_ patlents from Wellbutrin® (bupropion hydrochloride tablets) to bupropion hydrochlorlde extended- :
release tablets (XL) or from Wellbutrin SR® (bupropion hydrochloride extended-release tablets (SR))
-to bupropion hydrochloride extended release tablets (XL), give the same total daily dose when :
possible. Patients who are currently being treated with Wellbutrin® (bupropion’ hydrochlorlde tablets) at -

- 1300 mg/day (for example, 100 mg 3'times a ‘day) may be swntched to bupropion hydrochlorlde
- _-extended-release tablets (XL) 300 mg once daily. Patients who are ‘currently being treated with .

~- Wellbutrin SR® (bupropion hydrochloride extended-release tablets (SR)) at 300 mg/day (for example, . -
150 mg twice daily) may be switched to buproplon hydrochlorlde extended release tablets (XL) 300 mg
“-once daily.” . , . , ,

. How SUPPLIED

» Please add below the storage temperature statement * The follow1ng are reglstered trademarks. of their :
- respective manufacturers: Zyban®/GlaxoSm|thKllne Wellbutrln®/GlaxoSm|thKl|ne Wellbutrln . :
VSR®/GIaxoSmlthKlrne - : , : -

3 MEDICATION GUIDE

; _' a. Who should not take bupropion hydrochlorlde extended release tablets (XL)’? Do not: take buproplon -
A hydrochlonde extended release tablets if you : : o ,

S medicines that contain buproplon hydrochlonde, such as WELLBUTRIN® (buprop:on
‘hydrochioride: tablets) or ‘WELLBUTRIN SR® (buproplon hydrochlonde extended-release
' tablets (SR) Buproplon isthe: same actlve rngredlent that isin buproplon hydrochlorlde extended-
‘ release tablets (XL).” : : , ,

' b “What should 1 tell my doctor before using buprop|on hydrochlorlde extended- release tablets (XL)'7
S Second and thlrd bullet revnse “buproplon hydrochlonde extended-release tablets” to “buproplon”

- c Place “How should | store buproplon hydrochlorlde extended release tablets (XL)‘?” ona separate :
-~ paragraph.

~d. Please add Zyban® Wellbutrin® and Wellbutrin SR® in your list of registered trademarks and thelr '
manufacturers : :

" ‘Please revise your label and labeling as described above and submit electronically. The immediate container
’ labels and carton labeling may be submitted either.electronically or in hard copy.

L “Second bullet revnse to “..»are takmg ZYBAN® (used to help people stop smokmg) or: any other .



The electronlc Iabellng ruIe pubhshed December 11, 2003, (68 FR 69009) requires submnssron of labehng :
- content in electronic format. For additional information, please refer to 21°CFR 314. 94(d)(u) SPL L
Implementation Guide for FDA Content of Labeling Submissions at -
* http:/iwww.fda.c ov/cder/re' ulato’ /ersr/SPL2alG v20051006 ri. df and Docket 928-0251 Memorandum

' ,’Although Docket 928 0251 Memorandum 32 states that as of October: 31 2005 Structured Product

E Labeling (SPL)in XML format i is:the only acceptable format for the submlssmn of the content of tabehng in

electronic format, abbreviated new drug applications not listed as the referenced listed drug (RLD) may be
submitted in'PDF and MS Word until the SPL for the RLD is posted on the DailyMed. website at:
ttg //dallymed nim.nih.gov/dailymed/about.cfm. “Should you decide to take the -option of' ‘waiting until the SPL
forthe RLD is posted on the website, you will be. responsible for submitting your content of Iabelmg inSPL -
- within 30 days after the SPL for the RLD is posted on the DailyMed website. If you have any questlons on,
. SPL submissions, please call Mr. Koung Lee at 301-827-7336. =~ - -
To assist in our revnew we request that labehng also be submltted in"MS Word format

Prior to approval it may be necessary to revise your labehng subsequent to approved changes. for the -
reference listed drug n order to keep ANDA labeling current, we suggest that you subscribe to the daily or
weekly updates of new documents posted on the CDER web srte at the following address -

tt //www accessdata fda. OV/SCI'I ts/cder/dru satfda/mdex cfm

To facilitate review ‘of your next submlssron andin accordance with 21 CFR 314. 94(a)(8)(|v) please provrde»
a side- by-srde comparison of your proposed labeling with your last submission with all dlfferences annotated

XY /é{wwﬁv/

Wm Péter Rlckman
Drrector
. Division of Labehng and-: Program Support
~QOffice of Generic Drugs
»Center for Drug Evaluatlon and Research




REVIEW OF PROFESSIONAL LABELING CHECK LIST
Establlshed Name

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP supplement in Wthh verification was assured X
{ UsP 29 ’ :

Is this name different than that used.in the Orange Book? :
If not USP, has the product name been proposed in the PF?
C ' * Error Prevention Analysis
Has the firm proposed a propnetary name? If yes, complete this subsection.

Do youfind the name objectionable? List reasons in FTR, if so. Consider: Mlsleadmg'7 T 4 X
Sounds or-looks like another name? USAN stem present? Prefix or Suffix present? | B
- Has the name been forwarded to the Labeling-and Nomenclature Committee? - If so, what : X

were the recommendations? If the name was unacceptable, has the firm been notified?. -

Packaging
s this a new packaging cont" guratuon never been approved by an ANDA or NDA? If yes X
.describe’in FTR. - . ' :
Is this package size mismatched with the recommended dosage? If yes, the Poison 1 , X
Preventlon Act may.require a CRC. ' _
Does the package proposed have any safety and/or regulatory concerns” : X
FIV product packaged in syringe, could there be adverse patient outcome if given by 1. X
| direct tV injection?. ‘ '
| Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sectionsand - ' X
the packaging configuration?
Is the strength and/or concentration of the product unsupported by the insert labeling? X »
Is the color of the contamer (| e. the color of the cap of a mydriatic ophthalmlc) of cap ; I X
1 incorrect? -~ . o i
1 Individual cartons reqwred? Issues for FTR: lnnovator individually cartoned? Lrght : _ ' X
.| sensitive product which might requrre ‘cartoning? ‘Must the package insert accompany the
] product? o .
.| Are there-any other safety concems’7
| Labeling

[isthe name of the drug unclear-in prlnt or Iacklng in prommence‘? (Name should be the v
most prominent information on the label).

Has applicant falled to clearly differentiate multlple product strengths’?

|1sthe corporate Iogo Iarger than 113 ‘container label‘? (No regulation - see ASHP
'gu:dellnes) v .

’Labelmg(contmued)

.. Does RLD make special dlfferentlatlon for this label? (i.e., Pedlatnc strength S Adult Oral
| Solution vs Concentrate ‘Warning Statements that mig<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>